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ABSTRACT

Background

Community-based primary-level workers (PWs) are an important strategy for addressing gaps in mental health service delivery in low- and
middle-income countries.

Objectives

To evaluate the effectiveness of PW-led treatments for persons with mental health symptoms in LMICs, compared to usual care.

Search methods

MEDLINE, Embase, CENTRAL, ClinicalTrials.gov, ICTRP, reference lists (to 20 June 2019).

Selection criteria

Randomised trials of PW-led or collaborative-care interventions treating people with mental health symptoms or their carers in LMICs.

PWs included: primary health professionals (PHPs), lay health workers (LHWs), community non-health professionals (CPs).
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Data collection and analysis

Seven conditions were identified apriori and analysed by disorder and PW examining recovery, prevalence, symptom change, quality-of-
life (QOL), functioning, service use (SU), and adverse events (AEs).

Risk ratios (RRs) were used for dichotomous outcomes; mean difference (MDs), standardised mean differences (SMDs), or mean change
differences (MCDs) for continuous outcomes.

For SMDs, 0.20 to 0.49 represented small, 0.50 to 0.79 moderate, and =20.80 large clinical effects.
Analysis timepoints: T1 (<1 month), T2 (1-6 months), T3 (>6 months) post-intervention.

Main results

Description of studies

95 trials (72 new since 2013) from 30 LMICs (25 trials from 13 LICs).

Risk of bias

Most common: detection bias, attrition bias (efficacy), insufficient protection against contamination.
Intervention effects

*Unless indicated, comparisons were usual care at T2.

“Probably”, “may”, or “uncertain” indicates "moderate", "low," or "very low" certainty evidence.
Adults with common mental disorders (CMDs)

LHW-led interventions

a. may increase recovery (2 trials, 308 participants; RR 1.29, 95%CI 1.06 to 1.56);

b. may reduce prevalence (2 trials, 479 participants; RR 0.42, 95%Cl 0.18 to 0.96);

¢. may reduce symptoms (4 trials, 798 participants; SMD -0.59, 95%Cl -1.01 to -0.16);

d. may improve QOL (1 trial, 521 participants; SMD 0.51, 95%Cl 0.34 to 0.69);

e. may slightly reduce functional impairment (3 trials, 1399 participants; SMD -0.47, 95%CI -0.8 to -0.15);
f. may reduce AEs (risk of suicide ideation/attempts);

g. may have uncertain effects on SU.

Collaborative-care

a. may increase recovery (5 trials, 804 participants; RR 2.26, 95%ClI 1.50 to 3.43);

b. may reduce prevalence although the actual effect range indicates it may have little-or-no effect (2 trials, 2820 participants; RR 0.57,
95%CI 0.32 to 1.01);

c. may slightly reduce symptoms (6 trials, 4419 participants; SMD -0.35, 95%Cl -0.63 to -0.08);

d. may slightly improve QOL (6 trials, 2199 participants; SMD 0.34, 95%CI 0.16 to 0.53);

e. probably has little-to-no effect on functional impairment (5 trials, 4216 participants; SMD -0.13, 95%CI -0.28 to 0.03);
f. may reduce SU (referral to MH specialists);

g. may have uncertain effects on AEs (death).

Women with perinatal depression (PND)

LHW-led interventions

a. may increase recovery (4 trials, 1243 participants; RR 1.29, 95%Cl 1.08 to 1.54);
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b. probably slightly reduce symptoms (5 trials, 1989 participants; SMD -0.26, 95%Cl -0.37 to -0.14);

c. may slightly reduce functional impairment (4 trials, 1856 participants; SMD -0.23, 95%Cl -0.41 to -0.04);
d. may have little-to-no effect on AEs (death);

e. may have uncertain effects on SU.

Collaborative-care

a. has uncertain effects on symptoms/QOL/SU/AEs.

Adults with post-traumatic stress (PTS) or CMDs in humanitarian settings

LHW-led interventions

a. may slightly reduce depression symptoms (5 trials, 1986 participants; SMD -0.36, 95%Cl -0.56 to -0.15);
b. probably slightly improve QOL (4 trials, 1918 participants; SMD -0.27, 95%Cl -0.39 to -0.15);
c. may have uncertain effects on symptoms (PTS)/functioning/SU/AEs.

PHP-led interventions

a. may reduce PTS symptom prevalence (1 trial, 313 participants; RR 5.50, 95%CI 2.50 to 12.10) and depression prevalence (1 trial, 313
participants; RR 4.60, 95%CI 2.10 to 10.08);

b. may have uncertain effects on symptoms/functioning/SU/AEs.
Adults with harmful/hazardous alcohol or substance use

LHW-led interventions

a. may increase recovery from harmful/hazardous alcohol use although the actual effect range indicates it may have little-or-no effect (4
trials, 872 participants; RR 1.28, 95%Cl 0.94 to 1.74);

b. may have little-to-no effect on the prevalence of methamphetamine use (1 trial, 882 participants; RR 1.01, 95%CI 0.91 to 1.13) and
functional impairment (2 trials, 498 participants; SMD -0.14, 95%CI -0.32 to 0.03);

c. probably slightly reduce risk of harmful/hazardous alcohol use (3 trials, 667 participants; SMD -0.22, 95%CI -0.32 to -0.11);
d. may have uncertain effects on SU/AEs.

PHP/CP-led interventions

a. probably have little-to-no effect on recovery from harmful/hazardous alcohol use (3 trials, 1075 participants; RR 0.93,95%CI| 0.77 to 1.12)
or QOL (1 trial, 560 participants; MD 0.00, 95%Cl -0.10 to 0.10);

b. probably slightly reduce risk of harmful/hazardous alcohol and substance use (2 trials, 705 participants; SMD -0.20, 95%Cl -0.35 to -0.05;
moderate-certainty evidence);

¢. may have uncertain effects on prevalence (cannabis use)/SU/AEs.

PW-led interventions for alcohol/substance dependence

a. may have uncertain effects.
Adults with severe mental disorders
*Comparisons were specialist-led care at T1.

LHW-led interventions

a. may have little-to-no effect on caregiver burden (1 trial, 253 participants; MD -0.04, 95%Cl -0.18 to 0.11);
b. may have uncertain effects on symptoms/functioning/SU/AEs.

PHP-led or collaborative-care
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a. may reduce functional impairment (7 trials, 874 participants; SMD -1.13, 95%Cl -1.78 to -0.47);

b. may have uncertain effects on recovery/relapse/symptoms/QOL/SU.
Adults with dementia and carers

PHP/LHW-led carer interventions

a. may have little-to-no effect on the severity of behavioural symptoms in dementia patients (2 trials, 134 participants; SMD -0.26, 95%CI
-0.60 to 0.08);

b. may reduce carers' mental distress (2 trials, 134 participants; SMD -0.47, 95%Cl -0.82 to -0.13);
c. may have uncertain effects on QOL/functioning/SU/AEs.
Children with PTS or CMDs

LHW-led interventions

a. may have little-to-no effect on PTS symptoms (3 trials, 1090 participants; MCD -1.34, 95%Cl -2.83 to 0.14);

b. probably have little-to-no effect on depression symptoms (3 trials, 1092 participants; MCD -0.61, 95%Cl -1.23 to 0.02) or on functional
impairment (3 trials, 1092 participants; MCD -0.81, 95%Cl -1.48 to -0.13);

¢. may have little-or-no effect on AEs.

CP-led interventions

a. may have little-to-no effect on depression symptoms (2 trials, 602 participants; SMD -0.19, 95%CI -0.57 to 0.19) or on AEs;
b. may have uncertain effects on recovery/symptoms(PTS)/functioning.

Authors' conclusions

PW-led interventions show promising benefits in improving outcomes for CMDs, PND, PTS, harmful alcohol/substance use, and dementia
carersin LMICs.

PLAIN LANGUAGE SUMMARY

The effects of primary-level workers on people with mental disorders and distress in low- and middle-income countries

This Cochrane Review update aims to assess the effects of engaging community-based workers, such as primary-care workers and teachers,
to help people with mental disorders or distress. The review focused on studies from low- and middle-income countries and found 95
studies for inclusion (including 23 from the previous review).

Key messages

Primary health professionals, lay health workers, teachers, and other community workers may be able to help people with mental health
issues if they are trained. However, more evidence is needed.

What was studied in the review?

In low- and middle-income countries, many people with mental illness do not receive the care they need because of stigma and difficulty
accessing services. One solution is to offer services through ‘primary-level workers’. These are people who are not mental health specialists
but who receive some mental health training, including primary health professionals (e.g. doctors, nurses); lay health workers; community
volunteers; and other community members (e.g. teachers, social workers). Primary-level workers deliver these services alone or in
collaboration with specialists.

What are the main results of the review?
95 relevant trials from 30 low- or middle-income countries were found.

The review authors searched for evidence about the effects of these strategies on the number of people who had mental health
problems, the number who recovered, their symptom severity, quality of life, day-to-day functioning, use of health services, and negative
effects of treatment. All results were measured one to six months after treatment completion, except in group 5, in which results were
measured immediately after treatment completion. When results are not presented, this is because there was no evidence, or because the
evidence was very uncertain. Evidence of the results below is of low to moderate certainty.
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1. Adults with depression and anxiety

Treatments from lay health workers compared to usual care:

a. may increase recovery;

b. may reduce the number of people with depression/anxiety;

c. may improve quality of life;

d. may slightly improve day-to-day functioning; and

e. may reduce risk of suicidal thoughts/attempts.

Treatments from primary-level workers in collaboration with mental health specialists compared to usual care:
a. may increase recovery;

b. may reduce the number of people with depression/anxiety although the range for the actual effect indicates they may have little or no
effect;

c. may slightly reduce symptoms;

d. may slightly improve quality of life;

e. probably have little to no effect on day-to-day functioning; and

f. may reduce referral to mental health specialists.

2. Women with depression related to pregnancy and childbirth

Treatments from lay health workers compared to usual care:

a. may increase recovery;

b. probably slightly reduce symptoms of depression;

c. may slightly improve day-to-day functioning;

d. may have little to no effect on risk of death.

3. Adults in humanitarian settings with post-traumatic stress or depression and anxiety
Treatments from lay health workers compared to usual care:

a. may slightly reduce depression symptoms; and

b. probably slightly improve quality of life.

Treatments from primary health professionals compared to usual care:

a. may reduce the number of adults with post-traumatic stress and depression.
4. Adults with alcohol or substance use problems

Treatments from lay health workers compared to usual care:

a. may increase recovery from harmful/hazardous alcohol use although the range for the actual effect indicates they may have little or
no effect;

b. probably slightly reduce the risk of harmful/hazardous alcohol use;

c. may have little to no effect on day-to-day functioning; and

d. may have little to no effect on the number of people who use methamphetamine;
Treatments from primary health and community professionals compared to usual care:

a. probably have little to no effect on recovery from harmful/hazardous alcohol use;
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b. probably slightly reduce risk of harmful/hazardous alcohol and substance use; and

c. probably have little to no effect on quality of life.

5. Adults with severe mental disorders (e.g. schizophrenia)

Treatments from lay health workers compared to mental specialists alone:

a. may have little to no effect on caregiver burden.

Treatments from primary health professionals alone or in collaboration with mental health specialists:
a. may improve day-to-day functioning.

6. Adults with dementia and their carers

Treatments from lay and professional health workers, compared to usual care:

a. may have little to no effect on the severity of behavioural symptoms in dementia patients; and
b. may reduce carers' mental distress.

7. Children in humanitarian settings with post-traumatic stress or depression and anxiety
Treatments from lay health workers, compared to usual or no care:

a. may have little to no effect on post-traumatic stress symptoms;

b. probably have little to no effect on depressive symptoms nor on day-to-day functioning; and
c. may make little or no difference in risk of adverse events.

Treatments from community professionals (teachers and social workers) compared to no care:
a. may have little to no effect on depressive symptoms; and

b. may make little or no difference in adverse events.

How up-to-date is this review?

Originally published in November 2013, this update includes studies published up to 20 June 2019.
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SUMMARY OF FINDINGS

Summary of findings 1. Lay health worker-led psychological interventions compared to usual care in treating common mental disorders in adults in
low- and middle-income countries

What are the effects of lay health worker-led psychological interventions vs usual care in treating common mental disorders (CMDs) in low- and middle-income
countries?

Patient or population: adults with common mental disorders (CMDs)

Setting: low- and middle-income countries (Brazil (1 study), India (1 study), Vietnam (1 study), Zimbabwe (2 studies))

Intervention: lay health worker (LHW)-led psychological interventions

Comparison: usual care (including 1 of the following: routine primary care, HIV care, nurse-led psychoeducation, antidepressants as needed, and referral to mental health
specialists)

Outcomes Anticipated absolute effects* (95% Cl) Relative effect  No. of partici- Certainty of Comments
(95% Cl) pants the evidence
Risk with usual LHW-led psycho- (studies) (GRADE)
care in CMD logical interven-
tions

Recovery from CMDs -in- 456 per 1000 par- 593 per 1000 par- RR1.29 308 PO LHW-led psychological interventions
termediate term (1 to 6 ticipants ticipants (1.06 to 1.56) (2RCTs) LOWC may increase intermediate-term re-
months post interven- (488 to 721) covery from CMDs (1 to 6 months post
tion) intervention) compared to usual care

Recovery defined by HDRS
<80;SRQ-20<7h

(RR> 1 denotes greater
likelihood of recovery)

Prevalence of CMDs - in- 463 per 1000 par- 195 per 1000 par- RR 0.42 479 B®DOO LHW-led psychological interventions
termediate term (1 to 6 ticipants ticipants (0.18 t0 0.96) (2RCTs) LOwe may reduce the prevalence of CMDs (at
months post interven- (83 to 445) 1 to 6 months post intervention) com-
tion) pared to usual care

Diagnosis defined by
SRQ-20> 7b; PHQ-9 > 11d

(RR <1 denotes lower
prevalence compared to
control)
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Severity of CMD symp- Mean SRQ-20 score  Mean SRQ-20 score 798 ®POO Scores estimated based on an SMD of
toms (including anxi- with usual care was in the interven- (4 RCTs) LOWYg -0.59 (95% CI -1.01 to -0.16). LHW-led
ety and depression) -in- 750 tion group was 2.66 psychological interventions may re-
termediate term (1to 6 (0.72 to 4.55) lower duce symptom severity of CMDs (at 1
months post interven- to 6 months post intervention) com-
tion) pared to usual care
Measured by PHQ-92,d.f,
SRQ-20b
(higher score, higher
severity)
Quality of life - interme- Mean EQ-5D score Mean EQ-5D score 521 DDOO Scores estimated based on an SMD
diate term (1 to 6 month-  with usual care was intheinterven- (1RCT)d LOWh of 0.51 (95% CI 0.34 to 0.69). LHW-led
s post intervention) 0.72d tion group was 0.17 psychological interventions may im-
(0.11 to 0.23) lower prove the quality of life of people with
Measured by EQ-5D CMDs (at 1 to 6 months post interven-
(higher score = better tion) compared to usual care
quality of life)
Functional impair- Mean WHODAS 2.0 Mean WHODAS 2.0 SMD -0.47 1399 flelole) Scores estimated based on an SMD
ment/disability - inter- score with usual score in the inter- (-0.8 t0 -0.15) (3 RCTs)bdsi LOW/ of -0.47 (95% CI -0.8 to -0.15). LHW-
mediate term (1to 6 care was 21.0b vention group was led psychological interventions may
months post interven- 3.9 (6.6 t0 1.25) slightly reduce functional impair-
tion) lower ment in people with CMDs (at 1to 6
months post intervention) compared
Measured by WHODAS 2.0 to usual care
(higher score = higher dis-
ability)
Service utilisation (1 to In Patel 2017 RCT In Patel 2017 RCT RR0.43 493 (1 RCT) DOOO Itis uncertain whether LHW-led psy-
6 months post interven- India, there were India, there were (0.11t0 1.66) VERY LOWK chological interventions have any ef-
tion) 7/248 (3%) un- 3/245 (1%) un- fect on unplanned hospitalisations in
planned hospitali- planned hospitali- people with CMDs (at 1 to 6 months
sations sations post intervention) compared to usual
care
Adverse events In Chiban- In Chiban- RR (suicideat- 1014 (2RCTsd\i) @00 LHW-led psychological interventions
da2016,N=32 da 2016, N tempt/ideation) Low! may reduce suicide ideation or at-
RR<1lindicates lowerrisk  (12.30%) wereiden- =6 (2.3%) were 0.29 tempts in people with CMDs (at 1to 6

of adverse events

tified as having sui-
cidal ideation

identified as having
suicidal ideation

(0.14 t0 0.58)

months post intervention) compared
to usual care
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In Patel 2017, there
were no deaths
(0%) and 3 (1%)
were identified as
having a suicide at-
tempt

In Patel 2017, 2
(1%) deaths oc-
curred, and 4 (2%)
were identified as
having a suicide at-
tempt

For Murphy 2020,
the committee met
3 times during the
trial and identified
no concerns re-
garding safety or
adverse events

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and
its 95% ClI).

Cl: confidence interval; CMD: common mental disorder; EQ-5D: EuroQol-5D; HDRS: Hamilton Depression Rating Scale; LHW: lay health worker; PHQ-9: Patient Health
Questionnaire-9; RCT: randomised controlled trial; RR: risk ratio; SMD: standardised mean difference; SRQ-20: Self-Reporting Questionnaire 20-ltem; WHODAS 2.0: World
Health Organization Disability Assessment Score 2.0.

GRADE Working Group grades of evidence.

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is
substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

@ Matsuzaka 2017. Trained community health workers delivered interpersonal counselling to intervention participants. Control participants were referred to specialised public
mental health care, facilitated by research psychologists.

b Murphy 2020. Trained lay health workers delivered cognitive-behavioural therapy to intervention participants. Primary care providers delivered regular medical care to control
participants.

¢Downgraded by one level for indirectness: the estimate is determined by only one study (Murphy 2020) due to the very small sample size of the other study. Downgraded by one
level for imprecision due to low event number and small total number of participants.

d Chibanda 2016. Trained lay health workers delivered problem-solving therapy to intervention participants. Control participants received nurse-led care including
psychoeducation and antidepressants when necessary.

eDowngraded by one level for imprecision due to low event number and small total number of participants. Downgraded by one level for unexplained inconsistency (1 = 87%): a
variety of comparison group interventions were evaluated amongst a relatively small number of trials, limiting our ability to draw conclusions.

f Abas 2018. Trained antiretroviral therapy adherence counsellors delivered problem-solving therapy. Control participants received routine HIV care.

gDowngraded by one level for unexplained inconsistency (I = 83%): a variety of comparison group interventions were evaluated amongst a relatively small number of trials,
limiting our ability to draw conclusions. Downgraded by one level for imprecision: the estimated effect size ranges from showing important benefits of LHW-led interventions
to LHW-led interventions having no clinical effect compared to usual care. Note that a small clinically appreciable benefit was set at SMD 0.2 to 0.5, a moderate benefit at SMD
0.5t0 0.8, and a large benefit at > 0.8 (Cohen 1988).
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hbowngraded by one level for indirectness: evidence was derived from one trial only. Downgraded by one level for imprecision: the estimated effect size ranges from showing
a small clinical effect to a moderate clinical effect.

i Patel 2017. Trained lay counsellors delivered a manualised psychological treatment based on behavioural activation. Primary care providers delivered regular medical care to
control participants.

JDowngraded by one level for imprecision: the estimated effect size ranges from showing important benefits of LHW-led interventions to LHW-led interventions having no clinical
effect compared to usual care. Downgraded by one level for unexplained inconsistency (12=89%): a variety of comparison group interventions were evaluated amongst a relatively
small number of trials, limiting our ability to draw conclusions. Downgraded by one level for indirectness (extensive training of LHW in Patel 2017).

kDowngraded by one level for indirectness: evidence was derived from one trial only. Downgraded by two levels for imprecision: event numbers are very low and the relative risk
ratio ranges from favouring LHW-led interventions to favouring usual care.

IDowngraded by one level for indirectness (extensive training of LHW in Patel 2017). Downgraded by one level for inconsistency (one study showed benefit of LHW-led
interventions, and the other showed no difference).

Summary of findings 2. Primary-level worker-led collaborative care compared to usual care in treating common mental disorders (CMDs) in adults in
low- and middle-income countries

What are the effects of primary-level worker-led collaborative care vs usual care in treating common mental disorders in adults in low- and middle-income coun-
tries?

Patient or population: adults with common mental disorders

Setting: low- and middle-income countries (China (2 studies), Chile (2 studies), Kenya (1 study), India (3 studies), Nepal (1 study), Nigeria (3 studies))

Intervention: primary-level worker-led collaborative care

Comparison: usual care (1 of the following: encouragement to attend primary health care, continuation of primary health care, primary health care aided by depression
guidelines such as mhGAP, monthly symptom review, physical examination and general health education, or referral to mental health specialist)

Outcomes Anticipated absolute effects* (95% Cl) Relative effect  No. of partici- Certainty of Comments
(95% Cl) pants the evidence
Risk with usual PW-led collaborative (studies) (GRADE)
care in CMD care
Recovery from CMD - 227 per 1000 par- 513 per 1000 partici- RR 2.26 804 BDOO PW-led collaborative care may

intermediate term (1 ticipants pants (1.50 to 3.43) (5RCTs) LOWf increase intermediate-term re-
to 6 months post inter- (340 to 778) covery from CMDs (1 to 6 months
vention) post intervention) compared to

usual care
Recovery defined by

GDS <119; HDRS < 7b;
HDRS < 8¢; PHQ-9 < 64;
PHQ-9 <5 or 50% reduc-
tion from baseline€

(RR> 1 denotes greater
likelihood of recovery)
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Prevalence of CMD -in- 426 per 1000 par- 243 per 1000 partici- RR0.57 2820 300 PW-led collaborative care may
termediate term (1to 6 ticipants pants (0.32t0 1.01) (2 RCTs) Lowh reduce the prevalence of CMDs
months post interven- (at 1 to 6 months post interven-
tion) (136 to 431) tion) compared to usual care, al-
though the range where the actu-
Diagnosis defined by al effect may be indicates that it
presence of ICD-10 diag- may have little to no effect
nosis on CIS-RY; preva-
lence defined by [Total
number - number recov-
ered (recovery defined
by HDRS < 8)]¢
(RR <1 denotes lower
prevalence compared to
control)
CMD symptoms - inter-  Mean CIS-R score Mean CIS-R score in the in- 4419 BDOO Scores estimated based on an
mediate term (1to 6 with usual care was  tervention group was 2.5 (6 RCTs) Low! SMD of -0.35 (95% CI -0.63 to
months post interven- 22.69 (4.5t0 0.6) lower -0.08). PW-led collaborative care
tion) may slightly reduce the symp-
toms of CMDs (at 1 to 6 months
Measured by chgnge in post intervention) compared to
CIS-R9; GHQ-12/; HDRS¢; usual care
PHQ-9¢.:K scores from
baseline
(greater decline =
greater improvement)
Quality of life - inter- Mean WHO- Mean WHOQOL-BREF 2199 SO0 Scores estimated based on an
mediate term (1to 6 QOL-BREF score score in the intervention (6 RCTs) Loweo SMD of 0.34 (95% CI 0.16 to 0.53).
months post interven- with usual care was  group was 3.9 (1.8 t0 6.1) PW-led collaborative care may
tion) 78.2¢ higher slightly improve quality of life
in people with CMDs (at 1to 6
EQ-5D/; SF-36¢:M; WHO- months post intervention) com-
QOL-BREF®&,j:n pared to usual care
(higher score = better
quality of life)
Functionalimpairment  Mean WHODAS Mean WHODAS score in 4216 DDDO Scores estimated based on an
- intermediate term (1 score with usual the intervention group (5 RCTs) MODERATEP SMD of -0.13 (95% CI -0.28 to

to 6 months post inter-
vention)

WHODAS 2.08:8:i:):k

care was 19.5/

was 0.8 (1.8 to 0.2) lower

0.03). PW-led collaborative care
probably has little to no effect on
functional impairment in people
with common mental disorders
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(4%

(higher score = higher
disability)

(at 1 to 6 months post interven-
tion) compared to usual care

Service utilisation - re-
ferral to mental health
team - long term (7 to
12 months post inter-
vention)

In Adewuya 2019,
95/451 participants
(21.1%) were re-
ferred to the men-
tal health team at 7
to 12 months post
intervention

In Adewuya 2019, 44/456
participants (9.6%) were
referred to the mental
health team at 7 to 12
months post intervention

In Oladeji 2015,at 1to 6
months post intervention,
48/165 (29%) participants
were discussed with the
primary care physician by
telephone, and of these,
17 participants (10.3%) re-
quired an in-person con-
sultation with the primary
care physician and 3 (2%)
were referred to a psychia-
trist

RR 0.46
(0.33t0 0.64)

907 (1 RCT)

elelele)
LOwWa

PW-led stepped care interven-
tions may reduce referral to men-
tal health specialists in people
with CMDs (at 7 to 12 months
post intervention) compared to
usual care

Adverse events - death

In Adewuya 2019, at
7 to 12 months

post intervention,
there were 15/451
(3.3%) deaths

In Gureje 2019
(STEPCARE), there
were 16/456 deaths
at 12 months

In Jenkins 2013, at
1 to 6 months post
intervention, there
were 0/475 deaths

In Indu 20187, at
less than 1 month
post intervention,
there were 0/16
serious adverse
events

In Patel 2010, at
1 to 6 months

In Adewuya 2019, at 7 to
12 months post interven-
tion, there were 3/456
(0.6%) deaths

In Gureje 2019 (STEP-
CARE), there were 17/542
deaths at 12 months

In Jenkins 2013,at1to 6
months post intervention,
there were 0/453 deaths

In Indu 2018, at less than 1
month post intervention,
there were 0/22 serious
adverse events

In Patel 2010,at1to 6
months post intervention,
there were 3/1160 deaths.
No deaths were from sui-
cide

RR0.63
(0.38 to 1.06)

5300 (5 RCTs)

elelele)
VERY LOWS

Itis uncertain whether

PW-led collaborative care has
any effect on deaths in people
with CMDs (up to 7 to 12 months
post intervention) compared to
usual care
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post intervention,
there were 6/1269
deaths. No deaths
were from suicide

*The risk in the intervention group (and its 95% confidence interval) is based on the observed risk in the comparison group and the relative effect of the intervention
(and its 95% Cl).

Cl: confidence interval;CIS-R: revised Clinical Interview Schedule; CMD: common mental disorder;EQ-5D: EuroQol-5D; GDS: Geriatric Depression Scale; GHQ-12: 12-Item
General Health Questionnaire; HDRS: Hamilton Depression Rating Scale; ICD-10: International Classification of Diseases, Tenth Edition; PHQ-9: Patient Health Question-
naire-9; PW: primary-level worker; RCT: randomised controlled trial; RR: risk ratio; SF-36: 36-Item Short Form Survey; SMD: standardised mean difference; WHODAS 2.0:
World Health Organisation Disability Assessment Score 2.0; WHOQOL-BREF: World Health Organization Quality of Life-BREF.

GRADE Working Group grades of evidence.

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is
substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

aXie 2019. PW-led collaborative care including behavioural activation and activity scheduling vs usual care involving symptom review, physical examination, and general health
education.

b Chen 2015. PW-led stepped care including psychoeducation and pharmacotherapy vs usual care aided by depression guidelines.

¢ Araya 2003. PW-led stepped care including psychological intervention with problem-solving components and pharmacotherapy vs usual care aided by depression guidelines.
d Adewuya 2019. PW-led stepped care including problem-solving therapy and pharmacotherapy vs usual care aided by depression guidelines.

€ Oladeji 2015. PW-led stepped care including problem-solving therapy and pharmacotherapy vs usual care aided by depression guidelines.

fDowngraded by one level due to high risk of bias. There were limitations in study design and execution (Adewuya 2019 - attrition bias, Araya 2003 - contamination bias, Chen
2015 - allocation concealment, outcome assessment bias, and attrition bias, Xie 2019 - performance bias, outcome assessment bias). Downgraded by one level for inconsistency
(I*=67%): a variety of comparison group interventions were evaluated amongst a relatively small number of trials, limiting our ability to draw conclusions.

9 Patel 2010. PW-led stepped care including interpersonal therapy and pharmacotherapy vs usual care aided by depression guidelines.

halthough there were study limitations in Araya 2003, study results did not affect the estimate of the effect size. Downgraded by one level for inconsistency (1 = 86%): a variety of
comparison group interventions were evaluated amongst a relatively small number of trials, limiting our ability to draw conclusions.

i Jenkins 2013. PW-led collaborative care with psychoeducation and pharmacotherapy vs usual primary health care.

J Gureje 2019 (STEPCARE). PW-led stepped care with problem-solving therapy and pharmacotherapy vs usual care aided by depression guidelines.

k Jordans 2019. PW-led collaborative care with psychological intervention with problem-solving therapy and behavioural activation components vs usual care aided by depression
guidelines.

IDowngraded by one level for inconsistency (12 = 89%): a variety of comparison group interventions were evaluated amongst a relatively small number of trials, limiting our ability
to draw conclusions. Downgraded by one level for imprecision: the estimated effect size ranged from moderate to no clinical effect. Note that a small clinically appreciable benefit
was set at SMD 0.2 to 0.5, a moderate benefit at SMD 0.5 to 0.8, and a large benefit at > 0.8 (Cohen 1988).

m Fritsch 2007. PW-led collaborative care with psychoeducation and pharmacotherapy vs usual care aided by depression guidelines.

n Pradeep 2014. PW-led collaborative care with psychoeducation and pharmacotherapy vs usual care (encouraged to attend primary health centre).

OAlthough there were study limitations in Araya 2003 and Pradeep 2014, sensitivity analyses showed that results did not affect the estimate of the effect size. Downgraded by one
level for inconsistency (12 = 75%): a variety of comparison group interventions were evaluated amongst a relatively small number of trials, limiting our ability to draw conclusions.
Downgraded for imprecision: the estimated effect size ranged from no clinical effect to moderate clinical effect.
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PDowngraded by one level for imprecision: the estimated effect size ranged from small to no clinical effect.

gdDowngraded by two levels for indirectness, as the outcome was derived from only one study population (Nigerian primary care patients) that may not be sufficiently

representative of all LMIC settings, and a specific intervention (stepped care for depression) was used that may not be implement-able in all LMIC settings.
"'Indu 2018. PW-led collaborative care with cognitive-behavioural therapy and pharmacotherapy vs usual care (referral to mental health specialists).

sDowngraded by one level for indirectness. In Adewuya 2019, study authors reported that the deaths were not due to study procedures. In Gureje 2019 (STEPCARE), it is unclear
whether any of the deaths were related to CMD, although none were attributed to study procedures. In Patel 2010, the causes of deaths were not reported, apart from stating
they were not due to suicide. It is not clear whether the deaths were related to CMD. Downgraded by two levels for imprecision, as event numbers were small and the confidence

interval of the risk ratio ranged from indicating possible benefit to indicating no effect by LHW-led collaborative care compared to usual care.

Summary of findings 3. Lay health worker-led psychosocial interventions compared to enhanced usual care for treating perinatal depression in low-

and middle-income countries

What are the effects of lay health worker-led psychosocial interventions vs enhanced usual care for treating perinatal depression in low- and middle-income coun-

tries?

Patient or population: women with perinatal depression

Setting: low- and middle-income countries (India (2 studies), Pakistan (2 studies), South Africa (2 studies), Zimbabwe (1 study))

Intervention: lay health worker-led psychosocial interventions

Comparison: enhanced usual care (including routine antenatal care and 1 of the following: increased gynaecologist visits, prevention of mother-to-child transmission,
health promotion and disease prevention, visits by lay health worker without mental health training, monthly phone calls, pharmacotherapy)

Outcomes Anticipated absolute effects* (95% Cl) Relative effect  N2. of partici- Certainty of Comments
(95% ClI) pants the evidence

Risk with en- Risk with LHW-led (studies) (GRADE)

hanced usual psychosocial in-

care terventions
Recovery from depression 501 per 1000 par- 646 per 1000 par- RR1.29 1243 SDeo LHW-led interventions for women with
-intermediateterm (1to 6 ticipants** ticipants (1.08 to 1.54) (4 RCTs) LOowe perinatal depression may increase re-
months post intervention) covery from depression compared to

(541t0 772) usual care at 1 to 6 months post inter-

Recovery defined by Edin-
burgh Postnatal Depression
Scale < 59; PHQ-9 < 5b.¢; ab-
sence of major depression
based on DSM-IV criteriad

(RR> 1 denotes greater like-
lihood of recovery)

vention

(**Absolute effects = means of Fuhr
2019 and Sikander 2019, the two
largest studies)
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Prevalence of perinatal
depression (1 to 6 months
post intervention)

No studies that measured this outcome were identified

Severity of depression Mean Hamilton Mean Hamilton De- 1989 SPPO Scores estimated based on an SMD
symptoms - intermediate Depression Rat- pression Rating (5 RCTs) MODERATEY of-0.26 (95% CI-0.37 to -0.14). LHW-
term (1 to 6 months post ing Scale score Scale score in the led interventions for women with peri-
intervention) with usual care intervention group natal depression probably slightly re-
was 8.7f was 1.9 (2.7 to 1.0) duce perinatal depressive symptoms
Edinburgh Postnatal De- lower compared to enhanced usual care at 1
pression Scaled; Hamilton to 6 months post intervention
Depression Rating Scaledf;
PHQ-9b.c
(higher score = higher sever-
ity)
Quality of life (1to 6 No studies that measured this outcome were identified
months post intervention)
Functional impairment - Mean Global Mean Global As- SMD 1856 &PDoo Scores estimated based on an SMD
intermediate term (1to 6 Assessment of sessment of Func- -0.23 (-0.41to (4 RCTs)bic.d,f Lowh of-0.23 (95% CI -0.41 to -0.04). LHW-
months post intervention)  Functioning Scale tioning Scale score  -0.04) led interventions for women with peri-
score with usual in the intervention natal depression may slightly reduce
Global assessment of func- care was 72f group was 2.7 (4.9 functional impairment compared with
tioning scale, WHODAS to 0.5) lower enhanced usual care at 1 to 6 months
(higher score = higher func- postintervention
tional impairment)
Service utilisation - ma- Fuhr2019: 7/140 Fuhr2019: 7/140 RR1.12 850 lele) Itis uncertain whether LHW-led inter-
ternal or child hospitalisa-  (5%) including (5%) including (0.60 to 2.06) VERY LOW/ ventions for women with perinatal de-
tions - intermediate term mother and child  mother and child (2RCTs) pression have any effect on hospitali-
(1 to 6 months post inter- sations compared with enhanced usu-
vention) Sikander 2019: Sikander 2019: al care at 1 to 6 months post interven-
11/287 (4%) (1 9/283 (3%) (all chil- tion
mother, 10 chil- dren)
dren)
Adverse events (1 to 6 No significant Lund 2020 had No differencein 1205 (4 RCTs) Deaths: &®oo LHW-led interventions for women with
months post intervention)  harms (Lund no adverse events deaths LOWK perinatal depression may have little

2020).

3 patients discon-
tinued pharma-
cotherapy due to

in intervention
groups.

Chibanda 2014 had
no adverse events

or no effect on the risk of deaths com-
pared with enhanced usual care at 1 to
6 months post intervention
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adverse effects in intervention
(Chibanda 2014J). groups.

Serious adverse Serious adverse
events: 24 (19%) events: 27 (17%)
(Fuhr 2019) and (Fuhr2019); 43
47 (16%) (Sikan- (15%) (Sikander
der2019). No 2019). No deaths.
deaths

The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and
its 95% ClI).

Cl: confidence interval; DSM-IV: Diagnostic and Statistical Manual of Mental Disorders Fourth Edition; LHW: lay health worker; PHQ-9: Patient Health Questionnaire-9; RCT:
randomised controlled trial; RR: risk ratio; SD: standard deviation; SMD: standardised mean difference; WHODAS: World Health Organization Disability Assessment Score.

GRADE Working Group grades of evidence.

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is
substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

a Peltzer 2019. LHW-led structured behavioural prevention of mother-to-child transmission (PMTCT) and anxiety-reduction intervention vs enhanced usual care (PMTCT
counselling and physical health promotion/disease prevention).

b Fuhr 2019. LHW-led Thinking Healthy Programme (THP) with cognitive-behavioural therapy components vs enhanced usual care (seeing a gynaecologist more often).

¢ Sikander 2019. LHW-led Thinking Health Programme with cognitive-behavioural therapy components vs enhanced usual care (visits by LHWs without mental health training).
d Rahman 2008. LHW-led Thinking Health Programme with cognitive-behavioural therapy components vs enhanced usual care (visits by LHWs without mental health training).
eDowngraded by one level for inconsistency (I* = 72%): unexplained statistical heterogeneity. Downgraded by one level for imprecision: effect ranges from no clinical effect to
moderate clinical effect. Note that a small clinically appreciable benefit was set at SMD 0.2 to 0.5, a moderate benefit at SMD 0.5 to 0.8, and a large benefit at > 0.8 (Cohen 1988).
fLund 2020. LHW-led problem-solving therapy vs enhanced usual care (routine antenatal care + monthly phone calls).

9Not downgraded for limitations in design: Peltzer 2019 had high risk of bias in several domains but contributed little weight in this analysis. Downgraded by one level for
imprecision: SMD confidence interval ranges from no clinical effect to small clinical effect.

hbowngraded by one level for inconsistency (12 = 73%): unexplained statistical heterogeneity. Downgraded by one level for imprecision: SMD confidence interval ranges from no
clinical effect to small clinical effect.

iDowngraded by one level for inconsistency: one study shows no difference and the other shows more hospitalisations in LHW-led interventions compared to enhanced usual
care. Downgraded by two levels for imprecision: few total events. Risk ratio ranges from clinical effect favouring LHW-led interventions to favouring enhanced usual care.
JChibanda 2014. LHW-led problem-solving therapy vs enhanced usual care (pharmacotherapy). Both groups received PMTCT counselling.

kDowngraded by two levels for imprecision: very few total events.
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Summary of findings 4. Primary health professional-led collaborative care interventions compared to usual or enhanced care in treating perinatal
depression in low- and middle-income countries

What are the effects of primary health professional-led collaborative care interventions vs usual or enhanced care in treating perinatal depression in low- and mid-

dle-income countries?

Patient or population: women with perinatal depression

Setting: low- and middle-income countries (Chile (1 study), Nigeria(1 study))

Intervention: primary health professional-led collaborative care interventions

Comparison: enhanced usual care (usual care with pharmacological treatment or aided by mental health guidelines)

Outcomes

Anticipated absolute effects* (95% Relative effect  Ne. of partici-

Certainty of

Comments

Cl) (95% ClI) pants the evidence
(studies) (GRADE)

Risk with en- Risk with primary

hanced usual health profession-

care al (PHP)-led col-

laborative care in-
terventions

Depression recovery - in- No studies that reported this outcome were identified
termediate term (1to 6
months post intervention)
Disease prevalence (1to6  No studies that reported this outcome were identified
months post intervention)
Depression symptoms - Mean severity of symptoms in the PHP  MD -1.6 230 eelele} It is uncertain whether PHP-led collab-
intermediate term (1to 6 intervention group was 1.6 points low- (1RCTO) VERY LOWbD orative care interventions have any ef-
months post intervention)  er (3.49 lower to 0.29 higher) com- (-3.49100.29) fect on symptoms of depression com-

pared with enhanced usual care pared with enhanced usual care at 1 to 6
Edinburgh Postnatal De- months
pression Scale score
(higher score = higher sever-
ity)
Quality of life - interme- Mean quality of life in the PHP inter- MD 3.5 230 [eelele) It is uncertain whether PHP-led collabo-
diate term (1 to 6 months vention group was 3.5 points higher (1RCTA) VERY LOWbD rative care interventions have any effect

post intervention)

SF-36 social functioning

(4.55 lower to 11.55 higher) compared ~ (-4.55 to 11.55)
to enhanced usual care

on quality of life among women with
perinatal depression compared with
usual enhanced care at 1 to 6 months
post intervention

Kieaqi (JF_)
aueaysory \

‘yyeay 19199
*SUOISII3P pawioju]
*32UBPINS pashiL

SM3IADY J13BWSISAS JO dseqeleq auelyd0)



‘uonesoqe)|od

2ueIYd0D 3Y1 O Jleyaq uo *py] ‘suos 7 A3)Im uyor Aq paystjgnd smainay d13ewalsAs Jo aseqeieq auedydo) 'sioyny ayl 10z @ ySuAdo)

(ma1nay)

S3LIJUNOI SWODUI-3]PPIW PUR -MO] Ul SSIAISIP pue SI3P.IosIp jeauaw yum Suian) ajdoad Jo a4ed 9y} 40§ SUOIFUIAIDIUI INIOM |3A3)-Aiewrid

8T

(higher score = higher quali-
ty of life)

Functional impairment - No studies that reported this outcome were identified
intermediate term (1to 6
months post intervention)

Service utilisation - in- 0.4 per person 0.2 per person (SD 0.2 fewer per 230 oo VERY It is uncertain whether PHP-led collab-

termediate term (1to 6 (SD 1.0) 0.6) person (from LOWcC orative care interventions make any dif-

months post intervention) 0.4 fewerto 0.0)  (1RCT9) ference in the mean number of medical
consultations for women with perina-

Mean number of medical tal depression compared with usual en-

consultations hanced care at 1 to 6 months post inter-
vention
Adverse events (7 to 24 Maternal Maternal deaths Maternal 686 [Selele) Itis uncertain whether PHP-led collabo-

months post intervention)  deaths 0/234 3/452 deaths: 7 more VERY LOWe rative care interventions have any effect
per 1000 partic- (1 RCTd) on deaths in women with perinatal de-

Stillbirths (nc.>r}e weredueto jpants (from 1 pression compared with usual enhanced

11/234 (5%) suicide) Stillbirths  |ess to 14 more) care at 7 to 24 months post intervention
25/452 (6%)

No deaths were

judged to be No deaths were

related to the judged to be relat-

study ed to the study

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention
(and its 95% Cl).

Cl: confidence interval; MD: mean difference;PHP: primary health professional; RCT: randomised controlled trial; SD: standard deviation.

GRADE Working Group grades of evidence.

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is
substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

d Rojas 2007. PHP-led pharmacological therapy and group psychosocial therapy vs usual care including pharmacological treatment.

bpowngraded by one level forindirectness: although study population was a very generic intervention in a representative LMIC, this is evidence from just one country. Downgraded
by two levels for imprecision: low total numbers and MD confidence interval ranges from significant clinical effect favouring PHP-led collaborative care to favouring enhanced
usual care.

cDowngraded by one level forindirectness: although study population was a very genericintervention in a representative LMIC, this is evidence from just one country. Downgraded
by two levels for imprecision: low total numbers.
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d Gureje 2019 (EXPONATE). PHP-led stepped care including problem-solving therapy and pharmacological therapy vs usual care aided by guidelines.
eDowngraded by one level for indirectness. Single study in a single setting. Deaths may be unrelated to perinatal depression. Downgraded by two levels for imprecision: low
number of events. Absolute risk reduction confidence interval ranges from favouring low-intensity intervention (control) to no difference.

Summary of findings 5. Lay health worker-led psychological interventions compared to usual care in treating adults with post-traumatic stress or
common mental disorders in humanitarian settings in low- and middle-income countries

What are the effects of lay health worker-led psychological interventions vs usual care in treating adults with post-traumatic stress or common mental disorders in
humanitarian settings in low- and middle-income countries?

Patient or population: adults with post-traumatic stress and CMDs
Setting: in humanitarian settings in low- and middle-income countries (Egypt (1 study), Kenya (2 studies), Pakistan (3 studies), Uganda (2 studies))
Intervention: lay health worker-led psychological interventions

Comparison: usual (including routine antenatal visits or wait-list control) or enhanced usual care (including 1 or more of the following: single psychoeducation session,
care by briefly trained primary healthcare providers without supervision, information on seeking care with primary or tertiary care provider)

Outcomes Anticipated absolute effects* (95% Cl) Relative effect  No. of partici- Certainty of Comments
(95% Cl) pants the evidence
Risk with usual  Risk with LHW-led (studies) (GRADE)
care psychological inter-
ventions

Recovery from PTSD (1 to
6 months post interven-

tion) No studies that reported on this outcome were identified

Prevalence of PTSD - in- 198 per 1000 152 per 1000 partic- RRO0.77 380 @000 Itis uncertain whether LHW-delivered
termediate term (1 to 6 participants ipants (0.30 to 2.00) (2RCTs) VERY LOW¢ interventions have any effect on the
months) (59 to 396) number of people with PTSD com-

pared to usual care 1 to 6 months post
Diagnosis defined by fulfil- intervention

ment of PTSD diagnostic cri-
teria using the PCL-5¢; ful-
filment of DSM-IV PTSD di-
agnostic criteria using the
CIDIb

(RR <1 denotes lower
prevalence compared to
control)
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PTS symptoms - interme- Mean PCL-6 Mean PCL-6 score 2045 B0 Scores estimated based on an SMD of

diate term (1 to 6 months score with usual in the intervention (5RCTs) VERY LOWY -0.27 (95% CI1-0.41 t0 -0.13). It is un-

post intervention) carewas 17.7f group was 1.6 (2.4 to certain whether LHW-delivered inter-
0.8) lower ventions have any effect on PTS symp-

PCL-52,d.¢; PCL-6f; Post- toms compared to usual care 1to 6

traumatic Stress Diagnostic months post intervention

Scaleb

(higher score = higher sever-

ity)

Depression symptoms - Mean PHQ-9 Mean PHQ-9 score 1986 SPoO Scores estimated based on an SMD of

intermediate term (1to 6 score with usual in the intervention (5RCTs) LOWi -0.36 (95% CI -0.56 to -0.15). LHW-de-

months post intervention)  care was 10.8f group was 1.8 (2.9 to livered interventions may slightly re-
0.8) lower duce depression symptoms compared

GHQ-129; PHQ-9d:ef; self-re- to usual care 1to 6 months post inter-

porting questionnaireh vention

(higher score = higher sever-

ity)

Quality of life - interme- Mean PSY- Mean PSYCHLOPS 1918 DDDO Scores estimated based on an SMD of

diate term (1 to 6 months CHLOPS score score in the interven- (4 RCTa,d,ef) MODERATE/ -0.27 (95% CI -0.39 to -0.15). LHW-de-

post intervention) with usual care  tion group was 1.3 livered interventions probably slight-

was 13.1f (1.9t0 0.7) lower ly improve quality of life compared to
PSYCHLOPS usual care 1 to 6 months post interven-
. tion

(higher score = poorer out-

come)

Functional impairment - Mean WHODAS Mean WHODAS score 1914 @ Cloe) Scores estimated based on an SMD of

intermediate term (1to 6 score with usual in the intervention (4 RCTsa.def) VERY LOWkK -0.26 (95% Cl-0.42 to -0.1). It is uncer-

months post intervention)  care was 17.3 group was 2.3 (3.8 to tain whether LHW-delivered interven-
0.1) lower tions have any effect on functional im-

WHODAS pairment compared to usual care 1 to

. . 6 months post intervention

(higher score = more severi-

ty impairment)

Service utilisation - hos- 3.07% of people  2.56% of people in RR1.13 (0.53to 319 Boo0o It is uncertain whether LHW-delivered

pital admissions (1 to 6 in control group  the intervention 2.34) (1RCTO) VERY LOW! interventions have any effect on hospi-

months post intervention)  were admitted group were admitted tal admissions compared to usual care

to hospital to hospital 1 to 6 months post intervention

Adverse events Unknown No adverse events - 1701 elelo) Itis uncertain whether LHW-delivered

reported in 4 stud- (5 RCTsaefmn)  VERY LOWO interventions have any effect on ad-
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ies, except 6 (of un- verse events compared to usual care
known nature except up to 6 months post intervention
not to be related to

the intervention and

not known in which

group) inTol 2020

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and
its 95% Cl).

Cl: confidence interval; CIDI: Composite International Diagnostic Interview; CMD: common mental disorder; DSM-IV: Diagnostic and Statistical Manual of Mental Disor-
ders Fourth Edition; GHQ-12: general health questionnaire 12; LHW: lay health worker; PCL-5, PCL-6: Post-traumatic Stress Diagnostic Scale 5 and 6; PHQ-9: Patient Health
Questionnaire-9; PSYCHLOPS: psychological outcomes profile; PTS: post-traumatic stress; PTSD: post-traumatic stress disorder; RCT: randomised controlled trial; RR: risk
ratio; SMD: standardised mean difference; WHODAS: WHO disability assessment scale.

GRADE Working Group grades of evidence.

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is
substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

aBryant 2017. Problem Management Plus vs non-specific counselling without supervision.

b Neuner 2008. Narrative exposure therapy or trauma counselling vs wait-list control.

¢Downgraded by one level for limitations in design: Bryant 2017 had high risk of attrition and reporting bias. Neuner 2008 had high risk of selection bias (random sequence
generation and allocation concealment), unequal baseline characteristics, high risk of attrition bias, and high risk of contamination. Downgraded by one level for imprecision:
small sample size and event number; downgraded by one level for inconsistency: unexplained statistical heterogeneity (1* = 84%).

d Rahman 2016. Individual Problem Management Plus vs visit and psychoeducation with primary care physician trained for 6 days in community mental health.

€ Rahman 2019. Group Problem Management Plus vs option for psychoeducation, care by LHWs or by primary healthcare providers briefly (0.5 days) trained in detection and
treatment of mental health problems, or care at tertiary centre.

fTol 2020. Self-Help Plus vs 30-minute psychoeducation by trained LHW followed by information on accessing mental health specialists or basic psychosocial support by trained
LHW.

gDowngraded by one level for inconsistency: mild unexplained statistical heterogeneity (I* = 50%). Downgraded by one level for indirectness: two studies included female and
male participants (Neuner 2008 Rahman 2016), which if removed, change the estimate to no clinical effect (all others were female only). Downgraded by one level for imprecision:
confidence interval of SMD ranges from no clinical effect to small clinical effect favouring LHW-led interventions. Note that a small clinically appreciable benefit was set at SMD
0.2 to 0.5, a moderate benefit at SMD 0.5 to 0.8, and a large benefit at > 0.8 (Cohen 1988).

h Khan 2017. Psychoeducation vs routine antenatal LHW visits.

iDowngraded by one level for inconsistency: moderate unexplained statistical heterogeneity (1> = 78%). Not downgraded for indirectness: although only Rahman 2016 had both
male and female participants (other studies had only female participants), when this study is removed, the overall estimate remains clinically significant. Downgraded by one
level for imprecision: confidence interval of SMD ranges from no clinical effect to moderate clinical effect favouring intervention.

JDowngraded by one level forimprecision: confidence interval of SMD ranges from no clinical effect to small clinical effect favouring intervention. Not downgraded for indirectness:
although only Rahman 2016 RCT Pakistan had both male and female participants (other studies had only female participants), when this study is removed, the effect estimate
still shows clinically important benefit.
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kDowngraded by one level for inconsistency: moderate unexplained statistical heterogeneity (1> = 67%). Downgraded by one level for imprecision: confidence interval of SMD
ranges from no clinical effect to moderate clinical effect favouring LHW-led interventions. Downgraded by one level for indirectness: as Rahman 2016 RCT Pakistan had both male

and female participants (other studies had only female participants). when this study is removed, SMD changes from slight clinical effect to no or little effect.

IDowngraded by one level for limitations in design: Bryant 2017 had high risk of attrition and reporting bias. Downgraded by one level for indirectness: participants were females
who had experienced gender-based violence. Population may not be generalisable to other populations in LMICs with post-traumatic stress symptoms or disorder. Downgraded

by two levels for imprecision: Low total numbers. Confidence interval of risk ratio ranged from effect favouring usual care to effect favouring LHW-led interventions.
m Dawson 2016. Problem Management Plus vs primary health care by nurses briefly trained in supportive counselling (1 day) without supervision.
n Meffert 2014. Interpersonal therapy vs wait-list control.

oDowngraded by one level for risk of bias: Bryant 2017 - high risk of reporting bias; Dawson 2016 - high risk of reporting bias; Meffert 2014 - high risk of detection bias. Downgraded
by one level for indirectness: Bryant 2017 RCT Kenya; Dawson 2016 RCT Kenya; Rahman 2019 CRCT Pakistan; Tol 2020 CRCT Uganda had only female participants. Downgraded

by two levels for imprecision: very low event number.

Summary of findings 6. Primary health professional-led psychological interventions compared to usual or no care for treating adults with post-
traumatic stress or common mental disorders in humanitarian settings in low- and middle-income countries

What are the effects of primary health professional-led psychological interventions vs usual or no care for treating adults with post-traumatic stress or common
mental disorders in humanitarian settings in low- and middle-income countries?

Patient or population: adults with post-traumatic stress or common mental disorders

Setting: humanitarian settings in low- and middle-income countries (Democratic Republic of Congo (1 study), Iraq (3 studies), Thailand (1 study))

Intervention: primary health professional-led psychological interventions

Comparison: usual (including 1 of the following: psychosocial support, identification and referral to mental health specialist, monthly follow-up, poorly accessed coun-
selling service) or no care (wait list)

Outcomes Anticipated absolute effects* (95% Cl) Relative effect  Ne. of partici- Certainty of Comments
(95% ClI) pants the evidence
Risk withusual  Risk with primary health (studies) (GRADE)
care professional-led psycho-
logical intervention

Recovery from PTSD No studies that reported on this outcome were identified
Prevalence of adults 417 per 1000 par- 87 per 1000 participants RR 5.50 313 SDeO PHPs delivering psychological inter-
with probable PTSD ticipants (2.50 t0 12.10) (1RCTa) Lowb ventions may reduce the number
(1 to 6 months post (15 to 152) of people with probable PTSD com-

intervention)

Diagnosis defined by
HTQ=1.75

pared to usual or no care
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(RR>1 denotes lower
prevalence compared

to control)

Prevalence of adults 417 per 1000 par- 87 per 1000 participants RR 4.60 313 SDoo PHPs delivering psychological inter-

with probable de- ticipants (2.10 to 10.08) (1RCTY) Lowb ventions may reduce the number of

pression or anxiety (1 (15 to 152) people with depression compared to

to 6 months post in- usual or no care

tervention)

Diagnosis defined by

HSCL-25=1.75

(RR> 1 denotes lower

prevalence compared

to control)

PTS symptoms (1 to Mean HTQ score Mean HTQ score in the in- SMD -0.78 680 Do Scores estimated based on an SMD

6 months post inter- with usual care tervention group was 0.5 (-1.43t0-0.13) (2 RCTsax) VERY LOWd of-0.78 (95% Cl -1.43 t0 -0.13). It is

vention) was 1.5¢ (1.0t0 0.1) lower uncertain whether PHPs delivering

interventions have any effect on PTS

I-.Iarvar.d Trauma Ques- symptoms compared to usual or no

tionnaire care 1to 6 months post intervention

(higher score = higher

severity)

Depression symp- Mean HSCL score  Mean HSCL score in thein- SMD -0.91 680 oo Scores estimated based on an SMD

toms (1 to 6 months with usual care tervention group was 0.5 (-1.73t0 -0.1) (2 RCTsax) VERY LOWe 0f-0.91 (95% Cl -1.73 to -0.1). It is un-

post intervention) was 1.50 (1.0t0 0.1) lower certain whether PHPs delivering in-
) terventions have any effect on de-

Hopkins Symptom pression symptoms compared with

Checklist - depression usual or no care 1 to 6 months post

intervention

(higher score = higher

severity)

Quality of life No studies that reported on this outcome were identified

Functional impair- Mean functional Mean functional impair- SMD -0.64 680 @000 Scores estimated based on an SMD

ment (1 to 6 months impairment score  ment score in the inter- (-1.31t0 0.04) (2 RCTs2.C) VERY LOWf of -0.64 (95% Cl -1.31 to 0.04). It is

with usual care
was 1.89

post intervention)

Locally developed
functional impairment
scale

vention group was 0.6 (1.2
lower to 0.04 higher) lower

uncertain whether PHPs delivering
psychological interventions have any
effect on functional impairment 1

to 6 months post intervention com-
pared to usual or no care
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(higher score = high-
er functional impair-
ment)

Service utilisation 1/66 participants  1/223 hospitalised for se- Similar in both 1572 eelete} Itis uncertain whether primary
referredto a psy-  vere depressionand 1/223  arms ) VERY LOW/ health professionals delivering psy-
chiatrist for wors-  self-referred to a psychia- (5 RCTsa.c.8..i) chological interventions have any
ening symptoms  trist (Weiss 2015) effect on service utilisation up to 6
(Bolton 2014 months post intervention compared
(Iraq)) to usual or no care

Adverse events 1/50 deaths 1/215 participants died; Deaths: RR 1242 eolele) Itis uncertain whether PHPs deliver-
(Bolton 2014 1/215 participants report-  2.22 (0.23 to (4 RCTsa.ghi) VERY LOWK ing psychological interventions have

(RR>1 denotes greater (Iraq)) ed being verbally abused 21.34) any effect on adverse events up to 6

risk of harm)

1 participant
died of a heart
attack (not stat-
ed in which arm)
(Weiss 2015,
deemed unrelat-
ed to study)

No adverse
events detected
(Bass 2013; Bass
2016; Bolton 2014
(Thailand))

by her husband for getting
treatment (Bolton 2014
(Iraq))

1/223 attempted suicide
(Weiss 2015), 1 had a heart
attack (not mentioned in
which arm; deemed un-
related to study) (Weiss
2015)

Bolton 2014 (Thailand);
Bass 2013; Bass 2016

1/157 participants died
(Bass 2013)

1/182 participants died
(Bolton 2014 (Thailand)
(deemed unrelated to
study))

No adverse events detect-
ed (Bass 2016)

months post intervention compared
to usual or no care

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and

its 95% Cl).

Cl: confidence interval; HSCL-25: Hopkins Symptom Checklist - depression; HTQ: Harvard Trauma Questionnaire; PHP: primary health professional; PTS: post-traumatic

stress; PTSD: post-traumatic stress disorder; RCT: randomised controlled trial; RR: risk ratio; SMD: standardised mean difference.

GRADE Working Group grades of evidence.
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
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Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is
substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

d Bass 2013. Cognitive processing therapy vs psychosocial support.

bDowngraded by one level for indirectness: results are from a single study done in a low-income country in which participants were female survivors of sexual violence. Study
population may not be generalisable to other adults with PTSD in LMICs. Downgraded by one level for imprecision: low total number.

¢ Weiss 2015. Cognitive processing therapy vs transdiagnostic Common Elements Treatment Approach (CETA) vs identification and referral.

dbowngraded by one level for limitations in design: high risk of detection bias - Bass 2013 - and contamination - Weiss 2015. Downgraded by one level for inconsistency: large
unexplained statistical heterogeneity (1 = 93%). Downgraded by one level for imprecision: confidence interval of SMD ranges from large clinical effect favouring intervention to
no effect. Note that a small clinically appreciable benefit was set at SMD 0.2 to 0.5, a moderate benefit at SMD of 0.5 to 0.8, and a large benefit at > 0.8 (Cohen 1988).
eDowngraded by one level for limitations in design: high risk of detection bias - Bass 2013 - and contamination - Weiss 2015. Downgraded by one level for imprecision: confidence
interval of SMD ranges from large clinical effect favouring intervention to no effect. Downgraded by one level for inconsistency: large unexplained statistical heterogeneity (12
=96%).

Downgraded by one level for limitations in design: high risk of detection bias - Bass 2013 - and contamination - Weiss 2015. Downgraded by one level for imprecision: confidence
interval of SMD ranges from large clinical effect favouring intervention to no effect. Downgraded by one level for inconsistency: large unexplained statistical heterogeneity (12
=94%).

9 Bass 2016. Locally designed psychological intervention vs wait-list control.

h Bolton 2014 CRCT Irag. Cognitive processing therapy vs behavioural activation vs monthly follow-up.

iBolton 2014 RCT Thailand. CETA vs usual care (poorly accessed counselling service).

JDowngraded by one level for risk of bias: high risk of detection bias in Bass 2013 and Bass 2016; high risk of contamination bias in Bolton 2014 (Iraq); Bolton 2014 (Thailand);
and Weiss 2015. Downgraded by two levels for imprecision: very few events.

kDowngraded by one level for risk of bias: high risk of detection bias in Bass 2013 and Bass 2016; high risk of contamination bias in Bolton 2014 (Iraq) and Bolton 2014 (Thailand).
Downgraded by one level for indirectness: it is unclear if any of the deaths were related to post-traumatic stress symptoms or study procedures. Downgraded by two levels for
imprecision: very few events. The confidence interval of the risk ratio ranged from indicating harm by PHP-delivered interventions to indicating benefit.

Summary of findings 7. Lay health worker-led interventions for adult patients with harmful or hazardous alcohol or substance use compared to
enhanced usual care in low- and middle-income countries

What are the effects of lay health worker-led interventions vs enhanced usual care for adult patients with harmful or hazardous alcohol or substance use?

Patient or population: adult patients with harmful or hazardous alcohol or substance use
Setting: low- and middle-income countries (Brazil (1 study), Kenya (2 studies), India (1 study), Nepal (1 study), South Africa (2 studies), Thailand (1 study))
Intervention: lay health worker-delivered psychological interventions

Comparison: enhanced usual care (including 1 or more of the following: routine medical care, feedback on score, information leaflet, primary health care aided by mental
health guidelines, healthy lifestyle intervention, life skills-building intervention)

Outcomes Anticipated absolute effects* (95%  Relative effect  Ne. of partici- Certainty of Comments
Cl) (95% ClI) pants the evidence
(studies) (GRADE)
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Risk with en- Risk with lay
hanced usual health work-
care er-led interven-
tions
Clinical recovery - harmful 540 per 1000 692 per 1000 RR1.28 872 PO LHW-delivered interventions may in-
or hazardous alcohol use (1 participants participants (0.94to0 1.74) (4 RCTs) Lowe crease clinical recovery from harmful
to 6 months post interven- (508 to 940) or hazardous alcohol use 1 to 6 months
tion) post intervention compared with en-
hanced usual care, although the range
Assessed with AUDIT score < where the actual effect may be indicates
70/8b/9¢; abstinent from alco- that lay health workers may have little
hold or no effect
(RR> 1 denotes higher likeli-
hood of recovery)
Prevalence of methamphet- 607 per 1000 613 per 1000 RR1.01(0.91to 882 (1RCT)f eele) LHW-delivered interventions may have
amine use (1 to 6 months participants participants (552  1.13) LOWg little to no effect on prevalence of
post intervention) to 686) methamphetamine use at 1 to 6 months
post intervention compared to en-
(RR <1 denotes lower preva- hanced usual care
lence compared to control)
Clinical symptoms - alco- Mean AUDIT Mean AUDIT 667 PP Scores estimated based on an SMD of
hol use (1 to 6 months post score with usual  score in the in- (3RCTs) MODERATE! -0.22 (95% CI1-0.32 to -0.11). LHW-deliv-
intervention) - risk of haz- care was 3.6€ tervention group ered interventions probably slightly re-
ardous or harmful alcohol was 1.4 (2.0 to duce risk of harmful or hazardous drink-
use 0.7) lower ing 1 to 6 months post intervention com-
pared with enhanced usual care
Assessed with ASSIST scoreh;
AUDIT scorea,c
(lower score = lower risk)
Clinical symptoms - alcohol ~ Mean ASSIST Mean ASSIST 540 [ e) Scores estimated based on an SMD of
and substance use (1to 6 score with usual  scorein the in- (2 RCTs)hij MODERATEK -0.01 (95% CI -0.15 to 0.13). LHW-deliv-

months post intervention)
Assessed with ASSIST score

(lower score = lower risk)

care was 22.4h

tervention group
was 0.2 (2.6 low-
erto 2.3 higher)
lower

ered interventions probably have little
to no effect on drug and alcohol use 1 to
6 months post intervention compared
with enhanced usual care

Quality of life

No studies that reported on this outcome were identified
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Functional impairment (1to = Mean WHODAS Mean WHODAS 498 S&Poo Scores estimated based on an SMD of

6 months post intervention)  score with usual scorein the in- (2 RCTs)bc Low! -0.14 (95% CI -0.32 to 0.03). LHW-deliv-
care was 3.50 tervention group ered interventions may have little to no

Assessed with WHODAS I was 0.7 (1.7 low- effect on functional impairment 1to 6

score erto 0.2 higher) months post intervention compared to

. lower enhanced usual care

(lower score = lower function-

al impairment)

Service utilisation - un- 41 per 1000 par- 37 per 1000 par- RR0.90 336 @000 It is uncertain whether LHW-delivered

planned hospitalisations (1 ticipants ticipants (0.29t0 2.72) (LRCT)b VERY LOWM interventions have any effect on un-

to 6 months post interven- (13to 107) planned hospitalisations 1 to 6 months

tion) post intervention compared with en-

hanced usual care

(RR < 1 denotes lower risk)

Adverse events - deaths 20 per 1000 par- 7 per 1000 RR0.34 1025 Poeo It is uncertain whether LHW-delivered
ticipants (210 23) (0.10t0 1.18) (3RCTs)b.dn VERY LOW© interventions have any effect on deaths

(RR <1 denotes lower risk)

up to 12 months post intervention com-
pared to enhanced usual care

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and

its 95% Cl).

ASSIST: Alcohol, Smoking and Substance Involvement Screening Test;AUDIT: Alcohol Use Disorders Identification Test; Cl: confidence interval; LHW: lay health worker;
LMICs: low- and middle-income countries; MD: mean difference; RCT: randomised controlled trials; RR: risk ratio; SMD: standardised mean difference; WHODAS: World

Health Organization Disability Assessment Scale; WHODAS II: World Health Organization Disability Assessment Schedule 2.0.

GRADE Working Group grades of evidence.
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is

substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

a Peltzer 2013 CRCT South Africa. Brief intervention vs an information leaflet.
b Nadkarni 2017 RCT India. A manualised psychological intervention (“Counselling for Alcohol Problems”) vs WHO mhGAP enhanced usual care.
¢ Jordans 2019 RCT Nepal. A manualised psychological intervention (“Counselling for Alcohol Problems”) vs WHO mhGAP enhanced usual care.
d Papas 2011 RCT Kenya. Cognitive-behavioural therapy vs routine medical care.

e Downgraded by one level for inconsistency: large unexplained statistical heterogeneity (1 = 81%). Downgraded by one level for imprecision: confidence interval of the risk ratio

ranges from no clinical effect to favouring intervention.
fSherman 2009 RCT Thailand. Peer education with a social network vs life skills-building intervention.

9 Downgraded by one level for indirectness: one study in a single setting. Downgraded by one level for risk of bias: high risk of selection (random sequence generation) and

detection bias, unequal baseline characteristics and outcome measures, and high risk of contamination.

h Christoff 2015 RCT Brazil. Brief intervention vs feedback on ASSIST score.
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i Downgrade by one level for imprecision: confidence interval of SMD ranges from no clinical effect to small clinical effect favouring intervention. Note that a small clinically
appreciable benefit was set at SMD 0.2 to 0.5, a moderate benefit at SMD 0.5 to 0.8, and a large benefit at > 0.8 (Cohen 1988).

JSorsdahl 2015 RCT South Africa. Brief intervention vs brief intervention blended with problem-solving therapy vs an information brochure.

k Downgraded by one level for indirectness: Christoff 2015 studied university students, and Sorsdahl 2015 studied patients attending primary healthcare or emergency
departments; both were performed in middle-income countries.

! Downgraded by one level for indirectness. In Jordans 2019 and Nadkarni 2017, interventionists received intense training, which may not be scalable to other settings in LMICs.
Downgraded by one level for imprecision: Confidence interval of SMD ranges from no clinical effect to small clinical effect favouring intervention.

m Downgraded by one level for indirectness: interventionists received intensive training. Downgraded by two levels for imprecision: very few event numbers.

N Papas 2020 in press RCT Kenya. Cognitive-behavioural therapy vs healthy lifestyle education intervention.

0 Downgraded by one level for indirectness: Papas 2011 and Papas 2020 studied HIV patients; Nadkarni 2017 studied patients in primary health care. All three delivered intensive
interventions by interventionists who had received intensive training. Downgraded by two levels for imprecision: very low event numbers.

Summary of findings 8. Primary health professional- and community professional-led interventions compared to enhanced usual care for adult
patients with harmful or hazardous alcohol or substance use in low- and middle-income countries

What are the effects of primary health professional- and community professional-led interventions vs enhanced usual care for adult patients with harmful or haz-
ardous alcohol or substance use?

Patient or population: adult patients with harmful or hazardous alcohol or substance use
Setting: low- and middle-income countries (Brazil (1 study), India (1 study), South Africa (3 studies), Thailand (1 study))
Intervention: primary health professionals (PHPs) (5 studies) and community professionals (CPs) (1 study) delivering psychological interventions

Comparison: enhanced usual care (including 1 or more of the following: questionnaire, feedback on score, information leaflet, resource list)

Outcomes Anticipated absolute effects* Relative effect  No. of partici- Certainty of Comments

(95% Cl) (95% ClI) pants the evidence

(studies) (GRADE)

Risk with en- Risk with PHP-

hanced usual or CP-led inter-

care ventions
Clinical recovery - harmful or 412 per 1000 383 per 1000 RR0.93 1075 SPDO PHP- or CP-delivered interventions
hazardous alcohol use (1to 6 participants participants (0.77t0 1.12) (3RCTs) MODERATEd probably have little to no effect on the
months post intervention) (317 to 461) likelihood of recovery from harmful or

) _ hazardous alcohol use 1 to 6 months
Assessed with change to low risk post intervention compared to en-
score on AUDITa,b/ASSISTC hanced usual care

(RR>1 denotes higher likelihood
of recovery)
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Prevalence of cannabis use (1 282 per 1000 310 per 1000 RR1.10(0.67to 152 (1RCT)b ®oeo It is uncertain whether PHP- or CP-de-
to 6 months post intervention) participants participants 1.80) VERY LOWe livered interventions have any effect
(189 to 507) on the prevalence of cannabis use 1 to
(RR <1 denotes lower prevalence 6 months post intervention compared
compared to control) to enhanced usual care
Clinical symptoms - risk of Mean ASSIST Mean ASSIST 1075 &PoO Scores estimated based on an SMD of
harmful or hazardous drinking score with usual scorein the (3RCTs) LOWf -0.15(95% CI -0.27 t0 -0.03). PHP- or
(1 to 6 months post interven- care was 9.1¢ intervention CP-delivered interventions may slight-
tion) group was 1.5 ly reduce risk of harmful or hazardous
(2.8 t0 0.3) low- drinking at 1 to 6 months post inter-
Assessed with AUDIT scorea,b; er vention compared to enhanced usual
ASSIST scorec care
(lower score = lower risk)
Clinical symptoms - overallrisk  Mean ASSIST Mean ASSIST 705 DDDO Scores estimated based on an SMD of
of harmful or hazardous alco- score with usual  score in the (2RCTs)<8 MODERATEH -0.20 (95% CI -0.35 to -0.05).PHP- or
hol and substance use (1to 6 care was 15.1¢ intervention CP-delivered interventions probably
months post intervention) group was 3.2 slightly reduce overall risk of harmful
(5.6 t00.8) low- or hazardous alcohol and substance
Assessed with ASSIST score er use 1 to 6 months post intervention
. compared to enhanced usual care
(lower score = lower risk)
Quality of life (1 to 6 months Mean quality of life score in this MD 0.00 (-0.10 560 SDPo PHP- or CP-delivered interventions
post intervention) PHP intervention was 0 points (i.e.  t00.10) (LRCT)a MODERATE/ probably have little to no effect on
no different) (0.1 lower to 0.1 high- quality of life 1 to 6 months post inter-
Assessed with WHOQOL-HIV er) compared to enhanced usual vention compared to enhanced usual
BREF care care
(higher score = higher quality of
life)
Functional impairment No studies that reported on this outcome were identified
Service utilisation (1to 6 3outof 51 0 out of 56 RR 0 (0.01to 107 B0 It is uncertain whether PHP-delivered
months post intervention) - 2.5) _ VERY LOWK interventions have any effect on pri-
incidence of visits to primary (LRCTY mary health centre visits due to alco-

care centres due to alcohol con-
sumption

(RR> 1 denotes greater risk)

hol consumption 1 to 6 months post
intervention compared to enhanced
usual care
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Adverse events (1 to 6 months 4 out of 51 1 out of 56 RR0.23 (0.03to 107 ®o00o Itis uncertain whether PHP-delivered
post intervention) - incidence 1.97) ) VERY LOWkK interventions have any effect on acci-
of alcohol-related conse- (LRCTY dents due to alcohol consumption 1 to
quences - accidents 6 months post intervention compared

to enhanced usual care

(RR> 1 denotes greater risk)

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and
its 95% Cl).

ASSIST: Alcohol, Smoking and Substance Involvement Screening Test; AUDIT: Alcohol Use Disorder Identification Test;Cl: confidence interval; CP: community professional;
LMIC: low- to middle-income country; MD: mean difference; PHP: primary health professional; RCT: randomised clinical trial; RR: risk ratio; SMD: standardised mean differ-
ence; WHOQOL-HIV BREF: World Health Organization Quality of Life Assessment for people living with HIV, abbreviated.

GRADE Working Group grades of evidence.

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is
substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

@ HuisIntVeld 2019. Brief intervention vs information leaflet.

b pengpid 2013. Brief intervention vs feedback on scores and information leaflet.

¢ Mertens 2014. Brief intervention vs resource list.

dDowngraded by one level for indirectness: HuisIntVeld 2019 was performed on patients with HIV attending primary care clinics in South Africa. Mertens 2014 was performed
on young adults age 18 to 24 who attended primary care clinics in South Africa. Pengpid 2013 was performed on university students in South Africa. As only one country was
represented and each study studied a specific sub-population, overall population characteristics were not easily generalisable to LMIC populations.

eDowngraded by one level for indirectness: single study in a single setting. Downgraded by two levels for imprecision: small total event numbers. Confidence interval of risk ratio
ranged from favouring LHW-led interventions to favouring usual care.

fDowngraded by one level for indirectness: HuisIntVeld 2019 was performed on patients with HIV attending primary care clinics in South Africa. Mertens 2014 was performed
on young adults age 18 to 24 who attended primary care clinics in South Africa. Pengpid 2013 was performed on university students in South Africa. As only one country was
represented and each study studied a specific sub-population, overall population characteristics were not easily generalisable to LMIC populations. Downgraded by one level
for imprecision: confidence interval of SMD ranged from small clinical effect to no effect. Note that a small clinically appreciable benefit was set at SMD 0.2 to 0.5, a moderate
benefit at SMD 0.5 to 0.8, and a large benefit at > 0.8 (Cohen 1988).

9 Humeniuk 2012, Brief intervention vs ASSIST questionnaire only.

hNot downgraded for indirectness: taken together, study populations and interventions were representative of alcohol and substance use populations and interventions in LMICs.
Downgraded by one level for imprecision: confidence interval of SMD ranged from small clinical effect to no clinical effect.

iDowngraded by one level for indirectness: performed on patients with HIV attending primary care clinics in South Africa. As only one country was represented and the study
studied a specific sub-population, the overall population characteristics were not easily generalisable to LMIC populations.

J Noknoy 2010. Motivational enhancement therapy vs AUDIT questionnaire only.

kDowngraded by one level for indirectness: the outcome was derived from only one study population (Thai primary care patients) that may not be sufficiently representative of all
LMIC settings. Downgraded by two levels for imprecision: very low event and total numbers. Confidence interval of risk ratio ranged from favouring PHP-delivered interventions
to favouring usual care.
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Summary of findings 9. Lay health worker-led interventions compared to enhanced usual care for adult patients with alcohol dependence in low-

and middle-income countries

What are the effects of lay health worker-led interventions vs enhanced usual care for adult patients with alcohol dependence in low- and middle-income coun-

tries?

Patient or population: adult patients with alcohol dependence

Setting: low- and middle-income countries (India (1 study))

Intervention: lay health worker-led psychological interventions

Comparison: enhanced usual care (screening and referral)

Outcomes

Anticipated absolute effects* Relative effect  Ne. of partici-

Certainty of

Comments

(95% ClI) (95% Cl) pants the evidence
(studies) (GRADE)

Risk with en- Risk with lay

hanced usual health work-

care er-led inter-

ventions
Clinical recovery - harmful 145 per 1000 271 per 1000 RR1.87 121 eciele} It is uncertain whether LHW-delivered in-
or dependent alcoholuse (1  participants participants (0.90 to 3.90) (LRCT)a VERY LOWD terventions for adult patients with depen-
to 6 months post interven- (131 to 566) dent use of alcohol have any effect on re-
tion) covery from dependent alcohol use 1 to
6 months post intervention compared to

Defined by AUDIT score <8 enhanced usual care
(RR>1 denotes higher likeli-
hood of recovery)
Prevalence of alcohol de- No studies that reported on this outcome were identified
pendence (1 to 6 months
post intervention)
Clinical symptoms - alcohol  Mean alcohol use in this LHW inter-  MD -0.3 121 lclele} It is uncertain whether LHW-delivered in-
use (1 to 6 months postin- vention is 0.3 grams of ethanol low-  (-21.6 to 21.0) (LRCT)a VERY LOWC terventions for adult patients with depen-

tervention)

Assessed with grams of
ethanol consumed

(lower number = lower
amount consumed)

er (21.6 lower to 21.0 higher) com-
pared to enhanced usual care

dent use of alcohol have any effect on al-
cohol use 1 to 6 months post intervention
compared to enhanced usual care
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Clinical symptoms - depres-  Mean depression score in thisLHW ~ MD -0.5 121 oo Itis uncertain whether LHW-delivered in-
sion (1 to 6 months post in- intervention is 0.5 points low- (-2.68t0 1.68) (LRCT)a VERY LOWC terventions for adult patients with depen-
tervention) er (2.68 lower to 1.68 higher) com- dent use of alcohol have any effect on de-
pared to enhanced usual care pression symptoms 1 to 6 months post in-
Assessed with PHQ-9 tervention compared to enhanced usual
(higher score = higher depres- care
sion symptom severity)
Quality of life No studies that reported on this outcome were identified
Functionalimpairment (1to  Mean functional impairment score MD -0.9 121 oo Itis uncertain whether LHW-delivered in-
6 months post intervention) in this LHW intervention is 0.9 (-3.43t01.63) (1RCT)a VERY LOW¢ terventions for adult patients with de-
points lower (3.43 lower to 1.63 pendent use of alcohol have any effect on
Assessed with WHODAS || higher) compared to enhanced functional impairment 1 to 6 months post
. usual care intervention compared to enhanced usual
(lower score = less functional care
impairment)
Service utilisation - Un- 148 per 1000 104 per 1000 RRO0.70 112 lclele} It is uncertain whether LHW-delivered in-
planned hospitalisation in participants participants (0.26 to0 1.88) (1RCT)a VERY LOWd terventions for adult patients with de-
past 12 months (39to 279) pendent use of alcohol have any effect on
unplanned hospitalisations more than 6
(RR>1 denotes higher risk of months post intervention compared to
hospitalisation) enhanced usual care
Adverse events - death in 15 per 1000 par- 5 per 1000 par- RR0.32 135 ®o0o Itis uncertain if LHW-delivered interven-
past 12 months ticipants ticipants (0.01to0 7.70) (1RCT)a VERY LOWd tions for adult patients with dependent
(0to 117) use have any effect on death more than

(RR>1 denotes higher risk of
death)

6 months post intervention compared to
enhanced usual care

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and

its 95% Cl).

AUDIT: Alcohol Use Disorder Identification Test; Cl: confidence interval; LMIC: low- to middle-income country; LHW: lay health worker; MD: mean difference; PHQ-9: Pa-
tient Health Questionnaire-9; RCT: randomised controlled trial; RR: risk ratio; WHODAS II: World Health Organization Disability Assessment Schedule 2.0.

GRADE Working Group grades of evidence.

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is

substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.
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@ Nadkarni 2019. Manualised psychological intervention (“Counselling for Alcohol Problems”) vs enhanced usual care (screening and referral).

bbowngraded by one level for indirectness: Nadkarni 2019 was performed in a lower-middle-income country, and interventionists underwent 2 weeks of classroom training
followed by 6 months of internship. Patients were males only. Training may not be scalable to other populations in LMICs. Single trialin a single setting. Downgraded by two levels
for serious imprecision: few events. Confidence interval ranges from no clinical effect to favouring LHW-led intervention.

¢Downgraded by one level for indirectness: Nadkarni 2019 was performed in a lower-middle-income country, and interventionists underwent 2 weeks of classroom training
followed by 6 months of internship. Patients were males only. Training may not be scalable to other populations in LMICs. Single trial in a single setting. Downgraded by two levels
for serious imprecision: Low total numbers. Confidence interval ranges from favouring LHW-led interventions to enhanced usual care.

dDowngraded by one level for indirectness: Nadkarni 2019 was performed in a lower-middle-income country, and interventionists underwent 2 weeks of classroom training
followed by 6 months of internship. Patients were males only. Training may not be scalable to other populations in LMICs. Single trial in a single setting. Downgraded by two levels
for serious imprecision: Very few events. Confidence interval ranges from favouring LHW-led intervention to favouring enhanced usual care.

Summary of findings 10. Primary health professional- and community professional-led interventions compared to enhanced usual care for adult
patients with substance dependence in low- and middle-income countries

What are the effects of primary health professional- and community professional- led interventions on adult patients with substance dependence vs. enhanced
usual care in low- and middle-income countries?

Patient or population: adult patients with substance dependence
Setting: middle-income country (China (1 study))
Intervention: community professional (1 study)-led psychosocial interventions (N.B.: the study reporting the primary health professional is not included in this SOF)

Comparison: enhanced usual care (monthly visits)

Outcomes Anticipated absolute effects* (95%  Relative effect  N2. of partici- Certainty of Comments

Cl) (95% Cl) pants the evidence

(studies) (GRADE)

Risk with en- Risk with prima-

hanced usual ry health profes-

care sional-led inter-

ventions

Clinical recovery No studies that reported on this outcome were identified
Prevalence of morphine use 235 per 1000 249 per 1000 par- RR1.06 (0.63to 173 (1RCT)@ [Slele) It is uncertain whether CP-led interven-

participants ticipants (148 to 1.80) VERY LOWbD tions for adult patients with substance
Assessed with urine tests for 424) dependence have any effect on preva-

morphine lence of positive urine morphine tests
less than 1 month post intervention

(RR < 1 denotes lower preva- compared to enhanced usual care

lence compared to control)
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Clinical symptoms - alcohol Mean alcohol use in the PHP inter- MD 0.1 155 Do It is uncertain whether CP-led interven-

use (<1 month post inter- vention was 0.1 months higher (0.91 (-0.91to0 1.11) (1RCT)a VERY LOW¢ tions for adults with drug dependency

vention) lower to 1.11 higher) compared to have any effect on amount of alcohol
enhanced usual care use less than 1 month post intervention

Assessed with average num- compared to enhanced usual care

ber of months of alcohol use

in the last 12 months

(higher number = higher us-

age)

Clinical symptoms - drug Mean heroin use in the PHP inter- MD -0.03 155 [eelele) Itis uncertain whether CP-led interven-

use (<1 month post inter- vention was 0.03 months lower (0.22  (-0.22 to 0.16) (1RCT)e VERY LOW¢ tions for adults with drug dependency

vention) - heroin lower to 0.16 higher) compared to have any effect on heroin use less than
enhanced usual care 1 month post intervention compared to

Assessed with average num- enhanced usual care

ber of months of heroin use in

the last 12 months

(higher number = higher us-

age)

Quality of life (< 1 month Mean quality of life social function- MD 48.36 155 eelele} It is uncertain whether CP-led psycho-

post intervention) - social ing score in the PHP intervention (41.8t0 54.92) (LRCT)a VERY LOWd logical interventions for adults with drug

functioning

Assessed with social function-
ing sub-scale of SF-36

(higher score = higher quality
of life)

was 48.36 higher (41.8 higher to
54.92 higher) compared to enhanced
usual care

dependency have any effect on quali-
ty of life (social functioning) less than 1
month post intervention compared to
enhanced usual care

Functional impairment No studies that reported on this outcome were identified

Service utilisation No studies that reported on this outcome were identified

Adverse events No studies that reported on this outcome were identified

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and
its 95% Cl).

Cl: confidence interval; CP: community professional; LMIC: low- to middle-income country; MD: mean difference; PHP: primary health professional; RR: risk ratio; RCT: ran-
domised controlled trial; SF-36: 36-Item Short Form Health Survey.

GRADE Working Group grades of evidence.
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
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Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is
substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

aZhong 2015. Psychosocial rehabilitation programme vs monthly visits.

bDowngraded by one level for risk of bias: high risk of detection and reporting bias. Downgraded by one level for indirectness: population characteristics not easily generalisable
to LMIC populations. Only one study in one country where patients had been through 2 years of mandatory drug rehabilitation before entering study. Downgraded by one level
for imprecision: low total event numbers.

¢Downgraded by one level for risk of bias: high risk of detection and reporting bias. Downgraded by one level for indirectness: population characteristics not easily generalisable
to LMIC populations. Only one study in one country where patients had been through 2 years of mandatory drug rehabilitation before entering study. Downgraded by one level
for imprecision: low total number.

dbowngraded by one level for risk of bias: high risk of detection and reporting bias. Downgraded by one level for indirectness: population characteristics not easily generalisable
to LMIC populations. Only one study in one country where patients had been through 2 years of mandatory drug rehabilitation before entering study. Downgraded by one level
for imprecision: low total number. Note that the two groups were unequal at baseline for this outcome (almost 2x difference).

Summary of findings 11. Lay health worker- compared to specialist-led care for people with severe mental disorder in low- and middle-income
countries

What are the effects of lay health worker (LHW)- vs specialist-led care for people with severe mental disorder in low- and middle-income coun-
tries?

Patient or population: people with severe mental disorder

Setting: low- and middle-income countries (China (1 study), India (1 study))
Intervention: lay health worker-led care

Comparison: specialist-led care

Outcomes Anticipated absolute effects*  Relative ef- o, of partici- Certainty of Comments
(95% Cl) fect pants the evidence
(95% Cl) (studies) (GRADE)

Risk with Risk with
specialist-led LHW
care for peo-

ple with se-

vere mental

disorder

Recovery from severe No studies that reported on this outcome were identified
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mental disorders

Prevalence of severe
mental disorders

No studies that reported on this outcome were identified
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Schizophrenia symp- - 364 (2 RCTs) B0 Itis uncertain whether LHW-led in-
toms severity - immedi- VERY LOW¢ terventions for people with severe
ately post intervention mental disorder have any effect on
schizophrenia symptom severity
Assessed by BPRSY; compared to specialist-led care.
PANSSP (Chatterjee 2014)
In view of important differences be-
(higher scores = greater tween studies, the results of each
symptom severity) study are described narratively in the
text
Caregiver burden symp- Mean care- Adjusted MD 253 (LRCT)b apoo LOWd LHW-led interventions for people
tom severity giver bur- -0.04 (-0.18 to with severe mental disorder may
den score 0.11) have little to no effect on caregiver
-immediately post inter- with LHW- burden compared to specialist-led
vention led interven- care
tions was 0.04
Assessed by Burden As- points lower
sessment Schedule (0.18 lower to
(higher scores = higher 0.11 higher)
burden) compared to
specialist-led-
care
Quality of life No studies that reported on this outcome were identified
Functional impairment 364 (2 RCTs) @000 VERY Itis uncertain whether LHW-led in-
- immediately post inter- Lowe terventions for people with severe
vention mental disorder have any effect on
functional impairment compared to
Assessed by IDEAS; specialist-led care.
SDSS¢
In view of important differences be-
(lower scores = less func- tween studies, the results of each
tional impairment) study are described narratively in the
text
Service utilisation - hos- 17outof 187  RR8.64(1.17 282 (IRCT)b ®o00e VERY Itis uncertain whether LHW-led in-
pitalisation during inter- t0 63.92) Lowf terventions for people with severe

vention

(RR> 1 denotes greater
risk)

mental disorder have any effect on
hospitalisations compared to spe-
cialist-led care
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Adverse events - death 1 out of 95 1out of 187 RRO0.51(0.03 282 (1RCT)b ®o000 VERY It is uncertain whether LHW-led in-

from suicide during in- to0 8.03) LOWYg terventions for people with severe

tervention mental disorder have any effect on
deaths from suicide compared to

(RRk)> 1 denotes greater specialist-led care

ris

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the
intervention (and its 95% Cl).

BPRS: Brief Psychiatric Rating Scale; Cl: confidence interval; IDEAS: Indian Disability and Assessment Evaluation Scale; LHW: lay health worker; MD:
mean difference; PANSS: Positive and Negative Syndrome Scale; RCT: randomised controlled trial; RR: risk ratio; SDSS: Social Disability Screening Sched-
ule; SMD: standardised mean difference.

GRADE Working Group grades of evidence.

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a pos-
sibility that it is substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

a Chatterjee 2014 and Shen 2016. Clubhouse rehabilitation vs routine community psychiatric care.

b Chatterjee 2014. Community case management vs facility-based care.

cDowngraded by one level for inconsistency: large statistical heterogeneity (12 = 98%). There were important differences between studies. Study population: newly diagnosed
schizophrenia in recovery phase - Shen 2016 - vs chronic schizophrenia of moderate severity - Chatterjee 2014. Intervention: community case management - Chatterjee 2014 - vs
clubhouse model - Shen 2016. Downgraded by two levels forimprecision: low total number. Confidence interval of SMD ranges from large (< 0.80) effect favouring intervention to
moderate (0.5 to 0.8) effect favouring control. Note that a small clinically appreciable benefit was set at SMD 0.2 to 0.5, a moderate benefit at SMD 0.5 to 0.8, and a large benefit
at>0.8 (Cohen 1988).

dDowngraded by one level for indirectness: single trial in one setting. Downgraded by one level for imprecision: low total number.

e Chatterjee 2014. Downgraded by one level for inconsistency: large statistical heterogeneity (1> = 99%). There were important differences between studies. Study population:
newly diagnosed schizophrenia in recovery phase - Shen 2016 - vs chronic schizophrenia of moderate severity - Chatterjee 2014. Intervention: community case management
- Chatterjee 2014 - vs clubhouse model - Shen 2016. Downgraded by two levels for imprecision: low total number. Confidence interval of SMD ranges from large (< 0.80) effect
favouring intervention to moderate (0.5 to 0.8) effect favouring control.

fDowngraded by one level for indirectness: single trial in one setting. Seven of the 18 admissions were related to physical health problems. Downgraded by two levels for
imprecision: low event and total numbers.

9Downgraded by one level for indirectness: single trial in one setting. Downgraded by two levels for imprecision: low event and total numbers.

Summary of findings 12. Primary health professional-led or collaborative care compared to specialist-led care for people with severe mental
disorder in low- and middle-income countries

What are the effects of primary health professional-led or collaborative care vs specialist-led care for people with severe mental disorders?
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Patient or population: people with severe mental disorder

Setting: low- and middle-income countries (China (5 studies), Iran (2 studies))

Intervention: primary health professional-led or collaborative care

Comparison: specialist-led care

Outcomes Anticipated absolute effects* Relative effect  Ne. of partici- Certainty of Comments
(95% ClI) (95% ClI) pants the evidence
(studies) (GRADE)
Risk with spe- Risk with pri-
cialist-led care  mary health
profession-
al-led or col-
laborative care
Clinical recovery from severe 684 per 1000 739 per 1000 RR1.08 76 @000 It is uncertain whether PHP-led collab-
mental disorder (immediately participants participants (0.81 to 1.44) (]_ RCT)G VERY LOWb orative care compared to specia[ist-[ed
post intervention) (554 to 985) care for people with severe mental dis-
order has any effect on clinical recovery
Defined by BPRS decreased by immediately post intervention
> 80%
(RR> 1 denotes greater likeli-
hood of recovery)
Relapse of severe mental dis- 211 per 1000 63 per 1000 RR0.30 492 Selele) It is uncertain whether PHP-led or col-
order (immediately post in- participants participants (0.16 t0 0.55) (4 RCTs) VERY LOWf laborative care compared to special-
tervention) (34 to 116) ist-led care for people with severe men-

Defined by re-appearance of
symptoms or worsening of
symptoms necessitating ad-
justment of medicationd; Li
2002; based on 1 item scor-
ing=5or2itemsscoring=4in
items 4,7,11,12, and 15 of the
BPRSC; determined clinicallyd.e

(RR> 1 denotes higher risk of
relapse)

tal disorder have any effect on relapse

Prevalence of severe mental
disorder

No studies that reported on this outcome were identified
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Schizophrenia symptoms Mean PANSS 836 Do Scores estimated based on an SMD -0.30
severity (immediately postin-  score with usual (6 RCTs) VERY LOW/ (95% CI1-0.71to 0.11). It is uncertain
tervention) care was 80.6/ whether PHP-led or collaborative care
compared to specialist-led care for peo-
Assessed with BPRS2.¢.d.g; ple with severe mental disorder has any
PANSShii effect on schizophrenia symptom severi-
ty immediately post intervention
(higher score = greater severity)
Depression symptom severity Mean Hamilton =~ Mean Hamilton 270 Do Scores estimated based on an SMD of
(immediately post interven- Rating Scale Rating Scale (2 RCTs) VERY LOWK -0.41 (95% Cl -1.13 to 0.32). It is uncer-
tion) for Depression for Depression tain whether PHP-led or collaborative
score with usual scorein the care compared to specialist-led care for
Assessed with HDRSP; SCL-909  are was 11.9P intervention people with severe mental disorders
. . group was 3 has any effect on severity of depression
(higher score = higher symptom (8.2 lowerto 2.3 symptoms immediately post interven-
severity) higher) lower tion
Quality of life (immediately Mean WHOBREF ~ Mean WHO- 536 [eelele) Scores estimated based on an SMD of
post intervention) score with usual  BREF score in (3 RCTs) VERY LOW! 0.40 (95% CI-0.37 to 1.17). It is uncer-
' care was 84.4 the interven- tain whether PHP-led or collaborative
Assessed with SF-36/; WHOQOL tion group was care compared to specialist-led care for
BREFe,h 9.04 (8.36 lower people with severe mental disorders has
to 26.4 higher) any effect on quality of life immediately
(higher score = higher quality of higher post intervention
life)
Functional impairment - im- Mean function Mean function 874 SPOO Scores estimated based on an SMD of
mediately post intervention score with usual  scorein the (7 RCTs) LOWm -1.13(95% CI -1.78 t0 -0.47). PHP-led or
care was 9.58/ intervention collaborative care for people with severe
Assessed with GAF (results group was 5.0 mental disorders may reduce functional
were multiplied by -1)h; KELS; (7.8 t0 2.1) low- impairment immediately post interven-
SDSSa,c,d.g; self care ADL and er tion compared to specialist-led care
Instrumental ADLe
(lower score = less functional
impairment)
Service utilisation - hospital 360 per 1000 216 per 1000 RR 0.60 441 @000 It is uncertain whether PHP-led or col-
re-admission (during inter- (101 to 461) (0.28t01.28) (3 RCTs)&:hi VERY LOWP laborative care compared to special-

vention)

(RR> 1 denotes greater risk)

ist-led care for people with severe men-
tal disorders has any effect on hospital
re-admission immediately post inter-
vention

Adverse events

No studies that reported on this outcome were identified
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*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and
its 95% Cl).

ADL: activities of daily living; BPRS: Brief Psychiatric Rating Scale; Cl: confidence interval; GAF: Global Assessment of Functioning Scale; GP: general practitioner; HDRS:
Hamilton Depression Rating Scale; KELS: Kohlman Evaluation of Living Skills; LMIC: low- to middle-income country; PANSS: Positive and Negative Syndrome Scale; PHP:
primary health professional; RCT: randomised clinical trial; RR: risk ratio; SCL-90: Symptom Checklist-90; SDSS: Social Disability Screening Schedule; SF-36: 36-Item Short-
Form Health Survey; SMD: standardised mean difference; WHOQOL BREF: World Health Organization Quality of Life assessment abbreviated.

GRADE Working Group grades of evidence.

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is
substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

aLi2002. Community rehabilitation (medications, counselling, requested work or social activities) vs inpatient care for patients with first episode of late-onset schizophrenia.
bbowngraded by one level for risk of bias: high risk of selection (lack of allocation concealment) and detection (lack of blinding of outcome assessors) bias. Downgraded by
one level for indirectness: the only study in this analysis was conducted in a lower-middle-income country, on people age 50 and older experiencing their first episode of illness
(schizophrenia); intervention comprised antipsychotics and weekly home visits. Study population, setting, and intervention are not generalisable to all patients with serious
mental disorders in LMICs. Downgraded by one level for imprecision: small event numbers.

¢ Tan 2005. Community observation (medications, symptom monitoring, psychoeducation, rehabilitation) vs hospitalisation as needed for patients with schizophrenia.

d Ling 1999. Family intervention (education on medication side effects and adherence, symptom monitoring, psychoeducation, counselling, family communication training) vs
community psychiatric nurse-led care for patients with schizophrenia.

€ Wu 2016. Self-care model combined with collaborative care (medications, counselling, family communication training, requested work or social activities, self-care training) vs
community psychiatric nurse-led care for patients with chronic stable schizophrenia.

fDowngraded by one level for risk of bias: high risk of detection bias (lack of blinding in outcome assessments) in all four studies, and selection bias (lack of allocation concealment)
in one study (Li 2002). Downgraded by one level for indirectness: only one country represented among these studies. Downgraded by one level for imprecision: Small total event
numbers.

9Yao2014. Community day rehabilitation (medications, symptom monitoring, psychoeducation, counselling, social skills training, rehabilitation) vs community psychiatric nurse-
led care for patients with chronic stable schizophrenia.

h Barfar 2017. Aftercare service (medications, education on medication side effects and adherence, symptom monitoring, psychoeducation, telephone reminders to attend
outpatient clinics, social skills training) vs usual specialist care in outpatient clinics or inpatient services for patients with schizophrenia, bipolar disorder, or schizoaffective
disorder.

i Malakouti 2015. Home visits by nurse or GP (medications, education on medication side effects and adherence, symptom monitoring, psychoeducation) vs usual specialist-led
outpatient clinic or hospitalisation during exacerbation for patients with schizophrenia or bipolar disorder with difficult-to-treat disease.

jDowngraded by one level for risk of bias: high risk of detection bias (lack of blinding in outcome assessments) in four studies (Barfar 2017; Li 2002; Ling 1999; Tan 2005), selection
bias (lack of allocation concealment) in one study (Li 2002), and attrition bias in one study (Malakouti 2015). Downgraded by one level for inconsistency: large unexplained
statistical heterogeneity (1> = 87%). Downgraded by one level for imprecision: confidence level of SMD ranges from moderate clinical effect favouring PHP-led or collaborative care
to no clinical effect. Note that a small clinically appreciable benefit was set at SMD 0.2 to 0.5, a moderate benefit at SMD 0.5 to 0.8, and a large benefit at > 0.8 (Cohen 1988).
kDowngraded by one level for risk of bias: high risk of detection bias in Barfar 2017 and Ling 1999. Downgraded by one level for inconsistency: large unexplained statistical
heterogeneity (1> =89%). Downgraded by one level for imprecision: low total number. Confidence interval of SMD ranged from favouring PHP-led or collaborative care to favouring
specialist-led care.
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IDowngraded by one level for risk of bias: high risk of detection bias in Barfar 2017 and Wu 2016, and attrition bias in Malakouti 2015. Downgraded by one level for inconsistency:
large unexplained statistical heterogeneity (1> = 94%). Downgraded by one level for imprecision: confidence interval of effect size ranges from large clinical effect favouring PHP-
led or collaborative care to favouring specialist-led care.

mDowngraded by one level for risk of bias: high risk of detection bias (lack of blinding in outcome assessments) in five studies (Barfar 2017; Li 2002; Ling 1999; Tan 2005; Wu
2016), selection bias (lack of allocation concealment) in one study (Li 2002), and attrition bias in one study (Malakouti 2015). Downgraded by one level for inconsistency: large
unexplained statistical heterogeneity (1* = 95%).

nDowngraded by one level for risk of bias: high risk of detection bias in Barfar 2017 and Wu 2016, and attrition bias in Malakouti 2015. Downgraded by one level for inconsistency:
moderate unexplained statistical heterogeneity (1> =74%). Downgraded by one level for imprecision: small event numbers. Confidence interval of risk ratio ranged from favouring
PHP-led or collaborative care to favouring specialist-led care.

Summary of findings 13. Primary health professionals and lay health workers compared with usual care in improving dementia patients' and carers'
outcomes in low- and middle-income countries

What are the effects of primary health professional- and lay health worker-led care vs usual care in improving dementia patients' and carers' outcomes for mental
health care in low- and middle-income countries?

Patient or population: people with dementia and their carers
Settings: middle-income countries (India (1 study), Russia (1 study))

Intervention: PHP- and primary care-based LHW-led intervention
Comparison: usual care (limited dementia education or wait-list control)

Outcomes Anticipated absolute effects* (95% CI) Estimate effect No. of partici- Quality of the Comments
(95% CI) pants evidence
Risk with Risk with PHP/LHW- (studies) (GRADE)
led care
usual care

Clinical illness recovery No studies that reported on this outcome were identified

Disease prevalence No studies that reported on this outcome were identified

Severity of behavioural Mean NPI-S Mean NPI-S score in 134 &PoO Scores estimated based on an SMD of
symptoms (patient) (1to  score with usual the intervention group (2 RCTsab) LOwe -0.26 (95% CI -0.6 to 0.08)d. PHP- and
6 months post interven- care was 8.49 was 1.3 (3.1 lower to LHW-led carer interventions for de-
tion) 0.4 higher) lower mentia compared to usual care may
Measured using the be- have little to no effect on severity of

havioural symptom scale behavioural symptoms 1 to 6 months
(NPI-S) post intervention

(high score = greater
severity)
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Severity of mental dis- Mean NPI-D score in 134 (2RCTsab)  @®oo Scores estimated based on an SMD of
tress (carer) the intervention group -0.47 (95% CI -0.82 to0 -0.13)d. PHP- and
Mean NPI-D was 3 (5.2 to 0.8) lower LOwe LHW-led carer interventions for de-
(1 to 6 months post in- score with usual mentia compared to usual care may
tervention) carewas7.19 reduce carers' mental distress 1to 6
Neuropsychiatric Inter- months post intervention
view for dementia
(higher score = better
quality of life)
Quality of life (pa- MD -0.43 (-0.98 53 (1 RCTY) ®ooo It is uncertain whether PHPs delivering
tient) (1 to 6 months post t00.12) care to dementia patients compared
intervention) Mean quality of life with this brief carer VERY LOWf with usual care have any effect on de-
intervention was 0.43 points lower (0.98 mentia sufferers' quality of life at 1to 6
DEMQOL lower to 0.12 higher) compared to usual months post intervention
care
(higher score = better
quality of life)
Quality of life (carer) (1 MD -0.37 (95% 53 (1 RCTh) elele) It is uncertain whether PHPs delivering
to 6 months post inter- C1-0.92100.17) care to dementia patients compared
vention) Mean improvement in quality of life with VERY LOWF with usual care have any effect on car-
this brief carer intervention was 0.37 stan- ers' quality of life at 1 to 6 months post
WHOQOL-BREF dard deviations lower (0.93 lower to 0.17 intervention
higher) compared to usual care
(higher score = better
quality of life)
Functional impairment MD -0.24 (-0.67 81 B0 It is uncertain whether LHWs deliver-
(patient) (1 to 6 months t0 0.20) ing care to dementia patients com-
post intervention) Mean functional impairment with this (1RCT9) VERY LOWf pared to usual care have any effect
brief carer intervention was 0.24 points on functional impairment at 1 to 6
EASI lower (0.67 lower to 0.20 higher) com- months post intervention
pared to usual care
(higher score = higher im-
pairment in activities of
daily living)
Service utilisation - No visits Excess of home visits More visits 81 It is uncertain whether LHWs deliver-
home visits by LHW and by specialist supervi- ing care to dementia patients com-
psychiatrist (during in- sor (21 home visits) (LRCTO) ®oooe pared with usual care have any effect
tervention) and by LHW (mean vis- on home visits during intervention
VERY LOWY

its 12.3, SD 3.1)
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Adverse events - There were There were 11 deaths RR0.77 (from 141 (2 RCTsa,b) Itis uncertain whether PHPs and LHWs

14 deaths out of  out of 71 participants 0.38t0 1.59) delivering care to dementia patients
number of deaths (dur- 70 participants  in the intervention arm Booo compared with usual care have any ef-
ing intervention) (20%) (15%). fect on deaths during intervention

VERY LOWh
Note: causes of death
in both groups were-
stroke, pneumonia,
myocardial infarc-
tion, septicaemia, pul-
monary embolism, in-
testinal obstruction,
diabetic coma

*The basis for the assumed risk is the mean control group risk across studies for pooled results and the control group risk for single studies. The corresponding risk (and
its 95% Cl) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% Cl).

Cl: confidence interval; DEMQOL: Quality of Life Assessment in Dementia; EASI: Everyday Abilities Scale for India; LHW: lay health worker; MD: mean difference; NPI-

S: Neuropsychiatric Inventory - Severity; PHP: primary health professional; RCT: randomised controlled trial; RR: risk ratio; SMD: standardised mean difference; WHO-
QOL-BREF: abbreviated World Health Organisation Quality of Life Assessment.

GRADE Working Group grades of evidence.

High quality: further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: we are very uncertain about the estimate.

d Dias 2008. Collaborative care package delivered by LHWs based on 10/66 dementia initiative vs limited dementia education.

b Gavrilova 2009. Carer training delivered by PHPs based on 10/66 dementia initiative vs wait-list control.

cNot downgraded as no serious study limitations: Gavrilova 2009 was unclear whether allocation concealed. Dias 2008 was at low risk of bias and contributed > 60% of the weight
to pooled estimates. Removal of the former study did not alter the results. Downgraded by two levels for imprecision: 95% Cl for pooled estimates indicates appreciable benefit
for PHP/LHW care and non-appreciable benefit for usual care, and the total number of participants is small.

dNote that a small clinically appreciable benefit was set at SMD 0.2 to 0.5, and a moderate benefit at SMD 0.5 to 0.8 (Cohen 1988).

eNot downgraded as no serious study limitations: Gavrilova 2009 was unclear whether allocation concealed. Dias 2008 was at low risk of bias and contributed > 60% of the weight
to pooled estimates. Removal of the former study did not alter the results. Downgraded by two levels for imprecision: small total number of participants and effect confidence
intervals range from favouring intervention to no effect.

fDowngraded by one level for indirectness: only one study (in Russia for quality of life, in India for functional impairment) (i.e. may not be representative of all LMICs). Downgraded
by two levels for imprecision: low total number, and effect confidence intervals ranged from favouring intervention to no effect.

9dDowngraded by one level for indirectness. Single trial in a single setting. Downgraded by two levels for imprecision: very low total number.

hbowngraded by one level for inconsistency: Dias 2008 RCT India showed fewer deaths in intervention arm than in control arm (not statistically significant). Gavrilova 2009 RCT
Russia showed more deaths in intervention arm than in control arm (not statistically significant). Downgraded by two levels for imprecision: low total and event numbers.
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Summary of findings 14. Lay health worker-led psychosocial interventions vs usual or no care in treating children with post-traumatic stress and
common mental disorders in humanitarian settings in low- and middle-income countries

What are the effects of lay health workers conducting interventions for children with post-traumatic stress or common mental disorders in humanitarian settings
in low- and middle-income countries?

Patient or population: children/adolescents with post-traumatic stress and related depressive/anxiety symptoms
Settings: humanitarian settings in low- and middle-income countries (Indonesia (1 study), Nepal (1 study), Sri Lanka (1 study), Uganda (1 study))
Intervention: lay health workers delivering psychosocial interventions

Comparison: usual or no care (wait-list control or intervention for suicidal ideation)

Outcomes Anticipated absolute effects* (95% Cl) Relative effect  No. of Partici- Certainty of Comments
(95% Cl) pants the evidence

Risk with usual  Risk with community pro- (studies) (GRADE)

or no care fessionals
Depression or PTSD No studies that reported on these outcomes were identified
recovery
Disease prevalence No studies that reported on these outcomes were identified.
Depression symp- Mean change in depression MCD -0.61 1092 SDDO LHW-delivered psychosocial inter-
toms (1 to 6 months severity score with LHW-led (-1.23t0 0.02) (3 RCTsab,c) MODERATEd ventions for children with post-trau-
post intervention) interventions was 0.61 low- matic stress or CMD compared to

] ) er usual or no care probably have little
Depression self-rating (1.23 lower to 0.02 higher) to no effect on depression symptoms
scale compared to usual or no 1 to 6 months post intervention
. . care

(higher score = higher
severity)
PTS symptoms (1 to Mean change in PTS symp- MCD -1.34 1090 &Poo LHW-delivered psychosocial inter-
6 months post inter- tom severity score with (-2.83t00.14) (3 RCTsab,c) Lowe ventions for children with post-trau-

vention)

Child post-traumatic
stress scale

(higher score = higher
severity)

LHW-led interventions was
1.34 lower

(2.83 lower to 0.14 higher)
compared to usual or no
care

matic stress or CMD compared to
usual or no care may have little to
no effect on PTS symptoms 1 to 6
months post intervention
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Quality of life No studies that reported on this outcome were identified

Functional impair- Mean change in function- MCD -0.81 1092 PP Lay health workers delivering psy-
ment (1 to 6 months al impairment score with (-1.48t0-0.13) (3 RCTsa,b.c) MODERATEd chosocial interventions for children
post intervention) LHW-led interventions was with post-traumatic stress or CMD

0.81 lower compared to usual or no care prob-

Local!y developed (1.48 lower to 0.13 lower) ably have little to no effect on func-
functional scale compared to usual or no tional impairment at 1 to 6 months
care ost intervention

(higher score = higher P

impairment)

Service utilisation No studies that reported on this outcome were identified

Adverse events (dur-  There were There were no adverse No differences 809 SDoo LHW-delivered psychosocial inter-

ing intervention) no adverse events in intervention ventions for children with post-trau-
events in con- groups (Ertl 2011; Jordans (3 RCTsa.c) LOWY matic stress or CMD compared to
trol groups (Ertl  2010; Tol 2012) usual or no care may result in little to
2011; Jordans no difference in adverse events

2010; Tol 2012)

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and
its 95% Cl).

Cl: confidence interval;CMD: common mental disorder; LHW: lay health worker; MCD: mean change difference; PTS: post-traumatic stress; PTSD: post-traumatic stress dis-
order; RCT: randomised controlled trial.

GRADE Working Group grades of evidence.
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is
substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.

a Jordans 2010. Classroom-based intervention with creative-expressive therapy and co-operative play components vs wait-list control.

b Tol 2008. Classroom-based intervention with creative-expressive therapy and co-operative play components vs wait-list control.

€ Tol 2012. Classroom-based intervention with creative-expressive therapy and co-operative play components vs wait-list control.

dNot downgraded, as study populations were in different conflict areas and received scalable generic interventions. They covered children 8 to 18 years of age, so not generalisable
to younger children. Downgraded by one level for imprecision: confidence interval of mean change difference ranged from favouring LHW-delivered psychosocial interventions
to no clinical effect.
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eNot downgraded, as study populations were in different conflict areas and received scalable generic interventions. They covered children 8 to 18 years of age, so not generalisable
to younger children. Downgraded by one level for imprecision: confidence interval of mean change difference ranged from favouring LHW-delivered psychosocial interventions

to no clinical effect. Downgraded by one level for inconsistency: unexplained statistical heterogeneity (12 = 57%).
fErtl 2011. Psychoeducation and academic catch-up vs narrative exposure therapy vs no care except for intervention for those with suicidal ideation.
9Downgraded by two levels for serious imprecision: very small event number.

Summary of findings 15. Community professional-led interventions vs no care in treating children with post-traumatic stress and common mental
disorders in humanitarian settings in low- and middle-income countries

What are the effects of community professionals conducting interventions for children with post-traumatic stress or common mental disorders in humanitarian
settings in low- and middle-income countries?

Patient or population: children/adolescents with post-traumatic stress and related depressive/anxiety symptoms

Settings: humanitarian settings in low- and middle-income countries (DR Congo (2 studies), Kosovo (1 study), Palestine (1 study), Sierra Leone (1 study), Sri Lanka (1 study))
Intervention: community professionals delivering psychological and psychosocial interventions

Comparison: no care (wait-list control)

Outcomes Anticipated absolute effects* (95% Cl) Relative effect  No. of partici- Certainty of Comments
(95% Cl) pants the evidence
Risk with usual Risk with communi- (studies) (GRADE)
or no care ty professionals
Recovery from probable PTSD 120 per 1000 472 per 1000 particc RR3.93 78 [eolele) Itis uncertain whether CP-led in-
in children (<1 month postin-  participants ipants (1.31t0 11.80) (1RCTA) terventions have any effect on the
tervention) (157 to 1000) VERY LOWb number of children with probable

Defined by number of partic-
ipants whose CRIES-13 score
was above cutoff for diagnosis
of PTSD at baseline - number
of participants whose CRIES-13
score was above cutoff for the
same < 1 month post interven-
tion

(RR>1 denotes higher likeli-
hood of recovery)

PTSD compared to no care

Prevalence of PTSD

No studies that reported on this outcome were identified

PTS symptoms (1 to 6 months
post intervention)

Mean UCLA Mean UCLA PTSD in- 679
PTSD index dex scorein the in- (3RCTs)

[erolele) Scores estimated based on an SMD
VERY LOWf of -0.37 (95% Cl -1.2 t0 0.47). It is
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Harvard Trauma Question-
naire¢; PTSD-RIY; UCLA PTSD in-
dexe

(higher score = higher severity)

score with usual
care was 45.71¢

tervention group was
2.8 (9 lowerto 3.5
higher) lower

uncertain whether CP-led interven-
tions have any effect on PTS symp-
toms in children with post-trau-
matic stress compared to no care 1
to 6 months post intervention

Depression symptoms (1 to 6 Mean Beck De- Mean Beck Depres- 602 &Poo Scores estimated based on an SMD

months post intervention) pression Inven-  sion Inventory score (2 RCTs) LOW9 of-0.19 (95% CI -0.57 to 0.19). CP-
tory score with in the intervention led interventions may have little

Beck Depression Inventory®; usual carewas  group was 0.6 (1.7 to no effect on depression symp-

Oxford Measure of Psychosocial 3 7e lower to 0.57 higher) toms in children with post-trau-

Adjustmentd lower matic stress compared to no care 1

to 6 months post intervention

(higher score = higher severity)

Quality of life No studies that reported on this outcome were identified

Functional impairment (1to6  Mean function Mean function score 602 ®oo6 Scores estimated based on an SMD

months post intervention) score with usual in the intervention (2 RCTs) VERY LOWH of-0.39 (95% CI-0.99 t0 0.21). It is
carewas 11.79¢  group was 1.56 (3.96 uncertain whether CP-led interven-

Child diagnostic interview lower to 0.84 higher) tions have any effect on functional

schedule€; WHODAS Iid lower impairment in children with post-

traumatic stress compared to no

(higher score = higher function- care 1to 6 months post interven-

alimpairment) tion

Service utilisation No studies that reported on this outcome were identified

Adverse events (duringinter-  There were no There were no ad- No differences 180 erele) CP-led interventions may not result

vention) adverse events  verse eventsin in more adverse events compared
in the control the intervention (3RCTs) LOWk to no care during intervention

group (Gor-
don 2008;
O'Callaghan
20137
O'Callaghan
2015)

group (Gordon 2008;
O'Callaghan 2013;
O'Callaghan 2015).

*The basis for the risk with usual or no care is the mean control group risk across studies for pooled results and the control group risk for single studies. The risk with com-
munity professionals (and its 95% Cl) is based on the risk in the comparison group and the relative effect of the intervention (and its 95% Cl).

Cl: confidence interval; CP: community professional; CRIES-13: Child Revised Impact Event Scale; PTS: post-traumatic stress; PTSD: post-traumatic stress disorder; PTSD-
RI: Post-traumatic Stress Disorder Reaction index; RCT: randomised controlled trial; RR: risk ratio; SMD: standardised mean difference; UCLA: University of California at Los
Angeles; WHODAS II: World Health Organization Disability Adjustment Scale.
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GRADE Working Group grades of evidence.

High quality: further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: we are very uncertain about the estimate.

aBarron 2013. Teaching Recovery Techniques trauma recovery programme vs wait-list control.

bDowngraded by one level for limitations in design: high risk of bias in random sequence generation, allocation concealment, and similarity of baseline outcome measures in
the two groups. Downgraded by one level for indirectness: population (Palestine, area with high level of violence and poverty, age 11 to 13) may not be generalisable to other
children with post-traumatic stress with or without PTSD in low- and middle-income countries.

¢ Gordon 2008. Mind-body techniques vs wait-list control.

d Betancourt 2014. Psychoeducation, psychological, and social interventions vs wait-list control.

€ Berger 2009. Psychoeducation, psychological, and social interventions vs wait-list control.

fDowngraded by one level for limitations in design: Berger 2009 had high risk of selection bias (poor allocation concealment) and contamination bias. Gordon 2008 had high risk
of selection bias due to poor allocation concealment. Downgraded by one level for inconsistency: large unexplained statistical heterogeneity (1> = 94%). Downgraded by two levels
for serious imprecision: confidence interval crosses from favouring CP-led intervention to favouring no care. Note that a small clinically appreciable benefit was set at SMD 0.2
to 0.5, moderate benefit at SMD 0.5 to 0.8, and large benefit a > 0.8 (Cohen 1988).

9Not downgraded for risk of bias: although Berger 2009 had design limitations, removal of this study from the analysis still yielded an SMD showing no clinical effect. Downgraded
for inconsistency: unexplained statistical heterogeneity (1 = 69%). Downgraded by one level for imprecision: confidence interval crosses from moderate effect favouring CP-led
intervention to no clinical effect.

hbowngraded by one level for limitations in design: Berger 2009 had high risk of selection (poor allocation concealment) and contamination bias. Downgraded by one level for
inconsistency: Large unexplained statistical heterogeneity (I* = 91%). Downgraded by two levels for imprecision: confidence interval ranged from large clinical effect favouring
CP-led interventions to small clinical effect favouring no care.

i0'Callaghan 2013. Psychoeducation, psychological, and social interventions vs wait-list control.

JO'Callaghan 2015. Psychoeducation, psychological, and social interventions vs wait-list control.

kDowngraded by two levels for imprecision: very low number of participants and very few events.
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BACKGROUND

Description of the condition

The global burden of mental disorders and distress is
high. The latest global burden of disease estimates
have shown that mental, behavioural, and neuropsychiatric
disorders all feature in the top 30 causes of all years lived
with disability; the highest contributors are major depression
(ranked second), anxiety (ranked seventh), and substance
use disorders (ranked 12th) (GBD 2017). The contribution
of major depressive disorders to worldwide disability-adjusted life-
years (DALYs) increased by 37% from 1990 to 2010 and is
predicted to rise farther (Murray 2015a; Rehm 2019). Furthermore,
self-inflicted injuries and alcohol-related disorders are likely to
increase in the ranking of disease burden due to the decline in
communicable diseases. The disease burden due to Alzheimer’s
disease is also increasing, linked to the demographic transition
towards an ageing population (GBD 2017; Rehm 2019).

Mental disorders and distress definitions are provided in Table
1. Mental disorder categories used and studied in LMIC align
best with the World Health Organization (WHO) ICD-11
Mental Disorders categorisation (WHO 2019). Mental illness also
come with substantial economic costs. A report on the global
economic burden of non-communicable diseases (NCDs) suggests
that by the early 2030s, mental disorders and distress alone will
account for loss of an additional USD16.1 trillion, with dramatic
impact on productivity and quality of life (Jan 2018). Data on macro-
economic costs for low- and middle-income country (LMIC) settings
remain poor (Trautmann 2016). However, the economic and social
costs for individuals and families are substantial. High direct costs
are incurred in countries where health spending is met largely
through private, as opposed to public, spending, and where health
insurance and employer-met health payments are not substantial
(Levin 2016). High indirect costs are also incurred due to informal
caregiving and lost work opportunities, and may be related to
untreated disorders and their associated disability (Razzouk 2017;
Sgrensen 2017).

More recently, mental health and ill health have been re-framed
to be seen as a continuum from health to ill health: from 'at risk'
to experiencing 'mental distress' to developing 'sub-syndromal
symptoms' (some of which are suggestive of a mental disorder
but are not sufficient to reach diagnostic categories) to finally
developing 'mental disorders' (Patel 2018). Alongside, efforts have
been made to implement interventions targeting each stage of
this continuum. This reflects the growing approach towards seeing
the value in treating mental ill health as a response to functional
issues or common elements (transdiagnostic approach) (Dalgleish
2020). This Cochrane Review update therefore includes a broader
spectrum of people with mental symptoms, ranging from distress
up to more severe symptoms and diagnosed conditions.

The gap between those who could benefit from mental health
interventions and those who receive such care is very large (Patel
2016; Singla 2017; WHO 2018); in LMICs, up to 90% of people
needing care do not receive it (Alonso 2018; Docrat 2019; Patel

2010 CRCT India), despite the existence of a range of cost-effective
interventions in mental health care (Barbui 2020; Levin 2016;
WHO 2010). Major barriers to closing the treatment gap include
the huge scarcity of skilled human resources, large inequities
and inefficiencies in resource distribution and utilisation (LMICs
spendonly USD1 per capita on mental health compared to USD80
in high-income countries (HICs), and most of that is spent on
hospital care) (Chisholm 2019; Mugashi 2017; WHO 2018), and
the significant stigma associated with psychiatric illness (Semrau
2015). With increasing evidence of the economic and well-
being-related burden of mental disorders, implementing evidence-
based mental health interventions on a large scale through
task-shifting (i.e. delegating appropriate tasks tonon-specialists)
and task-sharing (ensuring there is some collaboration and ongoing
supervision with specialists) in the community should be seen as a
high priority (Galvin 2020; Ola 2019; Patel 2018;Petersen 2019).

The World Health Organization (WHO) and other global
organisations have long held the position that methods of
providing psychological treatments that are less resource
intensive, less accessible, less affordable, and non-stigmatising
to patients are of great importance for reducing the global
burden of mental distress (Keynejad 2018; Lund 2016; Patel 2016;
Rathod 2017; Semrau 2019; Thornicroft 2019; WHO & WONCA
2008), and one of the targets in the WHO 2013-2020 mental
health action plan is provision of comprehensive, integrated
mental health and social care services in community-based
settings  (https://revman.cochrane.org/#/501210041309211330/
dashboard/htmlView/4.211.54?revertEnabled=false#REF-
WHO-2013). The primary care setting is the point of entry
into the health system for most people, and primary care and
community-based providers are well placed to deliver mental
health interventions due to their potential for longitudinal
relationships with patients and their families, their ability to
respond to undifferentiated problems, their use of a bio-
psychosocial model, and their ability to integrate care of
mental conditions with care of physical conditions (WHO &
WONCA 2008). Over the past two decades, community-based
models of care that operationalise the principles of Wagner’s
Chronic Care Model by including risk assessment and a task-
shifting or task-sharing team-based approach such as Katon’s
Collaborative Care Model have been shown to improve access
to evidence-based mental health treatments, improve patient
outcomes, enhance quality of life, reduce costs, and normalise
and de-stigmatise treatments for behavioural and psychological
health disorders (Archer 2012;https://revman.cochrane.org/
#/501210041309211330/dashboard/htmlView/4.211.54?
revertEnabled=false#REF-Archer-2012Keynejad
Ratzliff 2016).

2018;

Description of the intervention

Primary-level worker (PW) interventions for the care of patients
with mental disorders and distress are the focus of this
review. PWs include lay health workers (LHWSs), primary care
health professionals (PHPs), and community professionals (CPs)
(see Figure 1 for categorisation of primary-level workers and Table
1 for definitions).
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Figure 1. Nomenclature of primary-level workers described in the review.

Primary Level Workers

(PW)

Lay health workers (LHWs). As per the Lewin 2010 review,
LHWs perform diverse functions related to healthcare delivery
(Lewin 2010). Although LHWs are usually provided with job-related
training, they have no formal professional or paraprofessional
tertiary education and can be involved in either paid or voluntary
care. The term LHW is thus necessarily broad in scope and includes,
for example, community health workers, village health workers,
treatment supporters, and birth attendants (Barnett 2018; Patel
2018; Shahmalak 2019). As LHWs are diverse and may be linked to a
health setting or to a community organisation, we have categorised
these together in comparisons as LHWs. They have broadly similar
backgrounds (usually from local communities with little if any
professional background) and receive minimal training.

Primary care health professionals (PHPs). These professional
health workers are not specialising in mental disorders and have
not received in-depth professional specialist training in this clinical
area. They may include doctors, nurses, auxiliary nurses, lay
health workers, and allied health personnel such as midwives
and occupational therapists. PHPs have received professional
training in health care and include clinicians (e.g. physicians,
nurses, physician assistants) and allied health professionals (e.g.
occupational therapists, social workers). As LHWs are diverse and
may be linked to a healthcare setting (lay PHW) or to a community
organisation (lay CW), we have categorised these together in
comparisons as LHWs. They have broadly similar backgrounds

Primary Health Professionals
(PHP)

Lay Health Workers (LHW)

linked (or not) to primary care

Community Professionals
(CP)

(usually from local communities with little if any professional
background) and receive minimal training.

Community professionals (CPs). These non-healthcare
professionals are involved as community-level workers but are
not within the health sector. CPs are not health trained per se
but play a role in promoting/monitoring mental health. As many
people, particularly adolescents and young adults, have minimal
contact with healthcare workers, CPs are another human resource
instrumental in delivering mental health care. This category
includes teachers/trainers/support workers from schools and
colleges, social workers, and community development workers/
managers. Generalist social workers are often linked to the health
sector in that they provide well-defined and expected extended
mental health support role for patients via social support (Barnett
2018; Patel 2018; Shahmalak 2019). In the comparisons in this
review, CPs are often combined with nurses, although occasionally
they are combined with teachers.

Interventions may include pharmacological, psychosocial, and/
or psychological treatments for the care of individuals with
mental disorders and distress. They include programmes in
which PWs are the main cadres delivering the intervention
(e.g. primary care doctors prescribing antidepressants, LHWSs
delivering a psychosocial intervention) or interventions in which
one or several PWs work closely in a team with mental health
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specialists (collaborative care). One example of a collaborative
care intervention is seen when a psychiatrist may diagnose a
patient with a disorder and supervise the team; the primary
health professional provides follow-up for the patient and may
prescribe or adjust medication dosages or provide a psychological
intervention; and an LHW provides psychosocial counselling or
support. Such collaborative care teams often use a stepped-care
approach comprising different levels of care according to the
patient's response to the interventions (see Table 1 for definitions).
These encompass early clinical interventions and monitoring for
people with mental distress or sub-syndromal symptoms, acute
interventions for people with mental disorders in the acute phase,
and long-term follow-up and rehabilitation for people with chronic
mental disorders.

Training PWs to deliver psychological or psychosocial
interventions, or to participate as members of collaborative
care teams, may be a way of expanding provision of services
for the care of individuals with mental disorders and distress,
as well as making these services more accessible and acceptable
to communities. With regards to intervening at the mental
distress or sub-syndromal level, this could prevent full-blown
mental disorders from becoming established, which for many may
become chronic or relapsing conditions (Patel 2018). It has been
suggested that interventions that rely on PWs could deliver
general health and mental health interventions that are at
least as effective and acceptable as those delivered by specialist
health workers (Lassi 2013; Lewin 2010; Mendenhall 2014;
Padmanathan 2013). PWs have been used in various services
including those delivered by governmental, private, and non-
governmental organisations (NGOs) in clinics, halfway homes, and
communities. They have been involved in a variety of activities and
roles, including detecting, diagnosing, treating, and preventing
common and severe mental disorders, epilepsy, and learning
difficulties. Their roles differ according to their level of
training. For example, lay health workers (LHWs) have been
involved in supporting carers, befriending, ensuring adherence,
and detecting mental health problems (Chibanda 2016; Rahman

2019; Williams 2019). Nurses, social workers, and LHWs may
also take on follow-up or educational/promotional roles (Khan
2017; Patel 2017; Tol 2020). In addition, doctors with general
mental health training have been involved in identification,
diagnosis, treatment, and referral of complex cases (Archer 2012;
Goodrich 2013; Seidman 2017). These interventions may consist
of collaborative care models, whereby a PW is involved as part
of a team or a step-wise process for accessing care (Gureje 2019
(STEPCARE); Patel 2010). These models may therefore have
elements of psychiatric/specialist intervention or support, and
patients may even be recruited from secondary care (such as those
with severe mental disorders).

Many challenges are involved in implementing such interventions
in LMICs. Differences in the organisation of mental health services
between LMICs and HICs, with poorer countries having few or
no mental health service structures in primary care or in the
community, mean that in such settings, PWs may need to work
with little or no support from specialist mental health services with
fewer options for referral (Chisholm 2019; Mugashi 2017). Although
PW interventions often have lower up-front costs compared with
reliance on professional specialist health workers, these savings
may be cancelled out by higher downstream resource use (Rocks
2020).

Other reviews have looked at the effectiveness of interventions
in perinatal mental disorders (Clarke 2013; Rahman 2013), as well
as in child and adolescent mental disorders (Barry 2013; Burkey
2018; Purgato 2018), or have specifically focused on psychological
interventions delivered by PWs (Huntley 2012; Singla 2017) (see
Table 2 for additional information). This review differs from other
reviews in that it focuses particularly on whether task-shifting
and/or task-sharing (as in the case of collaborative care) is
effective broadly for all types of psychological, psychosocial, and/
or pharmacological interventions in the care of mental disorders
and distress. This review will also include data on the costs and cost-
effectiveness of PW interventions when available (Figure 2).
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Figure 2. Logic model for prevention - Purgato 2021 - and treatment reviews - van Ginneken 2019.

How the intervention might work

Studies have shown that mental health care can be
delivered effectively in primary healthcare and community-based
settings through task-shifting, task-sharing, or collaborative care
approaches that engage and support skilled non-specialist health
professionals, lay workers, affected individuals, and caregivers in
mental health service delivery (Kakuma 2011). Implementation
studies of these complex interventions have indicated that
although the composition of the mental health workforce
may vary, a key contributor to its effectiveness lies in the
quality and intensity of training, supervision, and subsequent
mentoring of non-specialist workers (Kakuma 2011). Due to the
spectrum of illness encompassed in common mental disorders,
most are non-pharmacological interventions and tend to be
abbreviated, time-limited versions of well-established, evidence-
based transdiagnostic psychological therapies such as cognitive-
behavioural therapy and problem-solving therapy (Dalgleish 2020).
To ensure that interventions are appropriately applied, many
involve a stepped approach whereby patients with more severe or
complexillnesses, or who do not respond adequately to treatment,
are 'stepped up' to more intensive treatments. This may entail
having more treatment sessions with the PW, being 'stepped-
up' to receive more intensive pharmacological or psychological
treatments provided by health workers with more training or
expertise, or, in some cases, being referred to specialist care
(Rathod 2017).

Why it is important to do this review

The growing burden of mental disorders coupled with treatment
gaps and shortages of specialist human resources in LMICs
has made the need to involve non-specialists in mental healthcare
provision more urgent (Patel 2016). People in LMICs need care for
mental disorders and distress as much as people in HICs do, yet
many LMICs have poorer mental health resources and organisation,
fewer psychiatrists, and fewer psychiatric nurses than HICs. The
median number of psychiatrists is 172 times lower in low-income
countries (LICs) than in high-income countries (HICs) (Kakuma
2011; WHO 2018). Training and retaining sufficient numbers of
mental health specialists in LMICs is not feasible in the near
future. It is therefore important in these settings to
consider options for expanding access to mental health services.
The use of PWs, who are more numerous, affordable, and
accessible than specialists, is one such option. This task-
shifting/sharing model, in which tasks traditionally allocated
to a mental health professional are done by non-specialists,
requires far fewer specialist resources and makes available a
larger taskforce. Primary-level providers are less stigmatising,
more accessible, and more acceptable to people needing mental
health care, who may be reluctant or unaware of how to
access mental health services (Rathod 2017). Reliable evidence
is needed on the effectiveness of PWs in scaling up mental
health interventions, including for detection, treatment, and
rehabilitation of mental disorders. This systematic review will
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provide the evidence needed to inform policy development for
sustainable scaling up of mental health services in LMICs.

The aim of this first update of the original 2013 Cochrane Review
- van Ginneken 2013 - is to evaluate the effectiveness of mental
health treatments delivered by PWs to people with mental
distress/disorders living in LMICs. To expand the applicability
of findings, this review update builds on the first review
by including people with a broader spectrum of illness and
symptom severity than was addressed in the 2013 review,
to include people experiencing mental distress, sub-syndromal
symptoms, and diagnosable disorders. Following consultation with
a panel of stakeholders (clinicians delivering care in LMICs, project
implementers, academics, and policymakers), the review team
decided to conduct an additional parallel review on the role of
PWs in delivering interventions focused on prevention of mentalill
health and promotion of mental well-being (Purgato 2021).

OBJECTIVES

To evaluate the effectiveness of mental health treatments delivered
by trained PWs in LMICs to persons with mental distress/disorders,
compared to usual care or care delivered by untrained PWs
or specialists.

METHODS

Criteria for considering studies for this review
Types of studies

Weincludedonly randomisedtrials including cluster-randomised
trials in this review update. In the previous version of this
review (van Ginneken 2013), we included a range of non-
randomised studies (NRSs). However theseother study designs
(non-randomised trials, controlled before-and-after studies, and
interrupted time series studies) contributed little to the resultsdue
to serious risk of bias. Furthermore, these NRSs were often used as
precursor studies to randomised trials.

We included only studies conducted in LMICs, as defined by
the World Bank on the year(s) that each study was conducted, and
we excluded all studies conducted in HICs.Similar to the 2013
review, this update remained focused on LMICs as a response to
the call for more community-based models of care to address the
challenges encountered in delivering mental health care in these
settings.

When data were available, we included economic studies
if they were conducted as part of an effectiveness trial.
These included full economic evaluations (cost-effectiveness
analyses, cost-utility analyses, and cost-benefit analyses), cost
analyses, and comparative resource utilisation studies. 'Cost-
effectiveness' refers to analyses that examine the ratio of the cost of
a particular intervention to a chosen unit of effectiveness,
which is different from 'cost-saving', which refers only to the
monetary value of an intervention without consideration of
its effects. We described whether the analysis took a 'societal
perspective' (which takes into account costs incurred to all, such as
to the health service, the patient, etc.), or whether it took a 'health
system perspective' (which takes into account only costs to the
health service and system) (Zilberberg 2010). We extracted and
reported only cost and resource usage outcomes from these
studies.

Types of participants

We included children (aged < 18 years) and adults with mental
disorders or distress seeking first-level care/primary care or
detected in the community in LMICs. We also included participants
who had a diagnosis established in secondary care or by specialists
in community care and for whom the intervention was then
performed in primary or community settings (e.g. follow-up
monitoring to improve/maintain mental health after discharge,
collaborative care/shared care between primary and secondary
care). Additionally, we included carers of people with mental
disorders or distress (i.e. any relatives or friends of any age who
defined themselves as key supporters to a person with a mental
condition),assomeinterventionsmaybedirectedatthecarersrather
than at patients themselves (e.g. interventions to
alleviate carer burden).

Mental disorders included are in accordance with the ICD-11
classification of mental disorders (WHO 2019), and include
common mental disorders, severe mental disorders, perinatal
mental disorders, disorders specifically associated with stress,
disorders associated with substance abuse, neurocognitive
disorders such as dementia, as well as all mental developmental
(e.g. autism), emotional (e.g. mood disorders) and behavioural
(e.g. ADHD) disorders associated with childhood (based on those
included in the Mental Health Gap Action Programme (mhGAP)
guide (WHO 2016).

(See Table 1 for further definitions of participants, 'LMIC', and
'primary care', and for the list of included mental disorders, as well
as a definition of mental distress.)

Types of interventions
Cadres of interventionists

Primary-level workers (PWs) include primary healthcare
professionals (PHPs), such as doctors, nurses, and pharmacists;
lay health workers (LHWs) (i.e. people living at the community
level with no prior health professional training); and community
professionals (CPs), such as social workers, teachers, and
development workers. We combined PHPs and/or CPs and LHWs
(1) when interventions and roles were similar but due to different
contexts, different cadres were used (comparisons 6, 8, 10, and
13), or (2) because multi-disciplinary teams were involved, such
as within collaborative care (comparison 2). For example, social
workers were combined with PHPs (doctors, pharmacists, nurses)
in comparison 6, as psychosocial interventions and roles were
similar in helping adults in humanitarian settings with mental
distress and post-traumatic stress with similar regular extended
mental health supportive roles (also as described in the study
descriptions) within their work for these populations, who often
needed more intensive community support. Community-based
lay providers could be linked to the health sector or attached
to community networks or organisations. Because they were
very similar in terms of function, trainability, and educational
background, and were embedded in communities, we opted to
categorise all lay workers together within comparisons as 'lay
health workers' (LHWs). See Figure 1 for the PW nomenclature
hierarchy, and see Table 1 for full definitions of primary-
level workers and types of interventions.
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Description of interventions

We included clinical (medical and psychological) and PW
educational interventions that were intended to improve the
mental health of patients in LMICs. Clinical interventions are
mental health therapies that aim to alleviate acute mental
health symptoms, promote recovery from mental disorders or
distress, or monitor and manage chronic mental illness. In
addition, we included a broader suite of interventions that may
be delivered by PWs to those with mental distress/prodromal
symptoms, such as training people in self-help interventions,
providing informal support or transdiagnostic psychosocial
support (such as developing individualised plans to address
social and emotional functioning and problems), and providing
interventions directed at high-risk individual identification. We
did not include service or social interventions (such as income
generation or general social support) if the trial did not also include
a specific mental health intervention.

Acute clinical interventions

Acute interventions delivered by PWs include various forms of
psychotherapeutic or pharmacological treatments. In this review,
we refer to PW-led 'psychological interventions' as those in
which the PW delivers mainly a psychological therapy (such as
cognitive-behavioural therapy, behavioural activation, etc.). We
refer to PW-led 'psychosocial interventions' as those in which
the PW delivers an intervention that combines elements or
adaptations of therapeutic principles or therapeutic components,
adopts a more transdiagnostic approach, and may deliver a
social supportive component (such as debt management, family
negotiation, income-generating activity, or community/well-being
activity).

Long-term clinical interventions

Long-term interventions delivered by primary and community
workers could include roles in follow-up or rehabilitation of people
with severe mental disorders, as well as roles in detecting and
dealing with relapse/recurrence, compliance issues, treatment
resistance, side effects of treatment, or psychosocial
problems. Modifications to the interventions included
are consistent with recent recommendations of
The Lancet Commission on Global Mental Health and Sustainable
Development staging approach to classification of mental
disorders (Patel 2018).

Case-finding interventions

Weincluded studies that considered effects of detection, screening,
or case-finding of mental distress and disorders by primary-
level workers on subsequent patient and health provider outcomes
versus primary-level workers not actively detecting cases, or when
specialists performed the detection.

Identification methods used by primary-
level workers could include ‘'naturalistic’  detection
(i.e. detection in

theoursedoutinelinicatonsultationddetectionsingalidatedcreening/
detection tool (e.g. in the context of a trial). We did not
compare diagnostic accuracy between these primary-level workers
and specialists, as this variable was likely to be confounded by the
screening/detection tools used. Therefore, it would be difficult to
differentiate between effects of the screening tool and effects of
the skills of health workers (specialist or non-specialist).

Training/professional development interventions

We also included studies in which the intervention purely consisted
of a training course provided to PWs, usually conducted by
mental health specialists or by the research team, on the
topic of psychiatric illness and/or its management. We excluded
such trials if no patient outcomes were measured (e.g. when
they assessed only knowledge or attitude changes, as in pre-
post training evaluations).

Studies with a prevention component

From our previous 2013 review (van Ginneken 2013), 12 out of 38
included studies had interventions that combined both treatment
and prevention. For trials that included subgroup analyses that
split out these different populations, we retained treatment
outcomes in this review and we will include prevention outcomes
in a parallel prevention review (Purgato 2021; Figure 2).

We decided whether the aim of each study was prevention
or treatment, and we looked at the inclusion criteria for
participants (studies had to have as an inclusion criterion the
presence of mental distress/prodromal symptoms or a diagnosable
disorder). When there was no clear distinction between prevention
and treatment groups, we made a pragmatic decision about
whether these trials were primarily about well-being/prevention
or were primarily about treatment, and we then allocated trials to
the appropriate review, or we included them in both reviews and
performed sensitivity analyses while excluding them.

Comparators

For all study populations aside from adults with severe mental
disorders, PW interventions were compared to ‘usual care’
Usual care could consist of functional usual care (e.g. provided
by a non-trained existing PW), non-functioning theoretical usual
care, or essentially no care (i.e. care that is nominally there
but is poorly accessed or is not always available/accessible).In
addition, due to the heterogeneity of provision, we included
'enhanced usual care' (defined as minimal additional mental
healthcare intervention such as a one-day training workshop or
provision of a leaflet or manual) or external support or some other
minimal follow-up arrangement (such as the option of referral to
a specialist), or any other non-mental health intervention (such as
a lecture on physical disease prevention).

For adults with severe mental disorders (comparisons 11 and 12),
primary-level worker treatments were compared to treatments
provided by mental health specialists in primary care and in
the community.

Types of outcome measures

We grouped outcomes into three sets of time points.

1. T1: short term/immediate post intervention (defined as 0 to
1 month post intervention) to detect illness recovery/symptom
reduction of the intervention.

2. T2: intermediate term (defined as 1 to 6monthspost
intervention) to detect sustained illness recovery/symptom
reduction.

3. T3:longer term (defined as 7 to 24 months post intervention) as
a measure of medium- to long-term avoidance of recurrence
and chronicity. Subgroup analyses were performed for 1- to 2-
year outcomes if available.
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If an outcome was reported more than once during any of the above
time points, we used the latest time point within that category (e.g.
if there was a measure at 3 months and at 6 months, we used the
results at 6 months for T2) or the time point that correlated best
with other studies compared within each outcome.

We organised relevant outcomes into categories by drawing on
the Cochrane Consumers and Communication Review Group's
outcome taxonomy (La Trobe 2008), by consulting with co-
reviewers and service users from the Movement for Global Mental
Health discussion board, and by having recent consultations with
current implementers and policymakers in LMICs (see below). As
in the previous review, when studies reported more than one
measure for each relevant outcome, we abstracted the primary or
main measure (as defined by study authors). We separately
documented the other measures used, as necessary.

The time points in this review update differ slightly from those
in the 2013 review (van Ginneken 2013), where T1 was 0 to 2
months, T2 4 to 6 months, and T3 8 to 12 months post intervention,
as we wanted to better capture the difference between post-
intervention recovery and remission, and we wanted to include a
measure of long-term outcomes. A 2019 review concluded that the
duration criteria for declaring remission versus recovery may be
unnecessary and not meaningful (de Zwart 2019), even though
these had previously been thought to be important (Spijker 2002).
Depressive remission can be defined as the asymptomatic state
after a depressive episode, without application of any duration
criterion. Stability of remission is relatively low on the first day
but increases gradually with its duration. The term 'recovery' is
then used as a concept that would involve more than absence
of symptoms and would also include better social functioning or
subjective well-being, and may include the absence of significant
treatment, as this would better fit the concept of recovery from a
patient’s perspective (de Zwart 2019).

This review does not attempt to present the illness recovery
outcome as a single outcome, although individual studies may
provide some of the information pertaining toillness recovery (such
as social functioning).

Primary outcomes

1. Recovery and prevalence

1.1. Clinical illness recovery: number of people who recover from
mental distress or mental disorder (defined by study authors as
number of people reaching minimal or no symptom category on a
validated symptom scale, such as the Hamilton Depression Rating
Scale (HDRS)). If the time point was < 1 month post intervention
(T1), we called this 'remission’

1.2. Disease prevalence: number of people with the illness at
a point in time. Some trial authors separated recovery and
prevalence outcomes, as prevalence did not equate to 'one
minus recovery'. Disease prevalence involves a person having an
illness based on diagnostic criteria (e.g. for the Patient Health
Questionnaire-9 (PHQ-9) for depression, this would include those
scoring > 10). Recovery applies to those who were well, so below
a certain threshold on a scale (e.g. with PHQ-9, this would be <
5). However those who scored as having mild or sub-threshold
symptoms would not feature in either (in this example, PHQ-9

between 5 and 9). We were therefore not able to combine or
transform figures to create just a single outcome

2. Clinical symptom severity: average clinical symptom
scores for a study population at a point in time, or change in
average clinical scores from baseline (i.e. average improvement or
change in symptom scale across the study population), such as
scores or change in scores from baseline on the Harvard Trauma
Questionnaire (HTQ), the PHQ-9, and the Edinburgh Postnatal
Depression Scale (EPDS)

3. Quality of life (QOL): meaningful
functioning and human development (e.g. WHO Quality of Life
Assessment (WHOQOL), 36-ltem Short Form Survey (SF-36),
EuroQoL Group Quality of Life Questionnaire based on 5
dimensions (EQ-5D)). QOL outcomes were deemed different
from outcomes related to psychosocial functioning, as the former
encompass a summary of many other aspects of life in addition to
psychosocial functioning

4, Functional impairment and/or disability: as measured
by levels of dependency (e.g. WHO Disability Assessment Schedule
(WHO-DAS))

5. Service utilisation (demand) and coverage (supply):
including admission/re-admission rates to hospital whether
related to mental disorder or not; attendance rates with regards
to utilisation of primary or community services; or increased
demand and/or referral rates from primary/community care setting
to mental health specialists

6. Adverse events: number of people who sustained
harm during the intervention, measured by rates of adverse effects
of interventions, which could be clinical indicators (e.g. suicide/
deliberate self-harm rates, needing referral to psychiatric care),
social indicators (social exclusion), or service delivery indicators
(i.e. service utilisation; hospital admission/re-admission rates),
regardless of whether the study team attributed these events to the
intervention. These were systematically extracted.

We did not base inclusion decisions on whether a reference or
a validated standard measure (either a screening instrument or
sychiatriassessmenthadbeerusedrstudiegadifferentiatebetween
those correctly and incorrectly diagnosed by PWs, but
this featured as part of the assessment of quality of evidence
(within-study limitations).

We included service delivery and utilisation outcomes as primary
rather than as secondary outcomes in this updated review, as
this was of great interest to stakeholders (decision-makers and
providers).

Secondary outcomes

1. Direct cost and cost-effectiveness of the intervention

2. Resource use and societal costs
a. for health services (e.g. health service personnel's time
allocated, cost of extra consultations or referrals, other
opportunity costs of the intervention for other aspects of the
health service)

b. for patients (e.g. opportunity costs to patients such as
extra costs of travel, time, or medication; lost productivity;
employment status; income; work absenteeism; retention;
educational attainment)
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The service utilisation figures in primary outcomes may relate to
some health service additional costs (e.g. inpatient admissions,
referrals). This is highlighted when both the number of attendance
rates and the cost of these are reported in studies.

The economic outcome measures considered were informed by
the training material of, and in discussion with, the Campbell and
Cochrane Economics Methods Group (CCEMG 2010). We included in
this review only measures related to resource use and costs. We
recognise that costs and resource use are intertwined, but we
divided the outcomes in this way to make it clear which outcomes
we had assessed.

Search methods for identification of studies
Electronic searches

We searched the following electronic databases for primary studies
on 20 June 2019.

1. Cochrane Central Register of Controlled Trials (CENTRAL; 2019,
Issue 6), in the Cochrane Library.

2. MEDLINE Epub Ahead of Print, In-Process & Other Non-Indexed
Citations, MEDLINE Daily and MEDLINE 1946 to present, Ovid.

3. Embase 1974 to present, Ovid.

4. CINAHL (Cumulative Index to Nursing and Allied Health
Literature), 1980 to present, EBSCO.

5. PsycINFO 1806 to present, Ovid.

6. World Health Organization (WHO) Global Health Library
(Including: World Health Organization Library Information
System (WHOLIS), AIM (AFRRO), IMEMR (EMRO), IMSEAR (SEARO,
WPRIM, WPRO), which includes the Latin American Caribbean
Health Sciences Literature (LILACS).

The EPOC Information Specialist revised the search strategy in
collaboration with the review team. The search strategy was peer
reviewed by two Cochrane Information Specialists using the PRESS
checklist 2016. Search strategy amendments included new search
terms (such as mental distress, sub-syndromal syndromes) and
removal of some exclusions (such as epilepsy). Search strategies
comprised natural language and controlled vocabulary terms
related to PWs and mental health. We did not apply any language
or date limits.

We used two search filters - one to restrict search retrieval
to randomised trials (Cochrane RCT sorter) and one for LMICs.

We employed strategies to search for and include relevant
unpublished studies. These strategies included searching the grey
literature and prospective trial registration databases to overcome
time-lag bias.

This search method was used for both this treatment review and the
parallel prevention review, so screening was done simultaneously
for both.

We repeated the search on 24 August 2020 (Figure 3).
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Figure 3. Study PRISMA flow diagram.
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Figure 3. (Continued)

See Appendix 1 for all search strategies used. Searching other resources

We searched the following trial registries on 20 June 2019 for
ongoing studies.
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1. Clinical  Trials  Register, US National Library of
Medicine (clinicaltrials.gov).
2. WHO International Clinical Trials Registry Platform

(ICTRP) (www.who.int/ictrp/en/).

We also searched the reference lists of existing reviews (De Vet
2008).

We did not search for economic analyses. We retrieved potentially
eligible economic analyses when screening records generated
by the various searches reported above, but we selected only
those performed alongside identified effectiveness studies. We
contacted the authors of all included effectiveness studies to
ask for information on any published or unpublished economic
studies related to their trials. We also scanned the reference lists of
eligible trials and economic analyses (where these were reported
separately for eligible trials) and other related reviews and papers
for additional eligible studies.

Data collection and analysis
Selection of studies

Review authors independently screened all records
obtained through the searches. For studies retrieved in languages
in which the review authors were not competent (Portuguese
and Farsi), we found reviewers who were native speakers of the
language to screen and review these papers. We retrieved full-
text copies of all articles identified as potentially relevant by at least
one review author. Two review authors checked each full paper
for inclusion criteria. We resolved disagreements on inclusion
by discussion. If no agreement was reached, we asked a third
review author to make an independent assessment (NvG or SL).
When appropriate, we contacted study authors by email to ask for
further information.

Data extraction and management

Two review authors independently extracted descriptive and
outcome data for each paper using an adapted version of the EPOC
data collection checklist into a Microsoft Excel spreadsheet. The
two extractions were cross-checked by the two review authors,
and a third review author (NvG, WC, YCL, NH, LYC) resolved
discrepancies and re-checked all descriptive and outcome data
duringanalysis. Chinese and Iranian papers relied on data extracted
by one bilingual researcher and translation of key parts of the
paper to allow double assessment of risk of bias and outcome
extraction by a second review author. Review authors contacted
trial authors to ask for missing statistical data and additional
descriptive data and most often received responses particularly
to statistical queries. Review authors entered the final agreed
descriptive extracted data into relevant tables of characteristics in
Review Manager 5 (RevMan 2012). Two review authors (NH and LYC)
entered the checked outcome data into Review Manager 5 for meta-
analysis and cross checked each other's entries (RevMan 2012).

We extracted the following information for all included studies.

1. Details of the intervention: type and length of each of
the clinical, psychosocial, and service interventions; a full
description of cadre(s) of PWs consulting with the patient,
including details of their training and supervision/support;
length, frequency, and type of intervention delivered by each

PW; a description of the specialist providing care (including type,
experience, training in using reference standard).

2. Participants: a full description of participants (including sex,
age, socioeconomic status, ethnicity) and details of the mental
condition being treated.

3. Setting: country, type of health service (e.g. government
funded, NGO), rural versus urban, organisation of primary
care and specialist services, specialist outreach or generalist.
We used the World Bank classification of countries by gross
national income per capita in all calendar year(s); the study was
conducted to assign studies to the appropriate low-income and
middle-income country category.

Data from included studies were not transformed before
presentation in the review. When 2 x 2 data or means and standard
deviations were not available for each group in the included
studies, relative measures of effect were extracted and meta-
analysed by the generic inverse variance method.

Assessment of risk of bias in included studies

Two review authors independently assessed each study for
risk of bias while extracting data. The lead authors (NvG,
WYC, YCL) independentlycheckedassessments for  all
studies. We followed the Cochrane Effectiveness of Practice and
Organisation of Care (EPOC) group format (Ballini 2010, EPOC
2017a;EPOC2017b), which follows the Cochrane approach (Higgins
2009; Higgins 2011), to assess risk of bias. We assessed attrition bias
for two types of outcomes: efficacy outcomes and safety outcomes
(e.g. adverse events, unintended consequences). If no mention
was made of safety outcomes being assessed, the study was rated
as having ‘unsure’ risk of bias for safety outcomes. We divided
the blinding domain into blinding of participants and personnel
and blinding of outcome assessment. We considered incomplete
outcome data separately for efficacy and for adverse outcomes.

For economic studies, we adapted the Consensus on Health
Economic Criteria (CHEC) list (see Appendix 2) to include an
extra question on the sources of data used, and we re-formulated
other CHEC criteria headings into discrete sub-questions. We had a
total of 24 questions.

Measures of treatment effect

For dichotomous outcomes, we calculated risk ratios (RRs) with
95% confidence intervals (Cls).

For continuous outcomes, we calculated mean differences (MDs),
standardised mean differences (SMDs), or mean change differences
(MCDs) with 95% Cls. When studies reported only relative measures
of effect (and not raw data per group), we used the generic inverse
variance method to combine trials.

For SMDs, we used the Cochrane Handbook for Systematic Reviews
of Interventions to interpret their clinical relevance using the
following cut-offs: 0.2 represented a small clinically appreciable
effect, 0.5 a moderate effect, and 0.8 a large effect (Cohen 1988).
We attempted to establish minimally important differences for each
outcome (as suggested in Guyatt 2013), but this was not possible
due to the wide variety of instruments used.
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Unit of analysis issues

When possible, we re-analysed studies that randomised or
allocated clusters (health professionals, healthcare settings, or
geographical areas) but did not account for clustering in the
analysis (Ukoumunne 1999). We adjusted the results for clustering
by multiplying the standard errors of estimates by the square root
of the design effect when the design effect was calculated as DEff=1
+(M-1) ICC, where M is mean cluster size and ICC is the intracluster
correlation coefficient (ICC). When included studies did not report
ICCs for the respective outcome measures, we derived ICCs from a
different outcome from the same study, or from a different study
included in the same meta-analysis. Details on the ICC used and the
sources are provided in the footnotes of each analysis under the
forest plots.

We combined adjusted measures of effects of cluster-randomised
trials with the results of non-cluster trials, when it was possible
to adjust adequately the results of cluster trials. There were
too few studies per meta-analysis to perform sensitivity analyses
comparing effects estimates with and without inclusion of cluster
trials.

If a single study compared two or more primary-level worker (PW)
interventions (with or without a control arm), we labelled the arms
separately in analyses. Each PW-led intervention within a trial was
analysed separately, and if necessary, the control group was split to
perform independent comparisons.

Dealing with missing data

For missing or unclear information, we contacted study
investigators for clarification or additional information. We were
able to access all required authors for the purpose of requesting
statistical information. Some remaining missing information on the
qualitative description of interventions that we did not get despite
several attempts at following up with study authors is highlighted
in the Characteristics of included studies tables. To reduce the
risk of overly positive answers, we used open-ended questions
when contacting investigators (as recommended in the Cochrane
Handbook for Systematic Reviews of Interventions; Higgins 2009).

When possible, we extracted data to allow an intention-to-treat
(ITT) analysisin which all randomised participants were analysed in
the groups to which they were originally assigned. For studies that
reported continuous data but did not report standard deviations,
we calculated these from other available data such as standard
errors or confidence intervals, or we imputed these using the
methods suggested in the Cochrane Handbook for Systematic
Reviews of Interventions (Higgins 2009). We did not make any
assumptions about loss to follow-up for continuous data, and we
analysed results for those who completed the trial.

Assessment of heterogeneity

We first made a qualitative assessment of the extent to which
studies assessing a particular comparison were similar to one
another. This included assessment of settings, interventions,
participants, and outcomes to determine whether a meta-analysis
was appropriate. We obtained an initial visual overview of
statistical heterogeneity by scrutinising the forest plots and
examining the overlap between confidence intervals around the
estimate for each included study. To quantify inconsistency across
studies, and thus the impact of heterogeneity on the meta-analysis,

we used the |2 statistic, and we defined |12 > 50% as indicative of
substantial heterogeneity. We then considered these assessments
when interpreting the results of a pooled analysis.

For analyses where the 12 statistic was 95-97%, we opted to present
the results and then to grade down the evidence on the basis of
high levels of statistical heterogeneity. We took this approach as
the interventions cover a wide range of settings and disorders and
so we anticipated higher levels of statistical heterogeneity. We do
not report pooled results for analyses where the 12 was found to
be 98% or higher. However, these pooled analyses are visible in
the Analyses section as it is not possible to selectively de-activate
pooling for some sub-analyses.

Assessment of reporting biases

To assess publication bias, funnel plots were to be produced for
outcomes with more than four studies to visualise whether there
was asymmetry. None of the plots showed asymmetry. We did not
perform any statistical testing for funnel plot asymmetry, as none
of the meta-analyses included more than 10 studies.

Data synthesis

We grouped the studies into 15 comparisons by:

1. Type of disorder: there were six disorder categories: common
mental disorders (including depression and anxiety), perinatal
depression, post-traumatic stress (some distress following
trauma)/post-traumatic stress disorder (the disorder meeting
diagnostic criteria), dementia, severe mental disorders, and
substance use disorders (see Table 1 for details of categories of
disorders included);

2. Age of participant: child interventions (< 18 years old) were
separated from interventions for adults;

3. Type of provider: we separated interventions by types of health
workers based on whether they were lay or professional, and
whether they worked in the health sector or in the community
(such as teachers, NGOs). All lay workers, whether they were
linked to the health sector or to the community, were grouped
together as LHWs for analyses. Hence, primary-level workers
(PWs) were classified as primary health professionals (PHPs),
as community professionals (CPs), or as LHWs (see Table 1 for
definitions). These providers worked in a collaborative capacity
(as part of alarger complexintervention) or as a sole component
of a psychological intervention. Because their roles sometimes
overlapped, the interventions were similar, and/or they worked
collaboratively, these cadres were combined together for some
comparisons; and

4. Comparator group: comparators were usual care, enhanced
usual care (EUC), or specialist care. On occasion, usual care was
essentially no care, as access to usual care sometimes was not
feasible for participants.

We did this as these groupings and these categories fit with current
models of service delivery in LMICs. This grouping was chosen after
consultation with stakeholders in the first review, and was checked
before the start of this update with a focus group of stakeholders
who agreed thatit wasimportant to divide the information by types
of disorders because of relevance to different professionals and
patients of classifying and treating disorders (Patel 2018). It was
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also important to divide these studies by types of PW and whether
PWs were delivering an add-on intervention or were working as part
of a collaborative team, as policy and practice stakeholders need to
know for the purpose of allocating their workforce (Kakuma 2011).

For the common mental disorders comparisons, where trials
reported only depression scores, these were combined within the
common mental disorder analysis (which included both anxiety
and depression).

For each comparison, we created
tables of summary statistics including baseline and follow-up
summary statistics, effect estimates, and their precision. We used
forest plots to display the data graphically. When pooling was
considered appropriate, we employed a random-effects meta-
analysis using the DerSimonian and Laird method (DerSimonian
1986), as it was assumed that effect size might vary across studies
and settings, and that the included results are estimates of different
but related quantities.

Whentcomassessadelttingsterventionsretiyeri@srdbiisyiewtho ral
notonsideippropriatecombineheesultquantitativelyrotheseesultsye
presented a descriptive summary of the data (Reeves 2009).

Economic data

We conducted all elements of the economics component of this
review according to current guidance on the use of economics
methods in preparation and maintenance of Cochrane Reviews
(Aluko 2021). We classified the included economic evaluations
based on an established system (Drummond 2005; Trautmann
2016). We summarised the characteristics and results of included
economic evaluations using additional tables, supplemented by a
narrative summary that compared and evaluated methods used
and principal results between studies.

We displayed resource use and cost data in a table, along with
unit cost data (when available). A unit cost was defined as the
cost of each specific resource input calculated by multiplying the
measured number of units (quantities) of an item of resource use
(e.g. the number of hours of time provided by a senior teacher) by
an applicable unit cost (e.g. the salary cost of one hour of senior
teacher time). We reported the currency and price year applicable
to measures of costs and unit costs in each original study. Measures
of costs are highly likely to vary across and within study settings,
and over time as the result of variations in underlying quantities of
resource use and variations in underlying unit costs .

Because the data on resource use and costs were very
heterogeneous, meta-analysis was not appropriate, and we
presented the findings narratively. We discuss the limitations of this
approach below.

Subgroup analysis and investigation of heterogeneity

Within each comparison, we planned the following subgroups.

1. Categories of health workers: primary health professionals
(PHPs) (e.g. doctors, nurses); community professionals (CPs)
(e.g. teachers); and non-professional lay workers (LHWSs).

2. Types of interventions (e.g. collaborative versus psychological
interventions).

3. Settings (e.g. government versus non-government).

After considering the studies included in this review, we revised the
comparisons, so that separate analyses would be performed for
categories of health workers and types of community interventions
as the main analyses - not as subgroups.

We were not able to perform other subgroup analyses to check if the
intervention effect varied with different population characteristics,
as the number of included studies for each comparison was
insufficient (RevMan 2012).

Sensitivity analysis

When data were sufficient, we planned to perform sensitivity
analyses by removing from the analysis studies that were at high
risk of bias. However, the number of included studies for each
comparisons was insufficient to allow sensitivity analyses to be
conducted.

Summary of findings and assessment of the certainty of the
evidence

We used the GRADE approach to assess the level of certainty of
evidence related to each of the primary outcomes (Guyatt 2008;
Schiinemann 2009). We used the GRADEpro profiler to import data
from Review Manager 5 (GRADEpro GDT; RevMan 2012), and we
created 'Summary of findings' tables for each comparison. Only
the 1 to 6 month (T2) time point is presented for each outcome
in the 'Summary of findings' tables, as this approach best shows
whether participants have gone into remission (see explanation of
time points under Types of outcome measures).

For assessments of the overall certainty of evidence for each
outcome that included pooled data, we downgraded the evidence
from 'high certainty' by one level for serious (or by two levels
for very serious) study limitations (risk of bias), indirectness of
evidence (applicability), inconsistency of results (heterogeneity),
imprecision of effect estimates (few events or wide confidence
intervals), and publication bias.

We used these assessments, along with evidence for absolute
benefit or harm of the intervention and the sum of available data
on all outcomes from each study included for each comparison,
to draw conclusions about the effectiveness of primary-level
workers in providing mental health care in LMICs.

RESULTS

Description of studies

Detailed descriptions of all studies are found in Included studies;
Appendix 3; Appendix 4; Appendix 5; Appendix 6; Appendix 7;
Appendix 8; Appendix 9; Appendix 10; Appendix 11; Appendix 12;
Appendix 13; Appendix 14; Appendix 15; and Appendix 16; these
sections contain detailed descriptions of 93 studies, and two
studies are described in detail under Effects of interventions.

Results of the search

We included 95randomised trials in the quantitative synthesis of
this treatment review, 23 of which were included in the original
review, and we identified 39 ongoing trials (i.e. a total of 134
trials relevant to the treatment review). From our search of
all above databases and trial registries on 20 June 2019, we
screened 9437 titles and abstracts, of which we sourced 924 full
texts to check their eligibility (Figure 3). We performed a second
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search on 20 August 2020 and identified 16 studies that are awaiting
classification. We updated the number of ongoing studies to 50.

Included studies
Study design

Of the 95 included studies, 67 were randomised trials and 28 were
cluster-randomised trials.

Setting

Of the 95 included studies, 25 were conducted in 13 low-income
countries: Afghanistan (one study), Bosnia (one study), Burundi
(one study), China (one study), Democratic Republic of Congo
(four studies), India (one study), Kenya (two studies), Nepal
(two studies), Pakistan (two studies), Rwanda (one study), Sierra
Leone (one study), Uganda (five studies), and Zimbabwe (three
studies); and 71 included studies were conducted in 21 middle-
income countries: Brazil (three studies), Chile (three studies), China
(nine studies), Colombia (one study), Egypt (one study), India
(ten studies), Indonesia (two studies), Iran (four studies), Iraq (three
studies), Kenya (three studies), Kosovo (one study), Malaysia (one
study), Nigeria (four studies), Pakistan (five studies), Palestinian
Territories (two studies), Russia (one study), South Africa (nine
studies), Sri Lanka (two studies), Thailand (three studies), Vietnam
(three studies), and Zambia (one study). All studies except one
were based in just one country. The exception was Humeniuk
2012, which was a multi-site study across different countries
including Brazil and India that was performed at a time when India
was a low-income country.

In this section, as well as in the following sections (participants,
interventions, etc.), the number of studies when added up may
exceed 95, as some studies belonged to more than one category.
There were 41 studies from rural, 65 from urban, and five
from refugee camp settings. Most interventions were delivered
at primary healthcare (PHC) centres (39 studies). Others were
delivered at community areas/centres (21 studies), at home
(21 studies), in schools or universities (14 studies), at other health
clinics (five studies), or online (two studies).

Participants

There were 80 studies that included adults and 17 that included
children. Of the 17 studies that included children, four included
children up to the age of 12 years, five focused on adolescents
aged 12 to 17 years, one included young adults up to age 24
years, five included pre-teens and/or younger adolescents aged 8
to 15 years, and two included children over a wider age range of 5
to 18 years.

Conditions

Most studies covered post-traumatic stress or common mental
disorders in humanitarian settings (34 studies) and common
mental disorders (23 included depression and anxiety).
Seventeen studies covered alcohol and substance use disorders,
nine covered severe mental disorders (schizophrenia, bipolar
disorder, and schizoaffective disorder), nine covered
perinatal depression, two covered dementia, and two
covered other childhood diagnoses (autism spectrum disorder
and attention-deficit hyperactivity disorder). See Effects of
interventions and Appendix 3 through Appendix 16 for details of
these by analysis groups.

Interventionists

Various cadres of primary-level workers were used: lay health
workers (68 studies), doctors (24 studies), nurses (22 studies),
teachers (six studies), social workers (five studies), and
other primary health professionals such as midwives, physician
assistants, and pharmacists (eight studies). The educational level
of LHWs was documented in 34 studies: 15 selected LHWs with
a minimum of high school education, 12 selected LHWs with
a minimum of secondary school education, six included LHWs
who had college degrees or diplomas, and one included LHWs
who had primary school education. Remuneration was generally
poorly described. The training and supervision of these providers
are described in detail under Included studies and in Appendix
3 through Appendix 16.

Interventions

In 45 studies, combinations of different types of interventions
were used. In 22 studies, pharmacotherapy was provided as well
as follow-up to check adherence, the effects of medication, and
side effects, and was provided by a doctor (15 studies), a nurse/
clinical officer (four studies), or an LHW (three studies). The drugs
used were typically amitriptyline or fluoxetine according to WHO
guidelines for depression, although two studies used sertraline at
a starting dose of 50 mg or 25 mg instead (Chen 2015; Indu 2018);
fluoxetine 20 to 40mg per day or sertraline 50 to 100 mg per day
for perinatal depression (Rojas 2007); and antipsychotics for severe
mental disorders, such as depot antipsychotics (Malakouti 2015),
equivalents of chlorpromazine up to 238 mg + 9.67 mg per day (Tan
2005), or equivalents of perphenazine up to 29.05 + 9.83 mg per
day (Li 2002), with one study adding on sulpiride up to 200 mg per
day for depressed mood, apathy, or withdrawal and alprazolam
for poor sleep (Li 2002). In 63 studies, some form of psychosocial
intervention was provided such as psychoeducation, various
support and general counselling/coping skills interventions, and
stimulation programmes for children. One study utilised a day
rehabilitation set-up, and one utilised a clubhouse model set-up
to deliver psychosocial interventions (Shen 2016). In 66 studies,
specific psychological interventions were used on their own or
as part of a collaborative care model: nine used motivational
interviewing, five used problem-solving therapy, 13 used cognitive-
behavioural therapy (CBT), six used interpersonal therapy (IPT),
six used behavioural activation, nine used other methods, and 20
used combinations of methods; one studied cognitive processing
therapy versus a transdiagnostic intervention versus control
(Weiss 2015), and one studied motivational interviewing with or
without problem-solving therapy versus control (Sorsdahl 2015).
One study used alternative therapies (yoga) in combination with
psychosocial interventions (Niemi 2016). No studies examined
detection by PWs, and none reported relevant health worker
outcomes. More details on these are provided under Effects of
interventions and in Appendix 3 through Appendix 16.

Economic studies

Of the 20 studies that included economic evaluations, 13 were cost-
effectiveness studies (Araya 2006, reference in Araya 2003; Barfar
2017; Burtoff 2013, reference in Patel 2010; Fuhr 2019; Gureje 2019
(EXPONATE); Gureje 2019 (STEPCARE); Lund 2020; Malakouti 2015;
Nadkarni 2017; Nadkarni 2019; Patel 2017; Sikander 2019; Sorsdahl
2015; Tan 2005), one combined cost-effectiveness and cost-utility
analysis (Chatterjee 2014), two were cost-benefit analyses (Barron
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2013; Galarraga 2017, reference in Papas 2020), and three were cost
analyses (Li 2002; Tol 2008; Tol 2012).

Excluded studies

We excluded 790 studies: 695 were of interest but were
excluded due to specific participants, interventions, comparators,
and outcomes (PICOS) not met (documented in Characteristics
of excluded studies and in Figure 3 in the PRISMA flow chart),
including 12 studies from the previous review, the most common
reason being wrong intervention (e.g. interventions not performed
by or not involving PWs), followed by wrong patient population
(prevention trials or non-primary care populations), followed by
wrong setting (conducted in HICs) and wrong study design (not
randomised trials or cluster-randomised trials). Three other studies
thatwereincludedinthe 2013 review were moved to the prevention
review, as the more stringent criteria of participants for this
review (given splitting of the review into separate prevention and

treatment reviews) were not met. Of the remaining studies, 45
were excluded because they were duplicate records of a study
that had already been excluded or included, 40 were excluded
because we had insufficient information despite our best efforts to
classify them (e.g. trial registry entries with incomplete information
and with no published findings, 2 to 3 attempts to contact study
authors for clarification failed), four were withdrawn, and three
were retracted.

We identified 13 studies in the 2013 review that included economic
data on mental disorders and distress but were not linked to studies
included in this review. These are summarised in Appendix 17.

Risk of bias in included studies

The most often identified biases across studies were lack of blinding
of outcome assessment, incomplete outcome (efficacy) data, and
insufficient protection against contamination (Figure 4; Figure 5).
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Figure 4. Risk of bias summary: review authors' judgements about each risk of bias item for each included study.
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Figure 4. (Continued)
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Figure 5. Risk of bias graph: review authors' judgements about each risk of bias item presented as percentages

across all included studies.
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Six studies had high risk of bias with regards to allocation
sequence generation. Although they were randomised, they
sometimes used alternate allocation of randomised people
or other potentially quasi-randomised methods. However due
to some randomisation featuring in the allocation sequence
generation, it was agreed to include these studies and downgrade
them accordingly. Four utilised an alternating or planned
sequence to allocate participants (Ayoughi 2012; Connolly 2011;
Jiang 2017; Neuner 2008); one randomised interventionists who
then selected a pool of potential participants on whom screening
for eligibility was performed (Barron 2013); and one used a
combination of random and non-random sequence generation
(Sherman 2009). For 14 studies, risk of bias was unclear
because the method of random sequence generation was not
described. A total of 74 studies had low risk of bias.

For allocation concealment, 57 studies had low risk of bias. Eight
studies had high risk of bias, as they explicitly did not conceal
allocation. For 30 studies, risk of bias was unclear due to poor
reporting.

We judged four studies to be at high risk of bias due to
unequal baseline characteristics between groups (Bolton 2007;
Neuner 2008; Peltzer 2019; Sherman 2009). For three studies,
risk of bias was high due to unequal baseline measurements
of outcomes (Barron 2013; Pradeep 2014; Sherman 2009). These
possibly reflected lack of adequate randomisation. Risk of bias
due to unequal baseline characteristics was low in 77 studies and
was unclear in 14 studies. Risk of bias due to unequal baseline
measurements of outcomes was low in 82 studies and was unclear
in 10.

Blinding

When assessing risk of performance bias, we recognised the
difficulty of blinding participants and personnel in studies
employing psychosocial or psychological interventions. For two
studies, risk of bias was high, as lack of blinding of participants and
personnel was likely to have influenced the results (Neuner 2008;

Xie 2019). For 32 studies, although there was lack of blinding of
participants and personnel, it is unclear how this could have
influenced results. In the remaining 61 studies, risk of bias was low
because there was blinding of participants and personnel, and lack
of blinding was unlikely to have influenced the outcome. Almost
two-thirds of studies blinded outcome assessors to participants'
allocated intervention group. For 30 studies, risk of bias was
high, as there was no blinding of outcome assessments. Of
the remaining studies, risk of bias was low in 58 studies and
was unclear in seven studies because blinding of assessors was not
described or was incomplete, or because unmasking was thought
to have occurred.

Incomplete outcome data

We considered incomplete outcome data separately for efficacy
and for adverse outcomes. Studies were deemed at high risk
of attrition bias if they had greater than 20% attrition in any
arm, or, in the case of Dybdahl 2001, an unreported number of
participants participated in outcome measures at each time point.
For 59 studies, efficacy data were complete; however for 20 studies,
this was unclear, and 16 had high risk of bias due to high
rates of attrition (Adewuya 2019; Ali 2003; Arjadi 2018; Bonilla-
Escobar 2018; Bryant 2017; Chen 2015; Connolly 2011; Dawson
2016; Dybdahl 2001; Indu 2018; Malakouti 2015; Neuner 2008;
Noknoy 2010; Peltzer 2019; Petersen 2014; Pradeep 2014). For
35studies, safety data were complete. Three studies had high risk of
incompleteness of safety data due to high attrition rates (Chen
2015; Indu 2018; Malakouti 2015); for eight studies, it is unclear
whether attrition resulted in incomplete safety data because of
incomplete adverse event reporting or loss of records (Araya 2003;
Bass 2013; Chibanda 2014; Dias 2008; Gureje 2019 (EXPONATE);
Li 2018; Oladeji 2015; Weiss 2015); in about half of studies (49),
adverse events were not monitored, rendering this bias category
"not applicable" (Figure 4; Figure 5). This made analysis of adverse
outcomes difficult for most comparisons.

Selective reporting

For 43 studies, there appeared to be no selective reporting based
on outcomes listed in the associated published protocols and on
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contact with authors where there was doubt. Nine studies were
at high risk of bias due to selective reporting when outcomes that
were planned in published trial protocols were not reported in
the final publication (Arjadi 2018; Bryant 2017; Chatterjee 2014;
Dawson 2016; Dias 2008; Indu 2018; Lund 2020; Peltzer 2019; Zhong
2015). For 43 studies, the risk of selective reporting was not clear
(see Characteristics of included studies tables).

Other potential sources of bias

Risk of contamination was quite common among studies. We
assessed 31 studies as having unclear risk because insufficient
information was available regarding whether contamination across
groups was likely, and conclusive information on this could not be
obtained from study authors. We assessed an additional ten studies
as being at high risk of contamination (Abas 2018; Araya 2003;
Berger 2009; Bolton 2007; Bolton 2014 (Iraq); Bolton 2014
(Thailand); Khan 2017; Neuner 2008; Sherman 2009; Weiss 2015).
Contamination was documented in Abas 2018 (a number of control
participants received the intervention due to concerns about
their mental health amongst the staff) or was thought to be likely,
as in Berger 2009, in which all teachers had received training and
students assigned to the control group may have inadvertently
received elements of the intervention; or was thought to be highly
possible, asin Bolton 2007, in which recipients in both groups lived
close to one another and may have shared information and skills
acquired during the intervention.

Other sources of bias that were detected included (1) control and
intervention arms potentially delivered interventions that were
too similar, as mentioned by the study authors (Sherman 2009);
(2) sources of bias related to statistical analysis due to lack of
correction for clustering (Berger 2009); and (3) conduct of multiple
analyses that were not pre-specified (Dybdahl 2001).

Possible conflicts of interest were declared in a small number
of studies. These were related to receiving royalties for books
on treatment of psychological difficulties (Abas 2018); receiving
payments for conducting workshops (Araya 2003), lectures
(Arjadi 2018; Nadkarni 2017 - unrelated to study; Patel 2017 -
unrelated to study), or training sessions (Arjadi 2018); travel
expenses (Arjadi 2018; Bass 2013); and receiving expenses,
payments, research fellowships, or research grants from the
funding source (Araya 2003; Nadkarni 2017; Patel 2010; Patel 2017).
As each of these studies had been assessed for risk of bias by the
same process that was used in the other studies, these possible
conflicts of interest were deemed to have no significant impact on
the results of this review.

Economic studies - risk of bias assessment with adapted CHEC
list criteria

All studies had some significant risks of bias (Table 3), although
we considered no study to be at high risk of bias on more than
seven of the 24 adapted CHEC list criteria. The risk of identified
biases was potentially important for interpretation of costing, such
as not discounting costs in all but one study (Galarraga 2017,
reference in Papas 2020), not conducting sensitivity analysis in all
except Barfar 2017, not including appropriate costs or outcomes,
and not valuing some outcomes appropriately. In one study
(Galarraga 2017, reference in Papas 2020), this occurred because
study authors presented modelled costs rather than actual costs.

Effects of interventions

See: Summary of findings 1 Lay health worker-led psychological
interventions compared to usual care in treating common mental
disordersin adultsin low- and middle-income countries; Summary
of findings 2 Primary-level worker-led collaborative care compared
to usual care in treating common mental disorders (CMDs) in
adults in low- and middle-income countries; Summary of findings
3 Lay health worker-led psychosocial interventions compared to
enhanced usual care for treating perinatal depression in low-
and middle-income countries; Summary of findings 4 Primary
health professional-led collaborative care interventions compared
to usual or enhanced care in treating perinatal depression
in low- and middle-income countries; Summary of findings
5 Lay health worker-led psychological interventions compared
to usual care in treating adults with post-traumatic stress or
common mental disorders in humanitarian settings in low- and
middle-income countries; Summary of findings 6 Primary health
professional-led psychological interventions compared to usual or
no care for treating adults with post-traumatic stress or common
mental disorders in humanitarian settings in low- and middle-
income countries; Summary of findings 7 Lay health worker-
led interventions for adult patients with harmful or hazardous
alcohol or substance use compared to enhanced usual care in low-
and middle-income countries; Summary of findings 8 Primary
health professional-and community professional-led interventions
compared to enhanced usual care for adult patients with harmful
or hazardous alcohol or substance use in low- and middle-
income countries; Summary of findings 9 Lay health worker-led
interventions compared to enhanced usual care for adult patients
with alcohol dependence in low- and middle-income countries;
Summary of findings 10 Primary health professional- and
community professional-led interventions compared to enhanced
usual care for adult patients with substance dependence in low-
and middle-income countries; Summary of findings 11 Lay health
worker- compared to specialist-led care for people with severe
mental disorder in low- and middle-income countries; Summary
of findings 12 Primary health professional-led or collaborative
care compared to specialist-led care for people with severe mental
disorder in low- and middle-income countries; Summary of
findings 13 Primary health professionals and lay health workers
compared with usual care in improving dementia patients' and
carers' outcomes in low- and middle-income countries; Summary
of findings 14 Lay health worker-led psychosocial interventions vs
usual or no care in treating children with post-traumatic stress and
common mental disorders in humanitarian settings in low- and
middle-income countries; Summary of findings 15 Community
professional-led interventions vs no care in treating children
with post-traumatic stress and common mental disorders in
humanitarian settings in low- and middle-income countries

Results of meta-analyses of outcomes for the following
comparisons were described (except comparison 9, for which
results from the one study in this category were described).

1. Lay health worker-led psychological interventions versus usual
care in treating common mental disorders (N = 10 studies).

2. Primary-level worker-led collaborative care versus usual care in
treating common mental disorders in adults (N = 13).

3. Lay health worker-led psychosocial interventions versus usual
care in treating perinatal depression (N = 7 studies).
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4, Primary health professional-led collaborative interventions
versus enhanced usual care in treating perinatal depression (N
=2 studies).

5. Lay health worker-led psychological interventions versus usual
care in adults with post-traumatic stress or common mental
disorders in humanitarian settings (N = 15 studies).

6. Primary health professional-led and community professional-
led psychological interventions versus usual or no care in adults
with post-traumatic stress or common mental disorders in
humanitarian settings (N = 5 studies).

7. Lay health worker-led interventions versus enhanced usual care
in adult patients with harmful or hazardous alcohol or substance
use (N =8 studies).

8. Primary health professional-led and community professional-
led interventions versus enhanced usual care in adult patients
with harmful or hazardous alcohol or substance use (N = 6
studies).

9. Lay health worker-led interventions versus enhanced usual care
in adult patients with alcohol dependence (N = 1 study).

10.Primary health professional-led and community professional-
led interventions versus enhanced usual care in adult patients
with substance dependence (N = 2 studies).

11.Lay health worker-led interventions versus specialist-led care for
adults with severe mental disorders (N = 2 studies).

12.Primary health professional-led or collaborative care versus
specialist-led care for people with severe mental disorders (N =
7 studies).

13.Primary health professional-led and lay health worker-led
psychosocial interventions versus usual care in improving
dementia patients' and carers' outcomes (N = 2 studies).

14.Lay health worker-led psychosocial interventions versus usual
or no care in child post-traumatic stress or common mental
disorders in humanitarian settings (N = 7 studies).

15.Community professional-led psychosocial interventions versus
no care in child post-traumatic stress or common mental
disorders in humanitarian settings (N = 8 studies).

Two studies pertaining to children were not pooled, as they were
individual studies of different disordersthat could not be meta-
analysed (autism and attention-deficit hyperactivity disorder);
results of these studies were reported narratively.

The full GRADE evidence profiles for this review are available on
Zenodo (van Ginneken 2021).

Comparison 1. Lay health worker-led psychological
interventions versus usual care in treating common mental
disorders (CMDs)

We identified ten studies from nine countries across Africa
(Abas 2018; Bolton 2003; Chibanda 2016; Petersen 2014), Asia (Ali
2003; Arjadi 2018; Jiang 2017; Murphy 2020; Patel 2017), and South
America (Matsuzaka 2017). Two studies included only elderly adult
males and females aged > 60 years (Chibanda 2016; Jiang 2017).
Two studies included patients receiving HIV antiretroviral therapy
(Abas 2018; Petersen 2014). In three studies, participants were from
very low-income households with high rates of unemployment
(Bolton 2003; Patel 2017; Petersen 2014).

Details of study settings, participants,
comparisons are described in Appendix 3.

interventions, and

A summary of key findings has been tabled in Summary of findings
1.

Primary outcomes
1. Recovery from common mental disorders (CMDs)

(Analysis 1.1)

Three studies reported recovery from CMDs, defined as scoring <
8 on the Hamilton Depression Rating Scale (HDRS) in Matsuzaka
2017, scoring < 7 on the 20-ltem Self-Reporting Questionnaire
(SRQ-20) in Murphy 2020, and scoring < 5 on the Patient Health
Questionnaire-9 (PHQ-9) in Patel 2017. Lay health worker (LHW)-
led psychological interventions may increase the likelihood of
remission from CMDs (short-term recovery) up to 1 month post
intervention compared to usual care (risk ratio (RR) 1.50, 95%
confidence interval (Cl) 1.04 to 2.16; 1 study, 222 participants; P
=0.03; low certainty due to serious indirectness and imprecision)
(Murphy 2020). LHW-led psychological interventions may increase
the likelihood of medium-term recovery for people with CMDs 1 to
6 months post intervention compared to usual care (RR 1.29, 95%
Cl 1.06 to 1.56; 2 studies, 308 participants; 1> = 0%; P = 0.010; low
certainty due to serious indirectness and imprecision) (Matsuzaka
2017; Murphy 2020). LHW-led psychological interventions may
increase the likelihood of long-term recovery from CMDs > 6 months
post intervention compared to usual care (RR 1.96, 95% Cl 1.34
to 2.87; 1 study, 493 participants; P = 0.0005; low certainty due to
serious indirectness and imprecision) (Patel 2017).

2. Prevalence of common mental disorders (CMDs)

(Analysis 1.2)

Three studies reported change in prevalence of CMDs defined
as Diagnostic and Statistical Manual of Mental Disorders Fourth
Edition (DSM-IV) diagnosable major depression in Bolton 2003,
scoring = 9 on the PHQ-9 in Chibanda 2016, and scoring > 7
on the SRQ-20 in Murphy 2020. It is uncertain whether LHW-led
psychological interventions reduce the prevalence of common
mental disorders up to 1 month post intervention compared
to usual care (RR 0.51, 95% CI 0.15 to 1.77; 2 studies, 336
participants; 1> = 92%; P = 0.29; very low certainty due to serious
study limitations, inconsistency, indirectness, and imprecision)
(Bolton 2003; Murphy 2020). LHW-led psychological interventions
may reduce the prevalence of CMDs at 1 to 6 months post
intervention compared to usual care (RR 0.42, 95% Cl 0.18 to 0.96;
2 studies, 479 participants; 1> = 87%; P = 0.04; low certainty due
to serious inconsistency and imprecision) (Chibanda 2016; Murphy
2020).

3. Severity of common mental disorder (CMD) symptoms

(Analysis 1.3)

Eight studies reported change in symptom severity of CMDs
(Abas 2018; Ali 2003; Bolton 2003; Chibanda 2016; Matsuzaka 2017;
Murphy 2020; Patel 2017; Petersen 2014). In these trials, symptom
severity was measured using depression symptom inventories
(e.g. PHQ-9) or more generic measures of psychological distress
containing items related to both anxiety and depression symptoms
(e.g. Hopkins Symptom Checklist, SRQ-20). For the purpose of this
meta-analysis, we reported pooled depression and CMD scores, as
the interventions used were transdiagnostic. Outcomes of analyses
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when only depression inventory scores were used were almost
identical to results based on CMD scores.

LHW-led psychological interventions may reduce the symptom
severity of CMDs up to 1 month post intervention compared
to usual care (Ali 2003; Bolton 2003; Murphy 2020; Petersen
2014); however the range at which the actual effect may be
noted (the "margin of error") indicates that the intervention
may make little or no difference (standardised mean difference
(SMD) -0.93, 95% CI -1.68 to -0.18; 4 studies, 717 participants;
I = 94%; P = 0.01; low certainty due to serious inconsistency
and serious imprecision). LHW-led psychological interventions
may reduce the symptom severity of CMDs at 1 to 6 months
post intervention compared to usual care (SMD -0.59, 95% ClI
-1.01 to -0.16; 4 studies, 798 participants; 1> = 83%; P = 0.007;
low certainty due to serious inconsistency and imprecision)
(Abas 2018; Chibanda 2016; Matsuzaka 2017; Murphy 2020). LHW-
led psychological interventions may slightly reduce the symptom
severity of CMDs at>6 months post intervention compared to usual
care (SMD -0.32, 95% CI -0.49 to -0.14; 1 study, 493 participants;
P = 0.0005; low certainty due to serious study indirectness and
imprecision) (Patel 2017).

4. Quality of life (QOL)
(Analysis 1.4)

Only one study reported change in quality of life (QOL) as an
outcome (Chibanda 2016). LHW-led psychological interventions
may improve the QOL of people with CMDs at 1 to 6 months post
intervention compared to usual care (SMD 0.51, 95% CI 0.34 to 0.69;
1 study, 521 participants; low certainty due to serious imprecision
and indirectness, as the evidence was derived from one trial in one
setting only).

5. Functional impairment and disability

(Analysis 1.5)

LHW-led psychological interventions may have little to no effect on
functioning in people with CMDs up to 1 month post intervention
compared to usual care (SMD -0.09, 95% Cl -0.24 to 0.06; 2 studies,
659 participants; 1> = 0%; P = 0.25; low certainty due to serious study
limitations and imprecision) (Bolton 2003; Murphy 2020). LHW-
led psychological interventions may slightly reduce functional
impairment in people with CMDs at 1 to 6 months post intervention
compared to usual care (SMD -047, 95% Cl -0.80 to -0.15; 3 studies,
1399 participants; 12 = 89%; P = 0.005; low certainty due to serious

inconsistency and imprecision) (Chibanda 2016; Murphy 2020; Patel
2017). LHW-led psychological interventions may have little to no
effect on functioning in people with CMDs at > 6 months post
intervention compared to usual care (SMD -0.16, 95% Cl -0.34 to
0.02; 1 study, 493 participants; P = 0.08; low certainty due to serious
imprecision and indirectness) (Patel 2017).

6. Service utilisation

One study reported missed outpatient appointments (study on
persons living with HIV with depression; Abas 2018). At baseline, a
similar proportion of participants in the enhanced usual care (EUC)
arm (22%) and in the problem-solving therapy-addiction (PST-AD)
arm (29%) had missed appointments in the previous three months.
However, at follow-up, a greater proportion in the EUC arm (44%)
than in the PST-AD arm (21%) had missed appointments in the
prior 3 months. Given that this was a pilot study with a small
number of participants, this finding was not statistically significant
(P = 0.266). The intervention used a stepped care approach, and
36% (5/14) of participants were ‘stepped up’ to step two (to be
seen by the psychologist at session four). Two of these 14 patients
(14%) were then further referred to see a doctor for step three (to
be commenced on antidepressant therapy). Patel 2017 reported
unplanned hospitalisations in 3/245 and 7/248 participants in the
usual care and LHW-led interventions care arms, respectively (P =
0.34;RR 0.43,95% CI 0.11 to 1.66; 1 study, 493 participants; very low
certainty due to serious indirectness and very serious imprecision).

7. Adverse events

Three trials reported a monitoring process for adverse events
(Chibanda 2016; Murphy 2020; Patel 2017). In Chibanda 2016, no
evidence of harm was associated with the intervention. At follow-
up, 32 participants (12.3%) in the control group and 6 (2.3%) in
the intervention group were identified as having suicidal ideation.
In Murphy 2020, the monitoring committee met three times during
the trial and identified no concerns regarding safety or adverse
events. In Patel 2017, deaths and suicide attempts were infrequent
and were similar between groups (6 (2%) in the EUC plus Health
Activity Programme (HAP) group versus 3 (1%) in the EUC alone
group). LHW-led interventions may reduce the likelihood of suicidal
ideation or attempts compared to usual care (RR0.29,95% CI0.14 to
0.58; 2 studies, 1014 participants; low certainty due to indirectness
and inconsistency). The evidence is uncertain regarding whether
LHW-led interventions have any effect on deaths compared to usual
care.

Study Adverse events

Chibanda 2016

No evidence of harm was associated with the intervention. At follow-up, 32 participants (12.3%) in the control

group and 6 (2.3%) in the intervention group were identified as having suicidal ideation

Murphy 2020 The committee met 3 times during the trial and identified no concerns regarding safety or adverse events
Patel 2017 At 6 months, in the HAP plus EUC group vs the EUC alone group, there were 2 deaths (1%) vs none (P =0.24) and 4
suicide attempts (2%) vs 3 (1%) (P =0.72)
At 12 months, serious adverse events were infrequent and prevalence was similar by arm
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Prevalence of serious adverse events (HAP plus EUC arm, 23; EUC arm, 23) and proportion of participants pre-
scribed antidepressant medications (HAP plus EUC arm, 7; EUC arm, 11) did not differ between intervention

arms

Secondary outcomes
1. Cost analyses and resource use

Economic data related to Patel 2017 are reported below under
economic data analysis.

2. Online psychological interventions facilitated by LHW

Two trials involving LHWs facilitating the delivery of online
psychological interventions were not included in the meta-
analysis because interventions were very different from one
other and from other interventions in the above comparisons
(Arjadi 2018; Jiang 2017).

Arjadi 2018 evaluated an 8-week online psychoeducational and
behavioural activation intervention supported by lay counsellors
for adults with PHQ-9 scores = 10 in urban Indonesia. The
control group received online psychoeducation only. A total of
159 and 154 subjects were randomised to the intervention arm
and the comparison arm, respectively. At 10 weeks (2 weeks post
intervention), participants in the intervention group had a 50%
higher chance of remission at 10 weeks (RR 1.5, 95% Cl 1.19 to
1.88; P < 0.0001). PHQ-9 scores were significantly lower in the
intervention group than in the comparison group (mean difference
(MD) -1.26 points, 95% Cl -2.29 to -0.23; P = 0.017). The effect was
sustained over time up to 6 months (effect size = 0.24 at 10 weeks,
0.24 at 3 months, and 0.27 at 6 months). No adverse events were
reported in either group.

Jiang 2017 evaluated a 6-month online intervention in Hunan
Province for Chinese ‘empty nesters’ aged = 60 years who scored
11 to 25 on the Geriatric Depression Scale (GDS). Nursing school
students and community volunteers trained participants to use
Chinese social media platforms, online shopping, online health
services, and other cloud-based services. Services included a 24-
hour health and psychology help line run by doctors and nurses
to help with physical and mental health issues. The comparison
group had access to the usual community health care but did not
receive any additionalinterventions. Of the 80 participants, 40 were
randomised to the intervention and 40 to the control. At baseline,
mean GDS scores were 17.72 (standard deviation (SD) +4.78) in the
intervention group and 16.65 (SD + 4.84) in the control group (P =
0.945). At the end of the 6-month intervention, mean GDS scores
were 11.82 (SD + 3.86) in the intervention group and 15.02 (SD +
4.26) in the control group (P = 0.001), indicating that GDS scores
were significantly lower in the intervention group.

Comparison 2. Primary-level worker-led collaborative care
versus usual care in treating common mental disorders (CMDs)
in adults

We identified 13 studies from 7 countries across Africa
(Adewuya 2019; Gureje 2019 (STEPCARE); Jenkins 2013; Oladeji
2015), South America (Araya 2003; Fritsch 2007), and Asia (Chen
2015; Indu 2018; Jordans 2019; Niemi 2016; Patel 2010; Pradeep
2014; Xie 2019).

Details of study settings, participants,
comparisons are described in Appendix 4.

interventions, and

A summary of key findings has been tabled in Summary of findings
2.

Primary outcomes
1. Recovery from common mental disorders

(Analysis 2.1)

Seven studies reported recovery from CMDs, defined as scoring <
6 on the PHQ-9 in Adewuya 2019 and Gureje 2019 (STEPCARE),
scoring <4 on the PHQ-9 in Niemi 2016, scoring <5 or having a 50%
reduction from baseline on the PHQ-9in Oladeji 2015, scoring<8on
the HDRS in Araya 2003, scoring <7 on the HDRS in Chen 2015, and
scoring<11ontheGDSin Xie 2019. Collaborative care may increase
the likelihood of short-term remission/recovery from CMDs up to
1 month post intervention compared to usual care (RR 3.75, 95%
Cl 1.68 to 8.34; 5 studies, 781 participants; 1> = 70%; P = 0.001;
low certainty due to serious study limitations and inconsistency)
(Adewuya 2019; Araya 2003; Chen 2015; Niemi 2016; Xie 2019).
Collaborative care may increase the likelihood of intermediate-
term recovery from CMDs at 1 to 6 months post intervention
compared to usual care (RR 2.26, 95%Cl 1.50 to 3.43; 5 studies, 804
participants; 12 = 67%; P =0.0001; low certainty due to serious study
limitations and inconsistency) (Adewuya 2019; Araya 2003; Chen
2015; Oladeji 2015; Xie 2019). For recovery from CMD > 6 months
post intervention, pooled results for this outcome are not reported
due to very high statistical heterogeneity (98% to 99%). Rather,
the individual results of contributing trials are reported. It is
uncertain whether collaborative care has any effect on long-term
recovery from CMDs at > 6 months post intervention compared to
usual care. In Adewuya 2019, recovery was observed in 60.3% of
participants in the intervention group compared to 18.2% in the
control group (absolute risk reduction 3.10, 95% Cl 2.15 to 3.87).
In Chen 2015, recovery was observed in 57% of participants in the
intervention group compared to 9% in the control group (odds
ratio (OR) 12.7%, 95% Cl 9.5 to 17). In Gureje 2019 (STEPCARE),
however, recovery was similar in the intervention and control
groups, at 76% and 77%, respectively (OR 1.0,95% C1 0.7 to 1.4). The
certainty of evidence was very low due to serious study limitations,
serious inconsistency, and serious imprecision (3 studies, 922
participants; Adewuya 2019; Chen 2015; Gureje 2019 (STEPCARE).

2. Prevalence of common mental disorders (CMDs)

(Analysis 2.2)

Two studies reported change in prevalence of CMDs, defined as one
minus the percentage recovered in Araya 2003, and International
Classification of Diseases Tenth Revision (ICD-10) diagnosis of CMD
on the Clinical Interview Schedule - Revised (CIS-R) in Patel 2010.
Collaborative care may reduce the intermediate-term prevalence
of CMDs at 1 to 6 months post intervention compared to usual
care, although the range at which the actual effect may be noted
indicates that collaborative care may have little or no effect (RR
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0.57, 95% Cl 0.32 to 1.01; 2 studies, 781 participants; I* = 86%; P =
0.05; low certainty due to serious inconsistency and imprecision)
(Araya 2003; Patel 2010). Collaborative care may have little or
no effect on reducing the longer-term prevalence of CMDs at 1 year
post intervention compared to usual care (RR 0.95, 95% CI 0.68
to 1.33; 1 study, 2009 participants; P = 0.77; low certainty due to
serious indirectness and imprecision) (Patel 2010).

3. Severity of depression/CMD symptoms

(Analysis 2.3)

Severity of depression/CMD symptoms was measured in 12 studies
(CMD scores: Jenkins 2013; Patel 2010; depression scores: Araya
2003; Chen 2015; Gureje 2019 (STEPCARE); Fritsch 2007; Indu 2018;
Jenkins 2013; Jordans 2019; Niemi 2016; Oladeji 2015; Xie 2019).

It is uncertain whether collaborative care has any effect on short-
term symptom severity of depression/CMDs up to 1 month post
intervention compared to usual care because the certainty of the
evidence is very low (SMD -1.23, 95% CI -1.68 to -0.79; 2 studies,
118 participants; 12 = 0%; P < 0.00001; very low certainty due
to serious indirectness, serious imprecision, and serious study
limitations) (Niemi 2016; Xie 2019).

Collaborative care interventions may slightly reduce intermediate-
term symptom severity of depression/CMDs in the intermediate
term at 1 to 6 months post intervention when compared to usual
care in studies with change from baseline data (SMD -0.35, 95%
Cl -0.63 to -0.08; 6 studies, 4419 participants; I> = 89%; P = 0.01;
low certainty due to serious inconsistency and serious imprecision)
(Araya 2003; Gureje 2019 (STEPCARE); Jenkins 2013; Jordans 2019;
Oladeji 2015; Patel 2010).

For longer-term symptom severity of CMDs at > 6 months post
intervention, pooled results for this outcome are not reported due
to very high statistical heterogeneity (98% to 99%). Rather, the
individual results of contributing trials are reported. It is uncertain
whether collaborative care has any effect on longer-term symptom
severity of CMDs at > 6 months post intervention compared to
usual care. Chen 2015 reported a between-group difference of -6.5
points on the HDRS favouring the intervention group (95% CI -7.1
to -5.9). In Gureje 2019 (STEPCARE), the adjusted mean difference
in PHQ-9 scores between intervention and control groups was
only -0.3 (95% CI -0.7 to 0.1). In Jordans 2019, the adjusted
mean difference in PHQ-9 scores differed by -3.7, favouring the
intervention group (95% CI -5.7 to -1.7). In Patel 2010, amongst
participants who were diagnosed with depression based on the
ICD-10, the mean difference in CIS-R scores between intervention
and control groups was -2.14, favouring the intervention group
(95% ClI -4.32 to 0.04). The certainty of evidence is very low due
to serious study limitations, serious inconsistency, and serious
imprecision (4 studies, 3274 participants; Chen 2015; Gureje 2019
(STEPCARE); Jordans 2019; Patel 2010).

It is uncertain whether collaborative care has any effect on the
short-term symptom severity of depression up to 1 month post
intervention compared to usual care in studies with endpoint data
(SMD -0.87, 95% CI -1.55 to -0.19; 1 study, 38 participants; P =
0.01; very low certainty due to serious study limitations, serious
indirectness, serious imprecision, and sparse data) (Indu 2018).

Collaborative care may slightly reduce intermediate-term symptom
severity of depression/CMDs at 1 to 6 months in studies with

endpoint data (SMD -0.30, 95% CI -0.5 to -0.09; 3 studies, 548
participants; 12 = 0%; P = 0.004; low certainty due to serious
indirectness and serious imprecision) (Fritsch 2007; Pradeep 2014;
Xie 2019).

We could not examine differences in the severity of CMDs between
outcomes for government and private facilities due to limited data.

4. Quality of life in adults with common mental disorders

(Analysis 2.4)

Eight studies reported QOL in adults with CMD (Araya 2003;
Chen 2015; Fritsch 2007; Gureje 2019 (STEPCARE); Indu 2018;
Jenkins 2013; Oladeji 2015; Pradeep 2014). It is uncertain whether
collaborative care improved short-term QOL up to 1 month post
intervention in people with CMDs compared to usual care because
the certainty of evidence was very low (SMD 0.73, 95% CI 0.47 to
0.99; 2 studies, 249 participants; 1> = 0%; P < 0.00001; very low
certainty due to serious study limitations, indirectness, and sparse
data) (Araya 2003; Indu 2018). Collaborative care may slightly
improve intermediate-term QOL (1 to 6 months post intervention)
in people with CMDs compared to usual care (SMD 0.34, 95% CI
0.16 to 0.53; 6 studies, 2199 participants; I*> = 75%; P = 0.0003;
low certainty due to serious inconsistency and imprecision) (Araya
2003; Fritsch 2007; Gureje 2019 (STEPCARE); Jenkins 2013; Oladeji
2015; Pradeep 2014). For long-term QOL, pooled results for this
outcome are not reported due to very high statistical heterogeneity
(98% to 99%). Rather, the individual results of contributing trials
are reported. It is uncertain whether collaborative care has any
effect on long-term QOL at > 6 months post intervention for people
with CMDs compared to usual care. In Chen 2015, the between-
group difference in 12-ltem Short Form Survey (SF-12) scores
was 9.6, favouring the intervention group (95% ClI 8.1 to 11.1),
but in Gureje 2019 (STEPCARE), intervention and control groups
scored similarly on the World Health Organization Quality of Life
Instrument, Short Form (WHOQOL-BREF) (SMD 0.08, 95% Cl -0.08
to 0.25). The certainty of evidence was very low due to serious
study limitations, serious inconsistency, and serious imprecision (2
studies, 711 participants; Chen 2015; Gureje 2019 (STEPCARE)).

5. Functional impairment and disability in adults with common mental
disorders (CMDs)

(Analysis 2.5)

Seven studies reported functional impairment and disability
in adults with CMDs (Araya 2003; Fritsch 2007; Gureje 2019
(STEPCARE); Jenkins 2013; Jordans 2019; Oladeji 2015; Patel 2010).
Collaborative care interventions probably have little to no effect
on intermediate-term functional impairment at 1 to 6 months post
intervention in people with CMDs compared to usual care (SMD
-0.13, 95% CI -0.28 to 0.03; 7 studies, 4701 participants; I> = 48%; P
=0.11; moderate certainty due to serious imprecision) (Araya 2003;
Fritsch 2007; Gureje 2019 (STEPCARE); Jenkins 2013; Jordans 2019;
Oladeji 2015; Patel 2010). It is uncertain whether collaborative care
has any effect on functioning in people with CMDs at > 6 months
post intervention compared to usual care because the certainty of
evidence was very low (SMD -0.22, 95% Cl -0.56 to 0.13; 3 studies,
2591 participants; 1> = 83%; P = 0.22; very low certainty due to
serious inconsistency and very serious imprecision) (Gureje 2019
(STEPCARE); Jordans 2019; Patel 2010).
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6. Service utilisation

Two trials reported service utilisation outcomes (Adewuya 2019;
Oladeji 2015). In Adewuya 2019 at 12 months, compared with
the intervention group, the EUC group reported more referrals to
the mental health team (21.1% versus 9.6%) and more losses to
follow-up (21.3% versus 14.3%). In Oladeji 2015, all 165 participants
received the first intervention session, 123 (74.5%) received at
least two sessions, and 34.6% completed at least six sessions of
counselling. Of the 165 participants, 42 (25.5.%) were prescribed
antidepressants, and 25 (60%) of these participants completed
at least 3 months of treatment. A total of 48 (29%) participants
were discussed with the primary care physician by telephone; of
these, 17 participants (10.3%) required an in-person consultation
with the primary care physician, and 3 (2%) were referred to a
psychiatrist. Based on results from Adewuya 2019, stepped care
interventions led by primary health workers may reduce referral to
mental health specialists for people with CMDs (at 7 to 12 months
post intervention) compared to usual care (RR 0.46, 95% CI 0.33
to 0.64; 1 study, 907 participants; low certainty due to very serious
indirectness).

7. Adverse events

Only five trials reported adverse events (Adewuya 2019;
Gureje 2019 (STEPCARE); Indu 2018; Jenkins 2013; Patel 2010).
In Adewuya 2019 at the 12th month, fewer deaths (adjusted RR
0.20, 95% Cl 0.07 to 0.65) and fewer cases of deliberate self-harm
(adjusted RR 0.28, 95% CI 0.15 to 0.55) were reported with the
stepped care intervention compared to usual care. The 18 deaths
that occurred within the 12-month follow-up were investigated and
were deemed to be unrelated to study procedures. Gureje 2019
(STEPCARE) reported 17 deaths in the intervention group (n = 562)
and 16 in the control group (n = 473); however all adverse events
were deemed not related to the study. In Indu 2018, adverse events
were monitored but none occurred. In Jenkins 2013, no adverse
events were reported. In Patel 2010, there was no difference in
suicide attempts among those diagnosed with CMDs at 1 year (RR
0.56, 95% CI 0.24 to 1.32; 1905 participants) and within 2 to 6
months. For deaths, the certainty of evidence was very low due to
very serious imprecision and serious indirectness. For attempted
suicide or deliberate self-harm, PW-led collaborative care may
reduce risk compared to usual care (RR 0.36, 95% CI 0.26 to 0.66;
2 studies, 3336 participants; low certainty due to very serious
imprecision).

Study Adverse events

At 12 months, compared with the stepped care intervention group, the enhanced usual care group
reported significantly more deaths (15/451; 3.3% vs 3/456; 0.6%) and more cases of deliberate

Adewuya 2019

self-harm (35/451; 7.8% vs 10/456; 2.2%)

Gureje 2019 (STEPCARE)

At 12 months, 17 deaths had occurred in the intervention group (total 562) and 16 in the control

group (total 473). Deaths were due to hypertension or heart disease in 8 patients, tuberculosis in

6 patients, diabetes in 2 patients, liver failure in 3 patients, typhoid fever in 2 patients, asthma in 2
patients, cancer in 1 patient, and old age or unknown causes in 9 patients. One patient developed
psychosis and 1 developed bipolar disorder in the intervention group, and 1 developed bipolar dis-
order in the control group. Suicidal ideation was reported in 57 participants in the intervention
group (10%) and in 66 participants in the control group (14%). All adverse events were deemed not
related to study procedures

Jenkins 2013

No deaths in either arm

No reported mention of suicide attempt

Indu 2018 No serious adverse events including new onset of suicidality or bipolar disorder or psychotic fea-
tures
Patel 2010 There were 7 serious adverse events (3 deaths and 4 suicide attempts) in the collaborative stepped

care group and 12 in the enhanced usual care group (6 deaths and 6 suicide attempts). None of the
deaths were the result of suicide
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Secondary outcomes
1. Cost analyses and resource use

Three trials reported cost-effectiveness analyses (Gureje 2019
(STEPCARE); Patel 2010; Araya 2003). These results are reported
below under economic analysis.

Comparison 3. Lay health worker-led psychosocial
interventions versus usual care in treating perinatal
depression

We identified seven studies in five countries across Africa (Chibanda
2014; Lund 2020; Peltzer 2019), the Middle East (Milani 2015),
and South Asia (Fuhr 2019; Rahman 2008; Sikander 2019). These
studies were conducted in urban settings (Chibanda 2014; Lund
2020; Milani 2015), in rural settings (Peltzer 2019; Rahman 2008;
Sikander 2019), and in both urban and rural settings (Fuhr 2019). An
eighth study - Khan 2017, which has been included in the post-
traumatic stress disorder (PTSD) adult comparison but is only
narratively described alongside findings here, was performed in
Pakistan. One study - Peltzer 2019 - recruited women who had HIV.

Details of study settings, participants,
comparisons are described in Appendix 5.

interventions, and

Asummary of key findings have been tabled in Summary of findings
3.

Primary outcomes
1. Recovery from perinatal depression

(Analysis 3.1).

Immediately post intervention (up to 1 month), LHW-led
psychosocial interventions compared to usual care probably
increase the likelihood of women going into remission (short-term
recovery up to 1 month postintervention) from depression (RR 1.19,
95%Cl 1.08 to 1.31; 679 participants, 2 studies; 1> = 0%; P = 0.0005;
moderate certainty due to serious imprecision), defined as scoring
<50nthe PHQ-9in Fuhr2019 and Sikander 2019.

Similarly, at 1 to 6 months post intervention, LHW interventions
compared to usual care may increase the likelihood of recovery
from perinatal depression (RR 1.29, 95%CI 1.08 to 1.54; 1243
participants, 4 studies; |12 = 72%; P = 0.005; low certainty due
to serious inconsistency and imprecision) (Peltzer 2019, where
recovery was defined as scoring < 12 on the Edinburgh Postnatal
Depression Scale (EPDS); Fuhr 2019 and Rahman 2008, where
recovery was determined by structured interview for DSM-IV
diagnosis; Sikander 2019). A sensitivity analysis was performed
without Peltzer 2019, as it is also included in the prevention review
(Purgato 2021), and had only 50% of women at baseline with
depression with similar results (RR 1.30, 95% Cl 1.04 to 1.63; 3
studies; 12=81; P=0.02).

However, in the long term (> 6 months post intervention),
it is uncertain whether LHW interventions have any effect on
recovery from perinatal depression (RR 1.39, 95% Cl 0.94 to
2.06; 919 participants, 3 studies; 1> = 85%; P = 0.18; very
low certainty due to serious study limitations, inconsistency, and
imprecision) (Lund 2020; Peltzer 2019; Rahman 2008). A sensitivity
analysis performed without Peltzer 2019 changed the effect
estimate and the confidence interval, making us more uncertain

about the finding (RR 1.73, 95% CI 1.46 to 2.03; 761 participants, 2
studies; 12 = 0%; P < 0.00001).

2. Prevalence of perinatal depression

No studies reported on this outcome.

3. Severity of perinatal depressive symptoms

(Analysis 3.2)

It is uncertain whether LHW interventions have any effect
on severity of perinatal depressive symptoms post intervention
(SMD -0.31, 95% CI -0.51 to -0.11; 5 studies, 1062 participants;
I> = 52%; very low certainty due to serious study limitations,
inconsistency, and imprecision), but moderate-certainty evidence
indicates that LHW interventions probably slightly reduce perinatal
depressive symptoms at 1 to 6 months (SMD -0.26, 95% Cl -0.37 to
-0.14; 1989 participants, 5 studies; I> = 36%; moderate certainty due
to serious imprecision). It is uncertain whether LHW interventions
have any effect on perinatal depressive symptoms at 12 months
(SMD -0.35, 95% Cl -0.53 to -0.16; 1274 participants, 3 studies;
I> = 55%; very low certainty due to serious study limitations,
inconsistency, and imprecision).

Removing Peltzer 2019 (also in prevention review, as only 50%
of participants were depressed at baseline) did not affect effect
estimates or confidence intervals for medium- or long-term
outcomes.

Khan 2019, which is included in the adult PTSD
comparison, reported similar findings for the immediate
post intervention outcome, as it suggests a slight reduction
(improvement) in SRQ-20 (depression) score (MD -1.08,95% CI -2.75
to 0.59; 71 participants; P = 0.2) versus usual care.

4. Quality of life
No studies reported on this outcome.

5. Functional impairment and disability

(Analysis 3.3)

Immediately (up to 1 month) postintervention, moderate-certainty
evidence shows that LHWs probably slightly reduce functional
impairment (SMD -0.22, 95% CI -0.35 to -0.10; 3 studies,
966 participants; 1> = 0%; moderate certainty due to serious
imprecision). The effects of LHWs may be sustained, as they may
also slightly reduce functional impairment in the medium term (1
to 6 months) (SMD -0.23, 95% CI -0.41 to -0.04; 4 studies, 1856
participants; 12 = 73%; P = 0.02; low certainty due to serious
inconsistency and imprecision). In the long term (> 6 months post
intervention), the effect of LHW-led interventions is uncertain (SMD
-0.26, 95% Cl -0.86 to 0.34; 2 studies, 1116 participants; 1 = 95%;
P = 0.40; very low certainty due to serious inconsistency and very
serious imprecision).

6. Service utilisation

Fuhr 2019, Lund 2020, and Sikander 2019 reported
service utilisation outcomes for maternal services and admissions
(child and maternal admissions were recorded together as
admissions in Fuhr 2019). In  Lund 2020, LHWs may not have
any effect on the likelihood of postnatal visits (RR 0.97, 95% CI
0.84 to 1.12; P = 0.690) or completed immunisations (RR 1.02,
95% Cl 0.94 to 1.10; P = 0.664; low-certainty evidence) versus
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enhanced usual care, although they may reduce the likelihood
of admission to hospital for children (RR 0.64, 95% Cl 0.29 to
1.43; P = 0.276; low-certainty evidence). In Sikander 2019, LHWs
seemed to have no effect on the mean number of visits to ante/
postnatal clinics (intervention n = 104, mean 3.81, 95% Cl 3.26 to
4.35 versus control n = 94, mean 3.58, 95% Cl 3.06 to 4.11) nor
on admissions as inpatients (intervention n = 79, mean 1.05, 95%
Cl 1.00 to 1.10 versus control n = 72, mean 1.11, 95% CI 1.00
to 1.22) (intervention: 9 out of 283 participants had at least one
hospitalisation versus control: 11 out of 283 participants had at
least one hospitalisation; all except one in the control arm were
child admissions) over the period of the study (1 to 6 months
post intervention). Fuhr 2019 recorded hospitalisations as serious
adverse events: 11 out of 140 in the intervention group compared
to 7 out of 140 in the control group were hospitalised; 9 were

child admissions and 9 were maternal admissions (not stated how
many child and maternal admissions occurred in each arm). It
is uncertain whether LHW-led interventions have any effect on
hospitalisations compared to enhanced usual care (RR 1.12, 95% CI
0.60 to 2.09; 2 studies, 850 participants; very low certainty due to
serious inconsistency and very serious imprecision).

7. Adverse events

(Analysis 3.4)

LHW-led interventions for women with perinatal depression may
have little or no effect on maternal deaths compared with enhanced
usual care at 1 to 6 months post intervention (no deaths in either
arm; RR not calculable; 4 studies, 1205 participants; low-certainty
evidence due to very serious imprecision).

Study Adverse events

Chibanda 2014
verse effects

3 participants in the control arm (pharmacological arm) discontinued the study drug due to ad-

Fuhr 2019 Overall, 24 (17%) participants in the intervention group and 27 (19%) participants in the control
group had at least 1 serious adverse event; the most common of these events were hospital admis-
sions, experiences of physical violence, and stigmatisation. However, there was no evidence of any
differences between groups

Lund 2020 No significant harms were associated with the intervention, and no notable differences in the num-

ber of adverse events were observed between the 2 arms

Sikander 2019

Overall, 43 (15%) women in the intervention group and 47 (16%) women in the control group had

at least 1 serious adverse event; adverse events were evenly distributed between groups (P =0-72).
The most common serious adverse events were death of the child (24 (8%) in the intervention
group vs 25 (9%) in the control group; P = 0.92), hospital admissions (mainly of the child - interven-
tion 9 (3%) vs control 11 (4%); P = 0.66), and experiences of physical violence (intervention 7 (2%),
control 9 (2%); P = 0.63), with no evidence of any differences between groups. No deaths occurred
in either group, although 2 (1%) suicide attempts were reported in the intervention group

Secondary outcomes
1. Cost analyses and resource use

Three studies assessed cost-effectiveness of lay health worker
interventions versus enhanced usual care in pregnant women 18
years of age or older (Fuhr 2019; Lund 2020; Sikander 2019). See
below for economic analysis.

Comparison 4. Primary health professional-led collaborative
interventions versus enhanced usual care in treating perinatal
depression

We identified two studies from two countries in South America
and Africa (Gureje 2019 (EXPONATE); Rojas 2007), which were
conducted in urban settings (in Rojas 2007), and in both urban
and rural settings (in Gureje 2019 (EXPONATE)). These trials
recruited mothers from primary healthcare (PHC) clinics in the
second trimester of pregnancy (Gureje 2019 (EXPONATE)), or in
the first postnatal year (Rojas 2007). Participants had a lower
socioeconomic background.

Other details of study settings, participants, interventions, and
comparisons are described in Appendix 6.

A summary of key findings has been tabled in Summary of findings
4,

Primary outcomes
1. Recovery from perinatal depression

(Analysis 4.1)

Primary health professional (PHP)-led collaborative interventions
may have little to no effect on the likelihood of remission from
perinatal depression (defined as scoring < 6 on the EPDS)
compared with enhanced usual careimmediately postintervention
(RR 0.90, 95% CI 0.63 to 1.07 (ORs reported in analysis: OR
0.77, 95% Cl 0.47 to 1.25); 1 study - Gureje 2019 (EXPONATE),
576 participants; low certainty due to serious indirectness and
imprecision). No data were provided for the time points of 1 to
6 months (medium term) or > 6 months post intervention (long
term).

2. Prevalence of perinatal depression

No studies reported on this outcome.
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3. Severity of perinatal depressive symptoms

(Analysis 4.2)

Primary health professional-led collaborative interventions may
have little to no effect on perinatal depressive symptoms
immediately post intervention (MD -2.44, 95% CI -5.86 to 0.99;
2 studies, 806 participants; 1> = 90%; P = 0.16; low certainty
due to serious inconsistency and imprecision). Due to very low-
certainty evidence, it is uncertain whether there was any effect
at 1 to 6 months post intervention (MD -1.60, 95% Cl -3.49 to
0.29; 1 study, 230 participants; very low certainty due to serious
indirectness, and very serious imprecision) (Rojas 2007). Primary
health professionals probably have little to no clinically relevant
effect on perinatal depressive symptoms in the long term at > 6
months post intervention (MD -0.9, 95% CI -1.7 to -0.1; 1 study,
686 participants; moderate certainty due to serious indirectness)
(Gureje 2019 (EXPONATE)).

4, Quality of life
(Analysis 4.3)

Primary health professional-led collaborative interventions may
improve mothers’ QOL (MD 18.30, 95% Cl 10.42 to 26.18; 1
study, 230 participants; low certainty due to serious indirectness
and imprecision) on the 36-ltem Short Form Survey (SF-36)
social functioning scale - an 18-point change on the score shows
about 20% improved QOL - immediately post intervention. Due to
very low-certainty evidence, it is uncertain whether PHPs have any
effect on mothers' QOL 1 to 6 months post intervention (MD 3.50,
95% Cl -4.55 to 11.55; 1 study, 230 participants; very low certainty
due to serious indirectness and very serious imprecision).

5. Functional impairment or disability

(Analysis 4.4)

Primary health professional-led collaborative interventions
may have little to no effect on reducing functional impairment
of women with perinatal depression immediately post intervention
(MD -0.6, 95% Cl -1.10 to -0.10; 1 study, 686 participants; low
certainty due to serious indirectness and imprecision) or in the long
term at > 6 months post intervention (MD -0.2, 95% CI -0.7 to 0.3;
1 study, 686 participants; low certainty due to serious indirectness
and imprecision). No outcomes were reported at 1 to 6 months post
interventions.

6. Service utilisation

In Rojas 2007, the number of medical consultations was higher
post intervention than in usual care (intervention: mean 1.2, SD
2.1; control: mean 0.5, SD 1.0); however at 3 months, it was no
longer certain whether this was the case (intervention: mean 0.2, SD
0.6; control: mean 0.4, SD 1.0; mean difference -0.2, 95% CI -0.4 to
0.0). The evidence is of very low certainty due to the small number
of participants (230 in total) and data derived from just one country.

7. Adverse events

(Analysis 4.5)

It is uncertain whether PHP-led care increases risk of maternal
death compared to enhanced usual care (absolute risk of death 7
per 1000 participants higher, 95% CI 1 per 1000 participants fewer to
14 per 1000 participants higher; 1 study, 686 participants; very low
certainty due to serious indirectness and very serious imprecision).

Study Adverse events

Gureje 2019 (EXPONATE)

Three maternal deaths occurred, all in the high intensity (HIT) group, none of which was the result

of suicide. Eight miscarriages were recorded: 5 in the low intensity (LIT) arm and 3 in the HIT arm.
A total of 36 stillbirths were reported - 25 (6%) in the HIT group and 11 (5%) in the LIT group. No ad-
verse events were judged by the independent trial steering committee to be related to study proce-

dures

Rojas 2007

Adverse events were not mentioned

Secondary outcomes
1. Cost analyses and resource use

One study assessed cost-effectiveness of professional (nurse/
midwife)-led and LHW-led interventions in pregnant women aged
16 or older versus a low-intensity intervention (World Health
Organization mental health gap programme (mhGAP)) (Gureje 2019
(EXPONATE)). See below for an economic data summary.

Comparison 5. Lay health worker-led psychological
interventions versus usual care in adults with post-traumatic
stress or common mental disorders in humanitarian settings

We identified 15 studies in which participants were refugees
(S. Sudanese refugees in Uganda - Tol 2020; Afghan refugees
in Malaysia - Shaw 2018; Sudanese refugees in Cairo - Meffert

2014; refugee settlements - Neuner 2008; internally displaced
populations - Dybdahl 2001, Yeomans 2010; survivors of conflict
in their area - Ayoughi 2012, Khan 2017, Khan 2019, Rahman
2016, Rahman 2019; genocide survivors in Rwanda - Connolly
2011; others who experienced violence - Bonilla-Escobar 2018;
and survivors of gender-based violence - Bryant 2017, Dawson
2016). Six studies recruited only women (Dybdahl 2001; Khan 2019;
Khan 2019; Rahman 2019; Shaw 2018; Tol 2020); one of these
recruited only pregnant women (Khan 2017). Participants had
a post-traumatic stress disorder (PTSD) diagnosis (i.e. meeting
the diagnostic criteria for PTSD; Meffert 2014 - Harvard Trauma
Questionnaire (HTQ); Connolly 2011 and Neuner 2008 - DSM-
IV); had post-traumatic stress (PTS) (i.e. those with some
trauma symptoms who had not been formally diagnosed and
those expressing stress/reactionary symptoms not meeting the
diagnostic criteria of PTSD; see definition in Table 1) (Dybdahl2001;
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Rahman 2016; Rahman 2019 Dybdahl 2001); or had psychological
distress/CMDs (Ayoughi 2012; Bonilla-Escobar 2018; Bryant 2017;
Dawson 2016; Khan 2017; Khan 2019; Rahman 2016; Rahman 2019;
Shaw 2018; Tol 2020).

The meta-analysis for PTS symptoms combined change in PTS
symptoms for both those with PTS and those with PTSD.

Other details of study settings, participants, interventions, and
comparisons are described in Appendix 7.

A summary of key findings has been tabled in Summary of findings
5.

Primary outcomes
1. Recovery from post-traumatic stress disorder

No studies reported this outcome.

2. Prevalence of post-traumatic stress disorder and depression

(Analysis 5.1)

Itisuncertain whether LHW-led interventions reduce the number of
people with PTSD compared with usual care at 1 to 6 months post
intervention (in Bryant 2017 and in narrative exposure therapy arm
of Neuner 2008) (RR0.77,95% CI 0.30 to 2.00; 2 studies; 1> = 84%; 445
participants; very low-certainty evidence due to serious study
limitations, inconsistency, and imprecision). PTSD was diagnosed
based on the PTSD Checklist for Diagnostic and Statistical Manual
of Mental Disorders (DSM-5) (PCL) in Bryant 2017 and on DSM-IV
criteria for the Composite International Diagnostic Interview (CIDI)
in Neuner 2008.

No data were provided for PTSD recovery in the short or long term.

Rahman 2019 also reported depression prevalence (i.e. people
with a score > 10 on the PHQ-9). This showed a lower likelihood
of depression diagnosis 3 months post intervention in the group
that had received LHW-led interventions than in the group that had
received enhanced usual care (15% vs 30%; RR 0.49, 95% CI 0.35 to
0.68; OR reported in the study).

3. Severity of post-traumatic stress (PTS) symptoms

(Analysis 5.2).

Immediately post-intervention data from 10 studies suggest that
LHW-led interventions may slightly reduce PTS symptoms (SMD
-0.38, 95% Cl -0.49 to -0.28; 10 studies, 2536 participants; 12 =
34%; P < 0.00001; use of endpoint scores; low certainty due
to serious study limitations and imprecision) (Bonilla-Escobar
2018; Bryant 2017; Dawson 2016; Dybdahl 2001; Khan 2019;
Meffert 2014; Rahman 2016; Rahman 2019; Tol 2020; Yeomans
2010). Two studies reporting symptom change scores showed an
uncertain effect of LHW-led psychological interventions on PTS
symptoms post intervention (SMD -2.52, 95% Cl -7.08 to 2.04; 2
studies, 174 participants; 1> = 97%; use of change scores; very
low certainty due to serious study limitations and very serious
imprecision) (Connolly 2011; Shaw 2018), as this result was skewed
by a very large effect in Shaw 2018 and less so in Connolly 2011.

We pooled five studies, which showed at 1 to 6 months post
intervention that it is uncertain whether LHWs improved PTS
symptoms (SMD -0.27, 95% Cl -0.41 to -0.13; 5 studies, 2045

participants; 12 = 50%; P = 0.08; very low certainty due to serious
inconsistency, indirectness, and imprecision) (Bryant 2017; Neuner
2008; Rahman 2016; Rahman 2019; Tol 2020).

A sensitivity analysis excluding Neuner 2008 (as it uses quasi-
randomisation) showed a lower effect size and imprecision in
the first comparison (SMD -0.22, 95% Cl -0.54 to 0.10; 2 studies,
151 participants; 1> = 0%; P = 0.03), with similar results for
the other comparisons using the other intervention arms. A
subgroup analysis excluding Dybdahl 2001, which was teacher-
led, and therefore retaining only LHWs suggested a slightly higher
magnitude of effect (SMD -0.47, 95% Cl -0.90 to -0.05; 2 studies, 148
participants; I = 34%; P = 0.03).

In addition, Connolly 2011 reported that LHW-led interventions
did not reduce PTS symptom severity or frequency at 2 years post
intervention compared to immediately post intervention.

4. Severity of depressive symptoms

(Analysis 5.3)

Immediately post intervention, LHWs may reduce depression
severity in studies reporting endpoint scores (SMD -0.75, 95% Cl
-1.04 to -0.46; 10 studies, 2510 participants; I = 90%; low certainty
due to serious study limitations and inconsistency) (Ayoughi
2012; Bonilla-Escobar 2018; Bryant 2017; Dawson 2016; Khan
2019; Meffert 2014; Rahman 2016; Rahman 2019; Tol 2020;
Yeomans 2010), although evidence from two further studies
reporting change scores was uncertain was uncertain (SMD -3.51,
95% Cl -8.90 to 1.87; 2 studies, 174 participants; I> = 97%; very low
certainty due to serious study limitations, inconsistency, and very
serious imprecision) (Connolly 2011; Shaw 2018). As above, this
latter result was skewed due to a very large effect in Shaw 2018 and
a much smaller effect in Connolly 2011.

LHW-led psychological interventions may also slightly reduce
depression symptom severity at 1 to 6 months post intervention
(SMD -0.36, 95% CI -0.56 to -0.15; 5 studies, 1986 participants; 1> =
78%; low-certainty due to serious inconsistency and imprecision)
(Bryant 2017; Khan 2017; Rahman 2016; Rahman 2019; Tol 2020).

However, Connolly 2011 reported that LHW-led interventions did
not reduce symptom severity of depression or anxiety at 2 years
post intervention compared to immediately post intervention.

Further analyses of studies that combined emotional distress
scores showed that the effect of LHWs was similar/went in
the same direction. At all time points, they probably slightly
reduce emotional distress post intervention (SMD -0.45, 95% Cl
-0.57 to -0.33; 3 studies, 1104 participants; 1> = 0%; P < 0.00001;
moderate certainty due to serious indirectness) (Bryant 2017;
Dawson 2016; Tol 2020), and they may continue to do so in the
medium term (SMD -0.22, 95% CI -0.34 to -0.10; 2 studies, 1032
participants; I = 2%; P = 0.0005; low certainty due to serious
indirectness and imprecision) (Bryant2017; Tol 2020). When change
scores were measured, the effects of LHW-led interventions on
emotional distress post intervention were uncertain (SMD -6.86,
95% Cl -8.92 to -4.80; 1 study, 29 participants; P < 0.00001; very low
certainty due to serious study limitations, indirectness, and very
serious imprecision) (Analysis 5.5; Shaw 2018).

5. Severity of anxiety symptoms

(Analysis 5.4)
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LHWs may reduce anxiety severity post intervention in studies
reporting endpoint scores (Ayoughi 2012; Bonilla-Escobar 2018;
Khan 2019; Rahman 2016; Rahman 2019) (SMD -0.95, 95% ClI
-1.44 to -0.46; 5 studies, 1326 participants; 1> = 94%; P = 0.0001;
low certainty due to serious study limitations and inconsistency),
although the evidence from two further studies reporting change
scores is uncertain (SMD -3.34, 95% CI -8.47 to 1.78; 2 studies,
128 participants; I =97%; P = 0.20; very low certainty due to serious
study limitations, inconsistency, and very serious imprecision)
(Connolly 2011; Shaw 2018).

This effect is carried forward, as in the medium term (1
to 6 months), LHW-led psychological interventions also
may reduce anxiety severity (SMD -0.52, 95% Cl -1.02 to
-0.02; 2 studies, 883 participants; I* = 92%; low certainty due to
serious inconsistency and imprecision) (Rahman 2016; Rahman
2019).

6. Quality of life
(Analysis 5.6)

Immediately post intervention, LHWs may slightly improve QOL
compared to usual care (SMD -0.47, 95% CI -0.63 to -0.31; 4 studies,
1565 participants; I* = 61%; P <0.00001; low certainty due to serious
inconsistency and indirectness) (Bryant 2017; Khan 2019; Rahman
2019; Tol 2020).

Similarly, at 1to 6 months post intervention, LHWs probably slightly
improve QOL compared to usual care (SMD -0.27, 95% CI
-0.39 to -0.15; 4 studies, 1918 participants; 1> = 40%; P <
0.00001; moderate certainty due to serious imprecision) (Bryant
2017; Rahman 2016; Rahman 2019; Tol 2020).

No longer-term time point data (> 6 months) were provided.

7. Functional impairment and disability

(Analysis 5.7)

Post intervention, LHWs may slightly reduce functional impairment
(SMD -0.40, 95% Cl -0.56 to -0.25; 7 studies, 2357 participants; I> =
67%; P < 0.00001; low certainty due to serious inconsistency and
indirectness) (Bonilla-Escobar 2018; Bryant 2017; Dawson 2016;
Khan 2019; Rahman 2016; Rahman 2019; Tol 2020).

We pooled four studies (Bryant 2017; Rahman 2016; Rahman 2019;
Tol2020), which showed that at 1 to 6 months post intervention, itis
uncertain whether LHWs have any effect on functional impairment
(SMD -0.26, 95% CI -0.42 to -0.10; 4 studies, 1914 participants; I
= 67%; P = 0.001; very low certainty due to serious inconsistency,
indirectness, and imprecision).

8. Service utilisation

(Analysis 5.8)

Two studies reported dichotomous outcomes for service
utilisation; Bryant 2017 suggested that LHW-led interventions
did not result in any difference in the likelihood of hospital
admissions compared to usual/no care (RR 1.13,95% CI1 0.53t0 2.34;
ORreported in the paper), although the evidence was uncertain due
to limitations in study design, indirectness, and a small number of
events. Bryant 2017 reported that there was no difference between
groups in the number of outpatient consultations (MD 0.03, 95%
Cl -0.59 to 0.53), in instances of medication use (MD 0.29, 95% Cl
-0.54 to 1.12), or in traditional healer engagement (MD 0.12, 95%
Cl -0.03 to 0.27) (all low certainty due to serious study limitations
and indirectness). Khan 2017 suggested that a larger number of
people receiving LHW-led care were seeking help compared to
those receiving usual care (27 (71%) vs 14 (46%); P =0.036) (RR 0.35,
95% C10.13 t0 0.94; 1 study, 71 participants, very low certainty due
to serious study limitations, indirectness, and imprecision).

9. Adverse events

Five studies (1702 participants) reported that interventions by
LHWs had little to no increased risk of adverse events compared
to usual care (no events in each arm; RR incalculable) (Summary
of findings 5). However, the evidence is uncertain due to serious
limitations in design, indirectness, and very serious imprecision.

Study Adverse Events

Bryant 2017

No reported adverse effects occurred during treatment in the intervention arm

Dawson 2016

No serious adverse events were reported during the course of treatment or at post treatment as-
sessment in the intervention arm

Meffert 2014

No adverse events occurred. One participant withdrew because her husband forbade her to contin-

ue. One dropped out secondary to time constraints

Rahman 2019

No adverse events were recorded

Tol 2020 With regard to safety considerations, the independent data safety management board responded
to 6 adverse events (although it is unclear what adverse events occurred), and none were evaluated
to be concerns in response to the intervention
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Secondary outcomes
1. Cost analyses and resource use

No economic data were linked to these studies.

Comparison 6. Primary health professional-led and
community professional-led psychological interventions
versus usual or no care in adults with post-traumatic stress or
common mental disorders in humanitarian settings

We identified five studies that addressed survivors of conflict
in their area, including survivors of torture (Bass 2016; Bolton
2014 (lraq); Weiss 2015), Burmese in Thailand (Bolton 2014
(Thailand)), and survivors of gender-based violence (Bass 2013). Of
note, Bass 2013 recruited only women. Recruited adults had trauma
exposure and distress (post-traumatic stress) with significant
depressive symptoms (Bolton 2014 (Iraq) Bolton 2014 (Thailand)),
met PTSD diagnostic criteria (Bass 2013; Weiss 2015), or had both
PTS and PTSD (Bass 2016).

Interventions were delivered by PHPs in Bass 2013, Bass
2016, Bolton 2014 (Iraqg), and Weiss 2015, and by community
professionals (CPs) in Bolton 2014 (Thailand).

Details of study settings, participants,
comparisons are described in Appendix 8.

interventions, and

A summary of key findings has been tabled in Summary of findings
6.

Primary outcomes
1. Recovery from post-traumatic stress disorder

No studies reported this outcome.

2. Prevalence of post-traumatic stress disorder

(Analysis 6.1)

In Bass 2013, psychosocial assistant/counsellor-
led psychological intervention may result in a large reduction in
prevalence of PTSD defined as scoring = 1.75 on the Harvard Trauma
Questionnaire (HTQ) immediately post intervention (RR 12.30, 95%
C15.20t029.10; 1 study, 270 participants; P <0.00001; low certainty
due to serious indirectness and imprecision) and at 1 to 6 months
post intervention (RR 5.50, 95% Cl 2.50 to 12.10; 1 study, 313
participants; P < 0.0001; low certainty due to serious indirectness
and imprecision).

There were no longer-term outcomes (> 7 months).

3. Prevalence of depression or anxiety

(Analysis 6.2)

Primary health professional-led psychological interventions may
greatly reduce the number of people with depression or anxiety
defined as scoring = 1.75 on the Hopkins Symptom Checklist-25
(HSCL-25) immediately post intervention compared to usual
care (RR 7.30, 95% Cl 3.40 to 15.68; 1 study, 270 participants; P <
0.00001) and by a factor of five at 1 to 6 months post intervention
(RR 4.60, 95% Cl1 2.10 to 10.08; 1 study, 313 participants; P = 0.0001)
(both low certainty due to serious indirectness and imprecision)
(Bass 2013).

There were no long-term outcomes to report.

4, Severity of post-traumatic stress symptoms

(Analysis 6.3)

Immediately post intervention, primary health professional (PHP)-
led interventions may reduce PTS symptom severity compared to
usual care (SMD -0.71, 95% Cl -1.11 to -0.30; 4 studies (2 arms
of Bolton 2014 (Iraq)), 1107 participants; I* = 89%; P = 0.0006; low
certainty due to serious study limitations and inconsistency).

At 1 to 6 months post intervention, it is uncertain whether PHP-led
interventions have any effect on PTS symptoms (SMD -0.78, 95% Cl
-1.43t0-0.13; 2 studies (Weiss 2015 has 2 arms), 680 participants; |2
=93%; P =0.02; very low certainty due to serious study limitations,
inconsistency, indirectness, and imprecision).

There were no long-term outcome data to report.

5. Severity of depressive symptoms

(Analysis 6.4)

Immediately post intervention, PHP-led interventions may reduce
depression severity (SMD -0.81, 95% Cl -1.36 to -0.26; 4 studies
(Bolton 2014 (Iraq) has 2 arms), 1107 participants; 1> = 94%;
P = 0.004; low certainty due to serious study limitations and
inconsistency).

However, at 1 to 6 months post intervention, it is uncertain whether
PHP-led interventions have any effect on depression symptoms
(SMD -0.91, 95% CI -1.73 to -0.10; 2 studies (Weiss 2015 has 2 arms
included), 680 participants; 1> = 96%; P < 0.03; very low certainty
due to serious study limitations, inconsistency, indirectness, and
imprecision).

6. Severity of anxiety symptoms

(Analysis 6.5)

Immediately post intervention, PHP-led interventions probably
reduce anxiety symptom severity (SMD -0.39, 95% Cl -0.54 to -0.24;
3 studies (Bolton 2014 (Iraq) has 2 arms), 837 participants; 1> = 1%;
P <0.00001; moderate certainty due to serious study limitations).

However at 1 to 6 months post intervention, the effect of PHP-
led interventions is uncertain (SMD -0.67, 95% CI -1.37 to 0.03;
1study (Weiss 2015 2 arms), 367 participants; 12 =89%; P =0.06; very
low certainty due to serious study limitations, inconsistency,
indirectness, and imprecision).

7. Quality of life

No data were available for this outcome.

8. Functional impairment and disability

(Analysis 6.6)

Post intervention, PHP-led interventions may reduce functional
impairment (SMD -0.65, 95% Cl -1.01 to -0.30; 4 studies (Bolton 2014
(Iraq) has 2 arms); I* = 86%; P = 0.0003; low certainty due to serious
study limitations and inconsistency).

However, at 1 to 6 months post intervention, it is uncertain whether
PHP-led interventions reduce functional impairment (SMD -0.64,
95% ClI-1.31t0 0.04; 2 studies (Weiss 2015 has 2 arms included), 680
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participants; 12 = 94%; P = 0.06; very low certainty due to serious

study limitations, inconsistency, indirectness, and imprecision).

9. Service utilisation

In Bolton 2014 (Iraq), three participants in the intervention arms
sought psychiatric help and one participant from the control arm
was referred to a psychiatrist for worsening symptoms. In Weiss
2015, one participant from the intervention arm was hospitalised
for depression. The evidence was of very low certainty due to
serious study limitations and very serious imprecision.

10. Adverse events

It is uncertain whether PHP-led interventions increase or
reduce risk of death in the intervention group compared with usual

care (RR 2.22, 95% CI 0.23 to 21.34; 5 studies, 1242 participants;
very low certainty due to serious study limitations and very small
numbers of events).

None of the study investigators believed that the adverse events
that occurred were related to the trial.

Two studies reported adverse events. In Bolton 2014 (Iraq), one
participant in the intervention group developed psychosis and one
control group participant was referred to a psychiatrist. In Weiss
2015, one participant was hospitalised for severe depression, one
attempted suicide, and one death due to heart attack (assumed
unrelated) occurred.

Study Adverse events

Bolton 2014 (Iraq)

One CPT participant was referred for psychosis, and one left the intervention
arm after being verbally abused by her husband for getting treatment. One
death (out of 50 participants) was reported in the control arm, and one death
(out of 215 participants) in the intervention arm, but reasons for these deaths
were not given

Weiss 2015

From the intervention groups, 1 out of 223 participants (although not speci-
fied from which - CPT or CETA (common elements treatment approach)), at-
tempted suicide after completing intake and the first therapy session, and 1
died from a heart attack (not clear whether from intervention or control arm).
Five (out of 114) participants in the control group were lost to follow-up with
no reason identified

Bolton 2014 (Thailand);

Bass 2013; Bass 2016

No adverse events were reported. In Bass 2013, 1 (out of 157 participants) in
the intervention arm died (with no reason identified). In Bolton 2014 (Thai-
land), 1 (out of 182 participants) in the intervention arm died, and this death

was deemed unrelated to the study

Secondary outcomes
1. Cost analyses and resource use

No economic data are linked to these studies.

Comparison 7. Lay health worker-led interventions versus
enhanced usual care in adult patients with harmful or
hazardous alcohol or substance use

We found eight studies from Brazil (Christoff 2015), Kenya (Papas
2011; Papas 2020), India (Nadkarni 2017), Nepal (Jordans 2019),
South Africa (Peltzer 2013; Sorsdahl 2015), and Thailand (Sherman
2009). They were conducted in both urban - Christoff 2015;
Nadkarni 2017; Papas 2011; Papas 2020; Peltzer 2013; Sherman
2009; Sorsdahl 2015 - and rural - Jordans 2019; Peltzer 2013 -
settings. Of note, participants in Peltzer 2013 were receiving active
tuberculosis (TB) treatment, and patients in Papas 2011 and Papas
2020 were eligible for or had been initiated on antiretroviral therapy
for HIV. Participants in Sherman 2009 were recruited first from
index patients and then from network contacts. Participants
in Christoff 2015 and Sherman 2009 were young adults, and those
in Nadkarni 2017 were male only.

Details of study settings, participants,
comparisons are described in Appendix 9.

interventions, and

A summary of key findings has been tabled in Summary of findings
7.

Primary outcomes
1. Recovery from harmful or hazardous alcohol use

(Analysis 7.1)

Recovery from harmful or hazardous alcohol use was reported at <
1 month post intervention in Papas 2011 (defined as abstinence),
at 1 to 6 months post intervention in Jordans 2019 (defined
as scoring < 9 on the Alcohol Use Disorders Identification
Test (AUDIT)), Nadkarni 2017 (defined as scoring < 8 on the
AUDIT), Papas 2011 and Peltzer 2013 (defined as scoring < 7
on the AUDIT), and at < 6 months post intervention in Jordans
2019 and Nadkarni 2017.

At < 1 month post intervention, lay health worker (LHW)-led
interventions may increase the likelihood of recovery from harmful
or hazardous alcohol use compared to enhanced usual care (RR
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2.55, 95% Cl 1.34 to 4.88; 1 study, 75 participants; P = 0.005; low-
certainty due to serious indirectness and imprecision).

At 1 to 6 months post intervention, LWH-led interventions may
increase the likelihood of recovery from harmful or hazardous
alcohol use compared with enhanced usual care, although the
range at which the actual effect may occur indicates that LHW-led
interventions may have little or no effect (RR 1.28, 95% CI 0.94 to
1.74; 4 studies, 872 participants; I =81%; P =0.11; low certainty due
to serious inconsistency and imprecision).

At > 6 months post intervention, LHW-led interventions may
increase the likelihood of recovery from harmful or hazardous
alcohol compared to enhanced usual care (RR 1.48, 95% CI 1.05 to
2.10; 2 studies, 477 participants; 1> =47%; P =0.03; low-certainty due
to serious indirectness and imprecision).

2. Prevalence of harmful or hazardous alcohol or substance use

(Analysis 7.2)

Prevalence of harmful or hazardous drinking or alcohol
dependence was reported in Peltzer 2013. Among the 853
participants who completed follow-up assessments at 5 months
post intervention, 21.2% in the control group and 16.8% in
the intervention group reported AUDIT scores in the harmful/
hazardous or dependent range (adjusted OR 0.70, 95% Cl 0.41 to
1.19; P=0.186). Prevalence of methamphetamine use was reported
in Sherman 2009. At 1 to 6 months post intervention, lay health
worker-led interventions may have little to no effect on prevalence
of methamphetamine use compared to enhanced usual care (RR
1.01, 95% Cl 0.91 to 1.13; 1 study, 882 participants; P = 0.79; low
certainty due to serious study limitations and indirectness).

3. Severity of harmful or hazardous alcohol use - risk of harmful or
hazardous alcohol use based on Alcohol, Smoking, and Substance
Involvement Screening Test (ASSIST) or Alcohol Use Disorders
Identification Test (AUDIT) scores

(Analysis 7.4 Analysis 7.5)

Risk of harmful or hazardous alcohol use was reported at 1
to 6 months post intervention in Christoff 2015, Jordans 2019,
and Peltzer 2013 and at the more than 6 months time point
in Jordans 2019.

At 1to 6 months post intervention, LHW-led interventions probably
slightly reduce risk of harmful or hazardous alcohol use compared
with enhanced usual care (SMD -0.22, 95% CI -0.32 to -0.11;
3 studies, 667 participants; I> = 0%; P < 0.0001; moderate certainty
due to serious imprecision) (Analysis 7.4).

At > 6 months post intervention, LHW-led interventions may have
little to no effect on risk of harmful or hazardous alcohol
use compared to enhanced usual care (SMD -0.13, 95% CI -0.44 to
0.18; 1 study, 162 participants; P =0.41; low certainty due to serious
indirectness and imprecision) (Analysis 7.5).

4, Severity of overall harmful or hazardous alcohol and substance use -
risk of harmful or hazardous alcohol and substance use based on total
ASSIST scores

(Analysis 7.6)

Overall risk of harmful or hazardous alcohol and substance
use was reported at 1 to 6 months post intervention
in Christoff 2015 and Sorsdahl 2015.

At 1 to 6 months post intervention, LHW-led interventions
probably have little to no effect on risk of harmful or hazardous
drug and alcohol use (based on total ASSIST scores) compared with
enhanced usual care (SMD -0.01, 95% CI -0.15 to 0.13; 2 studies,
540 participants; 1> = 13%; P = 0.87; moderate certainty due to
serious indirectness) (Analysis 7.6).

5. Severity of harmful or hazardous alcohol use - amount of alcohol
consumed

(Analysis 7.3 Analysis 7.4 Analysis 7.5)

The amount of alcohol consumed was reported at the less than
1 month post intervention time point in Papas 2011 and Papas
2020 at the 1 to 6 month time point in Nadkarni 2017, Papas
2011, and Papas 2020; and at the more than 6 month time point
in Nadkarni 2017 and Papas 2020.

At < 1 month post intervention, LHW-led interventions
probably reduce the amount of alcohol consumed compared to
enhanced usual care (SMD -0.37,95% Cl-0.52 to -0.22; 2 studies, 684
participants; 12 = 0%; P <0.00001; moderate certainty due to serious
indirectness) (Analysis 7.3).

It is however uncertain at 1 to 6 months post intervention
whether LHW-led interventions have any effect on the amount
of alcohol consumed compared to enhanced usual care because
the certainty of evidenceis very low (SMD-0.23,95% CI -0.56 to 0.09;
3 studies, 781 participants; I = 61%; P = 0.15; very low certainty due
to serious inconsistency, indirectness, and imprecision) (Analysis
7.4).

At > 6 months post intervention, LHW-led interventions probably
have little to no effect on the amount of alcohol consumed
compared to enhanced usual care (SMD -0.11, 95% Cl -0.29 to 0.06;
2 studies, 930 participants; I* = 42%; P = 0.21; moderate certainty
due to serious imprecision) (Analysis 7.5).

Some other outcomes pertaining to alcohol consumption were
measured in some of the studies and are described below.

In Nadkarni 2017, study authors reported that LHW-led
interventions increased the percent of days abstinent compared
to enhanced usual care (adjusted MD 16.0, 95% CI 8.1 to
24.1; 336 participants; P < 0.0001).

At < 1 month post intervention, Papas 2011 reported that LHW-
led interventions decreased the percentage of drinking days
compared to enhanced usual care (MCD 24.93, 95% Cl 12.43
to 37.43; 70 participants; P = 0.0002). Papas 2020 reported
that LHW-led interventions reduced the percentage of drinking
days compared to enhanced usual care (MD 2.76, 95% Cl 0.65
to 4.86; 573 participants; P = 0.0102). At 1 to 6 months post
intervention, Papas 2011 reported that LHW-led interventions
decreased the percentage of drinking days compared to enhanced
usual care (MCD 16.93, 95% Cl 3.17 to 30.68; 68 participants). At
> 6 months post intervention, Papas 2020 reported that LHW-
led interventions decreased the percentage of drinking days
compared to enhanced usual care (MD 2.08, 95% Cl 0.13 to
4.04; 520 participants; P = 0.037).
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At < 1 month post intervention, Papas 2011 reported that LHW-
led interventions decreased the number of drinks per drinking day
compared to enhanced usual care (MCD 2.88,95% CI 1.05t0 4.70; 70
participants; P = 0.002). Papas 2020 reported similar results with a
greater number of participants (MD 0.67, 95% CI 0.38 to 0.96; 573
participants; P < 0.0001). At 1 to 6 months post intervention, Papas
2011 reported that LHW-led interventions decreased the number
of drinks per drinking day compared to enhanced usual care
(MCD 2.51, 95% CI 0.35 to 4.68; 68 participants). At > 6 months
post intervention, Papas 2020 reported that LHW-led interventions
decreased the number of drinks per drinking day (MD 0.31, 95% ClI
0.05 to 0.58; 520 participants; P =0.0218).

Nadkarni 2017 reported that LHW-led interventions increased the
odds of abstinence in the past 14 days compared to enhanced
usual care at 1 to 6 months (adjusted odds ratio 3.00, 95% CI 1.76
to 5.13; 336 participants; P < 0.0001) and at more than 6 months
post intervention (adjusted odds ratio 1.92,95% Cl 1.19 to 3.1; 316
participants; P = 0.008).

Nadkarni 2017 reported that LHW-led interventions had no effect
on percentage of days with heavy drinking at 1 to 6 months
post intervention (adjusted MD -0.40, 95% Cl -5.7 to 4.9; 336
participants; P = 0.88) as well as at > 6 months post intervention
(adjusted MD 1.5, 95% CI -4.9 to 7.9; 316 participants; P = 0.65).

Peltzer 2013 reported that at 1 to 6 months post intervention
LHW-led interventions had no effect on heavy episodic
drinking compared to enhanced usual care (RR 0.97, 95% CI 0.55 to
1.56 [reported in paper as adjusted OR 0.96, 95% CI 0.46 to 2.02);
853 participants; P =0.921).

6. Severity of harmful or hazardous substance use - risk of substance
use based on ASSIST score

Christoff 2015 reported that at 1 to 6 months post intervention,
LHW-led interventions had no effect on risk of tobacco use (126
participants; P = n.s.), had no effect on risk of marijuana use
(70 participants; P = n.s.), and had no effect on risk of other
substance use (not tobacco, alcohol, or marijuana) (65 participants;
P =n.s.) compared to enhanced usual care.

7. Severity of depression symptoms

(Analysis 7.7)

Depression symptom severity was reported at 1 to 6 months post
intervention in Sorsdahl 2015 and at > 6 months post intervention
in Sherman 2009.

At 1 to 6 months post intervention, it is uncertain whether LHW-led
interventions had any effect on depression symptoms compared to
enhanced usual care (MD -2.12, 95% CI -6.42 to 2.18; 1 study, 335
participants; 1> = 63%; P = 0.33; very low certainty due to serious
inconsistency, indirectness, and imprecision).

At >6 months post intervention, LHW-led interventions may reduce
depression symptoms compared to enhanced usual care (MD -2.20,

95% CI -4.03 to -0.37; 1 study, 415 participants; P = 0.02; low
certainty due to serious study limitations and indirectness).

8. Quality of life

No data were available for this outcome.

9. Functional impairment and disability

(Analysis 7.8)

Functional impairment was reported for the 1 to 6 months and the
more than 6 months time points in Jordans 2019 and Nadkarni
2017.

At 1 to 6 months post intervention, LHW-led interventions may
have little to no effect on functional impairment compared to
enhanced usual care (SMD -0.14, 95% CI -0.32 to 0.03; 2 studies,
498 participants; 1> = 0%; P = 0.11; low certainty due to serious
indirectness and imprecision).

Similarly, at > 6 months post intervention, LHW-led interventions
may have little to no effect on functional impairment compared
to enhanced usual care (SMD -0.1, 95% Cl -0.28 to 0.08; 2 studies,
478 participants; I*> = 1%; P = 0.28; low certainty due to serious
indirectness and imprecision).

10. Service utilisation: unplanned hospital admissions

(Analysis 7.9)

Unplanned hospital admissions were reported in Nadkarni 2017.
It is uncertain whether at 1 to 6 months post intervention, LHW-
led interventions had any effect on the likelihood of unplanned
admissions to hospital compared with enhanced usual care (RR
0.90,95% CI 0.29 to 2.72; 1 study, 336 participants; P =0.85; very low
certainty due to serious indirectness and very serious imprecision).

11. Service utilisation: healthcare visits related to alcohol use

(Analysis 7.10)

Healthcare visits related to alcohol use were reported in Sorsdahl
2015. At 1 to 6 months post intervention, it is uncertain whether
LHW-led interventions had any effect on the number of healthcare
visits compared with enhanced care (MD 0.12, 95% CI -0.05 to 0.29;
1 study, 335 participants; P = 0.16; very low certainty due to serious
indirectness and very serious imprecision).

12. Adverse events

(Analysis 7.11)

Deaths were reported in Nadkarni 2017, Papas 2011, and Papas
2020. It is uncertain whether LHW-led interventions had any effect
on risk of death compared to enhanced usual care (RR 0.34, 95% ClI
0.10 to 1.18; 3 studies, 1025 participants; 12 = 0%; P = 0.71; very low
certainty due to serious indirectness and very serious imprecision)
(Summary of findings 7).

Other adverse events are summarised below.

Study Adverse events

Nadkarni 2017

Lay health workers delivering interventions had little to no effect on perpetration of intimate part-

ner violence (RR 0.83, 95% CI 0.41 to 1.68; P = 0.60), suicide attempts (RR 0.15, 95% CI 0.01 to 2.88; P
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=0.21), or overall serious adverse events (RR 0.73, 95% CI 0.45 to 1.19; P =0.21) (1 study, 336 partic-

ipants)

Sorsdahl 2015

Lay health workers delivering interventions had little or no effect on verbal arguments (MD 0.24,

95% CI -0.05 to 0.54), physical fights (MD 0.06, 95% CI 0.12 to 0.25), police interactions (MD -0.05,
95% CI-0.19 to 0.09), or injuries (MD -0.01, 95% CI -0.16 to 0.14) (1 study, 223 participants)

Secondary outcomes
1. Cost analyses and resource use

Two trials reported cost-effectiveness analyses (Nadkarni 2017;
Sorsdahl 2015), and one trial reported cost-benefit analysis (Papas
2020). These results are reported below under economic analysis.

Comparison 8. Primary health professional-led and
community professional-led interventions versus enhanced
usual care in adult patients with harmful or hazardous alcohol
or substance use

We identified six studies - four conducted in South Africa
(HuisIntVeld 2019; Marais 2011; Mertens 2014; Pengpid 2013), one
in Thailand (Noknoy 2010), and one in Brazil and India (Humeniuk
2012). These took place in rural - Marais 2011; Noknoy 2010 -
and urban settings - HuisIntVeld 2019; Humeniuk 2012; Mertens
2014; Pengpid 2013. Of note, in HuisIntVeld 2019, Pengpid 2013,
and Marais 2011, patients were recruited from HIV clinics, a
university, and antenatal clinics, respectively.

Interventions were delivered by PHPs - HuisIntVeld 2019; Humeniuk
2012; Mertens 2014; Noknoy 2010; Pengpid 2013 - and by CPs
- Marais 2011.

Details of study settings, participants,
comparisons are described in Appendix 10.

interventions, and

A summary of key findings has been tabled in Summary of findings
8.

Primary outcomes
1. Recovery from harmful or hazardous alcohol use

(Analysis 8.1)

Recovery from harmful or hazardous alcohol use was reported
in HuisIntVeld 2019, Mertens 2014, and Pengpid 2013 at 1 to 6
months post intervention, and in HuisIntVeld 2019 and Pengpid
2013 at > 6 months post intervention. Recovery was defined
as attaining an AUDIT score indicating low risk or abstinence
in HuisIntVeld 2019 and Pengpid 2013, and an ASSIST score
indicating low risk in Mertens 2014.

PHP-led interventions probably had little to no effect on the
likelihood of recovery from harmful or hazardous alcohol use at 1 to
6 months post intervention compared to enhanced usual care (RR
0.93,95% CI 0.77 to 1.12; 3 studies, 1075 participants; 1> = 28%; P =
0.43; moderate certainty due to serious indirectness).

PHP-led psychological interventions may have little to no effect on
the likelihood of recovery from harmful or hazardous alcohol use at
>6 months post intervention compared to enhanced usual care (RR
0.88, 95% CI 0.73 to 1.06; 2 studies, 712 participants; |2 = 4%; P =
0.18; low certainty due to serious indirectness and imprecision).

2. Prevalence of harmful or hazardous alcohol or substance use

(Analysis 8.2)

Prevalence of cannabis use was reported in Pengpid 2013. It
is uncertain whether PHP-led interventions increase or decrease
the prevalence of use of cannabis at 1 to 6 months postintervention
compared to enhanced usual care (RR 1.10, 95% CI 0.67 to 1.80;
1 study, 152 participants; P = 0.72; very low certainty due to serious
indirectness and very serious imprecision) (Analysis 8.2).

Mertens 2014 reported that PHP-led interventions had little to
no effect on the prevalence of at-risk alcohol use (P = 0.96), at-
risk cannabis use (P = 0.62), or at-risk methamphetamine use (P
= 0.75) compared to enhanced usual care at 1 to 6 months post
intervention (363 participants).

Noknoy 2010 reported that PHP-led interventions decreased the
prevalence of hazardous drinking per drinking day during the
previous week (P =0.04) and of hazardous drinking per week during
the previous week (P = 0.005) compared to enhanced usual care at
1 to 6 months post intervention (92 participants).

Mertens 2014 reported that PHP-led interventions had little to no
effect on the prevalence of heavy drinking compared to enhanced
usual care at 1 to 6 months post intervention (RR 0.84, 95% Cl 0.64
to 1.05 (reported as OR in the paper: OR 0.71, 95% CI 0.44 to 1.12);
363 participants).

3. Severity of harmful or hazardous alcohol use - risk of harmful or
hazardous drinking based on AUDIT or Alcohol ASSIST score

(Analysis 8.3 Analysis 8.4 Analysis 8.5)

Risk of harmful or hazardous drinking based on the AUDIT
or Alcohol ASSIST score was reported at < 1 month post CP
intervention for Marais 2011; at 1 to 6 months post PHP intervention
for HuisIntVeld 2019, Mertens 2014, and Pengpid 2013; and at 6
months post PHP intervention for HuisIntVeld 2019 and Pengpid
2013.

CP-led interventions may reduce the risk of harmful or hazardous
drinking at < 1 month post intervention compared to enhanced
usual care (SMD -0.46, 95% Cl -0.76 to -0.16; 1 study, 179
participants; P=0.002; low certainty due to seriousindirectness and
imprecision) (Analysis 8.3).

PHP-led psychological interventions may slightly reduce risk of
harmful or hazardous drinking at 1 to 6 months post intervention
compared to enhanced usual care (SMD -0.15, 95% Cl -0.27 to -0.03;
3 studies, 1075 participants; 12 =0%; P = 0.01; low certainty due to
serious indirectness and imprecision) (Analysis 8.4).

It is uncertain whether PHP-led psychological interventions
increase or decrease the risk of harmful or hazardous drinking at >
6 months post intervention compared to enhanced usual care (SMD
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0.12, 95% CI -0.32 to 0.55; 2 studies, 712 participants; I* = 83%; P =
0.60; very low certainty due to serious inconsistency, indirectness,
and very serious imprecision) (Analysis 8.5).

4, Severity of overall harmful or hazardous alcohol and substance use
- overall risk of harmful or hazardous alcohol and substance use based
on total ASSIST scores

(Analysis 8.6)

Overall risk of harmful or hazardous alcohol and substance
use based on total ASSIST scores was reported in Humeniuk
2012 and Mertens 2014.

PHP-led psychological interventions probably slightly reduce the
overall risk of harmful and hazardous drug and alcohol use at 1
to 6 months post intervention compared to enhanced usual care,
although the range where the actual effect may occurindicated that
health professionals may have little to no effect (SMD -0.20, 95%
Cl -0.35 to -0.05; 2 studies, 705 participants; 1> = 0%; P = 0.009;
moderate certainty due to serious imprecision) (Analysis 8.6).

5. Severity of harmful or hazardous alcohol use - amount of alcohol
consumed

(Analysis 8.4)
The amount of alcohol consumed was reported in Noknoy 2010.

It is uncertain whether PHP-led psychological interventions have
any effect on the amount of alcohol consumed at 1 to 6 months post
intervention compared to enhanced usual care (SMD -0.52, 95% Cl
-0.94 to -0.10; 1 study, 92 participants; P = 0.01; very low certainty
due to study limitations, indirectness and imprecision).

Noknoy 2010 reported that PHP-led interventions had no effect on
the frequency of binge drinking (P = 0.121) or of being drunk (P
= 0.139) compared to enhanced usual care at 1 to 6 months post
intervention (92 participants). Pengpid 2013 reported that PHP-led
interventions decreased heavy episodic drinking scores compared
to enhanced usual care at > 6 months post intervention (P = 0.007;
52 participants).

6. Severity of harmful or hazardous substance use - cannabis ASSIST
score

(Analysis 8.7)

Risk of harmful or hazardous cannabis use based on cannabis
ASSIST score was reported in Mertens 2014.

It is uncertain whether PHP-led psychological interventions
increase or decrease the risk of harmful or hazardous use of
cannabis at 1 to 6 months post intervention compared to enhanced
usual care (MD -0.60, 95% CI -1.34 to 0.14; 1 study, 363 participants;
P = 0.11; very low certainty due to serious indirectness and very
serious imprecision).

7. Severity of harmful or hazardous substance use - stimulant ASSIST
score

Humeniuk 2012 reported that PHPs delivering interventions
reduced the risk of harmful or hazardous use of stimulants

(including amphetamine-type stimulants and cocaine) based on
ASSIST score (1 study, 53 participants; P < 0.01) and use of
opioids (1 study, 71 participants; P < 0.001) at 1 to 6 months post
intervention compared to enhanced usual care.

Mertens 2014 reported that PHP-led interventions had no effect on
the risk of harmful or hazardous use of methamphetamine based
on ASSIST score (1 study, 363 participants; P=0.23) at 1 to 6 months
post intervention compared to enhanced usual care.

8. Severity of depression symptoms

(Analysis 8.8)

Depression symptom severity was reported in HuisIntVeld

2019 and Pengpid 2013.

PHP-led interventions probably have little to no effect
on depression symptoms at > 6 months post intervention
compared to enhanced usual care (MD -0.14, 95% CI -0.70 to 0.42;
2 studies, 712 participants; 1> = 0%; P = 0.48; moderate certainty due
to serious indirectness).

9. Severity of PTS symptoms

Pengpid 2013 reported that PHP-led interventions had no effect
on PTS symptom severity compared to enhanced usual care at > 6
months post intervention (147 participants; P =0.221).

10. Quality of life
(Analysis 8.9)

Quality of life was reported in HuisIntVeld 2019.

PHP-led interventions probably have little to no effect on quality
of life at 1 to 6 months post intervention compared to enhanced
usual care (MD 0.00, 95% CI -0.10 to 0.10; 1 study, 560 participants;
moderate certainty due to serious indirectness).

In keeping with these findings, Pengpid 2013 reported that PHP-
led interventions had no effect on self-rated health compared
to enhanced usual care at > 6 months post intervention (147
participants; P =0.501).

11. Functional impairment and disability

No data were available for this outcome.

12. Service utilisation

This was reported in Noknoy 2010. It is uncertain whether PHP-
led interventions result in lower likelihood of visits to primary
care centres due to alcohol consumption at 1 to 6 months post
intervention compared to enhanced usual care (0/56 and 3/51
in intervention and control groups, respectively; RR 0, 95% Cl 0.01
to 2.5; 1 study, 107 participants; very low certainty due to serious
indirectness and very serious imprecision).

13. Adverse events

Study Adverse events
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Noknoy 2010

Itis uncertain whether PHP-led interventions have any effect on risk of alcohol-related conse-

quences compared to enhanced usual care at 1 to 6 months post intervention, including acci-
dents (1/56 and 4/51 in intervention group and control groups, respectively; RR 0.23,95% CI 0.03 to
1.97; 107 participants) and traffic accidents (3/56 and 5/51 in intervention and control groups, re-
spectively; RR 0.55, 95% Cl 0.14 to 2.17; 107 participants). The certainty of evidence was very low
due to serious indirectness and very serious imprecision

Secondary outcomes
1. Cost analyses and resource use

None of these trials reported any economic analysis.

Comparisons 9 and 10. Primary-level worker-led interventions
versus enhanced usual care in adults with alcohol
and substance dependence

We identified three studies, all of which were conducted in lower-
middle income countries - two in urban settings (Nadkarni 2019;
Zhong 2015), and one in urban and rural settings (Li 2018). Li
2018 and Nadkarni 2019 were conducted in primary care settings,
and Zhong 2015 was conducted at a community centre (Appendix
11). Of note, in Zhong 2015, people who met DSM-IV criteria for
heroin dependence and had just been released from a mandatory
two-year rehabilitation programme were recruited. Interventions
were delivered by LHWs (Nadkarni 2019), PHPs (Li 2018), and CPs
(zhong 2015).

As Nadkarni 2019 was the only study performed on adults with
alcohol dependence, it was not meta-analysed. Li 2018 and Zhong
2015 provided no combinable data.

Details of study settings, participants,
comparisons are described in Appendix 11.

interventions, and

A summary of key findings has been tabled in Summary of findings
9 and Summary of findings 10.

Primary outcomes
1. Recovery from alcohol or substance dependence

(Analysis 9.1)

It is uncertain whether LHW-led interventions compared
to enhanced usual care have any effect on recovery (defined as
scoring < 8 on AUDIT) from alcohol dependence at 1 to 6 months
post intervention (RR 1.87, 95% CI 0.90 to 3.90; 1 study, 121
participants; P = 0.10) or at > 6 months post intervention (RR 1.68,
95% CI 0.85 to 3.30; 1 study, 112 participants; P = 0.14) (both
very low certainty due to serious indirectness and very serious
imprecision) (Nadkarni 2019.

In Zhong 2015, the authors reported that CP-led interventions for
adults with substance dependence had no effect on relapse rate at
< 1 month post intervention compared to enhanced usual
care (25.9% and 22.7% in intervention and control groups,
respectively; 155 participants; P = not significant).

2. Prevalence of substance dependence

(Analysis 10.1)

It is uncertain whether CP-led interventions for adults with
substance dependence have any effect on the prevalence of
positive urine morphine tests at < 1 month post intervention
compared to enhanced usual care (RR 1.06, 95% Cl 0.63 to 1.80; 1
study, 173 participants; P = 0.82; very low certainty due to serious
study limitations, indirectness and imprecision) (Zhong 2015). Li
2018 did not find a difference between its PHP-led intervention
and control for this outcome (decrease in prevalence was 10% in
both arms; 900 participants; P = n.s.) (insufficient data for meta-
analysis).

It is also uncertain whether PHP-led interventions for adults
with substance dependence have any effect on the prevalence
of positive urine methamphetamine tests at < 1 month post
intervention compared to enhanced usual care (RR 1.10, 95% CI
0.42 to 2.91; 1 study, 173 participants; P = 0.84; very low certainty
due to serious study limitations, indirectness, and imprecision).

3. Severity of alcohol and substance dependence symptoms - amount
of alcohol consumed

(Analysis 9.2 Analysis 10.2)

It is uncertain whether LHW-led interventions for adult patients
with alcohol dependency compared to enhanced usual care
have any effect on the amount of alcohol consumed at 1 to
6 months post intervention (MD -0.30, 95% C| -21.60 to 21.00;
1 study, 121 participants; P = 0.98; very low certainty) or at >
6 months post intervention (MD -15.20, 95% Cl -30.51 to 0.11;
1 study, 112 participants; P = 0.05; very low certainty due to serious
indirectness and very serious imprecision) (Analysis 9.2) (Nadkarni
2019).

It is uncertain whether CP-led interventions for adult patients
with drug dependence have any effect on the amount of alcohol
consumed at < 1 month post intervention compared to enhanced
usual care (MD 0.10, 95% CI -0.91 to 1.11; 1 study, 155 participants;
P = 0.85; very low certainty due to serious study limitations,
indirectness, and imprecision) (Analysis 10.2) (Zhong 2015).

Other outcomes pertaining to the amount of alcohol consumed
were reported in Nadkarni 2019. Study authors reported that LHW-
led interventions made no difference in the percent of days
abstinent at 1 to 6 months post intervention compared to
enhanced usual care (adjusted MD 9.4, 95% CI -6.5 to 25.2; 121
participants; P = 0.24). At > 6 months post intervention, there
was even less difference (adjusted MD 0.9, 95% Cl -15.9 to 17.6;
112 participants; P = 0.92). They also reported that LHW-led
interventions made no difference in the percentage of days of heavy
drinking (adjusted MD -2.2, 95% CI -15.8 to 11.4; 121 participants;
P = 0.75) compared to enhanced usual care at 1 to 6 months
post intervention. However, at > 6 months post intervention, LHW-
led interventions may reduce the percentage of days of heavy
drinking (adjusted MD -9.9, 95% Cl -20.9 to 1.1; 112 participants;
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P = 0.08), although the range at which the effect may occur
indicates that there still may be no difference.

4, Severity of substance dependence symptoms - self-reported heroin
use

(Analysis 10.3)

It is uncertain whether CP-led interventions for adults with drug
dependence have any effect on heroin use by self-report at < 1
month post intervention compared to enhanced usual care (MD -
0.03, 95% CI -0.22 to 0.16; 1 study, 155 participants; P = 0.76; very
low certainty due to serious study limitations, indirectness, and
imprecision) (Zhong 2015).

5. Severity of substance dependence symptoms - self-reported
amphetamine use

(Analysis 10.3)

It is uncertain whether CP-led interventions for adults with drug
dependence have any effect on amphetamine use by self-report
at < 1 month post intervention compared to enhanced usual care
(MD 0.00, 95% Cl -0.04 to 0.04; 1 study, 155 participants; P = 1.00;
very low certainty due to serious study limitations, indirectness,
and imprecision) (Zhong 2015).

6. Severity of substance dependence symptoms - drug avoidance self-
efficacy

(Analysis 10.4)
This was reported in Li 2018.

PHP-led interventions for adults with drug dependence probably
increase drug avoidance self-efficacy compared to enhanced usual
care at 1 to 6 months post intervention (MD 1.21, 95% CI 0.54
to 1.88; 1 study, 900 participants; P = 0.0004) and at > 6 months
post intervention (MD 1.38, 95% CI 0.71 to 2.05; 1 study, 900
participants; P <0.0001) (both moderate-certainty evidence due to
serious indirectness).

7. Severity of depressive symptoms

(Analysis 9.3 Analysis 10.5)

Depression symptom severity based on PHQ-9 scores was reported
in Nadkarni 2019.

It is uncertain whether LHW-led interventions for adults with
alcohol dependence have any effect on depression symptoms
compared to enhanced usual care at 1 to 6 months post
intervention (MD -0.50, 95% Cl -2.68 to 1.68; 1 study, 121
participants; P = 0.65) and at > 6 months post intervention (MD -
1.80, 95% Cl -4.21 to 0.61; 1 study, 112 participants; P = 0.14) (both
very low certainty due to serious indirectness and very serious
imprecision).

Mental health based on Hopkins Symptom Checklist-90 (HSCL-90)
score was reported in Zhong 2015.

It is uncertain whether PHP-led interventions for adults with drug
dependence have any effect on mental health status based on

HSCL-90 score compared to enhanced usual care at < 1 month
post intervention (MD -4.23, 95% CI -13.66 to 5.20; 1 study, 155
participants; P = 0.38; very low certainty due to serious study
limitations, indirectness, and very serious imprecision) (Analysis
10.5).

8. Quality of life
(Analysis 10.6)

These were reported in Zhong 2015.

It is uncertain whether CP-led interventions for adults with
substance dependence have any effect on social functioning based
on the 36-Item Short Form Survey (SF-36) at < 1 month post
intervention compared to enhanced usual care (MD 48.36, 95% CI
41.80 to 54.92; 1 study, 155 participants; P < 0.00001). It is similarly
uncertain whether there are any effects on physical functioning (MD
-6.78, 95% Cl -12.69 to -0.87; 1 study, 155 participants; P =
0.02) or on emotional role functioning (MD -1.75, 95% Cl -12.53
t0 9.03; 1 study, 155 participants; P = 0.75) based on SF-36 (all very
low certainty due to serious study limitations, indirectness, and
imprecision). The authors of this study reported that participants
in the CP-led intervention group had a reduction in physical
limitations (P =0.03) and in emotional limitations (P =0.02) and no
differences in pain, vitality, general health perceptions, and mental
health perceptions based on SF-36 scores compared to enhanced
usual care at <1 month post intervention.

9. Functional impairment

(Analysis 9.4)
These were reported in Nadkarni 2019.

It is uncertain whether LHW-led interventions for adults with
alcohol dependence have any effect on functional impairment 1 to
6 months post intervention compared to enhanced usual care (MD
-0.90, 95% CI -3.43 to 1.63; 1 study, 121 participants; P = 0.48;
very low certainty due to serious indirectness and very serious
imprecision). However, at > 6 months post intervention, LHW-led
interventions may decrease functional impairment compared to
enhanced usual care (MD -3.30, 95% Cl -6.22 to -0.38; 1 study, 112
participants; P =0.03; low certainty due to serious indirectness and
imprecision).

10. Service utilisation

(Analysis 9.5)

It is uncertain whether LHW-led interventions for adults with
alcohol dependence have any effect on unplanned hospitalizations
> 6 months post intervention (RR 0.70, 95% CI 0.26 to 1.88;
1study, 112 participants; P = 0.48; very low certainty due to serious
indirectness and very serious imprecision).

11. Adverse events

It is uncertain whether LHW-led interventions for adults with
alcohol dependence have any effect on death, suicide behaviour,
or intimate partner violence (very low certainty due to serious
indirectness and very serious imprecision).

Study Adverse events
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Nadkarni 2019

At 1 to 6 months post intervention, there appeared to be no difference in suicidal behaviour (RR

1.18,95% Cl 0.49 to 2.86; P = 0.71; reported as adjusted OR in paper; Analysis 9.6) nor in perpe-
tration of intimate partner violence (RR 1.07, 95% Cl 0.36 to 2.46; reported as adjusted OR in pa-
per) between LHW-led intervention and enhanced usual care (121 participants). At > 6 months post
intervention, there was no difference in deaths (RR 0.32,95% CI 0.01 to 7.70; P = 0.48; 135 partici-
pants), suicidal behaviour (RR 0.76, 95% Cl 0.34 to 1.69; P = 0.50; 112 participants; reported as ad-
justed OR in paper; Analysis 9.6), or perpetration of intimate partner violence (RR 3.47, 95% CI 0.74
to 6.44; reported as adjusted OR in paper; 112 participants) between LHW-led intervention and en-

hanced usual care

Secondary outcomes
1. Cost analyses and resource use

One trial reported cost-effectiveness analyses (Nadkarni 2019).
These results are reported below under economic analysis.

Comparison 11. Lay health worker-led interventions versus
specialist-led care for adults with severe mental disorders

We identified two studies, which were conducted in China - Shen
2016 - and India - Chatterjee 2014. Study settings were urban - Shen
2016; Chatterjee 2014 - and rural - Chatterjee 2014. Participants
were adults with schizophrenia who were recovering after their first
episode of illness (Shen 2016), or who had had disease for at least
moderately severe disease for at least 12 months (Chatterjee 2014).

Other details of study settings, participants, interventions, and
comparisons are described in Appendix 12.

A summary of key findings has been tabled in Summary of findings
11.

Primary outcomes
1. Recovery from severe mental disorders

This was not measured in either of the two studies.

2. Prevalence of severe mental disorders

This was not measured in either of the two studies.

3. Severity of schizophrenia symptoms

(Analysis 11.1)

Due to very high statistical heterogeneity (98% to 99%), pooled
results for this outcome are not reported. Rather, the individual
results of contributing trials are reported. It is uncertain whether
LHW-led interventions for persons with schizophrenia have any
effect on the severity of schizophrenia symptoms immediately post
intervention compared to specialist care. In Chatterjee 2014, LHWs
delivering collaborative community-based care had little to no
effects on severity of schizophrenia symptoms immediately post
intervention compared to specialist-led care (SMD -0.22, 95%
Cl -0.48 to 0.04). In Shen 2016, LHWs delivering clubhouse-
model interventions reduced the severity of schizophrenia
symptoms immediately post intervention compared to specialist-
led care (SMD -2.11, 95% Cl -2.62 to -1.61). The certainty is very
low due to serious inconsistency and very serious imprecision (2
studies, 364 participants; Chatterjee 2014; Shen 2016).

4. Severity of depressive symptoms

(Analysis 11.2)

This was reported in Shen 2016. LHW-led interventions for persons
with schizophrenia may reduce depression symptoms immediately
post intervention compared to enhanced usual care (MD -12.69,
95% Cl -15.12 to -10.26; 1 study, 111 participants; P <0.00001; low
certainty due to serious indirectness and imprecision).

5. Severity of anxiety symptoms

(Analysis 11.4)

This was reported in Shen 2016. LHW-led interventions for persons
with schizophrenia may reduce anxiety symptoms immediately
post intervention compared to enhanced usual care (MD -12.23,
95% Cl -14.54 to -9.92; 1 study, 111 participants; P < 0.00001; low
certainty due to serious indirectness and imprecision)

6. Severity of caregiver burden symptoms

This was reported in Chatterjee 2014. LHW-led interventions
for persons with schizophrenia may have little to no effect on
caregiver burden immediately post intervention compared with
specialist care (adjusted mean difference -0.04, 95% CI -0.18 to
0.11; 246 participants; low certainty due to serious indirectness and
imprecision).

7. Quality of life

This was not measured in either of the two studies.

8. Functional impairment and disability

(Analysis 11.3)

Due to very high statistical heterogeneity (98% to 99%), pooled
results for this outcome are not reported. Rather, the individual
results of contributing trials are reported. It is uncertain whether
LHW-led interventions for persons with schizophrenia have any
effect on functional impairment and disability immediately
post intervention compared to specialist care. In Chatterjee
2014, LHWs delivering collaborative community-based care had
little to no effect on functional impairment immediately post
intervention compared to specialist-led care (SMD -0.20, 95% CI
-0.46 to 0.06). In Shen 2016, LHWs delivering clubhouse-model
interventions reduced functional impairment immediately post
intervention compared to specialist-led care (SMD -2.89, 95% CI
-3.46 to -2.32). The certainty of evidence is very low due to
serious inconsistency and very serious imprecision (2 studies, 364
participants; Chatterjee 2014; Shen 2016).
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9. Service utilisation

The incidence of hospital admissions was reported in Chatterjee
2014. Seventeen of 187 participants in the intervention group and 1
of 95 participants in the control group were hospitalised during the

course of the year-long intervention (RR 8.64, 95% Cl 1.17 to 63.92;
282 participants; very low certainty due to serious indirectness and
very serious imprecision).

10. Adverse events

Study Adverse events

Chatterjee 2014

There were 4 deaths in total - 1 out of 187 participants in the intervention group, 1 out of 95 partici-

pants in the control group (from suicide), and the other 2 from complications from a road traffic ac-
cident and pre-existing cardiac disease (assigned groups not reported). It is uncertain whether lay
heath workers delivering collaborative community-based care have any effect on risk of death from
suicide during intervention (RR 0.51, 95% Cl 0.03 to 8.03; 282 participants; very low certainty due to
serious indirectness and very serious imprecision)

Secondary outcomes
1. Cost analyses and resource use

One trial reported cost-effectiveness analyses (Chatterjee 2014).
These results are reported below under economic analysis.

Comparison 12. Primary health professional-led or
collaborative care versus specialist-led care for people with
severe mental disorders

We identified seven studies, which were conducted in China - Li
2002; Ling 1999; Tan 2005; Wu 2016; Yao 2014 - and Iran - Barfar
2017; Malakouti 2015. Study settings were rural - Li 2002; Tan
2005 - or urban - Barfar 2017; Ling 1999; Malakouti 2015; Wu
2016; Yao 2014. Participants were adults with schizophrenia (all
seven studies), bipolar disorder (Barfar 2017; Malakouti 2015), and
schizoaffective disorder (Appendix 13) (Barfar 2017). Of note, Li
2002 recruited participants having their first episode of late-onset
schizophrenia, and Malakouti 2015 recruited patients with difficult-
to-treat disease defined by having had two or more hospitalisations
in the past two years and poor compliance with medications.

Details of study settings, participants,
comparisons are described in Appendix 13.

interventions, and

A summary of key findings has been tabled in Summary of findings
12.

Primary outcomes
1. Recovery from severe mental disorders

(Analysis 12.1; Analysis 12.2)

It is uncertain whether interventions delivered by PHPs or
collaborative care have any effect on remission defined as an
80% or higher decrease in brief Psychiatric Rating Scale (BPRS)
score immediately post intervention compared with specialist-led
care because the certainty of evidence is very low (RR 1.08, 95%
Cl1 0.81 to 1.44; 1 study, 76 participants; very low certainty due to
serious study limitations, indirectness, and imprecision) (Li 2002).

Relapse was reported in Li 2002, Ling 1999, Tan 2005, and Wu
2016. Despite a risk ratio showing apparent benefit, it is
uncertain whether interventions delivered by PHPs or collaborative
care have any effect on relapse immediately post intervention
compared to specialist-led care because the certainty of evidence is

very low (RR0.30,95% Cl 0.16 t0 0.55; 4 studies, 492 participants; 1> =
13%; P =0.0001; very low certainty due to serious study limitations,
indirectness, and imprecision).

2. Prevalence of severe mental disorders

No studies reported this outcome.

3. Severity of schizophrenia symptoms

(Analysis 12.3)

Schizophrenia symptom severity was reported in Barfar 2017, Li
2002, Ling 1999, Malakouti 2015, Tan 2005, and Yao 2014. It is
uncertain whether interventions delivered by PHPs or collaborative
care have any effect on the severity of schizophrenia symptoms
immediately post intervention compared to specialist-led care
because the evidence is of very low certainty (SMD -0.30, 95% ClI
-0.71 to 0.11; 6 studies, 489 participants; I* = 87%; P = 0.15; very
low certainty due to serious study limitations, inconsistency, and
imprecision).

4. Severity of depressive symptoms

(Analysis 12.4)

Depression symptom severity was reported in Barfar 2017 and Ling
1999. It is uncertain whether interventions delivered by PHPs
or collaborative care have any effect on severity of depression
symptoms immediately post intervention compared to specialist-
led care because the certainty of evidence is very low (SMD -0.41,
95% Cl -1.13 to 0.32; 2 studies, 270 participants; I> = 89%; P = 0.27;
very low certainty due to serious study limitations, inconsistency,
and imprecision).

5. Severity of caregiver general health or burden symptoms

Caregiver outcomes were reported in Malakouti 2015. Interventions
delivered by PHPs or collaborative care did not have any effect on
caregiver general health or burden compared to specialist-led care
(1 study, 152 participants; P = 0.08 for caregiver burden; P = 0.20
for caregiver general health). (Issues with caregiver burden data
preclude further analysis.)

6. Quality of life
(Analysis 12.5)
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Quality of life measures were reported in Barfar 2017, Malakouti
2015, and Wu 2016.

It is uncertain whether interventions delivered by PHPs or
collaborative care have any effect on quality of life immediately
post intervention compared to specialist-led care because the
certainty of evidence is very low (SMD 0.40, 95% Cl -0.37 to 1.17;
3 studies, 536 participants; I = 94%; P = 0.31; very low certainty due
to serious study limitations, inconsistency, and imprecision).

7. Functional impairment and disability

(Analysis 12.6)

Functional impairment was reported in all seven studies (Barfar
2017; Li 2002; Ling 1999; Malakouti 2015; Tan 2005; Wu 2016;
Yao 2014). Interventions delivered by PHPs or collaborative care
may reduce functional impairment immediately post intervention
compared to specialist-led care (SMD -1.13, 95% CI -1.78 to -0.47;
7 studies, 874 participants; 1> = 95%; P = 0.0007; low certainty due
to serious study limitations and inconsistency).

8. Service utilisation

(Analysis 12.7)

Incidence of hospital re-admissions was reported in Barfar
2017, Malakouti 2015 and Wu 2016. It is uncertain whether
interventions delivered by PHPs or collaborative care have any
effect on the likelihood of hospital re-admissions immediately post
intervention compared to specialist-led care because the certainty
of evidence is very low (RR 0.60, 95% Cl 0.28 to 1.28; 3 studies, 441
participants; I> = 74%; P = 0.18; very low certainty due to serious
study limitations, inconsistency, and imprecision).

9. Adverse events

No data were available.

Secondary outcomes
1. Cost analyses and resource use

Two trials reported cost-effectiveness analyses (Barfar 2017;
Malakouti 2015), and two trials reported cost analyses (Li 2002; Tan
2005). These results are reported below under economic analysis.

Comparison 13. Primary health professional-led and lay health
worker-led psychosocial interventions versus usual care in
improving dementia patients' and carers' outcomes

We found two studies, which were conducted in urban areas in
India by LHWs and in Russia by doctors (Dias 2008; Gavrilova 2009,
respectively). Compared to the previous review (van Ginneken
2013), analysis results are unchanged, although GRADE findings
may have been altered for consistency with the current review.

Details of study settings, participants,
comparisons are described in Appendix 14.

interventions, and

A summary of key findings has been tabled in Summary of findings
13.

Primary outcomes
1. Recovery from dementia

No studies reported this outcome.

2. Prevalence of dementia

No studies reported this outcome.

3. Severity of patients' behavioural symptoms

(Analysis 13.1)

At 1 to 6 months post intervention, PHP- and LHW-led carer
interventions for dementia may have little to no effect on the
severity of behavioural symptoms in patients with dementia (SMD
-0.26, 95% Cl -0.60 to 0.08; 2 studies, 134 participants; 1> = 0%; P =
0.13; low certainty due to very serious imprecision) (Analysis 13.1).

4. Severity of carer outcome symptoms

(Analysis 13.4 Analysis 13.5 Analysis 13.6)

At 1 to 6 months post intervention, PHP- and LHW-led carer
interventions for dementia may improve/slightly improve carer
outcomes, including reducing severity of burden (SMD -0.50, 95% ClI
-0.84t0-0.15; 2 studies, 134 participants; 1= 0%; P =0.005) (Analysis
13.6), mental health status symptoms (SMD -0.42, 95% Cl -0.76 to
-0.08; 2 studies, 134 participants; 12 = 0%; P = 0.02) (Analysis 13.5),
and mental distress (SMD -0.47,95% CI -0.82 to -0.13; 2 studies, 134
participants; 12 =0%; P =0.007) (all low certainty due to very serious
imprecision) (Analysis 13.4).

5. Quality of life
(Analysis 13.2 Analysis 13.7)

This was reported in Gavrilova 2009.

It is uncertain whether PHP-led carer interventions lead to any
difference in quality of life of patients with dementia at 1 to 6
months post intervention (MD -0.43,95% CI-0.98 to 0.12; 1 study, 53
participants; P =0.12; very low certainty due to serious indirectness
and very serious imprecision) (Analysis 13.2).

It is uncertain whether PHP-led carer interventions lead to any
difference in quality of life of carers of patients with dementia at
1 to 6 months post intervention (MD -0.37, 95% CI -0.92 to 0.17; 1
study, 53 participants; P = 0.18; very low certainty due to serious
indirectness and very serious imprecision) (Analysis 13.7). Study
authors suggested that this result, which was out of keeping with
the other carer outcomes, may be due to a type 2 error because the
study was not statistically powered to detect differences of this size
in the quality of life outcome.

6. Functional impairment and disability

(Analysis 13.3)
This was reported in Dias 2008.

It is uncertain whether interventions delivered by LHWs at 1
to 6 months post intervention lessen functional impairment in
patients with dementia (MD -0.24, 95% CI -0.67 to 0.20; 1 study, 81
participants; P=0.29; very low certainty due to serious indirectness
and very serious imprecision).

7. Service utilisation

It is uncertain whether LHW-led carer interventions for dementia
compared to usual care have any effect on the number of home
visits at 1 to 6 months post intervention. Dias 2008 reported a large
number of LHW home visits (mean number of visits 12.3; SD 3.1),
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which lasted 30 minutes to 1 hour, as well as phone calls (mean 1.3;
SD 2.1). Although psychiatrists planned to see patients at least once
in clinic, patients often were unable to come, and they needed to
carry out 21 home visits. The evidence is of very low certainty due
to serious indirectness and very serious imprecision.

8. Adverse events

It is uncertain whether PHPs or LHWs delivering care to dementia
patients compared with usual care reduce death at 1 to 6 months
post intervention (RR 0.77, 95% Cl 0.38 to 1.59; 2 studies, 141
participants; very low certainty due to serious inconsistency and
very serious imprecision).

Study Adverse events

Dias 2008

The intervention (LHW-led carer intervention) led to a reduction in the number of deaths in pa-

tients with dementia compared to usual care (RR 0.40, 95% CI 0.01 to 1.02 (reported in paper as OR
0.34,95% Cl 0.01 to 1.03)), although mortality overall was high (18%), of which 6/41 deaths oc-
curred in the intervention arm and 12/40 deaths in the control arm. Causes of death were stroke (n
=4), pneumonia (n = 4), myocardial infarction (n = 3), and septicaemia (n = 2)

Gavrilova 2009

In all, 5/30 deaths occurred in the intervention arm (stroke in 2 participants; pneumonia, pul-

monary embolism, and intestinal obstruction) and 2/30 in the control arm (pneumonia and diabet-

iccoma)

Secondary outcomes
1. Cost analyses and resource use

No economic data are linked to these studies.

Comparison 14. Lay health worker-led psychosocial
interventions versus usual or no care in child post-traumatic
stress or common mental disorders in humanitarian settings

We identified seven studies from 6 countries across Asia - Jordans
2010, Tol 2008, Tol 2012 - and Africa - Bolton 2007, Ertl 2011, Murray
2015, O'Callaghan 2014 - that were conducted in post-conflict
or peri-conflict settings (Bolton 2007; Ertl 2011; Jordans 2010;
O'Callaghan 2014; Tol 2008; Tol 2012). One study was conducted
in a non-war setting, with inclusion of children exposed to abuse/
neglect/HIV in Zambia (Murray 2015). Settings were rural/semi-
rural (Bolton 2007; Jordans 2010; O'Callaghan 2014; Tol 2008), or
they were urban and rural (Ertl 2011; Murray 2015; Tol 2012). One
study included child soldiers aged 12 to 25 years (Ertl 2011). Most
children came from low-resource backgrounds. Children with post-
traumatic stress disorder (PTSD) diagnoses - Dawson 2016; Ertl
2011; Jordans 2010; Murray 2015; Tol 2008; Tol 2012; those with
post-traumatic stress symptoms (PTS) - Bolton 2007; and those with
both - O'Callaghan 2014 - were included.

Details of study settings, participants,
comparisons are described in Appendix 15.

interventions, and

A summary of key findings has been tabled in Summary of findings
14.

Primary outcomes

1. Recovery from PTSD

No data were provided for this outcome.
2. Prevalence of PTSD

No data were provided for this outcome.

3. Severity of post-traumatic stress (PTS) symptoms

(Analysis 14.1; Analysis 14.2; Analysis 14.3)

Because of differences in outcome measures for short-term
outcomes (mean change differences could not be combined
with standardised mean differences), we present these outcomes
separately. We followed this approach for all outcomes in this
comparison.

Severity of PTSD symptoms immediately post intervention was
reported as mean score in Murray 2015 and O'Callaghan 2014, and
as mean change score in Tol 2008. Post intervention (0 to 1 month),
LHW-led interventions may slightly improve PTS symptoms in
children with mean scores (SMD -0.77, 95% Cl -1.48 to -0.06; 2
studies, 416 participants; 12 = 92%; P = 0.03, low certainty due to
serious inconsistency and imprecision) but have an uncertain effect
on mean change scores (SMD -0.45, 95% Cl -0.78 to -0.12; 1 study,
145 participants; P = 0.007; very low certainty due to serious study
limitations, indirectness, and imprecision) (overall low certainty
due to serious inconsistency and imprecision).

At 1 to 6 months post intervention, mean scores were reported
in Ertl 2011 and mean change scores were reported in Jordans
2010, Tol 2008, and Tol 2012. At 1 to 6 months post
intervention, LHW-led psychosocial interventions may have little to
no effecton PTS symptomsin children with mean scores (SMD-0.18,
95% Cl -0.65 to 0.28; 1 study (2 arms), 77 participants; I1> = 0%; P =
0.30; very low certainty due to serious indirectness and very serious
imprecision) and on mean change scores (MCD -1.34, 95% CI -2.83
to 0.14; 1090 participants, 3 studies; I> = 57%; P = 0.08) (overall low
certainty due to serious inconsistency and imprecision) (Analysis
14.3). In Tol 2012, PTS symptoms improved among girls in the
control group (not in the intervention group), but no difference was
noted among boys.

At 11 months post intervention, mean scores were reported in Ertl
2011. It is uncertain whether at 11 months, LHWs reduce PTS
symptom severity (SMD -0.25, 95% Cl -0.72 to 0.22; 1 study, 76
participants; 1 = 0%; P = 0.30; very low certainty due to serious
indirectness and very serious imprecision).

4. Severity of depressive symptoms

(Analysis 14.4, Analysis 14.5)
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Severity of depressive symptoms immediately post intervention
was reported as mean change scores in Bolton 2007 and Tol
2008, and as mean scores in O'Callaghan 2014. Post
intervention (0 to 1 month), it is uncertain whether LHW-led
interventions reduce symptom severity in studies reporting mean
change scores (MCD -4.55, 95% Cl -12.64 to 3.54; 421 participants, 2
studies; 12 = 76%; P = 0.27; very low certainty due to serious study
limitations, inconsistency, and very serious imprecision) (Analysis
14.5). Among those reporting mean scores, LHW-led interventions
probably had little to no effect (SMD-0.01,95% CI-0.12t00.11; 1162
participants, 1 study; P = 0.91; moderate certainty due to serious
indirectness).

At 1 to 6 months post intervention, mean change scores were
reported in Jordans 2010, Tol 2008, and Tol 2012, and mean scores
were reported in Ertl 2011. In the medium term (1 to 6 months post
intervention), interventions delivered by LHWs probably result in
little to no difference in depressive symptoms compared with
usual care in studies measuring mean change scores (MCD -0.61,
95% Cl -1.23 to 0.02; 3 studies, 1092 participants; I*> = 15%; P =
0.06) (Analysis 14.5) and in one study (two arms) with a small
sample size measuring mean scores (SMD -0.01, 95% CI -0.47 to
0.46; 1 study, 77 participants; 1 = 0%; P = 0.98; very low certainty
due to serious indirectness and very serious imprecision) (overall
moderate certainty due to serious imprecision).

At 11 months post intervention, mean scores were reported in Ertl
2011. It is uncertain whether at 11 months post intervention, LHW-
led interventions reduce depression severity (SMD 0.25, 95% CI -
0.22 to 0.72; 1 study, 76 participants; 1> = 0%; P = 0.29; very low
certainty due to serious indirectness and very serious imprecision).

5. Severity of anxiety symptoms

(Analysis 14.6)

This was reported immediately post intervention in Bolton
2007 and Tol 2008. It is uncertain whether LHWs reduce anxiety
severity immediately post intervention (MCD -1.14, 95% Cl -2.94 to
0.65; 2 studies, 425 participants; 1> =84%; P =0.21; very low certainty
due to serious study limitations, inconsistency, and very serious
imprecision).

At 1 to 6 months post intervention, severity of anxiety symptoms
was reported in Jordans 2010, Tol 2008, and Tol 2012. In
the medium term (1 to 6 months post intervention), LHW-led
interventions probably have little to no effect on reducing anxiety
severity in children compared with usual care (MCD -0.34, 95% CI
-0.75 to 0.07; 3 studies; I = 18%; P = 0.10; moderate certainty due
to serious imprecision). Tol 2012 undertook a subgroup analysis by
sex that showed there may be little to no difference for boys (MCD
-0.63, 95% Cl -1.23 to -0.03; 245 participants, 1 study; low certainty
due to serious indirectness and imprecision).

No long-term outcomes were reported.

6. Quality of life

No data were available.

7. Functional impairment and disability

(Analysis 14.7)

This was reported immediately post intervention as mean scores
in Bolton 2007, Murray 2015, and O'Callaghan 2014, and as mean
change scores in Tol 2008. Immediately post intervention, LHWs
may have little to no effect on reducing functional impairment in
studies reporting mean scores (SMD -0.48, 95% CI -1.08 to 0.12; 3
studies, 625 participants; I* = 92%; P = 0.12). In studies reporting
mean change scores, the clinical effect on reducing functional
impairment is uncertain (MCD -2.19, 95% Cl -4.22 to -0.16; 1 study,
104 participants; P = 0.03; very low certainty due to serious study
limitations, indirectness, and very serious imprecision) (Analysis
14.8). The overall evidence was of low certainty due to serious
inconsistency and imprecision.

In the medium term (1 to 6 months post intervention), mean
change scores were reported in Jordans 2010, Tol 2008, and Tol
2012, and mean scores were reported in Ertl 2011. LHW-led
interventions probably also have little to no effect on reducing
functional impairment in studies reporting mean change scores
(MCD -0.81, 95% CI -1.48 to -0.13; 3 studies, 1092 participants;
12 = 7%; P = 0.02) (Analysis 14.8), and mean scores in a small
study showed no difference (SMD -0.08, 95% CI -0.55 to 0.38; 1 study
(2 arms), 77 participants; I* = 0%; P = 0.72; very low certainty due
to serious indirectness and very serious imprecision). The overall
evidence is of moderate certainty due to serious imprecision.

At 11 months, it is uncertain whether two LHW-led arms in Ertl
2011 reduced functional impairment (SMD -0.36, 95% CI -0.86 to
0.13; 1 study, 76 participants; I* = 9%; P = 0.15; very low certainty
due to serious indirectness and very serious imprecision).

8. Service utilization

There were no service utilisation outcomes as defined in the
protocol (i.e. attendance rates in primary/community care, referral
rates from primary care and hospital admission rates).

9. Adverse events

LHWs delivery of psychosocial interventions to children with post-
traumatic stress or CMDs compared to usual or no care resulted in
increased risk of adverse events (no adverse events in either arm,
relative risk not calculable; 3 studies, 809 participants; low certainty
due to very serious imprecision).

Study Adverse events
Ertl 2011 No negative events of narrative exposure therapy (NET) were observed in this trial. Clinically re-
liable aggravation of symptoms was not present in the NET group but was present in 4.4% of the
academic catch-up group and in 10.7% of waiting-list participants
Jordans 2010 No adverse outcomes were detected
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Tol 2012

No adverse outcomes/events were detected. An unintended effect was that girls in the wait-list

control group were found to have greater improvement in symptoms related to their PTSD com-
pared to girls in the intervention group

Bolton 2007; Murray 2015;
O'Callaghan 2014; Tol 2008

These 4 studies do not provide information about adverse events

Secondary outcomes
1. Cost analyses and resource use

Two studies reported cost analysis data (Tol 2008; Tol 2012). See
below for an economic data summary.

Comparison 15. Community professional-led psychosocial
interventions versus no care in child post-traumatic stress or
common mental disorders in humanitarian settings

We identified eight studies from seven countries within Europe
(Dybdahl 2001; Gordon 2008), the Middle East (Barron 2013; Barron
2016), Africa (Betancourt 2014; O'Callaghan 2013; O'Callaghan
2015), and Asia (Berger 2009). Seven studies were undertaken in
post-conflict or peri-conflict settings, including among internally
displaced populations (Dybdahl 2001), although Berger 2009 was
conducted following a natural disaster. Settings were rural/semi-
rural - Barron 2016; Bolton 2007; Gordon 2008; O'Callaghan 2015 -
and urban - Berger 2009; Dybdahl 2001. Of note, most participants
in Betancourt 2014 had been child soldiers. Studies included
children who were exposed to trauma and were distressed (Berger
2009; Betancourt 2014 - specifically screened to have psychological
distress or functionalimpairment; Dybdahl2001; O'Callaghan 2013;
O'Callaghan 2015); met PTSD diagnostic criteria (Barron 2013;
Barron 2016; Gordon 2008); or included children with either PTS or
PTSD (Berger 2009).

Severity of PTS symptoms was assessed in studies that looked at
improvement in symptoms of patients with PTSD and of patients
with PTS.

Details of study settings, participants,
comparisons are described in Appendix 16.

interventions, and

A summary of key findings has been tabled in Summary of findings
15.

Primary outcomes
1. Recovery from PTSD
(Analysis 15.1)

This was reported in Barron 2013, where recovery was derived
from taking the difference between the total number scoring
above the cutoff for PTSD on the Child Revised Impact of
Events Scale-13 (CRIES-13) at baseline and the number scoring
above the cutoff for PTSD on CRIES-13 on follow-up divided
by the total number scoring above the cutoff for PTSD on
CRIES-13 at baseline. It is uncertain whether psychosocial
interventions led by community professionals (new school
counsellors) improve recovery from PTSD in children at 2 weeks
post intervention, as despite an apparently important effect, this
study was conducted on a very small number of people (RR 3.93,

95% CI 1.31 to 11.80; 78 participants, 1 study; P = 0.01; very low
certainty due to serious study limitations, indirectness, and very
serious imprecision).

No data for 1 to 6 month or>6 month post-intervention time points
were provided.

2. Prevalence of PTSD

No data for this outcome were provided.

3. Severity of PTS symptoms
(Analysis 15.2)

This was reported immediately post intervention in Barron
2016, Betancourt 2014, Gordon 2008, O'Callaghan 2013,
and O'Callaghan 2015. Community professional (CP)-led
psychosocial interventions probably reduce PTS symptom severity
versus no care immediately post intervention (0 to 1 month) (SMD
-1.10, 95% Cl -1.83 to -0.38; 753 participants, 5 studies; I = 94%; P
= 0.003; moderate certainty due to serious inconsistency). Barron
2013 could not be combined in the meta-analysis, as it did not
provide standard deviations for effect estimates and provided
mean scores only on a graph. Study authors reported a large effect
on reduction in PTS symptoms in the intervention group compared
to the control group post intervention (d = 0.76; P < 0.05), which
correlated with the moderate clinical effect noted above in the
meta-analysis.

At 1-6 months post intervention, severity of PTS symptoms was
reported in Berger 2009, Betancourt 2014, and Gordon 2008. Due
to large variation between studies in reported effects and serious
risk of bias, it is uncertain whether CP-led interventions reduce PTS
symptoms among children versus existing care at 1 to 6 months
post intervention (SMD -0.37, 95% ClI -1.20 to 0.47; 3 studies, 679
participants; |12 = 94%; P = 0.39; very low certainty due to serious
study limitations, inconsistency, and very serious imprecision).

No data for long-term outcomes (> 6 months) were reported.

4. Severity of depressive symptoms

(Analysis 15.3)

This was reported immediately post intervention in Barron
2016, Betancourt 2014, Dybdahl 2001, O'Callaghan 2013,
and O'Callaghan 2015. CP-led psychosocial interventions may
reduce depression symptom severity versus no care immediately
post intervention (0 to 1 month) (SMD -0.57, 95% CI -1.13 to 0.00;
750 participants, 5 studies; I*> = 91%; P = 0.05; low certainty due
to serious inconsistency and imprecision). Barron 2013 could not
be combined in the meta-analysis, as it did not provide standard
deviations for effect estimates and provided mean scores only
on a graph. Study authors reported a large effect on reduction
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in depression symptoms in the intervention group compared to
the control group post intervention (d = 1.24; P < 0.05), which
correlated with the moderate clinical effect noted in the point effect
within the above meta-analysis.

This was reported at 1 to 6 months post intervention in Berger
2009 and Betancourt 2014. At 1 to 6 months post intervention,
CP-led psychosocial interventions may have little to no effect on
depressive symptoms compared with no care (SMD -0.19, 95% ClI
-0.57 to 0.19; 2 studies, 602 participants; 1> = 69%; P = 0.33; low
certainty due to serious inconsistency and imprecision).

No data for long-term outcomes (> 6 months) were provided.

5. Quality of life

No data for quality of life were provided.

6. Functional impairment and disability

(Analysis 15.4).

This was  reported immediately post intervention
in Betancourt 2014, Dybdahl 2001, O'Callaghan 2013,
and O'Callaghan 2015, and at 1 to 6 months post intervention
in Berger 2009 and Betancourt 2014.

Immediately post intervention (0 to 1 month), CP-led interventions
probably slightly reduce functional impairment (SMD -0.29, 95%
Cl -0.55 to -0.03; 4 studies, 623 participants; 12 = 43%; P = 0.03;
moderate certainty due to serious imprecision). Barron 2013 could
not be combined in the meta-analysis, asit did not provide standard
deviations for effect estimates and provided mean scores only on
a graph. Study authors reported a small effect on improvement
of school performance in the intervention group compared to
the control group post intervention (d = 0.35; P < 0.05), which
correlated with the small clinical effect noted in the point effect
within the above meta-analysis.

However, it is uncertain whether CP-led
interventions reduce functional impairment at 1 to 6 months
post intervention (SMD -0.39, 95% CI -0.99 to 0.21; 2 studies, 602
participants; 1> = 91%; P = 0.20; very low certainty due to serious
study limitations, inconsistency, and very serious imprecision).

No data for long-term outcomes (> 6 months) were provided.

7. Service utilisation

There were no service utilisation data as per protocol suggestions.

8. Adverse events

Three out of the eight studies reported adverse outcomes (Gordon
2008; O'Callaghan 2013; O'Callaghan 2015). They reported no
adverse events. CP-led interventions for children with PTS or
CMD may lead to no increase in risk of adverse events compared
to no care (no adverse events recorded in either arm, relative risk
not calculable; 3 studies, 180 participants; low certainty due to very
serious imprecision) (Summary of findings 15).

Secondary outcomes
1. Cost analyses and resource use

One study presented cost-effectiveness data (Barron 2016). See
below for an economic data summary.

Studies not assigned to the above comparisons

Two studies performed on children did not fall into the above
categories.

These studies included the following comparisons.

1. Community workers delivering interventions (group
drawing) to children with attention-deficit/hyperactivity
disorder who are hyper-aggressive versus usual care

In Momeni 2016, in a school in an urban area, children aged
8 to 12 with diagnosed attention-deficit/hyperactivity disorder
with hyperactive or aggressive symptoms participated in group
drawing facilitated by teachers. Training of teachers to carry out the
intervention was not described. Children underwent nine sessions
held twice a week, each lasting 45 to 60 minutes. Each session
consisted of a drawing activity, which was done as a pair or as a
group. Children in the control group received usual care. At < 1
month post intervention, children who received teacher-facilitated
group drawing had reduced physical aggression (P < 0.05),
relational aggression (P < 0.001), and reactive verbal-hyperactive
aggression/impulsivity (P <0.05) (1 study, 24 participants).

2. Lay health workers delivering interventions to children with
autism spectrum disorder and their families versus usual care

In Divan 2019, in a rural area in patients’ homes, children
aged 2 to 9 with diagnosed autism spectrum disorder and
their parents (parent-child dyads) participated in a parent-
mediated intervention for autism spectrum disorder plus co-
morbidity module ("PASS plus"). Lay health workers delivered the
intervention after undergoing 10 days of classroom training on
the PASS module, one month of internship, and an additional
two days of training on the Plus modules. They were supervised
weekly to fortnightly by senior clinicians and peers. The
intervention consisted of 12 fortnightly sessions conducted
over six months, each lasting 60 to 90 minutes. The PASS
module involved video-feedback of a 10-minute play session to
support parents in recognising their child’s verbal and non-verbal
communication signals and which of their own actions had a
positive effect on the interactions. Parents were then guided
to choose intervention strategies to try out, and the effects of
these strategies were reviewed during the next session. The Plus
modules involved giving advice and strategies using a decision
algorithm to manage a co-morbidity that parents identified as
most disruptive to their family. Participants in the control group
received usual care. At < 1 month post intervention, children
in the LHW-facilitated intervention group showed reduction in
autism symptom severity as measured by the Brief Observation
of Social Communication Change (BOSCC), although the range at
which the actual effect occurred may indicate little or no difference
(adjusted mean difference (MD) -2.42, 95% Cl -7.75 to 2.92) and
an increase in the proportion of child-initiated communication
(adjusted MD 0.17, 95% Cl 0.03 to 0.32) but little to no difference in
co-morbid learning disability (adjusted MD -9.00, 95% CI -24.26 to
6.26) or adaptive behaviour (adjusted MD 0.67, 95% Cl -3.8 to 5.15)
compared to usual care. Parents in the LHW-facilitated intervention
group showed an increased proportion of parent synchronous
responses (adjusted MD 0.35, 95% Cl 0.18 to 0.52) and improved
mental health as measured by PHQ-9 (adjusted MD -4.55, 95% Cl -
8.52 to -0.58) but little to no difference in the proportion of time in
shared attention (adjusted MD 0.1, 95% CI -0.07 to 0.27) compared
to usual care (1 study, 35 participants).
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Economic studies related to included studies

Although literature is emerging on the effectiveness of primary-
level workers in delivering mental health services, very limited
data on unit costs and resource requirements are available.
This is mainly due to the difficulties associated with conducting
economic analyses, time lags from inputs to outcomes, and many
confounding variables.

Table 4 shows the data from the 20 included studies that reported
cost-effectiveness or costs in relation to the care of adults and
children with mental health disorders. These studies underline
the feasibility and potential cost-effectiveness of PWs in providing
mental health care, and report costs related to absenteeism and
healthcare utilisation. However, all of the studies had significant
risks of bias that cast doubt on the accuracy and reliability of these
data. Not all relevant alternatives and costs (such as productivity
loss) were considered or reported, some costs relied on estimates,
future costs were not discounted properly, and chosen time
horizons were less than one year in most cases.

1. PW-led interventions for adults with common mental
disorders compared to usual care (Comparisons 1 and 2)

Four of the 12 included randomised trials in the CMD comparison
groups reported some form of economic evaluation: all four
are cost-effectiveness studies of PWs delivering psychological
interventions for depressive disorders. Two studies were multi-
disciplinary (i.e. were delivered by doctors, nurses, and LHWs)
(Gureje 2019 (STEPCARE); Araya 2006, reference in Araya 2003),
and one was non-professional LHW delivered (Patel 2017).
A combined cost-effectiveness and cost-utility analysis was
conducted (Buttorff 2013, reference in Patel 2010), which was linked
to a randomised trial on people with depression and/or anxiety
by Patel 2010.

Findings in two studies suggest that PW-delivered psychological
interventions for depressive disorders may be cost-effective (Gureje
2019 (STEPCARE); Patel 2017), whilst Araya 2006 (reference in Araya
2003) suggests that the stepped-care programme was marginally
expensive when compared to usual care. Patel 2017's assessment
of cost-effectiveness (incremental cost-effectiveness ratio (ICER))
showed that the incremental cost per quality-adjusted life-year
(QALY) gained was -$1,721. This indicates that Health Activity
Programme (HAP) plus enhanced usual care (EUC) was associated
with both lower costs and better outcomes than EUC alone.
These researchers concluded that the HAP was cost-effective when
wide societal effects on productivity were considered. Gureje 2019
(STEPCARE) showed considerable reductions in service costs.
The reduction in cost per 1-point improvement on the PHQ-9
with the stepped-care intervention compared with the control
was USD 29.69 (95% Cl USD -21.56 to 89.45). Study authors
concluded that their stepped-care intervention combined with
enhanced usual care lowered costs more than enhanced usual
care alone, with some evidence for a more favourable cost-
effectiveness profile for treating depression in this setting. Araya
2006 (reference in Araya 2003) estimated that the stepped-
care programme cost an extra USD0.37 per depression-free day
compared to the usual care programme. The results in Buttorff
2012 (reference in Patel 2010) showed that health costs of the
task-sharing psychological intervention delivered by LHWs were
similar to those of the EUC. However, time costs were lower and
health outcomes significantly better in the intervention arm than

in the control arm. In addition, the intervention appeared to be
both cost-effective and cost-saving for the public primary-care
facilities. Therefore, participants in the intervention arm used and/
or lost less cash and showed greater improvement in mental
state than control participants. Evidence for cost-effectiveness
of LHW-led interventions is very uncertain due to serious study
limitations, indirectness, and imprecision. PHP-led collaborative
care interventions are probably cost-effective compared to usual
care (moderate certainty due to serious study limitations).

There seemed to be no change in either hospital outpatient or
inpatient costs between arms in Patel 2017. Patient costs seemed
to be overall less in the intervention arms compared to the
control arms, and their productivity was increased for two of
the four studies in which this was reported (Patel 2010; Patel
2017). Evidence for health system costs of LHW-led interventions
is very uncertain due to serious study limitations, indirectness,
and imprecision. PHP-led collaborative care is probaby marginally
more expensive compared to usual care (moderate certainty due to
serious study limitations).

2. PW-led interventions for women with maternal depression
compared to usual or enhanced usual care (Comparisons 3 and
4)

Four of the nine included studies in the perinatal comparison
group had economic evaluations: three studies assessed cost-
effectiveness of LHW interventions versus EUC in pregnant women
18 years of age or older (Fuhr 2019; Lund 2020; Sikander 2019),
whilst one study assessed cost-effectiveness of professional (nurse/
midwife)-led interventions and LHWs for pregnant women aged
16 years or older (Gureje 2019 (EXPONATE)) versus a low-intensity
intervention (mhGAP).

The only study to say that a PW intervention was not cost-effective
was Lund 2020. This group found no significant differences in
participant unit costs nor in mean costs per visit to a healthcare
provider but learned that psychological treatment was more costly
per participant per year (USD 117.16) versus EUC (USD 85.30).
However, in Fuhr 2019, ICER estimates showed that the Thinking
Healthy Programme peer-delivered (THPP) intervention was cost-
saving through reduced health care and time and productivity costs
and was relatively cheap compared to the EUC only. In addition,
the THPP delivered in Sikander 2019 offered an appreciable
improvement in health at a low marginal cost over a willingness-to-
pay threshold of USD 60 per unit of improvement in PHQ-9 score.
The high-intensity stepped-psychological intervention in Gureje
2019 (EXPONATE) was cost-effective, but because the mhGAP (low-
intensity treatment) in the control group was associated with
similar changes in health, functioning, and cost, no significant
difference was found for the more intensive strategy. We found that
three of the studies in this group showed that interventions were
cost-effective (Fuhr 2019; Gureje 2019 (EXPONATE); Sikander 2019)
- although high-intensity treatmentin Gureje 2019 (EXPONATE) was
not more cost-effective than its low-intensity control - while Lund
2020 found that the psychological treatment was more costly per
participant peryear. LHW-led interventions may or may not be cost-
effective compared to EUC (low-certainty evidence due to serious
study limitations and inconsistency). PHP-led collaborative care
interventions may be slightly or no more cost-effective than EUC
(low certainty due to serious study limitations and indirectness).
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We found few data on resource use, and of those reported,
health service costs were high and patient costs were lower in
intervention versus control groups. LHW-led interventions may
or may not incur higher health service costs than EUC (low
certainty due to serious study limitations and inconsistency).
PHP-led collaborative care interventions may incur higher health
service costs compared to EUC (low certainty due to serious study
limitations and indirectness).

3. LHW-led interventions for adults with alcohol and substance
use compared to enhanced usual care (Comparison groups 7 to
10)

Four of the 17 included studies in the alcohol and substance
use comparison reported some form of economic evaluation:
three cost-effectiveness studies (Nadkarni 2019; Dwommoh
2018. see Sorsdahl 2015; Nadkarni 2017), and one cost-benefit
study (Galarraga 2017, see Papas 2020), which examined LHWs
delivering psychological interventions for alcohol dependence
- Nadkarni 2017 - and harmful or hazardous drug use - Dwommoh
2018, see Sorsdahl 2015. Galarraga 2017 (see under Papas 2020)
used model-estimated costs rather than real cost data in its
economic evaluation. None of the trials that reported economic
data evaluated interventions delivered by health professionals.

Findings of all four studies in this comparison group suggest
that LHW-delivered interventions may be cost-effective (see Table
4). All three studies that assessed cost-effectiveness from a
societal perspective found that these task-shifting interventions
had potential to be effective and to incur low costs (Nadkarni
2019; Dwommoh 2018, see Nadkarni 2017; Sorsdahl 2015).
The study that undertook a cost-benefit analysis of shifting
interventions for alcohol dependence among HIV-positive persons
from professionals to paraprofessional providers showed that
this could generate economic benefits in the medium and long
term (Galarraga 2017, see Papas 2020). LHW-led interventions
for patients with harmful and hazardous alcohol use may be
cost-effective compared to EUC (low certainty due to serious
study limitations and indirectness), but the evidence for LHW-
led interventions for patients with alcohol dependence is
very uncertain (due to serious indirectness and very serious
imprecision).

We found few data on resource use, and among those reported,
there seemed to be little to no difference between intervention
and control groups, although Sorsdahl 2015 suggested total patient
costs were higher the more intensive the arm control due to
travel, counselling sessions (motivational interviewing/problem-
solving therapy (MI-PST)), and time off work. Costs to patients were
lower or uncertain. Evidence for health service costs for LHW-led
interventions for harmful or hazardous alcohol use or dependent
alcohol use compared to EUC is very uncertain (due to serious
study limitations, indirectness, and imprecision, and to serious
indirectness and very serious imprecision, respectively).

4. PW-led interventions for adults with severe mental disorders
compared to specialist-led care (Comparisons 11 and 12)

Four out of the seven studies in the comparison of primary health
professional-led or collaborative care versus specialist-led care
for people with severe mental disorders performed economic
evaluations. A cost-effectiveness analysis was performed in three of
them (Barfar 2017; Malakouti 2015; Tan 2005), and a cost analysis
was performed in one (Li 2002). In all four studies, interventions

delivered by primary health professionals or collaborative care
resulted in cost savings compared to specialist-led care. In Barfar
2017, cost-effectiveness analysis showed that primary health
professional-led or collaborative care interventions were USD
66,000 cheaper than specialist-led care, and the average total cost
per patient in the specialist-led group was USD 4651 compared to
USD 3823 in the primary health professional-led group (equivalent
to a cost reduction of about USD 800 per person). In Malakouti
2015, interventions delivered by general physicians and nurses
yielded ICERs of USD 583.20 and USD 512.86 per QALY gained,
respectively, leading study authors to conclude that nurse-led
care was most cost-effective. In Tan 2005, study authors reported
that collaborative care involving primary health professionals
resulted in lower direct costs (USD 17.02 + 18.34 versus 82.08 +
53.96) (P = 0.002) and indirect costs (USD 0.38 + 1.63 versus 14.97
+29.67) (P = 0.0022) compared to specialist-led care. In Li 2002,
trial authors found that specialist-led care cost 3.19 times more
in direct costs compared to primary health professional-led care.
The cost-effectiveness of PHP-led collaborative care compared to
specialist-led care is very uncertain due to serious study limitations,
indirectness, and imprecision.

In Chatterjee 2014 - one of the two studies that compared
LHW-led interventions for people with severe mental disorders
versus specialist-led care, a cost-effectiveness and cost-utility
analysis was performed, and findings were that costs in the
intervention group were on average greater than those in the
control group, and that about a third of these additional costs
were attributable to supervision. After adjustments for baseline,
the mean difference between the two groups was USD 194.73 (95%
Cl USD 136.00 to USD 252.51). The ICER based on the Positive
and Negative Syndrome Scale (PANSS) shows that a cost of USD
51.93 was needed to achieve a 1-point reduction on the PANSS and
cost of USD 204.98 on the IDEAS. The cost-effectiveness and health
service costs of LHW-led interventions compared to specialist-
led care are very uncertain due to serious study limitations,
indirectness, and imprecision.

We found few data on resource use and patient costs. Overall
health service costs were higher, although costs of hospitalisations
were reduced (Tan 2005). Patient costs were variable, depending
on the type of intervention. Tan 2005 also reported that patients
receiving collaborative care involving primary health professionals
had improved productivity; they missed on average 7.7 fewer days
of work per month for health reasons, saving USD 27.90/month as a
result, compared to patients receiving specialist-led care, and their
family members missed 2.3 fewer days of work per month, saving
USD 7.13/month as a result. Evidence for health system costs of
PHP-led collaborative care is very uncertain due to serious study
limitations, inconsistency, and imprecision.

5. PW-led interventions for children and adolescents with post-
traumatic stress (PTS) or common mental disorders (CMDs)
compared to usual or no care (Comparisons 14 and 15)

Three of the 15 included studies in this comparison group reported
some economic evaluation: one cost-effectiveness study - Barron
2016 - and two cost analysis studies - Jordans 2011, see Tol 2008;
Tol 2012 - of LHWs delivering psychological interventions for PTS
and CMD.

Findings of both studies showed economic gains and
recommended delivery of these interventions to other populations
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throughout the West Bank or to populations of distressed
children. Given the high returns and low costs of the Teaching
Recovery Techniques (TRT) intervention versus the wait-list (cost-
effectiveness), Barron 2016 concluded that the TRT could be
cost-effective and could be delivered throughout the West Bank.
However, evidence for cost-effectiveness of CP-led interventions
was very uncertain due to serious study limitations, indirectness,
and imprecision. Cost analysis of a school-based psychosocial
intervention versus wait-list control for children aged 7 to 15 years
in Indonesia - Jordans 2011 (reference in Tol 2008) - estimated
that the mean cost per service user lies between USD 4.60
and 23.04. The same cost analysis conducted in Sri Lanka of
school-based psychosocial intervention versus wait-list control
for children aged 9 to 12 years - Jordans 2011 (reference in Tol
2012) - showed that mean cost per user was USD 8.85. This study
suggests that a multi-layer psychosocial package appeared feasible
and satisfactory for reaching out to populations of distressed
children through different levels of care. LHW-led interventions
probably can be delivered at low cost compared to no care
(moderate certainty due to serious study limitations).

We found no data on resource use nor on patient costs or
productivity, apart from Barron 2016, which acknowledged some
transport costs that may be an important out-of-pocket cost for
patients. Evidence for health service costs of CP-led interventions
is very uncertain due to serious study limitations, indirectness and
imprecision.

DISCUSSION

Summary of main results

This review identified 95 randomised trials evaluating the
effectiveness of primary-level worker (PW) interventions for
treatment of mental disorders and distress in 30 low- and middle-
income countries (LMICs). In general, PWs seem to have a small
to moderate effect on reducing mental health symptoms and
improving quality of life and functioning. Details of this summary
are described in the abstract and in the plain language summary.

Overall completeness and applicability of evidence

This review aimed to assess the effectiveness of PWs including
primary health professionals (PHPs), lay health workers (LHWSs),
and community professionals (CPs) such as teachers in delivering
care for people with mental disorders, to provide guidance to
health policy makersin LMICs. Several issues need to be considered
when judgements are made about the applicability of these
findings to large-scale programmes.

Factors related to the type and role of primary-level workers

The included studies used many different types of PWs, some
of whom were existing cadres within the health service sector,
while others were additionally trained resources, particularly
for common mental disorders (CMDs) and post-traumatic stress
disorder (PTSD). However, we identified only a few studies for
most comparisons and details of intervention and training often
were inadequately reported. We found sufficient studies to divide
the analyses by professional versus non-professional cadres/lay
workers, which we hope is useful for policy makers in seeing
which cadres may best fit with their current workforce, so that
they can prioritise specific interventions accordingly. However, we
were not able to explore the effects of interventions according to

different PW characteristics (such as selection, training, support,
incentives, or remuneration). Although mentioned in many studies,
the training and support of PWs were not described in detail in
more than half the studies. Incentives and remuneration were
mentioned in only three studies. We also were not able to
explore the independent effects of PWs when they were part
of complex interventions (such as collaborative care) nor the
effects of the intensity of PW-led interventions, as this was also
inadequately described. More complete and uniform reporting
of this information would help guide policy makers in tailoring
the types of PWs and their roles within scaled-up programmes
appropriately and may be featured in a separate publication.

Furthermore, many studies considered the role of PWs as an 'add-
on'to usual care. Only the nine studies within the two severe mental
disorders comparisons compared these cadres versus specialists,
but these studies had serious risk of bias issues and some outcomes
that could not be pooled. Therefore, we cannot be certain whether
task-shifting (with appropriate supervision) to non-specialists (i.e.
actually substituting specialists with non-specialists) leads to
equivalent quality of care or equivalent results in terms of
appropriate care. Very few studies measured adverse events or
unintended consequences of PW-led care, and such effects could
impact the appropriateness and quality of care, potentially leading
to patient harm.

Interventions

Comparisons of studies were performed by mental disorder, by
broad types of interventions (such as collaborative care and
psychological interventions), and by professional or lay cadre of
workers delivering the intervention(s).

With regards to cadres delivering the intervention, it was possible,
given the low to moderate certainty of evidence, to conclude
that both LHWs and PHPs may be slightly or moderately
effective for most mental disorders, delivering a variety
of psychological or psychosocial/social interventions and
collaborative care interventions (sometimes with pharmacological
interventions prescribed by primary health professionals).

None of the included studies addressed the indirect impact of
delivering mental health care on other elements of health care
delivered by PWs or on other roles (e.g. the impact of a mental
health intervention on primary care doctors' other tasks such as
treating patients with diabetes, the impact on their working pattern
such as consultation times). However, several studies within CMD,
perinatal depression, and severe mental disorder comparisons
did provide information on hospital admissions and outpatient
consultation attendances. Similarly, more recent studies published
since the previous version of this review were more likely to report
adverse events. Even so, less than 20% of studies reported service
utilisation and adverse events.

Service or social interventions that measure mental health
outcomes were not included - only specific mental health
interventions. Mental health outcomes are closely related to social
determinants of health such as poverty. This will have excluded
interventions (probably most often delivered by lay workers or
social workers) that primarily affect mental health outcomes
but are not mental health interventions. We recommend this to be
the focus of subsequent reviews. Some of those identified are listed
in our Excluded studies.
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We categorised mental disorders in this review similarly to our
2013 review, but we took a more nuanced approach to the
grouping of post-traumatic stress syndromes. It was important
to differentiate PTSD (meeting specific diagnostic criteria) from
PTS symptoms (acute reactions to stress), notably to understand
the progression of symptoms along the mental health spectrum.
This was important with regards to differentiating recovery from
progression of symptoms in this review but will also be important
for differentiating primary prevention from trauma exposure to PTS
symptoms, and secondary prevention from PTS symptoms to PTSD,
in our sister review on the use of PWs in prevention of mentalillness
and promotion of mental health (Purgato 2021).

Programme delivery

Several issues need to be considered in applying these findings to
healthcare delivery systems.

First, these are interventions delivered in research settings
where PWs are more likely to have been carefully selected; project
leaders are more motivated; remuneration may be more available
because of research funding; and training, supervision, and
monitoring are generally much more intensive. These conditions
may not be replicable at scale or may not be as effective at scale.

Second, the types of study design chosen here were not appropriate
or sufficient to inform judgements regarding the sustainability
of programmes; alternative study designs, such as longitudinal
studies, economic evaluations, and qualitative studies are needed
for this.

Third, the applicability of review findings needs to be considered
in each setting where decisions on task-sharing or task-shifting
for mental health treatment are made (Lavis 2009). Factors that
decision-makers may wish to consider include the extent to which
their settings resemble those of the included studies, such as on-
the-ground constraints, health service and system arrangements,
differences in baseline conditions, presence of specific groups that
might benefit from the intervention, sociocultural factors in those
populations such as cultural perceptions of mental health and
stigma, and availability of routine data on mental health issues
and treatment. Although the review covered 30 LMICs (13 of which
were conducted in low-income settings), data were insufficient for
any subgroup analyses by country or income setting within the
overarching classification of mental disorders and types of health
workers.

Fourth, it is important to know the financial burden of such
interventions. Only 20 studies reported cost data, and these were
all from different settings, with no more than five studies pertaining
to one comparison. This suggests that interventions may be cost-
effective and of low cost for some studies, but due to localised
costs and data, the results cannot be generalised to all LMICs. Also
no studies included health service or societal perspective costs for
training specialists (for delivery or for supervision of the community
intervention). This may therefore lead to underestimation of the
costs of these interventions when specialists are involved in
collaborative care or shared care. Given that only cost and cost-
effectiveness data from included studies feature in the cost and
cost-effectiveness analysis, this analysis may be incomplete. A
systematic review of the literature to look for stand-alone cost or
cost-effectiveness studies would complete these findings.

Outcomes

This review attempted to be transdiagnostic by looking at mental
distress and mentalillness as a spectrum. However, we were limited
by what the studies reported. It was not possible to combine
concepts of recovery, prevalence, and severity due to the very
heterogeneous definitions of these, even within each of these
concepts. We therefore resorted to report as best we could on
mental disorders. Furthermore for two comparisons (Summary of
findings table 1; Summary of findings table 3), the same tool (and
thus data) was used with different thresholds for recovery and
change in symptoms (e.g. Patient Health Questionnaire-9 (PHQ-9)
was used to look at continuous outcomes of symptom change with
the view that if the score is < 5, this indicates recovery). This may
have led to overestimation of the effect.

We reviewed the inclusion criteria for studies that looked at
mental distress or prodromal disorders and decided to include
some of these in the prevention review instead as secondary or
tertiary prevention interventions (Purgato 2021). Studies that were
transdiagnostic and had as their inclusion criteria people who met
the diagnostic criteria for disorders and those who did not are
included in both reviews.

Studies awaiting classification

An update in 2020 of the searches for this review identified 16
further studies that are awaiting classification. Due to resource
limitations, it was not possible to incorporate them into this review
update. These additional studies may lead to some changes in
review findings at a future update, but current findings represent
a substantial step forward in understanding the effectiveness of
mental health treatments delivered by primary-level workers.

Quality of the evidence

This review included 95 randomised trials covering a wide
range of interventions and settings. For studies included
in the meta-analyses, evidence for most outcomes was
of low to moderate certainty. Risk of bias assessments
highlighted concerns regarding insufficient information on
sequence generation and allocation concealment; differences in
baseline outcome measurements; detection bias due to lack of
blinding of outcome assessors; and failure to address incomplete
outcome data adequately, particularly safety data and data
on contamination between intervention and control arms. With
regards to safety data, most studies did not report adverse events,
and among those that did, event numbers were very low. This may
impact confidence intervals (Cls) around effect estimates, and this
would be taken into account in the GRADE assessment.

When meta-analysis was possible, the results were fairly consistent
in showing improvements in favour of PW interventions, although
for some interventions and outcomes, there were important
variations in reported effects that could not be explained.
For example, it is not clear in the harmful alcohol and
substance use comparison why LHWs may be more effective than
health professionals, and why for some studies results favoured the
control group.

Some studies assessed large numbers of outcomes, increasing the
probability of finding statistically significant differences for some
outcomes by chance. Furthermore, the diversity of psychometric
and other outcome measures used made interpretation of
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statistically pooled outcome data difficult. The validity and
psychometric properties of the same measure across different
settings may also vary, which may further limit the reliability of the
information.

Our primary search date occurred in June 2019, and a repeat search
was performed in August 2020. Due to the complexity and size of
the review and the multiple iterations we had been through, we put
the 16 new studies identified into 'awaiting classification', and we
plan to update the review with these findings soon. This may limit
the up-to-date completeness of findings presented in the meta-
analyses.

This update of the review has highlighted a wealth of information
on several different disorders, and we note that publications in
this field are likely to continue to increase, particularly in light of
the response to the COVID-19 pandemic and its effects. Further
updates will need to consider subdividing this area by different
disorders rather than including all disorders in one review. This
would allow more in-depth analysis into other variations and
factors and may help provide more nuanced answers about which
types of interventions and which types of professionals/lay workers
(and training and other perspectives) may be more specifically
effective.

Potential biases in the review process

PWs, particularly LHWs, remain poorly indexed in the literature.
Although we tried to cover a broad range of synonyms for these
health workers, it is possible that some studies have been missed.
In addition, PWs and LHWs do not have standard widely accepted
definitions, so some readers may disagree with these definitions
or with how this review has aggregated different health worker
cadres.

We found too few studies within each comparison to assess
publication bias through assessment of asymmetry. However, we
assessed publication bias by checking on ongoing studies/those
awaiting classification from the 2013 review and did not notice any
publication bias (all had been published; those that had not been
published had been aborted for non-clinical reasons).

Many meta-analyses were performed; therefore, some of the
findings may be due to chance. Many pooled results were
statistically and clinically heterogeneous, mainly because of the
small number of included studies and the breadth of geographical,
health worker, intervention, and patient characteristics. Therefore
the results need to be interpreted with caution.

A further limitation was that 33 of the 89 trials meta-analysed
that did not conduct an intention-to-treat analysis generally were
not re-analysed or their missing data were not imputed (except
for one analysis for which we were able to source data: PW-
led psychological interventions for depression - prevalence of
depression). This may have an impact on the estimates of effect.

Agreements and disagreements with other studies or
reviews

We identified 23 reviews related to this current review, which
examined various aspects of primary or community mental health
care delivered by a non-specialist workforce (Table 2). None of
these reviews presented a comprehensive summary of all PWs
across all mental disorders/distress in LMICs. Also, a number of

these reviews are based on searches that are now very out-of-date,
which may limit the usefulness of their findings. Several systematic
reviews reviewed models of delivery (but not specifically types
of health workers) such as collaborative care (Bower 2006;
Woltmann 2012), psychological or psychosocial interventions
delivered (Barbui 2020; Huntley 2012; Shahmalak 2019), mental
health interventions provided in humanitarian settings (Purgato
2018; Tol 2011), interventions provided for common perinatal
mental disorders among women in LMICs (Clarke 2013; Gajaria
2018; Munodawafa 2018; Rahman 2013), school- and community-
based mental health interventions for young people in settings
in LMICs (Barry 2013; Burkey 2018; Klasen 2013), and recovery of
people living with severe mentalillness in LMICs (Gamieldien 2020).

Certain reviews focused on health workforce competencies for
community-based providers (Kohrt 2018), as well as roles of
mid-level health workers in delivering healthcare services to the
general population (Lassi 2013). Only four reviews specifically
examined the effectiveness of non-specialist providers (1) in
providing psychological treatments for depression, anxiety, and
PTSD outcomes (randomised controlled trials (RCTs)) (Singla 2017);
(2) in implementing mhGAP (a World Health Organization mental
health gap programme) in LMICs (Keynejad 2018); (3) in using LHWs
for prevention of mental disorders (Mutamba 2013); and (4) in using
peers to deliver mental health interventions (Fuhr 2014). Similar to
our findings, the Singla 2017 meta-analysis showed pooled results
for anxiety, depression, and PTSD outcomes demonstrating benefit
(standardised mean difference (SMD) 0.49, 95% Cl 0.36 to 0.62).
However, this review did not divide findings by type of health
worker, nor did review authors extract dichotomous outcomes.
Both Fuhr 2014 and Mutamba 2013 suggested that peers or
LHWs may improve psychosocial and mental outcomes, although
these findings are out-of-date (Mutamba 2013 is being updated
by Purgato 2021). Furthermore, this review did not include peers
unless recruited as LHWs to perform a wider community role. Peers
often have a different informal role just within their own family or
environment, and these roles are qualitatively different, as they
rely on a close relationship (see definitions in Table 1). Keynejad
2018 could not perform a meta-analysis, as only two randomised
trials were identified. Most identified literature on the mhGAP was
implementation and observational literature.

An additional 14 reviews incorporated aspects of interventions
delivered by non-specialists/paraprofessionals/primary workers
that were included in this current review (Barry 2013; Boer 2005;
Bower 2006; Clarke 2013; Gajaria 2018; Huntley 2012; Keynejad
2018; Munodawafa 2018; Purgato 2018; Rahman 2013; Shahmalak
2019; Singla 2017; Tol 2011; Woltmann 2012). All of these review
authors agree with our review findings of mild to moderate benefit
of PWs, also among those that reviewed studies in high-income
countries (Boer 2005; Bower 2006; Woltmann 2012). Most of these
were reviews without meta-analyses, although the four studies
that did include meta-analyses reported findings and magnitude
of effects similar to ours (Purgato 2018; Rahman 2013; Tol 2011;
Woltmann 2012). For example, Rahman 2013, a systematic review
on interventions for women with perinatal disorders in LMICs,
included LHW-led interventions, and the final pooled estimate was
very similar to ours, showing that these interventions may lead to
benefit (SMD -0.38, 95% CI -0.56 to -0.21).

Details of these reviews and on how they agree or differ from this
review are presented in Table 2.
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AUTHORS' CONCLUSIONS

Implications for practice

Most results from the 95 randomised trials suggest that primary-
level workers (PWs) delivering interventions for the care of
individuals with mental disorders and distress have some impact
on patient outcomes, although most evidence is of low certainty.
Given the multitude of settings, disorders, interventions, and
health worker expertise covered in this review, studies within
each category are still too few to allow conclusions on specific
intervention characteristics (such as type of health worker, duration
of intervention, levels of training and supervision, etc.) that may
impact effectiveness.

Evidence does show important results across studies, in
particular, the impact of lay health workers (LHWSs) and
primary health professionals (PHPs) on clinical symptoms and
improvement in functioning and quality of life for patients, as
mentioned above.

1. Adults with depression and anxiety

Treatments from LHWs compared to usual care may increase
recovery, may reduce the number of people with depression/
anxiety, may improve quality of life, may slightly improve day-
to-day functioning, and may reduce risk of suicidal thoughts or
attempts.

Treatments from primary-level workers in collaboration with
mental health specialists compared to usual care may
increase recovery; may reduce the number of people
with depression/anxiety, although the range for the actual
effect indicates they may have little or no effect; may slightly
reduce symptoms; may slightly improve quality of life; probably
have little to no effect on day-to-day functioning; and may reduce
referral to mental health specialists.

2. Women with depression related to pregnancy and childbirth

Treatments from LHWs compared to usual care may increase
recovery; probably slightly reduce symptoms of depression; may
slightly improve day-to-day functioning; and may have little to no
effect on risk of death.

3. Adults in humanitarian settings with post-traumatic stress
or depression and anxiety

Treatments from LHWs compared to usual care may slightly reduce
symptoms of depression; probably slightly improving quality of life.

Treatments from primary health professionals compared to usual
care may reduce the numbers of adults with post-traumatic stress
and depression.

4. Adults with alcohol or substance use problems

Treatments from LHWs compared to usual care may increase
recovery from harmful/hazardous alcohol use, although the range
for the actual effect indicates they may have little to no effect;
probably slightly reduce the risk of harmful or hazardous drinking;
may have little to no effect on day-to-day functioning; and
may have little to no effect on the number of people who use
methamphetamine.

Treatments from primary health and community professionals
compared to usual care probably have little to no effect on recovery
from harmful/hazardous alcohol use; probably slightly reduce risk
of harmful/hazardous alcohol and substance use; and probably
have little to no effect on quality of life.

5. Adults with severe mental disorders such as schizophrenia

Treatments from primary health professionals alone or in
collaboration with mental health specialists compared to mental
health specialists alone may improve day-to-day functioning.

6. Adults with dementia and their carers

Treatments from lay and professional health workers may have
little to no effect on the severity of behavioural symptoms in
dementia patients and may reduce carers' mental distress.

7. Children in humanitarian settings with post-traumatic
stress or depression and anxiety

Treatments from LHWs may have little to no effect on post-
traumatic stress symptoms; probably have little to no effect on
depressive symptoms or on day-to-day functioning; and make little
to no difference in adverse events.

Treatments from community professionals (teachers and social
workers) may have little to no effect on depressive symptoms; and
make little to no difference in adverse events.

Very few studies measured unintended consequences of PW-led
care. We divided adverse events (as per description in the methods)
into clinical indicators, service delivery indicators, and social
indicators. How we defined and categorised adverse events was
arbitrary, reflecting lack of reporting for this important outcome.
Health service utilisation was thus included within adverse
events to reflect that increased utilisation is linked to worsening
symptoms. Few studies reported adverse effects (although these
studies seemed to describe a few of these). Of the adverse events
reported, most were clinical indicators (such as suicide rates and
worsening of mental health) and health service delivery indicators
(hospital re-admissions, increased use of outpatient or alternative
mental healthcare services). There were no social indicators (such
as measuring impact on social exclusion/integration), nor were
there indirect effects on other parts of the primary health service
delivery (e.g. diversion of resources leading to neglect of other
aspects of care) or on carers. Such effects could impact the
appropriateness and quality of care.

Economic evaluation techniques are useful for conducting cost-
effectiveness analyses of different interventions to inform policy.
Results from this review show that, in general, task-shifting for
the care of mental disorders and distress in LMICs could be cost-
effective, particularly for child and adolescent PTSD, perinatal
depression, and alcohol and drug use, for which findings were
consistent. This approach may be cost-effective or cost-saving for
common mental disorders and severe mental disorders, though
these findings were less consistent (see details in Table 4). We
found no data on adult PTSD or dementia. Although several studies
that showed cost-effectiveness in their settings have recommended
implementing the intervention in LMIC settings, the numbers of
studies identified were small. However, these results could start
to inform and influence policy making regarding allocation of
resources at a national level.
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Implications for research

Although this review has identified a large number of studies
conducted in low- and middle-income countries (LMICs), a
number of important research questions remain. Research
recommendations have been subdivided into those for trialists,
those for systematic reviewers, and those for other researchers.

Trialists

Trialists need to:

1. describe trial interventions better, for example, in terms of
training, supervision, and incentives for primary-level workers
(PWs). This will allow systematic reviewers to identify and
compare characteristics that may help to better explain the
effects of PW interventions;

2. conduct trials comparing interventions with different
characteristics/types of PWs, modes of delivery, and types
of training and supervision or intensity of intervention, to
enhance understanding of the effects of these variations. This is
particularly applicable to collaborative care and other complex
interventions for which there may be several types of specialists
and PWs and several types of interventions on offer (such as
stepped care);

3. conduct trials of different high-risk populations (people living
with HIV, people who are victims of domestic violence, veterans,
etc.), as different populations may respond differently to these
therapies and may have different outcomes of interest;

4. compare PWs versus specialists to assess the potential for task-
shifting/(substitution of roles);

5. consistently consider whether and how to include adverse
effects or unintended consequences of PWs related to safety.
We noticed about half of trials did not report safety data.
This could have affected confidence intervals around point
estimates. Not all trials of health systems interventions (such
as task-shifting) will explicitly collect safety data, as it is often
the case that main concerns do not reflect safety in the clinical
sense but unintended adverse effects (e.g. negative changes
in quality of care; fewer appropriate referrals). This points to
the need for more trials to assess the most relevant adverse
outcomes, whether for the patient or the service, and other
adverse impact;

6. include better data on service utilisation, which are important
for understanding costs and cost-effectiveness, but also for
understanding (as mentioned above) the indirect consequences
of an intervention for broader services provided and utilised;

7. improve the conduct of trials including more rigorous allocation
concealment, randomisation, outcome assessment, and
reporting; local validation of instruments; and agreement on
standard instruments for specific outcomes and disorders to
facilitate pooling and comparing of data;

8. use core outcome sets when available. This would be useful for
developing core outcome sets when these are not yet available;

9. focus on clinical issues that have been poorly addressed to
date, including severe mental disorders, alcohol/substance
dependence, and child mental disorders;

10.include process evaluations alongside trials, to (1)
better understand intervention fidelity and the pathways
through which interventions impact outcomes; (2) assess
the indirect impact of delivering mental health care (when

this is added to existing roles and tasks) on other elements
of PW health care or other roles (e.g. is it taking time away from
other job roles); and (3) assess the impact on well-being of PWs
(stress/burnout); and

11.consistently include economic data in their trials, as costs and
cost-effectiveness are important for health planning across all
mental disorders and distress;

Low- to moderate-certainty clinical evidence is available for
common mental disorders (CMDs), adult post-traumatic stress
(PTS), and perinatal depression, but additional studies are needed
to examine severe mental disorders, alcohol and drug use,
dementia, child PTS, and other child mental disorders, which were
not meta-analysed.

Systematic reviewers

Further systematic reviews drawing on a range of study designs
(such as reviews on processes of care, but also economic
evaluations and qualitative work) are needed, particularly to
evaluate these trials through the implementation science lens
and to provide broader certainty about whether they are feasible,
acceptable, effective, and sustainable in their various settings. In
particular, mixed qualitative and quantitative reviews should focus
on:

1. factors affecting the sustainability of PW interventions when
scaled up;

2. effectiveness of different approaches to ensure programme
sustainability, including use of different types of incentives and
payment systems for PWs;

3. mechanisms for integrating LHW programmes into the formal
health system;

4. equity impact of these programmes and factors of accessibility
and acceptability;

5. fidelity and quality of these programmes; and

6. cost-effectiveness, coverage, and scalability of
programmes.

these

Other researchers

Given the very broad range of PWs with considerable variation
in their characteristics (e.g. training, supervision), settings,
interventions, and delivery mechanisms in mental health care,
there is a need to develop a comprehensive typology for PWs (and
how they are selected, trained, and supported/supervised), as well
as for the interventions they provide, which would help health
planners and future researchers to develop more standardised and
comparable interventions and situations.
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Study characteristics

Methods Study design: RCT

Duration of study: recruitment of subjects September to November 2014, January 2015. Intervention

for 6 weeks. Follow-up at 6 months

Participants Country: Zimbabwe

Income classification: low-income country in 2014-2015

Geographical scope: Parirenyatwa Hospital Family Care Centre (PHFCC), a government clinic affiliated
with the University of Zimbabwe College of Health Sciences (UZCHS); urban (Harare)

Healthcare setting: PC facility

Mental health condition: depression

Population

1. Age=18 years

Primary-level worker interventions for the care of people living with mental disorders and distress in low- and middle-income countries 131

(Review)

Copyright © 2021 The Authors. Cochrane Database of Systematic Reviews published by John Wiley & Sons, Ltd. on behalf of The Cochrane

Collaboration.


https://doi.org/0.1080%2F13607863.2018.1515886
https://doi.org/10.1016%2Fj.jalz.2007.02.001
https://doi.org/10.1111%2Fj.1469-0691.2010.03331
https://doi.org/10.1002%2F14651858.CD009149.pub2
https://doi.org/10.5281%2Fzenodo.3972778
https://zenodo.org/record/3972778#.XyplsxNLj_Q
https://zenodo.org/record/3972778#.XyplsxNLj_Q

= 3 Cochrane
st g Library

Trusted evidence.
Informed decisions.
Better health. Cochrane Database of Systematic Reviews
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2. Gender: both

3. Socioeconomic background: not mentioned

4. Inclusion criteria

a. Aged 18 or over

b. On ART for HIV for at least 4 months; risk of poor adherence as indicated by any one of the following
(1) Missed at least 1 clinic appointment in the last 3 months

(2) Falling CD4 count or detectable viral load in previous 6 months

(3) Self-report of poor adherence (admitting to having missed 1 or more doses, taking treatment late,
or being forgetful with treatment)

c. Screen positive for at least mild depression, as defined by scoring at least 5 on the Patient Health
Questionnaire and/or at least 9 on the Shona Symptom Questionnaire

5. Exclusion criteria:

a. Score <6 on International HIV Dementia Scale (IHDS)

b. Score = 3 for women and = 4 for men on short AUDIT-C screen for alcohol dependence
¢. On medication for tuberculosis

d. Suicidal intent as determined by P4 Suicidality Screener

e. Interviewer assessment of person too unwell/agitated to take part

Interventions

Stated purpose: aims of this feasibility study were to measure acceptability of the PST-AD intervention
for participants and for clinic staff; to test methods that would inform a future randomised trial; and to
gather data to inform a sample size calculation for a future trial

INTERVENTION (n =18)

Name: Problem-Solving Therapy for Depression and HIV Medication Adherence (PST-AD), locally
named TENDAI and Stepped Care Delivered by LHW

Title/name of PW and number: adherence counsellor (ADC) (n=1)

1. Selection: counselling is provided by ADCs. This cadre usually consists of primary care HIV counsel-
lors or nurse aides

2. Educational background: secondary school education and 6 months of training in HIV/AIDS basic
counselling

3. Training: Pl (psychiatrist) trained the first local psychologist (A.C.), who has been working in HIV clin-
ical research since 1998. Pl and psychologist (A.C.) introduced LifeSteps to the second psychologist
(T.B.), who, together with C.0., S.A.S., and J.F.M., worked on preparations for local training. C.0. and
J.F.M. carried out the first training over 2.5 days in English to the second psychologist and to adherence
counsellors. This comprised approximately 30% didactic and 70% skill-based work. The 2 bilingual lo-
cal psychologists (A.C. and T.B.) who had been involved in the formative work conducted a further 2
days' training in Shona comprising 20% didactic and 80% skill-based work. From then on, the local psy-
chologist (T.B.) led supervision of adherence counsellors, with mainly Skype supervision from experts
based in Boston

4. Supervision: counsellor met weekly with psychologist to discuss her caseload
5. Incentives/remuneration: employed at clinic
Intervention details

1. Duration/frequency: 6 weekly sessions
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2. Content of intervention: session 1: motivational and informational and behavioural steps; sessions
2 to 6: problem-solving therapy; if SSQ-14 > 8 by session 4, stepped up to psychologist-led counselling
(Session 5) + referral to psychiatrist for antidepressants (Session 6)

CONTROL: enhanced usual care (EUC) (n=14)

Four ADCs who had not been trained in the PST-AD intervention delivered the EUC. We enhanced usual
care by (1) increasing usual care from 1 session only, to 1 session a month for 3 months, and (2) ensur-
ing continuity of the same counsellor for all sessions. ADCs providing EUC were asked to repeat the in-
formation they normally provide. They were not trained in the local version of LifeSteps

CO-INTERVENTIONS: nil

Outcomes

Patients

1. Viral suppression

2. Missed clinic appointments

3. Depression Shona Symptom Questionnaire Score
4,PHQ-9

5. Electronically measured ART adherence

6. Self-reported missed dose in the last month

Carers

Nil

Process/health workers

1. Switched to second- or third-line regimen

2. Missed at least 1 HIV care appointment in last 3 months
3. Number of missed HIV care appointments in last 3 months
Economic outcomes

Nil

Time points: baseline, 6 months (post intervention)

Notes

Source of funding: NIMH R21 Grant
Notes on validation of instruments (screening and outcomes): all validated

Additional information: declarations of interest - Dr. Steven Safren received royalties from Oxford Uni-
versity Press and Guilford Publications for books on treatments for psychological difficulties. All other
study authors reported no conflicts of interest

Handling the data: as per footnotes in data and analysis

Prospective trial registration number: PACTR20151100115030

Risk of bias

Bias

Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote: "randomisation was conducted by participants selecting one num-
bered card at random from a bag; each number had been pre-allocated to ei-
ther the intervention or EUC arm"
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Judgement comment: adequate random sequence generation

Allocation concealment Low risk Quote: "after giving written informed consent, patients were randomised in a

(selection bias) 1:1 ratio to intervention or EUC arms"
Judgement comment: allocation by patient

Blinding of participants Unclear risk "Participants were at least partly blinded to their group allocation as both

and personnel (perfor- arms were offered extra sessions of counselling, which is different from stan-

mance bias) dard care"

All outcomes

Blinding of outcome as- Unclear risk "We piloted independent assessment of follow-up data on self-report out-

sessment (detection bias) comes of depression and adherence in 25% of participants, but resources pre-

all outcomes cluded doing this for all participants"; "quantitative analysis was performed
by two independent researchers blinded to the content of the sessions"

Baseline outcome mea- Low risk From Table 3, baseline outcomes similar for depression and viral suppression

surements similar

Baseline characteristics Unclear risk Many more unemployed in the intervention arm (57%) than in the usual care

similar? arm (28%). This may be significant; unclear risk

Incomplete outcome data  Unclear risk Low dropout (Fig. 2: 13/14 followed up in intervention group; 15/18 in control

(attrition bias) group)

Efficacy data

Protection against conta- High risk Quote: "further contamination was revealed through interviewing the ADC

mination who delivered the PST-AD intervention. It emerged she had given two sessions
of PST-AD to one EUC arm participant and one session each to 6 EUC arm par-
ticipants because EUC counsellors referred these clients to her after their EUC
sessions due to concerns about the participants’ psychosocial issues"
Judgement comment: visible contamination happened as control participants
referred to take part in the intervention group

Selective reporting (re- Low risk Same outcomes as protocol

porting bias)

Other bias Low risk No other risks of bias were found

Adewuya 2019
Study characteristics
Methods Study design: cluster-RCT

Unit of randomisation: comprehensive primary health care centres (CPHCs)

Duration of study: February 2013 to December 2016. Recruitment from October 2014 to April 2015. In-
tervention lasted 14 weeks. Trial ended at 12-month follow-up

Participants

Country:Nigeria

Income classification: low-middle income from 2014 to 2016

Geographical scope: Lagos; 10 CPHCs (6 from rural and 4 from urban settings)
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Healthcare setting: primary health centre
Mental health condition: depression

Population: adults with diagnosed depression attending 10 primary health centres (PHCs) in Lagos,
Nigeria

1. Age 18 to 60 years

2. Gender: both

3. Socioeconomic background: urban and rural mixed

4. Inclusion criteria

a. Adults aged 18 to 60 years

b. Scoring > 10 on PHQ-9 or persistent score > 5 but < 10 on PHQ-9 for 2 weeks
c. Intent to stay in the project area for at least 18 months

d. Literate enough to read English, pidgin English, or any of the 3 local languages (Yoruba, Hausa, and
Igbo)

e. Completed written informed consent form
5. Exclusion criteria

a. Children (below 18 years of age) and the elderly (above 60 years of age)

b. Serious medical condition or disability necessitating specialist care

c. Presently having any form of psychosis or under psychiatric care or showing suicidal ideation or at-
tempt

Interventions

Stated purpose: to evaluate whether collaborative stepped care intervention for depression in primary
care is more effective in reducing symptoms of depression compared with treatment as usual

INTERVENTION (n = 456)

Name: Stepped Care Intervention (SCI)
Delivered by: PHPs and LHWs
Title/name of PW and number

1. Selection: CPHCs qualified for selection if they have at least 2 medical doctors, 10 nurses/midwives,
5 community health officers (CHOs), 5 community health extension workers (CHEWs), and 2 pharmacy
technicians

2. Educational background: medical doctors, nurses/midwives, CHOs, CHEWs - LHWs, pharmacy techni-
cians

3. Training: health staff of CPHCs offering SCI were trained in delivering the full intervention using

the mhGAP-IG training manual. The structured training comprised initial 5-day workshop and 2-day
refresher course 4 weeks later. Training covered general introduction to depression, identification,
methods of providing care for clients with depression, overall structure of the intervention, and specif-
icintervention components. It also covered evaluation for improvement in symptoms, assessment for
symptoms of psychosis and suicidality, and referral pathway to the mental health specialist for those
having psychotic or suicidal symptoms. Training methods included lectures, role-plays, and discus-
sions groups and was standardised with the use of video/audiotapes

4. Supervision: mental health team provided clinical support and supervision to CPHC teams via mobile
telephone and made site visits to each of the CPHCs once a month.

5. Incentives/remuneration: not mentioned
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Intervention details

1. Duration/frequency: psychoeducation ?single session, followed by antidepressants for 6 weeks or
weekly individual Problem-Solving Therapy in Primary Care (PST-PC) sessions for 3 to 6 sessions. For
those without at least 2-point reduction on the PHQ-9 after 3 sessions of PST-PC or at least 4-point re-
duction on the PHQ-9 after 6 sessions of PST-PC or 6 weeks of antidepressants, combination therapy of
antidepressants (6 months in total) and PST-PC (a total of 10 sessions, with the first 6 delivered weekly
and the next 4 delivered fortnightly) was offered

2. Content: step 1 - psychoeducation - delivered by trained CHEWs focusing on educating patients
about symptoms, the association between depression and interpersonal difficulties, the need to share
emotional symptoms with the carer and to share personal difficulties with family members caring

for them or other key people in their social network. In addition, they received a 4-paged information
leaflet about depression, its causes, symptoms, and ways of preventing and managing it; step 2 - prob-
lem-solving therapy in primary care (PST-PC) consisting of 6 sessions is offered to patients with mod-
erate depression (PHQ 10-14), pregnant women, breastfeeding mothers, those with comorbid medical
conditions, and any patients with severe depression not wanting medications. Antidepressants were
offered for patients with severe depression (PHQ > 14) and for those not wanting PST-PC. Amitriptyline
or fluoxetine was the medication of choice and was given by the primary care doctor; step 3 - combina-
tion therapy. For those without at least 2-point reduction on the PHQ-9 after 3 sessions of PST-PC or at
least 4-point reduction on the PHQ-9 after 6 sessions of PST-PC or 6 weeks of antidepressants, combi-
nation therapy of antidepressants (6 months in total) and PST-PC (a total of 10 sessions, with the first
6 delivered weekly and the next 4 delivered fortnightly) was offered; step 4 - support and supervision
from the mental health team. The mental health team provided clinical support and supervision to the
CPHC teams via mobile telephone and made site visits to each of the CPHCs once a month

CONTROL (n =451): enhanced usual care (eUCA) - psychoeducation provided by a CHEW plus informa-
tion leaflets about depression, its causes, symptoms, and ways of preventing it. Health staff at CPHCs
offering eUCA were given 1-day training on providing psychoeducation; and assessment of patients for
symptoms of depression, symptoms of psychosis and suicidality, and referral to the mental health spe-
cialist if there were signs of psychosis or suicidal behaviour

CO-INTERVENTIONS: both groups received psychoeducation and information leaflets

Outcomes Patients
Primary outcome
Recovery (PHQ-9 score < 6) at 12 months
Secondary outcomes at 4 and 6 months
1. Recovery (PHQ-9 score < 6) at 4 months
2. Recovery (PHQ-9 score < 6) at 6 months
Secondary outcomes at 12 months
1. Reduced in disability (WHODAS score > 12)
2. Good QOL (WHOQOL-BREF overall score > 3)
Carers
None
Process/health workers
Secondary outcomes at 12 months
1. Number of deaths
2. Number with reported deliberate self-harm
3. Good adherence (> 2 on adherence scale)
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4., Switch to combination therapy (step 3)

4. Referral to mental health specialist

5. Loss to follow up

Economic outcomes

Health economic cost is calculated using the Client Service Receipt Inventory at 6 and 12 months (from
protocol but not reported in this paper)

Time points: baseline; 4, 6, 12 months (post intervention)

Notes Source of funding: Grand Challenges Canada (GCC)
Notes on validation of instruments (screening and outcomes): all instruments validated
Additional information: declarations of interest - none
Handling the data: as per footnotes in data and analysis
Prospective trial registration number: ISRCTN66243738
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Quote: "randomization was done by an independent centre"; "computer was
tion (selection bias) used to generate the clusters using the random allocation rule"
Allocation concealment Low risk Quote: "allocation was based on clusters. The CHPCs were stratified into ur-
(selection bias) ban and rural to ensure even distribution. Computer was used to generate the
clusters using the random allocation rule and each cluster was then assigned a
study number and the research coordinator was informed of treatment alloca-
tion, for onward information to the health workers. To minimise the possibility
of selection bias we identified clusters and recruited them before randomisa-
tion and we included all patients within a cluster meeting the eligibility criteria
in the study. Also, the assessment of outcome measures was done by an inde-
pendent group blinded to the allocation of clusters"
Judgement comment: adequate allocation concealment
Blinding of participants Low risk Participants and interventionists were not blinded to allocation, but this was
and personnel (perfor- unlikely to have affected results
mance bias)
All outcomes
Blinding of outcome as- Low risk "the assessment of outcome measures was done by an independent group
sessment (detection bias) blinded to the allocation of clusters"
all outcomes
Baseline outcome mea- Low risk See table 1: similar
surements similar
Baseline characteristics Low risk They are similar for age, sex, marital status, religion, education, and presence
similar? of chronicillness
Incomplete outcome data  High risk There is 20% loss to f/u in intervention group and 14.3% loss to f/u in control

(attrition bias)
Efficacy data

group at 12 months; unequal loss to f/u at all times. Also overall 18 deaths/907
participants (approx. 2%), which is significant, although none were judged to
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be related to study procedures. However they were unequal between groups
(15in control and 3 in treatment)

Incomplete outcome data
(attrition bias)

Safety data (e.g. adverse
events)

Low risk "We investigated the 18 deaths within 12 months' follow-up and none was ad-
judged by the Trial Steering Committee to be related to the study procedures"

Protection against conta-
mination

Low risk Judgement comment: contamination unlikely as people get intervention from
specific health workers, so cannot necessarily benefit from the intervention di-
rectly, unless people participating in it share their knowledge with others in
the control group

Selective reporting (re- Low risk Similar in protocol

porting bias)

Other bias Low risk No other likely risks of bias
Ali 2003

Study characteristics

Methods Study design: RCT

Duration of study: baseline survey January to April 2001 and considering the 8-week intervention
must be provided between May and June-July 2001

Participants

Country: Pakistan
Income classification: low income

Geographical scope: semi-urban: in Qayoomabad, lower middle class semi-urban community with a
population of 80,000 in Karachi

Healthcare setting: home

Mental health condition: common mental disorders
Population: adults

1. Age: 18 to 50 years

2. Gender: female

3. Socioeconomic background: lower-middle class. Women predominantly aged 26 to 40 years, half
with no formal education, not involved in revenue generation, two-thirds with household income >
3000 PKR, nearly 60% residing longer than 10 years

4. Inclusion criteria

a. Women 18 to 50 years old

b. Able to communicate in Urdu

c. Planning to live in the study area longer than 1 year
d. No bereavement in past 6 weeks

e. Identified as anxious and/or depressed based on screening with Aga Khan University Anxiety and De-
pression Scale
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5. Exclusion criteria
a. Participant women

b. Those actively suicidal

Interventions Stated purpose: to assess effects on levels of anxiety or depression (or both), among women who had
attended counselling sessions, provided by briefly trained counsellors in their own community

INTERVENTION (n =70)

Name: counselling

Delivered by: LHW

Title/name of PW and number: minimally trained counsellors - 21

1. Selection: "women were informed by word of mouth and by leaflets; out of 73 women who came for
interview, 21 selected based on communications skills, motivation, attitude, ability to read and write
Urdu and freedom to move in the community"

2. Educational background: "ability to read and write Urdu" and belonging to local community

3. Training: 11 training sessions held over 4 weeks. Each lesson lasted 3 hours and was led by family
practitioner, sociologist, psychiatrist, or 3 clinical psychologists

a. Contents: basic information regarding anxiety, depression, stress/anger management, and commu-
nication/counselling skills. Communication covered active listening, probing, and feedback, whereas

counselling dealt with supportive problem-solving and cognitive-behavioural techniques. "Manual in-
corporating the training material is being published and is planned to train master training who could
replicate the study in several urban and rural centres"

b. Supervision: "women had ready access to members of the training team throughout the study peri-
odll

c. Incentives/remuneration: not specified
Intervention details

1. Duration/frequency: 8 sessions (?possibly weekly). Supportive, cognitive, and problem-solving coun-
selling was provided at day and time convenient for the woman

2. Content of intervention: trained counsellors provided supportive, cognitive, and problem-solving
counselling at client residence at convenient time

CONTROL (n=91): usual care, no intervention, just had AKUADS administered at baseline and end of
study; however, "as the effectiveness of counselling was proved, for ethical reasons the control group
was also counselled" possibly at the end of the study

CO-INTERVENTIONS: nil

Outcomes Patients
Reduction in Aga Khan University Anxiety and Depression Scale scores
Carers
Not applicable
Process/health workers
Not specified
Economic outcomes

None
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Time points: baseline, end of 8 weeks

Notes Source of funding: academic body; Aga Khan University Research Council
Notes on validation of instruments (screening and outcomes): AKUADS (indigenous screening scale,
developed from complaints of patients with anxiety/depression, recorded verbatim in Urdu) previously
validated against psychiatrist evaluation as gold standard and compared with SRQ
Additional information: declarations of interest - none
Handling the data: as per footnotes in data and analysis
Prospective trial registration number: not specified

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-  Low risk Quote: "every third household was systematically sampled in all of Qay-

tion (selection bias) oomabad. [...] One woman was randomly chosen from each selected house-
hold and screened for anxiety and/or depression. [...] Using computer-generat-
ed random numbers, 216 [of 1218 women] cases were randomised to the inter-
vention and 150 to the control group”. The initial selection was quasi-random,
but then allocation to control or intervention was random

Allocation concealment Unclear risk Quote: "computer-generated random numbers"

(selection bias)
Comment: even though sequence generation was centrally done, it was un-
clear how allocation was concealed

Blinding of participants Low risk Comment: not able to blind participants or personnel. Unlikely to influence

and personnel (perfor- outcomes

mance bias)

All outcomes

Blinding of outcome as- Low risk No selective reporting. Independent data collectors blind to allocation and to

sessment (detection bias) previous scores

all outcomes

Baseline outcome mea- Low risk Comment: yes, similar, both across intervention and control, and between

surements similar dropouts and non-dropouts

Baseline characteristics Low risk Comment: yes, similar. All P values over 0.2 comparing dropouts vs non-

similar? dropouts and intervention vs control groups

Incomplete outcome data  High risk Comment:intervention: 68% dropout between baseline and those completing

(attrition bias) the intervention; control: 33% dropout. Although characteristics are similar

Efficacy data between dropouts and non-dropouts (including baseline scores), scores may
have been different at follow-up

Protection against conta- Low risk Quote: "the spontaneous decrease in the score [in the control group] could be

mination attributed to the natural history of depression, which waxes and wanes, but
a contaminant effect of counselling cannot be ruled out"; "the effect of sum-
mer holidays occurring during the study period was also considered as possi-
bly causing contamination"

Selective reporting (re- Unclear risk Comment: no selective reporting. but no protocol to assess if this is the case

porting bias)
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Other bias Low risk Comment: none detected
Araya 2003

Study characteristics

Methods Study design: RCT

Duration of study: March 2000 to March 2002

Participants Country: Chile
Income classification: upper-middle income
Geographical scope: deprived urban areas in Santiago
Healthcare setting: PC facilities that were underfunded and insufficiently resourced
Mental health condition: women with persistent depression
Population: women
1. Age: 18 to 70 years
2. Gender: female
3. Socioeconomic background: most were housewives from deprived areas
4. Inclusion criteria
a. Age 18 to 70 years
b. Current major depression illness (2 screenings of GHQ-12 with score > 5 at 2-week interval)
c. Female PHC patients
5. Exclusion criteria

a. Women who had psychiatric consultation or admission to hospital in the 3 months before baseline
interview

b. Current psychotic symptoms
c. Serious suicide risks
d. History of mania

e. Alcohol abuse

Interventions Stated purpose: to compare the effectiveness of a stepped-care programme vs usual care in primary
care management of depression in low-income women in Santiago, Chile

INTERVENTION (n =120)

Name: Stepped Care

Delivered by: professionals (PHPs and CPs)

Title/name of PW and number: PC physician and group leaders (non-medical workers)

1. Selection: Group leaders and doctors - both were employed at local PHC units selected for the study
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2. Educational background: group leaders included a nurse or a social worker. Doctors had a medical
degree

3. Training
a. Group leaders - 12-hour training by principal investigator psychiatrist
b. Content - not specified

c. Doctors - 4-hour training by psychiatrist to understand the brief pharmacotherapy protocol (medical
algorithm of fluoxetine, amitriptyline, imipramine) and initial and follow-up assessments

4. Supervision

a. Group leader - 8 hours of supervision by principal investigator over the course of the intervention
6. Incentives/remuneration: none, as they are employees

Intervention details

1. Duration/frequency: psychoeducation: 7 weekly sessions and 2 booster sessions (weeks 9 and 12),
each lasting 75 minutes; groups of 20 participants

2. Content of intervention: group leaders provide psychoeducation, which consists of information

on symptoms, causes of depressions, treatments available, positive activities, problem-solving tech-
niques, basic cognitive and relapse-prevention techniques; patients are given a manual on session con-
tents and examples/exercises; follow-up by group leaders: monitoring medication adherence, atten-
dance at follow-up visits for patients receiving pharmacotherapy. They also refer to the doctor if HDRS
score > 12 at 6 weeks with psychoeducation; doctors: detect and diagnose using their brief pharma-
cotherapy protocol, then prescribe according to the medical algorithm (which includes use of fluoxe-
tine, amitriptyline, or imipramine), then follow-up with patients

CONTROL (n =120): usual care: normally available services in PC clinic: included antidepressant med-
ication, referral to specialist (usually takes 2 months to be seen by psychiatrist); given guidelines on
treating depression in PC before initiation of study. No services restricted/withheld

CO-INTERVENTIONS: none

Outcomes

Patients

1. GHQ-12 screening

2. MINI

3. Diagnosis for DSM-IV

4. HDRS* - Severity of depression, SF-36 - scores for mental health, emotional role, social functioning,
vitality.

Carers

None

Process/health workers
None

Economic outcomes

None

(*study's primary outcomes)

Time points: baseline, 3 months, 6 months

Notes

Source of funding: US National Institute of Mental Health
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Notes on validation of instruments (screening and outcomes): all instruments validated

Additional information: information from authors: no study protocol, so unable to check primary

and secondary outcomes. Declarations of interest - Araya R received payment from Wyeth for conduct-
ing a workshop. Rojas G received payment from Wyeth and Servier, and Fritsch R received payment
from Wyeth for participation in clinical trials. Simon G received research grants from Eli Lilly and Solvay

Pharmaceuticals

Handling the data: as per footnotes in data and analysis

Prospective trial registration number: none (only National Institute of Mental Health proposal)

Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Quote: "randomisation of patients was stratified by clinic, done in blocks of 20
tion (selection bias) using computer-generated random number"
Comment: probably done
Allocation concealment Low risk Quote: "individuals who recruited patients were neither involved in nor aware
(selection bias) of the procedure used to generate allocations. Allocations in numbered sealed
envelopes in each clinic and opened by an individual who had not recruited
patients"
Comment: probably done
Blinding of participants Unclear risk "Individuals who recruited patients were neither involved in nor aware of the
and personnel (perfor- procedure used to generate allocations. Allocations in numbered sealed en-
mance bias) velopes in each clinic and opened by an individual who had not recruited pa-
All outcomes tients"
Blinding of outcome as- Low risk Quotes: "at baseline, a clinician administered the three assessments"; "fol-
sessment (detection bias) low-up interviews were done by an independent clinician blinded to treatment
all outcomes assignment";
"rates of participation in the intervention programme were high, and partici-
pation in blinded outcome assessments exceeded 85% in both groups"
Baseline outcome mea- Low risk Comment: similar baseline outcome measurements. No adjustment therefore
surements similar needed
Baseline characteristics Low risk Comment: similar baseline characteristics
similar?
Incomplete outcome data  Low risk Comment: 3 months: 18 (stepped care) vs 11 (usual care); 6 months: 16 vs 13
(attrition bias) out of 120 patients in each group. This represents more than 80% follow-up
Efficacy data rate
Incomplete outcome data  Unclear risk Author information: "there was a record kept [of adverse outcomes] but do not
(attrition bias) know where it is"
Safety data (e.g. adverse
events)
Protection against conta- High risk Comment: 3 clinics that can have both intervention and control people and
mination the same GP could be delivering both interventions, so theoretical risk of cont-
amination
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Selective reporting (re- Unclear risk Comment: no protocol. Study author suggests all outcomes reported
porting bias)

Other bias Low risk None
Arjadi 2018
Study characteristics
Methods Study design: community-based country-wide 2-group randomised controlled trial

Duration of study: recruitment from September 2016 to May 2017. Intervention for 8 weeks. Follow-up
at 10 weeks

Participants Country: Indonesia
Income classification: low-middle income from 2016 to 2017
Geographical scope: predominantly urban/suburban from Java and Sumatra
Healthcare setting: general community
Mental health condition: depression
Population
1. Age:= 16 years
2. Gender: both
3. Socioeconomic background: 31.1% employed in the past year
4. Inclusion criteria
a. Meet cutoff score = 10 on PHQ-9 (Kroenke, Spitzer, & Williams, 2001)

b. Meet criteria for diagnosis of major depressive disorder or persistent depressive disorder on SCID-5
(First, Williams, Karg, & Spitzer, 2015)

c.Age = 16 years

d. Proficient in Indonesian language

e. Have fluency to use the Internet

5. Exclusion criteria

a. Current or previous mania or hypomania episode
b. Current or previous psychotic disorder

c. Current substance use disorder

d. Current acute suicidality

e. Currently following weekly or more intensive psychological intervention (non-medication) for mental
health complaints

Interventions Stated purpose: to examine the effectiveness of Internet-based intervention guided by lay counsellors-
for depression

INTERVENTION (n =159)
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Name: Guided Act and Feel Indonesia (GAF-ID)

Delivered by: LHW

Title/name of PW and number: lay counsellors

1. Selection

a. Age between 20 and 40 years with no restriction on gender

b. Minimum senior high school education

c. Willing to participate fully during trial process

d. No professional background as mental health specialist

e. Willingness to participate in training for lay counsellor in this study
2. Educational background: minimum senior high school education

3. Training: all lay counsellors receive 2 days of intensive training, during which all features of Inter-
net-based BA are discussed and role-plays are conducted. Other technical issues addressed during
training include how to handle technical problems that may arise, how to handle participants with low
motivation, and how to monitor suicidality or other serious deteriorations during the intervention.
Printed training modules are provided to help with tasks during the trial

4. Supervision: lay counsellors were supervised by a licensed clinical psychologist during their work.
5. Incentives/remuneration: not mentioned
Intervention details

1. Duration/frequency: GAF-ID is offered in a secure online environment and consists of a series of 8
structured modules that can be completed over 8 weeks

2. Content of intervention: content of GAF-ID programme is based on face-to-face BA intervention [7]
and on Dutch online BA intervention, called “Act and Feel”. Programme consists of a series of 8 week-

ly structured modules that can be completed in 30 to 45 minutes per module, including psychoeduca-
tion about depression and basic background of behavioural activation, monitoring mood and behav-
iour or activities, expansion of potential mood-independent pleasurable activities, overcoming difficul-
ties during the process, gaining insight into the effect of avoidance behaviour, and building a strategy
for relapse prevention

CONTROL: ‘online minimal psychoeducation’ (n = 154)

Minimal PE is presented as a short, online leaflet consisting of basic information about depression and
basic tips on how it can be addressed, representing information that can be easily and freely accessed
online outside of this programme

Outcomes Patients

Primary measure
Self-reported symptoms of depression at post treatment, 10 weeks from baseline, measured on Patient
Health Questionnaire-9 (PHQ-9)
Secondary measures
1. Rate of remission/recovery of depression (major depressive disorder or persistent depressive disor-
der) using Structured Clinical Interview for DSM-5 (SCID-5; First et al., 2015)
2. Inventory of Depressive Symptomatology Self-Report (IDS-SR; Rush, Gullion, Basco, Jarrett, & Trive-
di, 1996; Rush et al., 1986)
3. Fear Questionnaire (FQ; Marks & Mathews, 1979)
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4, Multi-dimensional Scale of Perceived Social Support (MSPSS; Zimet, Dahlem, Zimet, & Farley, 1988)
5. Brief version of WHO Quiality of Life (WHOQOL-BREF; The WHOQOL Group, 1998)

Potential mediators and moderators

1. Visual analogue scale (VAS) of mood (1-item mood scale; van Rijsbergen, Bockting, Berking, Koeter,
& Schene, 2012)

2. Positive and Negative Affect Scale (PANAS; Watson, Clark, & Tellegen, 1998)
3. Behavioral Activation for Depression Scale Short Form (BADS-SF; Manos, Kanter, & Luo, 2011)
4, Life-events Scale (Garnefski, Kraaij, & Spinhoven, 2001)

5. History of depressive disorders (major depressive disorder and persistent depressive disorder) and
trauma- and stressor-related disorders as assessed using SCID-5 interview (First et al., 2015)

6. Childhood Trauma (self-developed)
Carers

None

Process/health workers

None

Economic outcomes

None

Time points: baseline, post intervention (10 weeks from baseline), follow-up (3 months and 6 months
from baseline)

1. Bi-weekly/once every 2 weeks (weeks 2, 4, 6, 8): primary outcome, selection of potential mediators
and moderators (VAS, PANAS, BADS-SF)

2. Post intervention (t0 + 10 weeks): primary outcome, all secondary outcomes, selection of potential
mediators and moderators (VAS, PANAS, BADS-SF)

3. Follow-up (t0 + 3 months): primary outcome, all secondary outcomes (except SCID-5 interview), se-
lection of potential mediators and moderators (VAS, PANAS, BADS-SF)

4, Follow-up (t0 + 6 months): primary outcome, all secondary outcomes (except SCID-5 interview), se-
lection of potential mediators and moderators (VAS, PANAS, BADS-SF)

Notes Source of funding: Indonesia Endowment Fund for Education (Lembaga Pengelola Dana Pendidikan),
Ministry of Finance, Republic of Indonesia

Additional information: www.actandfeelindonesia.com; www.actandfeel.com. Declarations of inter-
est - MHN reports travel expenses and speaker honoraria for lectures or clinical training workshops
paid for by mental health centres. CLHB is a member of the Dutch multi-disciplinary guideline for anx-
iety and depression, a co-editor of PLoS One and European Psychology, a member of the scientific
board in the Dutch national statutory insured package, for which she receives an honorarium, and has
received honoraria for keynote addresses at the European Association for Behavioural and Cognitive
Therapies, the European Psychiatry Association, and the European Conference Association, and for
clinical training workshops (paid by mental health centres), and receives book royalties

Handling the data: as per footnotes in data and analysis

Prospective trial registration number: Nederlands Trial Register (www.trialregister.nl): NTR5920

Risk of bias

Bias Authors' judgement  Support for judgement
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Random sequence genera-  Low risk Quote: "randomization will be performed within in a permuted block design.

tion (selection bias) The size of the blocks and the exact strata are not revealed in this design pa-
per, so that the underlying algorithm remains unpredictable for the research
assistants, but it is stated on the trial registration"

Allocation concealment Low risk Randomisation performed by research assistant at the start of the study

(selection bias)
Quote: "as participants are screened into the study, they will be randomized
using a web-based program that was built for this trial. Randomization will be
performed within in a permuted block design. The size of the blocks and the
exact strata are not revealed in this design paper, so that the underlying algo-
rithm remains unpredictable for the research assistants, but it is stated on the
trial registration”

Blinding of participants Low risk Participants were not informed whether their assigned treatment was inter-

and personnel (perfor- vention or control

mance bias)

All outcomes

Blinding of outcome as- Low risk Research assistants performing SCID 5 were not aware of participants' assign-

sessment (detection bias) ments and participants were asked not to inform them

all outcomes
Quote: "this study is single-blind: the research assistants, who will be involved
in conducting the clinical interviews after randomization, will be blind to the
treatment condition and the participants will be asked not to reveal their
treatment condition during the interview. Research assistants who perform
the assessments are not involved in the intervention process and they will be
asked to guess the treatment allocation per participant”

Baseline outcome mea- Unclear risk UNCLEAR: only baseline PHQ-9 (primary outcome) results were reported.

surements similar SIMILAR: baseline results of secondary outcomes: IDS-SR, FQ, MSPSS and
WHO-QOL-BREF were not reported

Baseline characteristics Low risk Baseline age, gender, ethnicity, place of residence, area, marital status, edu-

similar? cational level, socioeconomic status, occupation, comorbidity with PTSD and
anxiety were similar across both groups

Incomplete outcome data  High risk More dropouts in intervention group than in control group; a number of

(attrition bias) dropouts in both groups due to lack of improvement, several dropouts had

Efficacy data no quoted reason - participants who dropped out may have had an impact on
study outcomes if they had stayed on. Higher dropout in intervention group
likely to change results
Quote: "the drop-out rate was higher in the intervention group than in the con-
trol group, a pattern that is frequently reported in studies of Internet-based in-
terventions. The increased frequency of dropout in the intervention group in
our study was probably because of the greater demands put on participants in
the GAF-ID group compared with those in the psychoeducation group."

Incomplete outcome data  Low risk Low: "no adverse events were reported in either group"

(attrition bias)

Safety data (e.g. adverse No adverse events happened

events)

Protection against conta- Low risk GAF-ID intervention available only on a secure online platform. Lay support

mination not provided to participants in the control group. Contamination unlikely

Selective reporting (re- High risk Not all relevant outcomes from protocol reported: PANAS (Positive and Nega-

porting bias) tive Affects)
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Arjadi 2018 (continued)

Other bias Low risk No other sources of bias found

Ayoughi 2012

Study characteristics

Methods Study design:RCT

Duration of study: recruitment September to October 2009, intervention for 5 to 13 weeks, follow-up
at 3 months; study concluded in March 2010

Participants Country: Afghanistan
Income classification: low income from 2009 to 2010

Geographical scope: in Balkh Province of Afghanistan, in its capital Mazar-e-Sharif, 320 km northwest
of Kabul, urban

Healthcare setting: PC facility

Mental health condition: depression

Population

1. Age: =14 years

2. Gender: both (but all men dropped out, so only females in study sample)

3. Socioeconomic background: more than 30 years of war has disrupted the lives of 2 generations of
people; most were unemployed - intervention group 83.9%, control group 96.7%; most have no educa-
tion

4. Inclusion criteria
a. Adults, aged 18 years or over with score = 11 on Patient Health Questionnaire (PHQ-9)

b. Confirmed 5th edition of Diagnostic and Statistical Manual of Mental Disorders (DSM-V) diagnosis of
depression using the Composite International Diagnostic Interview (CIDI)

¢. Informed consent provided
5. Exclusion criteria

a. Schizophrenia

b. Mental retardation

c. Neurological disorder

Interventions Stated purpose: to assess common treatment for mental health patients in Afghanistan
INTERVENTION (n=31)
Name: Psychosocial Counselling
Delivered by: lay PHWs

Title/name of PW and number: psychosocial counsellors (N = 30 trained and deployed at local health
care centres in North Afghanistan, with N = 3 at a counselling centre at Mazar-e-Sharif)

1. Selection: not mentioned
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2. Educational background: not mentioned

3. Training: 3.5 months of intensive training ending with a final examination, ensuring the required
quality standard of counsellors set by the Ministry of Public Health. Training provided by experienced-
local physicians who had been trained as psychosocial counsellors in an extensive, 2-year training pro-
gramme for psychosocial counselling in 2005/2006 and gathering considerable experience in coun-
selling thereafter

4, Supervision: research team based in Kabul
5. Incentives/remuneration: employed at clinic
Intervention details

1. Duration/frequency: first 5 held over 5 weeks. Each session 45 to 60 minutes long; in case of clinical
necessity, up to 8 additional counselling sessions could be added, following selected intervention mod-
ules of cognitive-behaviour therapy. Supervising team needed to agree on whether patient required
additional sessions

2. Content of intervention: approach has been developed and adapted to the sociocultural background
of Afghanistan. Watzlawick's short-term therapy and Antonowsky's salutogenetic approach lie at the
core; selected intervention modules of cognitive-behaviour therapy have additionally been included.
Resource- and problem-solving approach that aims at restoring self-efficacy and developing resources,
enabling patients to re-participate in their daily life in a satisfying and responsible way. Approach is
geared towards improving patients' general mental, physical, social, and spiritual health. Emphasis

on a sense of coherence, covering comprehensibility, manageability, and meaningfulness; followed
treatment guidelines in the manual "Professional Package for Psychosocial Counsellors working in the
BPHS in Afghanistan"; no medication prescribed

CONTROL: routine medical treatment (n = 30)

Usual medical treatment was carried out by 4 local physicians, who regularly examined patients in the
control group and prescribed medication. We agreed with them on a weekly appointment and precise
documentation on prescribed medication. This intervention can be described as usual treatment with-
in the Basic Public Health Care System for patients reporting mental suffering and psychosocial prob-
lems. Routine medical treatment by local physicians started immediately after initial expert interview.
Patients receiving medical care were treated at local health care centre for the following 3 months

CO-INTERVENTIONS: nil

Outcomes

Patients

1. HSCL Depression Score

2. HSCL Anxiety Score

3. MINI diagnosis of major depression
4. Screening for depression change between pretest and follow-up
Carers

Nil

Process/health workers

Nil

Economic outcomes

None

Time points: baseline, 3 months post baseline (*intervention length for intervention /counselling
group =5 to 8 weeks, intervention length for control/medication group =3 months)
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Ayoughi 2012 (Continued)

Notes Source of funding: EU Delegation in Kabul
Notes on validation of instruments (screening and outcomes): all validated
Additional information: declarations of interest - none
Handling the data: as per footnotes in data and analysis
Prospective trial registration number: ClinicalTrials.gov Identifier: NCT01155687
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  High risk Judgement comment: not completely random, as every other day
tion (selection bias)
"Our team allocated the participants to one of the treatment conditions based
on a daily alternation routine, meaning that alternately, one day patients were
allocated to the medication group, and the next day to the counselling group"
Allocation concealment High risk Judgement comment: randomisation was not concealed
(selection bias)
Blinding of participants Unclear risk Patients and assessors were all aware of treatment allocation, but this may not
and personnel (perfor- have influenced results
mance bias)
All outcomes
Blinding of outcome as- High risk "The interviewers who carried out the follow-up test were not fully blind to
sessment (detection bias) the treatment condition as the two types of intervention (psycho- vs pharma-
all outcomes cotherapy) were very different and thus sometimes revealed through unsolicit-
ed information given by the patient. Moreover, although the knowledge about
the treatment condition was not updated before follow-up, we cannot rule out
that the expert-interviewer still remembered the treatment condition of some
patients"
Baseline outcome mea- Unclear risk Yen - LOW: similar baseline HSCL depression, HSCL anxiety, MINI, screening for
surements similar depression, psychosocial stressors, and coping mechanisms results in both
groups
Nadja - HIGH: OK apart from how many people were on medication (none in
psychosocial counselling and 29 in control (medication only))
Baseline characteristics Low risk Baseline gender, ethnicity, religion, marital status, education, employment,
similar? number of people living in the household, medication, and age all showed no
statistically significant difference
Incomplete outcome data  Unclear risk Yen - LOW: efficacy analysis; analysis was carried out with and without partici-
(attrition bias) pants who dropped out; there was no difference in treatment effect
Efficacy data
Nadja - UNCLEAR: no access to protocol to check
Protection against conta- Unclear risk Judgement comment: Yen - LOW: psychosocial counselling (intervention) and
mination usual medical care (control) delivered by different providers, and psychosocial
counselling programme highly specialised, making contamination between
groups unlikely, even though they may have lived in the same area and re-
ceived treatment at centres close to one another. Nadja - UNCLEAR: although
in the same clinic, it would not be possible for control group to be contaminat-
ed by psychosocial counselling, unless hearing indirectly about it from friends
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who may be included in the intervention arm. Given the 2 arms are in the same
clinic, contamination is possible

Selective reporting (re- Low risk All outcomes planned in clinical trial protocol were reported in this article
porting bias)

Other bias Low risk No other sources of bias were found
Barfar 2017

Study characteristics

Methods Study design: RCT

Duration of study: 12 months; 2010 to 2011

Participants Country: Iran
Income classification: upper-middle income in 2010 to 2011
Geographical scope: urban
Healthcare setting: 3 university-affiliated hospitals and participants’ homes

Mental health condition: serious mental disorders (schizophrenia, schizoaffective disorder, bipolar |
disorder)

Population (mention whether patient, carer, or dyad)

1. Age: 15 to 65 years

2. Gender: both

3. Socioeconomic background: more than 60% of participants were unemployed
4. Inclusion criteria

a. Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition (DSM-1V), diagnosis of schizo-
phrenia, schizoaffective disorder, or bipolar | disorder

b. Age 15 to 65

c. Previous history of psychiatric hospitalisation(s)
d. Residing in catchment area of the hospital

5. Exclusion criteria

1. Mental retardation

2. Severe organic condition

3. Non-Farsi-speaking

Interventions Interventions

Stated purpose: to determine whether providing services for patients with severe mental disorders
(schizophrenia, schizoaffective, and bipolar | disorder) through an Aftercare Service programme im-
proves quality of life and global functioning, increases patient satisfaction, and is cost-effective when
compared with routine conventional care

INTERVENTION 1 (n = 80)
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Name: Aftercare Service (2 groups, analysed together)
Delivered by: professionals (PHPs and CPs)

Title/name of PW and number: general practitioner (GP), social worker, case manager; number not
specified

1. Selection: GP and social worker with experience in psychiatric home health care
2. Educational background: not specified
3. Training: specially trained; no details given

4. Supervision: for home visiting team, care plan was established and reviewed by faculty member psy-
chiatrist, and weekly meetings were held with psychiatrists to discuss problems and to establish deci-
sions.

Intervention details: home visits by general practitioner and social worker for 25 patients who were
non-compliant, were difficult to engage, and/or had high service use (home visiting care group). Tele-
phone follow-up by case manager for 55 patients who did not meet above requirement for home visit-
s (telephone follow-up group)

1. Duration/frequency: monthly home visit (home visit team), phone calls before monthly outpatient
follow-up (telephone follow-up group), psychoeducation sessions (frequency not specified), interven-
tion duration 1 year

2. Content of intervention: home visiting care included assessing patients, co-ordinating care, man-
aging symptoms/medication, prescribing and adjusting medications, ensuring compliance, educat-
ing patient and family about the illness and about medications and warning signs of a relapse, recog-
nising early phases of a relapse, managing a relapse (which may involve raising medication dosage or
referring for hospital admission), and guiding the family on how to access supportive and community
resources. Telephone follow-up involved telephone calls by a case manager to encourage patients to
attend outpatient clinic at the hospital for monthly follow-up visits by a resident of psychiatry or a gen-
eral practitioner, where medication management and patient education were provided. Both groups
received family psychoeducation and social skills training in individual (in-home visiting care) or group
format (telephone follow-up, 6 sessions)

CONTROL (type and descriptions) (n = 80)

Existing services provided by outpatient or inpatient services inside or outside hospitals that might be
contacted by patients. Outpatient services included visits by a psychiatric resident at the hospital who
prescribed medications for the patient. No active follow-up or any form of rehabilitation services

CO-INTERVENTIONS: nil

Outcomes Patients
1. 1-Year rehospitalization rate*
2. Clinical Severity Index (CGI)
3. Global Functioning (GAF)
4. General symptoms of psychosis (PANSS)
5. Positive symptoms of psychosis (PANSS)
6. Negative symptoms of psychosis (PANSS)
7. Total symptoms of psychosis (PANSS)
8. Depression (HDRS)

9. Mania (YMRS)
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10. Quality of life (WHOQOL-BREF)

Carers

Nnil

Process/health workers
CSQ-8: Satisfaction
Economic outcomes

1. Intervention costs

2. Patient and family costs
3. Total costs

4.Tables3,4,and 5

(asterisk for study's primary outcomes; star: outcomes that we have not reported in this review)

Time point: 0 months

Notes

Source of funding: Mental Health Office at Ministry of Health and Tehran University of Medical

Sciences

Notes on validation of instruments (screening and outcomes): validated

Additional information: Hajebi et al. A multicenter randomized controlled trial of aftercare services
for severe mental illness: study protocol. BMC Psychiatry 2013;13:17. Declarations of interest - none

Handling the data: nil

Prospective trial registration number: IRCT201009052557N2

Risk of bias

Bias

Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Low risk "A total of 160 post-discharge eligible patients were randomized into two
equal patient groups using stratified balanced block randomization method. A
psychiatrist at the center stratified patients by sex and severity of illness in an-
effort to insure that equal numbers of similar patients were allocated to each

group"

Allocation concealment
(selection bias)

Unclear risk Allocation of participants between arms of the study was equal (allocation ra-
tio 1:1). Randomisation was provided by an independent statistician at the
medical university. Eligible patients were assigned to intervention or control
(TAU) groups by stratified balanced block randomisation method with alloca-
tion concealment. A psychiatrist at each centre was responsible for conceal-
ment procedures. It is unclear how allocation was concealed

Blinding of participants
and personnel (perfor-
mance bias)
All outcomes

Unclear risk The nature of such services prevents adequate blinding of participants. It was
not possible to blind raters who will perform follow-up evaluations on cases
and controls because of direct contact with patients when rating them. It was
not possible to conceal knowledge of allocation to groups. Lack of blinding of
personnel and participants may not have influenced study results

Blinding of outcome as- High risk Blinding of outcome assessors was not performed
sessment (detection bias)
all outcomes
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Baseline outcome mea- Unclear risk Baseline outcomes have been clearly reported in the table. Although similar
surements similar between groups, it is unclear whether any differences were adjusted for during
analyses
Baseline characteristics Low risk Patients in experimental and control groups were comparable at baseline with

similar?

regard to demographic and clinical data, with no significant differences (Table

1)
Incomplete outcome data  Low risk The proportion of missing data was similar in intervention and control groups
(attrition bias) and therefore was unlikely to bias the results
Efficacy data
Incomplete outcome data  Low risk The proportion of missing data was similar in intervention and control groups
(attrition bias) and was not linked to adverse events
Safety data (e.g. adverse
events)
Protection against conta- Unclear risk As control group received treatment as usual with visits from psychiatrists, it is
mination unclear whether communication between intervention and control could have
occurred
Selective reporting (re- Low risk All outcomes reported in trial protocol and registry have been reported
porting bias)
Other bias Low risk No other biases were present
Barron 2013
Study characteristics
Methods Study design: RCT

Unit of allocation: individual

Duration of study: not given

Participants

Country: Palestine

Income classification: lower-middle income
Geographical scope: urban

Healthcare setting: school

Mental health condition: PTSD

Population (mention whether patient, carer, or dyad)
1. Age: 11to 13 years

2. Gender: female and male

3. Socioeconomic background: participants are from Nablus, an area with high levels of ongoing vio-
lence and high levels of poverty

4. Inclusion criteria (including threshold cut off score of measurement tool)

a. 10 students with highest CRIES-13 scores in each class were selected for participation in the study
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5. Exclusion criteria: not reported

Interventions Stated purpose: to assess the Teaching Recovery Techniques (TRT) trauma recovery programme with-
in the context of ongoing violence

INTERVENTION (n = 83)

Name: TRT

Delivered by: community professional (CP)
Title/name of PW and number: school counsellors - 14
1. Selection: not described

2. Educational background: not described

3. Training (contents, duration, by whom): school counsellors received 3 days of training in programme
delivery by 2 expert trainers from the Children and War Foundation covering programme values, con-
tent, and processes. Training method: information giving, modelling, experiential learning, reflection,
feedback

4. Supervision: 2 counsellors present during programme delivery - 1 to present and the other to ob-
serve

Intervention details (according to PHW/CWs and whether aimed at carers and/or patients)

1. Duration/frequency: sessions were delivered over 5 consecutive weeks. Each session lasted 1 hour
and 30 minutes

2. Content of intervention (by type of health worker and per patient/carer): this cognitive-behavioural-
programme includes 5 sessions that focus on normalising trauma and strategies for intrusive memo-
ries, hyperarousal, and avoidance symptoms of PTSD. The fifth session focuses on children’s response
to loss

CONTROL (n =50)

Students in wait-list. Participants in wait-list received their usual social education curriculum involving
art, civic education, geography, history, and national education; intervention group experienced TRT

CO-INTERVENTIONS: none

Outcomes Patients
1. (CRIES-13)*
2. Depression (Depression Self-rating Scale for Children (DSRS*))

3. Traumatic grief (Traumatic Grief Inventory for Children (TGIC*), Impact on School Performance
Scale (ISPS), Strength and Difficulties Questionnaire (SDQ), Exposure to War Stressors Questionnaire
(EWSQ))

4. Students’ subjective experience of programme delivery was assessed through a random sample fo-
cus group of 10 students

Carers
None
Process/health workers

1. Programme fidelity was assessed by counsellors and observers (n = 18) completing a fidelity ques-
tionnaire following programme delivery
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2. Counsellors’ subjective experience was assessed through a focus group of the 9 intervention group-
counsellors

Economic outcomes (and where these can be found, e.g. ref or table number)
None
(asterisk for study's primary outcomes; star: outcomes that we have not reported in this review)

Time points: baseline, 2 weeks post intervention

Notes Source of funding: The Children and War Foundation
Notes on validation of instruments (screening and outcomes): all validated
Additional information (e.g. provided by authors, existence of a published study protocol): pilot
to Barron 2016. Declaration of interests - none
Handling the data (e.g. imputed values/other calculations we have made): all measures and sub-
scales were analysed using paired t-tests (pre/post-test) and analysis of covariance comparing inter-
vention and wait-list groups. The Tukey HSD (honestly significance difference) test was used in conjunc-
tion with ANOVA to check for differences between classes. In the meta-analysis, only students with re-
sults above the cutoff before intervention in both arms were considered (53 in the intervention group,
25 in the control group)
Prospective trial registration number: not given
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  High risk Quote: "twenty school counselors were trained in TRT and then randomly as-
tion (selection bias) signed by the principal researcher (names on cards and blindly selected from a
container) to intervention and wait-list control groups"
Judgement comment: "name on cards and blindly selected from a container";
"simple method but acceptable during the complex environment where the
study took place. The problem is that they didn't randomize students in differ-
ent classes" (page 309); "the remaining 14 counsellors each identified a school
class of at least 40 11-13-year-old students"
Allocation concealment High risk Judgement comment: principal investigator was involved in allocation of
(selection bias) counsellors; schools were not randomised
Blinding of participants Unclear risk No information given
and personnel (perfor-
mance bias)
All outcomes
Blinding of outcome as- Unclear risk No mention of blinding in this report
sessment (detection bias)
all outcomes
Baseline outcome mea- High risk Page 312-313: "a comparison between the intervention and wait-list groups
surements similar at pre-test showed significantly higher levels of posttraumatic stress, nega-
tive school impact, and mental health difficulties in the intervention group (P
<0.05), regardless of inclusion or exclusion of the high exposure class in the
analysis. Levels of traumatic grief and depression were matched across both
groups"; and further, page 313: "significant variance between the intervention
and wait-list groups at pre-test"
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Baseline characteristics
similar?

Unclear risk Limited information provided. No differences in age

Incomplete outcome data  Unclear risk Page 311: "seven intervention students were omitted due to incomplete pre-
(attrition bias) test data (see Figure 1)"; instead, no dropouts in the control group; not clear
Efficacy data why data were missing or how this would impact analyses
Protection against conta- Low risk Judgement comment: allocation by school
mination
Selective reporting (re- Unclear risk No reference to protocol or to online trial registration. Results are not reported
porting bias) numerically in a clear way in a table
Other bias Low risk No further bias identified
Barron 2016
Study characteristics
Methods Study design: RCT

Unit of allocation: individual

Duration of study: started at beginning of 2015. End not clear

Participants

Country: Palestine
Income classification: lower-middle income

Geographical scope: rural. 10 villages (Jabaa, Hezma, Anata, Bo Dees, Bethany, Bir Nabal-
a, Qatana, Shuafat, Alram, Biet Anan) near East Jerusalem along the separation wall

Healthcare setting: school

Mental health condition: PTS

Population (mention whether patient, carer, dyad): adolescents

1. Age: 11to 15 years

2. Gender: both

3. Socioeconomic background: lived in area with high military presence

4. Inclusion criteria (including threshold cutoff score of measurement tool)

a. Participants were randomly selected from 10 randomly selected high schools (70 in the geographical
area) situated in 10 villages

b. Students fulfilling criteria indicative of PTSD on the CRIES-8, that is, score = 17 on intrusion and
avoidance subscales

5. Exclusion criteria

a. Not specified

Interventions

Stated purpose: to assess effects of a cognitive-behavioural group intervention, Teaching Recovery
Techniques (TRT), for adolescents with high levels of post-traumatic stress (n = 154) from villages in oc-
cupied Palestine
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INTERVENTION: Teaching Recovery Technique (n =75)
Delivered by: community professional (CP)
Title/name of PW and number: school counsellors - 1
1. Selection: not specified

2. Educational background: not specified

3. Training (contents, duration, by whom): school counsellors received 3 days of training in programme
delivery by 2 expert trainers from the Children and War Foundation covering programme values, con-
tent, and processes. Training methods included information giving, modelling, experiential learning,
reflection, and feedback

4. Supervision: counsellors met monthly in pairs and in small groups for supervision to prepare and re-
flect on lesson delivery

Intervention details: TRT programme was developed by the Children and War Foundation, Bergen
1. Duration/frequency: 5 sessions, duration not stated

2. Content of intervention (by type of health worker and per patient/carer): Teaching Recovery Tech-
nique. This cognitive-behavioural programme includes 5 sessions that focus on normalising trauma
and strategies for intrusive memories, hyperarousal, and avoidance symptoms of PTS. The group-de-
livered programme, based on CBT, focuses specifically on children’s symptoms of PTSD. The 5 sessions
help students to understand the causes of trauma and to recognise signs and symptoms. Adolescents
are taught a range of coping skills to stop flashbacks and other intrusive images, sounds, or smells. Stu-
dent hyperarousal is addressed through stabilisation and relaxation techniques and phobic avoidance-
behaviour is gradually desensitised through use of relaxation with anxiety and anger hierarchies

CONTROL (n =64)

No care. Wait-list includes students who were not in the intervention. Participants in wait-list received
their usual social education curriculum involving art, civic education, geography, history, and national
education; intervention group experienced TRT

CO-INTERVENTIONS: none

Outcomes Patients
1. Exposure to War Stressors Questionnaire (EWSQ)
2. CRIES-13*
3. Depression Self-Rating Scale (DSRS)*
4. Adolescent Dissociative Experiences Scale (ADES)*
Carers
None
Process/health workers
Programme fidelity measured through presenter self-report and observer report of programme deliv-
ery (page 968)
Economic outcomes (and where these can be found, e.g. reference or table number)
Assessment of future TRT delivery and evaluation; analysis of costs was calculated for 10 counsellor-
s and 2 local rather than international trainers delivering TRT within their own geographical location
(can be found within the paper page 968)
(asterisk for study's primary outcomes; star: outcomes that we have not reported in this review)
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Time points: baseline, 2 weeks post intervention

Notes Source of funding: Children and War Foundation
Notes on validation of instruments (screening and outcomes): none
Additional information (e.g. provided by authors, existence of a published study protocol): decla-
ration of interests - none
Handling the data (e.g. imputed values/other calculations we have made): omnibus multi-variate
analyses were conducted on all standardised measures and subscales. Following analysis of interven-
tion and wait-list data from participants who completed the TRT and from pretest and post-test mea-
sures (n = 139), an intention-to-treat analysis (ITT) was conducted on all participants in both condi-
tions, when at least pretest data were available. A conservative estimate of treatment was used when
participant pretest scores were also used as post-test scores. An ITT effect size analysis was then con-
ducted on PTSD, depression, and dissociation between intervention and wait-list participants
Prospective trial registration number: not provided
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Quote: "school counselors randomly allocated adolescents to TRT and wait list
tion (selection bias) groups by tossing a coin for each participant"
Judgement comment: tossing a coin is considered random allocation
Allocation concealment Unclear risk Judgement comment: allocation was randomised, but if school counsellors
(selection bias) performed randomisation, this is not concealed. Unclear whether efforts were
made to conceal allocation
Blinding of participants Low risk Participants and personnel were not blinded, but this was unlikely to affect the
and personnel (perfor- outcome
mance bias)
All outcomes
Blinding of outcome as- High risk No information regarding blinding of outcome assessors was given
sessment (detection bias)
all outcomes
Baseline outcome mea- Low risk Similar scores for PTSD symptoms, depression, and dissociation at baseline
surements similar
Baseline characteristics Unclear risk No table. Data not clearly reported. Intervention group was more likely to be in
similar? public female schools and more likely to be female. Depression and exposure
to stressors seemed to be higher among women
Incomplete outcome data  Unclear risk Intention-to-treat analysis. More dropout in waiting-list compared to interven-
(attrition bias) tion group due to military violence (~ 10% across groups). Not clear whether
Efficacy data this would have biased results
Protection against conta- Low risk Judgement comment: students within schools were allocated to 1 of 2 inter-
mination ventions. Students receiving the intervention may have influenced students on
the wait-list, although this is unlikely to have a big impact on results
Selective reporting (re- Unclear risk No reference to protocol or to online trial registration. All items in the methods
porting bias) are also reported in the results
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Other bias Low risk No other sources of bias were found
Bass 2013
Study characteristics
Methods Study design: cluster-RCT (8 villages in control arm, 7 villages in therapy arm)

Duration of study: intervention period lasted from April through July 2011. Follow-up data were col-
lected within 1 month after treatment ended and 6 months later

Participants

Country: Democratic Republic of Congo
Income classification: low income from 2011 to 2012

Geographical scope: 14 villages in South Kivu Province and 2 villages on the border in North Kivu
Province

Healthcare setting: community groups (?NGO office)
Mental health condition: PTSD

Population

1. Age:18to 90 years

2. Gender:female

3. Socioeconomic background: despite regional instability, 80% of women were living in their territo-
ry of origin. As compared with participants in the therapy group, those in the individual-support group
were younger and were less likely to be married, and they lived with fewer people. Marital status is not-
ed with numbers

4. Inclusion criteria

a. Survivor of sexual violence mental health symptom severity cutoff
b. Functional impairment cutoff

5. Exclusion criteria

a. Active suicidality

b. Not living at study site

c. 1village was excluded after training because of concerns regarding competency of interventionist

Interventions

Stated purpose: to evaluate an adaptation of group cognitive processing therapy provided by commu-
nity-based paraprofessionals (psychosocial assistants), supervised by psychosocial staff at a non-gov-
ernmental organisation (NGO) and by clinical experts based in the United States. To evaluate the bene-
fits of adding this therapy to services offered by workers trained only in case management and individ-
ual supportive counselling

INTERVENTION (n =157)

Name: Cognitive Processing Therapy

Delivered by: PHPs

Title/name of PW and number: psychosocial assistants - 15

1. Selection: not specified
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Bass 2013 (Continued)

2. Educational background: all psychosocial assistants had 1 to 9 years of experience providing case
management and individual supportive counselling to survivors of sexual violence and at least 4 years
of post-primary school education

3. Training: all underwent a 5- to 6-day training session conducted in case management and specific
topics, including counselling, family mediation, stress management, clinical care of survivors, and pre-
vention of human immunodeficiency virus infection and other sexually transmitted diseases. Training
provided by the International Rescue Committee (IRC)

4. Supervision: monitoring of services provided by means of monthly visits and reviews of interim mon-
itoring forms. Congolese psychosocial supervisors who were employees of the IRC provided direct su-
pervision to psychosocial assistants through weekly telephone or in-person meetings; a bilingual clini-
cal social worker trained in the United States provided in-country supervision and communicated with
US trainers through weekly calls for supervision and quality assurance

5. Incentives/remuneration: not specified
Intervention details

1. Duration/frequency: cognitive processing treatment included 1 individual session (1 hour) and 11
sessions with six to eight women per group (2 hours each). Each psychosocial assistant con-\currently
led three groups. Participants in the therapy group had access to the psychosocial assistants as desired
outside the therapy.

2. Content of intervention: cognitive processing therapy is a protocol-based therapy for treating de-
pression, anxiety, and PTSD in sexual-violence survivors. The group format was chosen to reach large
numbers of women. We used the cognitive-only model (i.e., without a trauma narrative) because its
efficacy is similar to that of the full version of the therapy, providing greater ease of administration in
groups and greater retention by participants

CONTROL: treatment as usual (n =248)

Support provided by Psychosocial Assistants without training in CPT. When women were informed of
their eligibility, psychosocial assistants invited them to receive individual support services as desired,
including psychosocial support and economic, medical, and legal referrals

CO-INTERVENTIONS: nil

Outcomes

Patients

1. Assessments of combined depression and anxiety symptoms (average score on Hopkins Symptom
Checklist (range, 0 to 3, with higher scores indicating worse symptoms))

2. PTSD symptoms (average score on Harvard Trauma Questionnaire (range, 0 to 3, with higher scores
indicating worse symptoms))

3. Functional impairment (average score across 20 tasks (range, 0 to 4, with higher scores indicating
greater impairment))

Carers

Nil

Process/health workers
Nil

Economic outcomes

Nil

Time points: baseline, end of treatment, 6 months after treatment ended
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Bass 2013 (Continued)

Notes Source of funding: US Agency for International Development Victims of Torture Fund and the World
Bank
Additional information: declarations of interest - Bass J has received travel expenses from the Amer-
ican Red Cross for attending a meeting with the scientific advisory board, Cetinoglu T received travel
expenses for a meeting as advisor to the WHO, was employed by the International Rescue Committee
from Feb 2010 to Sept 2012, and was a board member of the Medecins Sans Frontieres (MSF) Greek Sec-
tion between 2008 (May-June) and 2011 (June-July). No other authors reported any potential conflict-
s of interest
Handling the data: as per footnotes in data and analysis
Prospective trial registration number: NCT01385163

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-  Unclear risk Judgement comment: allocation described as "randomized", but not specified

tion (selection bias) how in protocol or paper

Allocation concealment Low risk Judgement comment: randomisation done at interventionist level.

(selection bias)

From protocol: "randomization will be done at the level of Psychosocial Assis-
tant (PSA). The 19 PSA will be randomly assigned to either receive trainingin
CPT at the beginning of the study, and subsequently provide CPT to their study
participants, or to wait until year 2 to receive the CPT training, and therefore
continue to provide the treatment as usual"

Blinding of participants Low risk Quote: "there will be no blinding in this study"

and personnel (perfor-

mance bias) Judgement: participants and personnel were not blinded; however, clus-

All outcomes ter-randomisation would ensure minimal risk of performance bias because vil-
lages where intervention was given were separate from villages randomised to
usual care

Blinding of outcome as- High risk Interviewers were not blinded. They were included as part of the screening in-

sessment (detection bias) terviews and helped with selection; the same interviewers then collected data

all outcomes invillages

Baseline outcome mea- Low risk Baseline outcomes differed, but effects were adjusted

surements similar
"To assess whether higher baseline scores in the individual-support group
biased the results, we performed sensitivity analyses restrict- ed to women
with baseline HSCL-25 scores higher than 2.0 (84 women in the therapy group
and 171 in the individual-support group) and found that effect sizes remained
greater than 1.0"

Baseline characteristics Low risk Small differences in baseline characteristics

similar?

Incomplete outcome data  Low risk Around 30% completed baseline assessment and 1 follow-up assessment in

(attrition bias) both groups, but only 52% completed baseline and both follow-up assess-

Efficacy data ments in the individual support group compared to 65% in the therapy group.
Difference is unlikely to have changed the outcome significantly

Incomplete outcome data  Unclear risk Safety data not mentioned in the paper. However, it is mentioned in the pro-

(attrition bias) tocol that "any significant worsening of symptoms among any of the partici-

Safety data (e.g. adverse pants will be reported to the IRB [institutional review board], along with the

events) measures taken and the results". This features as incomplete reporting, and
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for the purpose of this heading, it is unclear, as they may have been measured
or not in the actual study

Protection against conta- Unclear risk Judgement comment: professionals were allocated within a clinic or practice,
mination and it is possible that communication between intervention and control pro-
fessionals could have occurred

Selective reporting (re- Unclear risk All relevant outcomes in the methods section are reported in the results sec-

porting bias) tion. Published trial protocol planned for severity of mental health symptoms
as primary outcomes, which were reported, and economic indicators (non-
clinical outcome) as secondary outcomes, which were not reported. Instead,
functional impairment was reported. Also safety data are not mentioned in the
paper. However, it is mentioned in the protocol that "any significant worsen-
ing of symptoms among any of the participants will be reported to the IRB [in-
stitutional review board], along with the measures taken and the results". We
are unsure how much these unreported data would affect the results

Other bias Low risk No other sources of bias were found
Bass 2016

Study characteristics

Methods Study design: RCT

Duration of study: recruitment June 2009 to June 2010. Intervention 3 to 5 months. Follow-up was
performed between 5 and 7 months post baseline

Participants Country:lraq
Income classification: lower-middle income from 2009 to 2011
Geographical scope: Northern Irag, Dohuk region

Healthcare setting: this randomised controlled trial was conducted through primary health clinics
staffed by study CMHWSs

Mental health condition: CMDs with post-traumatic stress

Population: Survivors of Torture and Related Trauma, in Kurdistan, Northern Iraq
1. Age:= 18 years

2. Gender: both

3. Socioeconomic background: most of the sample was married; approximately half reported they were
unemployed

4. Inclusion criteria
a. =18 years of age
b. Residing in the Dohuk governorate

c. Reporting experiences of torture (defined as personally experiencing or witnessing physical torture,
imprisonment, and/or military attacks)

d. *Presenting with significant depressive symptoms

e. Not currently psychotic or actively suicidal
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f. Mentally competent to give consent

g. Significant depression was defined as reporting a total score = 20 on the 20-symptom, adapted Hop-
kins Symptom Checklist (HSCL) depression scale and meeting both of the following specific criteria
necessary for a DSM-IV (Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition) diagno-
sis of a major depressive episode: crying or feeling depressed most or all of the time in the last 2 weeks,
and loss of interest in sex or loss of interest in things generally (as evidenced by being unable to enjoy
festivals and celebrations most or all of the time) in the last 2 weeks

5. Exclusion criteria

a. Nil mentioned

Interventions Stated purpose: to evaluate the impact of a trauma-informed support, skills, and psychoeducation in-
tervention provided by community mental health workers (CMHWs) on depressive symptoms and dys-
function (primary outcomes), as well as on post-traumatic stress, traumatic grief, and anxiety symp-
toms (secondary outcomes)

INTERVENTION (n =159)

Name: counselling intervention

Delivered by: PHPs

Title/name of PW and number: community mental health worker (CMHWs) - 11

1. Selection: CMHWSs were recruited through a joint selection process by the Department of Health in
the Dohuk governorate, the Health Staff Association of Kurdistan, and staff of Heartland Alliance Inter-
national (US based NGO). The main selection criteria were clinical staff from local primary clinics who
had time and expressed an interest in gaining skills in mental health and psychosocial support and had
experience working in rural areas with people who had experienced torture and trauma. 11 CMHWs
were given refresher training on a much-shortened version of the original HAI program that was specif-
ic for survivors of torture and imprisonment. They were presented with 9 counselling techniques and 4
to 6 activities per technique. Training emphasised core clinical skills of empathic reflection, trust build-
ing, emotional expression and regulation, and message of hope and meaning

2. Educational background: These staff, who would become CMHWSs, included pharmacists, nurses, and
physician assistants, and were permanent employees of the Ministry of Health. None of the CMHWSs had
any formal mental health training prior to the HAI project

3. Training: the project used an iterative, participatory action model for curriculum development,
which took several months to complete and included (1) identifying learning needs in collaboration
with Iraqi staff and CMHWSs; (2) gathering information via interviews with Iraqgi staff and CMHWSs to map
curriculum content; (3) drafting the curriculum; (4) testing the curriculum during pilot train-the-train-
er sessions; (5) gathering post-pilot evaluative information to revise training materials; (6) implement-
ing revised training with CMHWs; and (7) providing ongoing evaluation and further refinement. The cur-
riculum development team consisted of US-based adult learning experts and mental health technical
staff, as well as Iraqgi programme staff with diverse expertise in curriculum development, trauma-fo-
cused mental health practice, and Iraqi culture and society. US-educated, licensed clinical social work-
ers facilitated the train-the-trainer programme, and HAI programme staff in Iraq, mainly physicians, fa-
cilitated CMHW training

4. Supervision: monthly on-site group supervision by a psychiatrist (TM) and weekly check-in via mobile
phone. TM available on phone anytime for questions. TM also reviewed clinical notes

5. Incentives/remuneration: not mentioned
Intervention details
1. Duration/frequency: 6 to 12 sessions depending on presenting problems and client progress

2. Content of intervention: time-limited trauma-informed support, skills, and psychoeducation inter-
vention. CMHWs were trained to organise interactions with clients into (1) a preparatory first session
that set the stage for the development of a trusting relationship and engaged the client in the work; (2)
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a series of 4 to 10 “response” sessions in which difficulties related to the principal concerns of PTSD,
depression, anxiety, traumatic grief, and impaired functioning were assessed and strategies were
taught to address them; and (3) a concluding session that focused on exploring progress made in treat-
ment, consolidation of work and skills learned, and planning for the future. The counselling process
was expected to require 6 to 12 sessions depending on presenting problems and client progress

CONTROL: wait-list control (n =50)

Brief monthly check by telephone with instructions to contact CMHWs if symptoms worsened, with re-
ferral if necessary (including transport to psychiatrist or rehabilitation and training centre)

CO-INTERVENTIONS: nil

Outcomes Patients
Adapted and translated versions of
1. Hopkins Symptom Checklist-25 (HSCL-25) (a 25-item version of the HSCL) for symptoms of depres-
sion and anxiety
2. Harvard Trauma Questionnaire (HTQ) for symptoms of post-traumatic stress
3. Inventory of Traumatic Grief for symptoms of traumatic grief
4. Functional impairment questionnaire (self-developed)
Carers
Nil
Process/health workers
Nil
Economic outcomes
Nil
Time points: baseline, 0 to 1 month post intervention, 3 to 5 months after baseline (control group)
Notes Source of funding: USAID Victims of Torture Fund (VOT)
Notes on validation of instruments (screening and outcomes): instruments adapted, translated, and
validated for local use. Functionality was defined based on a series of tasks and activities, identified
during a prior qualitative study, regularly done by adults in Dohuk to take care of themselves and their
families, and to participate in the community. Separate measures were developed for men and women
Additional information: declarations of interest - none
Handling the data: as per footnotes in data and analysis
Prospective trial registration number: not available
Risk of bias
Bias Authors' judgement Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Judgement comment: ID numbers were randomly allocated to study condition
by study author using Stata's randomisation function

Allocation concealment
(selection bias)

Low risk Judgement comment: study CMHWSs were given a set of pre-numbered con-
sent forms with the designation of intervention or wait-list on a piece of paper
that was folded and stapled to the back
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Blinding of participants Low risk No blinding of participants or personnel, but this does not affect measurement

and personnel (perfor- and blinding was not possible in this trial

mance bias)

All outcomes

Blinding of outcome as- High risk Quote: "the majority (82%, n=154) of the follow-up interviews were imple-

sessment (detection bias) mented by CMHWSs who were blinded to the participant’s treatment status,

all outcomes whereas 18% (n = 34) were implemented by CMHWs or study supervisors who
were unblinded"
Judgement: analysis conducted by removing the 34 participants who were as-
sessed unblinded to their treatment resulted in smaller effect sizes for depres-
sion, dysfunction, and anxiety, and larger effect sizes for trauma and traumatic
grief

Baseline outcome mea- Low risk No important differences in baseline outcomes were noted across study

surements similar groups

Baseline characteristics Low risk "Demographic characteristics of the participants across the 2 arms were com-

similar?

parable, with no differences reaching statistical significance"

Incomplete outcome data  Unclear risk Hakan - LOW: proportion of missing data was similar in intervention and con-

(attrition bias) trol groups

Efficacy data
Yen - UNCLEAR: 10% attrition rate in total. Individuals lost to follow-up were
significantly more likely to be female, self-employed, and unmarried. If they
had not dropped out of the study, they might have made a difference in the re-
sults

Protection against conta- Unclear risk Judgement comment

mination
Hakan - HIGH: randomisation at participant level
Yen - LOW: although wait-list participants lived in the same community, the in-
tervention was a one-to-one intervention provided by CMHWs designated to
each intervention participant following a set plan; therefore contamination
between groups is unlikely

Selective reporting (re- Unclear risk No published clinical trial is available. All outcomes from methods section

porting bias) were reported on

Other bias Low risk No other risk of biases found. "This study was solely funded by the USAID Vic-
tims of Torture Fund (VOT) under grant #101978. USAID/VOT was not involved
in the design and conduct of the study; collection, management, analysis, and
interpretation of the data; or preparation, review, or approval of the manu-
script"

Berger 2009
Study characteristics
Methods Study design: cluster-RCT (unit of allocation: class; unit of analysis: individual patient. 6 classes in

eacharm)

Duration of study: February to May 2006

Participants

Country: Sri Lanka
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Berger 2009 (continued)

Income classification: lower-middle income

Geographical scope: southern coast of Sri Lanka, small town of Welligama
Healthcare setting: schools

Mental health condition: PTSD

Population: children/adolescents

1. Age: 9 to 14 years old

2. Gender: both male and female

3. Socioeconomic background: almost all children in this school lost their homes; many lost family
members or relatives in the tsunami

4. Inclusion criteria
a.Aged 9 to 14 years

b. All exposed to tsunami
5. Exclusion criteria

a. Not specified

Interventions

INTERVENTION
Name: ES-SI| (ERASE Stress Srilanka) (n = 84)
Delivered by: CP

Title/name of PW and number: homeroom teachers - 12 (12 trained, but 6 took part in intervention
and 6 in wait-list control)

1. Selection: teachers at the chosen school
2. Educational background: primary and secondary school teachers

3. Training: ES-Sl course 3 days of 8-hour training (24 hours in total). Trainers were study researchers
too

4. Supervision: throughout the application of the programme, teachers were supervised on a weekly
basis by 2 local mental health professionals previously trained by researchers, to ensure programme fi-
delity (monitoring of protocol adherence by trainers). During the first 2 sessions of the intervention, all
teachers in the active group participated in two 3-hour supervisory sessions delivered by trainers and
assisted by 2 local mental health professionals, to ensure reliability of application of the protocol and
to overcome potential problems. Adherence to protocol was monitored during these sessions, which
included a point-by-point discussion of the training procedure by the trainers. Because the trainers
could not remain in Sri Lanka for the entire intervention period, further fidelity was monitored by local
professionals and by periodic phone and Internet supervision by the first author (R.B.)

5. Incentives/remuneration: not specified
Intervention details
a. Duration/frequency: twelve 90-minute sessions (18 hours) delivered on a weekly basis

b. Content of intervention: each teacher in charge of 1 class only (12 to 16 students). The 12 sessions in-
cluded homework review, warm-up exercises, experiential group activity, psychoeducational presenta-
tions, practical coping skills training, and a closure exercise, followed by a new home assignment. Each
teacher was given a manual

CONTROL (n=82)
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Berger 2009 (continued)

Wait-list religious class control but teachers had received training for the intervention at baseline (risk
of spillover effect). Due to perform intervention on other 6 classes the following year

CO-INTERVENTIONS

As above (usual care)

Outcomes

Patients (children)
1. Two objective exposure-related questions analysed as 2 Guttman scales §
2. Subjective exposure: Pat - Horencyck questionnaire &

3. Significant distress, helplessness, and horror: 3 questions querying whether participants experienced
any of those emotions as related to the tsunami, using a 5-point scale from 1 (did not experience this
emotion at all) to 5 (experienced this emotion often). So as to avoid over-inclusion, 1 score of at least 4
was necessary to fulfil criterion A2 of PTSD §

4. Major trauma life questionnaire §
5. UCLA PTSD index

6. Subjective functional impairment: 7 items derived from the Child DIS 5-point scale ranging from 1
(not at all impaired) to 5 (very much impaired)

7. Somatic complaints related to terrorism: 5 yes/no categorical items from the Diagnostic Predictive
Scales &

8. Hope: 6-item self-report questionnaire &

9. Depression: 7- item brief BDI

Carers

None

Process/health workers

None

Economic outcomes

None

(*: primary outcomes; §: outcomes that we have not reported in this review)

Time points: none

Notes

Source of funding: not specified

Notes on validation of instruments: instruments 1, 2, and 4 are not validated. Instrument 3 is validat-
ed only in Israeli settings. 5 - UCLA PTSD index is validated in Sri Lankan population. Instruments 6 to
9: internal reliability only for current setting; validated elsewhere in other settings (Beck 1974; Lucas
2001; Snyder 1997)

Additional information: declarations of interest - none
Handling the data: as per footnotes in data and analysis

Prospective trial registration number: not specified

Risk of bias

Bias

Authors' judgement  Support for judgement
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Random sequence genera-  Low risk Quote: "the randomisation procedure was done by coin tossing and choosing
tion (selection bias) 1 class for each age group"
Allocation concealment High risk Comment: there was no allocation concealment

(selection bias)

Blinding of participants Low risk Comment: there was no blinding of teachers or students, but this is unlikely to
and personnel (perfor- affect outcomes
mance bias)

All outcomes

Blinding of outcome as- Low risk Quote: "local trained volunteers blinded to the experimental conditions ad-
sessment (detection bias) ministered questionnaires"

all outcomes

Baseline outcome mea- Low risk Quote: "further analyses show no difference in outcome measures at the first
surements similar assessment between the ES-SL and WL [wait-list] groups (table 1)"

Baseline characteristics Low risk Quote: "no differences between the ES-SL experimental group and the WL
similar? [wish-list] control group were found for gender, grade level and personal or

important other exposure to tsunami"

Incomplete outcome data  Low risk Quote: "there were no missing data"

(attrition bias)

Efficacy data

Protection against conta- High risk Quote: "there may have been a spillover effect since all the homeroom teach-
mination ers participated in the training"

Selective reporting (re- Unclear risk Comment: not mentioned and not able to find protocol

porting bias)

Other bias High risk Comment: high risk, as clustering error not adjusted for
Betancourt 2014

Study characteristics

Methods Study design: RCT

Unit of allocation: individual

Duration of study: April 2012 to December 2014

Participants Country: Sierra Leone
Income classification: low income
Geographical scope: urban
Healthcare setting: community group
Mental health condition: PTSD
Population: war-affected youth - patients

1. Age: 15 to 24 years
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Betancourt 2014 (Continued)

2. Gender: male and female

3. Socioeconomic background: not specified

4. Inclusion criteria (including threshold cutoff score of measurement tool)

a. Youth in war-affected regions, many of whom were child soldiers (SRQ-20 = 8)

b. Age 15 to 24 years (consistent with UN definition of “youth”)

c. Indication of interest to continue education per a series of survey screening questions

d. Psychological distress as indicated by a total score 0.5 standard deviations above total psychological
distress levels (combined internalising and externalising problem scores) e. Self-reported impairment
in daily functioning

5. Exclusion criteria

a. Individuals were excluded and referred for mental health services for active suicidality or psychosis

Interventions

Stated purpose: to test the effectiveness of a 10-session cognitive-behavioural therapy (CBT)-based
group mental health intervention for multi-symptomatic war-affected youth (aged 15 to 24 years) in
Sierra Leone

INTERVENTION (n=222)
Name: Youth Readiness Intervention (YRI)
Delivered by: PHP

Title/name of PW and number: 4 male and 4 female local mental health workers were trained as coun-
sellors

1. Selection: not specified

2. Educational background: all counsellors had a bachelor’s degree or a diploma in social work or a re-
lated field

3. Training (contents, duration, by whom): 2-week training conducted by members of the authorship
team. Four counsellors who completed an intensive 2-week training conducted by members of the au-
thorship team led training workshops for other potential counsellors. Those who completed training
and achieved a high level of competency in the manualised treatment were employed by the study (n =
8)

4. Supervision: a senior local mental health worker provided weekly supervision to all counsellors in-
country; study leaders, including 2 clinical psychologists, provided additional weekly group clinical su-
pervision by telephone

Intervention details: Youth Readiness Intervention (YRI), which integrates evidence-based common

practice elements from cognitive-behavioural therapy (CBT) and group interpersonal therapy (IPT) to
address co-occurring mental health symptoms and functional problems that may impede life success
and functioning in war-affected youth. Delivered by CHW for patients

1. Duration/frequency: delivered over 10 to 12 sessions per week for 90 minutes

2. Content of intervention (by types of health workers and per patients/carers): core components in-
clude the following: psychoeducation about trauma and its impact on interpersonal relationships; self-
regulation and relaxation skills (e.g. deep abdominal breathing); cognitive restructuring (i.e. address-
ing negative self-perceptions due to trauma); behavioural activation; communication and interperson-
al skills; and sequential problem-solving. The YRI incorporates trauma psychoeducation and discussion
of the impact of trauma on interpersonal relationships and self-concept as a core guiding framework.
The trauma-informed focus on comorbid anger, emotion dysregulation, and overall distress (internal-
ising/externalising problems and interpersonal and functional impairments, including school function-
ing) was identified via intervention development research on the mental health of war-affected youth
in the region
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CONTROL (n=214)
Wait-list control group: received the intervention 1 year after the intervention group

CO-INTERVENTIONS: after the YRI intervention period (during which half of all YRI and control partici-
pants were randomly assigned to receive the YRI), youth were randomly assigned to receive access to a
free educational opportunity, EducAid, in Fall 2012 or 2013, stratifying by condition (YRI or control). E-
ducAid is a programme run by a British charity that uses an alternative educational style in which stu-
dents study in small groups and work at their own pace to achieve competency per each grade of the
national curriculum. Students then sit for a grade completion examination per the national standard.
Although subsidies were offered only at EducAid, we followed up on all participants in any educational
opportunities that they pursued

Outcomes Patients
1. Oxford Measure of Psychosocial Adjustment (OMPA)
2. Difficulties in Emotion Regulation Scale
3. Post-traumatic Stress Disorder Reaction Index (PTSD-RI)
4. Classroom Performance Scale - 20-item teacher survey
Carers
None
Process/health workers
None
Economic outcomes (and where these can be found, e.g. ref or table number)
None
(asterisk for study's primary outcomes; star: outcomes that we have not reported in this review)

Time points: baseline, 10 weeks, 6 months

Notes Source of funding: this study was supported by the United States Institute of Peace (USIP-008-10F),
the UBS Optimus Foundation (UBS-5253), the National Institute for Mental Health (5K01MH077246-05;
1F31MH097333-01A1), the National Institute of Aging (5P30AG024409-08), Harvard Catalyst, the Julie
Henry Junior Faculty Development Fund, the Australian Psychological Society, and the Australian Na-
tional Health and Medical Research Council

Notes on validation of instruments (screening and outcomes): validated instruments
Additional information: none. Declarations of interest - none

Handling the data (e.g. imputed values/other calculations we have made): we used linear mixed-
effects regression models to assess effects of the YRI on mental health and functional outcomes over
time, as well as the effect of the education subsidy. The primary mode of analysis was intention-to-
treat, with 20 multiply imputed data sets incorporated to account for missing values for all individuals,
including those lost to follow-up (10% post intervention, 15% at 6-month follow-up). Multiple imputa-
tion was used to impute values for scales when item-level missingness was greater than 25% for a giv-
en scale. Otherwise, missing items within scales were imputed using Markov Chain Monte Carlo (MCMC)
methods with an added error term

Prospective trial registration number: NCT01684488

Risk of bias

Bias Authors' judgement  Support for judgement
Primary-level worker interventions for the care of people living with mental disorders and distress in low- and middle-income countries 171
(Review)

Copyright © 2021 The Authors. Cochrane Database of Systematic Reviews published by John Wiley & Sons, Ltd. on behalf of The Cochrane
Collaboration.



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Betancourt 2014 (Continued)

Random sequence genera-
tion (selection bias)

Low risk Judgement comment: "a randomization sequence generated in STATA 12.0
SE 23 was used to assign participants to condition, stratified by sex and age
(younger: 15-17 years old; older: 18-24 years old)"

Allocation concealment
(selection bias)

Low risk Judgement comment: "randomization occurred after baseline assessment; as-
sessors were blinded to participants’ condition (Figure 1 provides a Consoli-
dated Standards of Reporting [CONSORT] diagram)"

Blinding of participants
and personnel (perfor-
mance bias)
All outcomes

Low risk Participants and personnel were not blinded to treatment allocation, but this
unlikely had any influence on the outcome

Blinding of outcome as-
sessment (detection bias)
all outcomes

Low risk "A team of trained local research assistants conducted blinded interviews (ap-
proximately 90 minutes) in Krio at baseline, postintervention assessment, and
6-month follow-up"

Baseline outcome mea- Low risk Not commented on, but baseline outcomes similar

surements similar

Baseline characteristics Low risk Not commented on, but baseline characteristics similar (Table 1)
similar?

Incomplete outcome data  Low risk Loss to follow-up similar in different groups (Figure 1)

(attrition bias)

Efficacy data

Protection against conta- Unclear risk Judgement comment: allocation by patient; risk of contamination
mination

Selective reporting (re- Unclear risk Symptom severity at post-intervention assessment; 6-month follow-up

porting bias)

Showed coefficients post intervention but not at 6-month follow-up

Other bias Low risk No other sources of bias were found
Bolton 2003
Study characteristics
Methods Study design: cluster-randomised parallel-group gender-stratified controlled clinical trial (unit of ran-

domisation: village; unit of analysis: individual. 15 villages in each arm)

Duration of study: February 2002 to July 2002; 6-month follow-up completed in January 2003

Participants

Country: Uganda
Income classification: low income

Geographical scope: 30 villages in Rakkai Province and contiguous half of Masaka Province in South
West Uganda; rural

Healthcare setting: community (community centres, churches, open spaces)
Mental health condition: depression (DSM-IV depression and sub-syndromal depression)

Population: patients
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Bolton 2003 (continued)

1. Age: adults (> 18 years); mean age ranged from 27 years (SD 13.5) to 66 years (SD 10.5)
2. Gender: both (stratified for gender)

3. Socioeconomic background: not stated except for education (mean 4.7 years (SD 2.8) Intervention;
3.9 years (SD 3.3) control)

4. Inclusion criteria: 3-stage screening: Stage 1 (by trained local World Vision staff) identified 20 people
from the selected 15 villages (8 for males and 5 for females) with depressive symptoms in local idiom;
Stage 2: same interviews visited identified people, and if they admitted to having 1 of 2 locally approxi-
mate depressive conditions, informed consent was sought; Stage 3: eligibility expanded to include sub-
syndromal depression by DSM-IV criteria (less 1 DSM criterion); screening for depression was done by
10 trained and experienced local World Vision staff using a composite instrument (Bolton 2004) consist-
ing of HSCL (to assess depressive symptoms and to diagnose DSM-IV major depression (excluding crite-
ria related to exclusion of medical causes and drug effects), a previously validated algorithm), a local-
ly developed culturally appropriate instrument to assess functional impairment (separately for women
and for men), and ethnographically validated questions that assessed significant distress and duration
of depression

5. Exclusion criteria

a. Absence of symptoms of depression

b. Age <18 years

c. Unwillingness to meet weekly (additional criteria revised after screening commenced)
d. People very different in age from the rest included in a village

e. Those appearing currently suicidal

Interventions

Stated purpose: to test the efficacy of a manual-based, time-limited group psychotherapeutic ap-
proach in relieving depressive symptoms and improving functioning; and to demonstrate that psy-
chotherapy trials are feasible in sub-Saharan Africa

INTERVENTION (n =107)

Name: Group Interpersonal Therapy for Uganda (IPT-G-U), 116 people (of 163 in 15 villages originally
randomised, and 139 invited to participate; 107 completed intervention and follow-up)

Delivered by: LHWs
Title/name of PW and number: group leaders - 9/10 who completed training

1. Selection: local person of the same sex as the sex-segregated group; non-clinicians fluent in English
and Luganda employed by World Vision

2. Educational background: completed high school (college-level)

3. Training: duration: 2 weeks intensive training. Trained by 2 faculty members of the New York State
Psychiatric Institute (members of the team led by Myrna Weissman that developed IPT and the group
adaptation of IPT) assisted by a trained psychologist and an experienced group therapist employed by
World Vision. Content of training: participating in local adaptations of the IPT manual; explanations of
treatment process and contract; explanations of the role of group leaders in helping members to iden-
tify problem areas and in discussing locally acceptable variations to absolute confidentiality; identifi-
cation of, and agreement about, interpersonal problem areas likely to be encountered in group work
according to the 4 domains in IPT; using the principles of IPT to identify personal problems and to sup-
port one other to find options and to facilitate implementation. Format: didactic teaching and experi-
ential group processes with role-plays and group exercises

4. Supervision: by local World Vision mental health professionals involved in training; format and dura-
tion not described

5. Incentives/remuneration: weekly payment for 16 weeks (amount not stated)
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Bolton 2003 (continued)

Intervention details
1. Duration/frequency: 16 weekly 90-minute sessions

2. Content of intervention: group work led by group leader who first diagnoses depression; works with
group member to identify problem areas associated with current symptoms and to identify the 4 areas
of interpersonal difficulties that served as triggers for depression; conducts weekly review of mood and
encouragement of participant's description of events that could link to the mood; and facilitates sup-
port and solutions from group members

CONTROL (n=117)

Treatment as usual (treatment by local traditional healers, no treatment, or, in rare cases, hospitalisa-
tion), 138 people (of 178 randomised in 15 villages and 145 invited to participate; 117 completed inter-
vention and follow-up)

CO-INTERVENTIONS: no restrictions on additional interventions (utilisation and nature of any not de-
scribed)

Outcomes Patients
1. Screening: HSCL and local functional impairment scale

2. Prevalence of DSM-IV major depression (excluding criteria related to exclusion of medical causes and
drug effects - using Mollica DSM-IV algorithm for A, C, and E criteria)*

3. HSCL mean scores
4. Functional Impairment scores (sex-specific 9-item questionnaire)

5. Depression in subgroups continuing informal group meetings between 2 weeks and 6 months vs sub-
group not meeting after group intervention

Carers

Not applicable

Process/health workers

No direct outcomes reported: indirect outcomes are the results of the trial
Economic outcomes

Not reported

Time points: initial assessment 2 weeks after intervention, follow-up at 6 months

(*: primary outcomes)

Notes Source of funding: supported by World Vision, Washington, DC; Psychotherapy Core of the Child Inter-
vention Research Center Columbia University (NIMH grant #5P30 MH60570); Center for International
Emergency Disaster and Refugee Studies; Johns Hopkins Bloomberg School of Public Health; Mellon
Foundation

Notes on validation of instruments (screening and outcomes): all screening instruments and out-
come measures locally adapted and validated in previous exercises and published; the HSCL scale con-
sisted of 14 items, with 4 responses for each item related to the degree of distress due to a particular
symptom (range 0 to 42 points); higher scores indicate more severe depression; function scale consist-
ed of 9 items, with 5 responses for each item, indicating degree of difficulty in completing the activity
(range 0 to 36 points); higher scores indicate more dysfunction

Additional information: IPT attendance was high: 54% attended at least 14/16 sessions; 4% attended
< 10 sessions. Declarations of interest - none

Handling the data: as per footnotes in data and analysis
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Bolton 2003 (continued)

Prospective trial registration number: not prospectively registered

Risk of bias

Bias Authors' judgement

Support for judgement

Random sequence genera-  Low risk
tion (selection bias)

Quote from report: "random assignment was performed by enumerating the
villages and using a random number table to determine study allocation"

Comment: cluster-randomisation of 30 villages to 15 in each arm was done us-
ing a random numbers table; the 30 villages of 154 eligible villages were cho-
sen for a previous prevalence study - Bolton 2002, unpublished - that used
weighted random sampling based on government census data

Allocation concealment Unclear risk
(selection bias)

Quote from report: "each list began with those who met the original diagnos-
tic criteria, followed by those who fell short by a single criterion, in order of de-
creasing depression score. Interviewers visited all persons in the order they
appeared on the list. The interviewer re-read the consent form, advised per-
sons about the study group to which their village had been allocated, and
asked them to confirm their willingness to continue in the study. Interviewers
continued down the list until they had at least 8 participants (at which point
they did not contact the remainder of the list) or until they reached the end of
the list"

Comment: allocation of participants was not concealed although cluster-ran-
domisation of villages was the unit of randomisation; eligibility criteria were
modified to exclude people whose age varied widely from the rest of those se-
lected in each village, to ensure better outcomes with group IPT (based on pre-
vious experiences)

Blinding of participants Low risk
and personnel (perfor-

mance bias)

All outcomes

Comment: participants and personnel were not blinded; however, cluster-ran-
domisation would ensure minimal risk of performance bias because villages
where intervention was given were separate from villages randomised to usual
care

Blinding of outcome as- Low risk
sessment (detection bias)
all outcomes

Quote from report: "the baseline assessments were conducted in the villages,
with the randomisation of village groups to intervention or control or con-
trol status done afterwards to ensure that interviewers were not aware of par-
ticipant trial status at baseline. In an effort to keep interviewers unaware of
the participants’ intervention status, the post-intervention and 6-month fol-
low-up assessments were conducted at a centrally located community cen-
tre. At these assessments, trial participants were transferred from their villages
and were asked not to divulge either their village of origin or their treatment
assignment status. To reduce measurement error that might have arisen from
different interviewing styles, study participants were interviewed by the same
interviewer at each stage of the study"

Comment: the period from recruitment to first assessment was 18 weeks and
to second assessment was a further 6 months. There is a possibility that the re-
cruiter (who did not administer the intervention) may have guessed allocation
for the first assessment in a few instances, but this is unlikely to have altered
results significantly, given the magnitude of the differences in results between
groups

Baseline outcome mea- Low risk
surements similar

Quote from 6-month follow-up report: "at baseline 86% of participants in the
intervention group met the modified diagnostic criteria for major depressive

disorder and 94% of those in the control group met these criteria (prevalence
difference was not significant)"

Quote from primary report: "however, there was a significant difference in the
proportions who met the original depression diagnostic criteria, both among
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Bolton 2003 (continued)

those who completed the study and all those on the original lists of eligible
participants (TABLE 1). (Tests for differences in baseline characteristics were
performed using standard significance tests and were not adjusted for cluster
effects. However, because we found a positive correlation between clusters,
adjusting for cluster effects would tend to reduce variance and cause group
differences to be even less significant than the values reported herein)"

Comment: discrepancy in interpretation of baseline differences in the 2 re-
ports; results adjusted for clustering and for baseline outcome differences

Baseline characteristics Low risk Comment: no differences in age or education nor in symptom duration
similar?

Incomplete outcome data  Low risk Quote from 6-month follow-up report: "six months after the post-intervention
(attrition bias) 103 (96%) of the 107 participants in the intervention group who completed
Efficacy data the trial and 113 (97%) of the 117 completed the trial and 113 (97%) of the 117

controls were reassessed"

Comment: attrition was high in both groups due to the 3-stage screening
process; however, 116/163 eligible and randomised to IPT consented to partic-
ipate; 132/178 randomised to control consented to participate; results did not
differ in completer analyses and in 2 sets of ITT analyses

Protection against conta- Low risk Comment: cluster-randomisation of intervention arms precluded contamina-
mination tion
Selective reporting (re- Unclear risk Comment: trial was not prospectively registered, but all pre-stated outcomes
porting bias) were reported
Other bias Low risk Comment: no other biases were detected
Bolton 2007
Study characteristics
Methods Study design: randomised parallel-group assessor-blinded 3-arm clinical trial

Duration of study: May 2005 to December 2005

Participants Country: Uganda
Income classification: low income

Geographical scope: 2 camps (Awer and Unyama) for internally displaced people near Gulu town in
northern Uganda; semi-rural; > 20,000 inhabitants each; minimal socioeconomic facilities

Healthcare setting: group meetings

Mental health condition: anxiety, depression, conduct problems, some PTSD symptoms
Population: adolescents

1. Age: 14 to 17 years

2. Gender: both

3. Socioeconomic background: Acholi youth from socioeconomically deprived backgrounds living in
camps for displaced youths

4. Inclusion criteria
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Bolton 2007 (continued)

a. Age 14 to 17 years

b. Scored > 32 on depression scale; > 0 on function scale

c. Symptoms > 1 month

d. Camp resident for previous month

5. Exclusion criteria

a. Inability to be interviewed due to physical or cognitive difficulties

b. Severe suicidal ideation or behaviour

Interventions Stated purpose: to assess effects of locally feasible interventions on depression, anxiety, and conduct
problem symptoms among adolescent survivors of war and displacement in northern Uganda

INTERVENTION 1

Name: G-IPT (psychotherapy-based intervention); 105 people randomised (103 enrolled)
Delivered by: LHWs

Title/name of PW and number: G-IPT facilitators - 12

1. Selection: same gender as groups; local Acholi, spoke both English and the local language Luo, and
had minimal previous mental health intervention experience

2. Educational background: not stated

3. Training: 2 weeks of intensive training by Columbia University faculty using a locally adapted G-IPT
treatment manual (unpublished)

4. Supervision: weekly direct supervision by World Vision Uganda staff and weekly phone supervision
of written case notes for adherence to study protocol with study personnel in the USA; supervisors had
previous IPT experience and received weekly telephone supervision with US trainer

5. Incentives/remuneration: Not stated
Intervention details

1. Duration/frequency: 16 weekly group meetings lasting 90 to 180 minutes (preceded by 1 to 2 individ-
ual meetings to explain treatment and to draw up a treatment plan)

2. Content of intervention: 6 to 8 same sex groups of adolescent Acholi youths per facilitator; manu-
alised G-IPT based on the concept that depressive episodes are related to difficulties in 1 or more of 4
interpersonal areas: grief, interpersonal disputes, role transitions, and interpersonal deficits. The focus
is on improving depressive symptoms and functioning by identifying interpersonal problems most rel-
evant to the current depression and by assisting the individual in building skills to manage those prob-
lems. "The flow and organization of the IPT-G sessions was organized in three phases: The initial phase
(corresponding roughly to sessions 1-4) focused on building rapport, setting personal treatment goals
and learning to identify mood states. The middle or working phase (corresponding roughly to sessions
5-12) involved exploring major issues related to grief, transitions, disputes and building interpersonal
skills and connections among group members. The final, closure phase (corresponding roughly to ses-
sions 13-16) was dedicated to preparing for the end of the IPT-G intervention and the close of formal
group meetings. During this final phase, participants in the IPT-G intervention groups were encouraged
to discuss how they might continue to provide support and connection to one another after the formal
ending of the group (if this topic arose naturally)"

INTERVENTION 2
Name: creative play (activity-based intervention); 105 people randomised (99 enrolled)

Delivered by: LHWs
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Title/name of PW and number: creative play facilitators - 2 people
1. Selection: War Child Holland staff (selection not described)

2. Educational background: not stated

3. Training (contents, duration, by whom): not stated

4. Supervision: weekly or bi-monthly supervision by War Child Holland psychosocial specialist, who re-
ported bimonthly by telephone with US study personnel

5. Incentives/remuneration: not stated
Intervention details

1. Duration/frequency: 16 weekly group meetings lasting 90 to 180 minutes (preceded by 1 to 2 individ-
ual sessions where treatment was explained)

2. Content of intervention: 4 groups (2 per camp) of 25 to 30 adolescents of both genders per group;
based on War Child Holland manual adapted for adolescents with depression; for war-affected youth,
based on the premise that a youth’s resilience is strengthened by verbal and non-verbal expression of
thoughts and feelings through age-appropriate creative activities such as songs, art, role-plays, music,
sports, games, and debates. Each activity served specific psychosocial goals, and after the activities, fa-
cilitators led discussions on what participants and facilitators thought about the activity as a means of
drawing real-life lessons. "Sessions 1-4 focused on getting to know one another and setting the group
rules. Sessions 5-12 were more in-depth and focused on issues in the group, in particular the interrela-
tionships between the adolescents in the group and developing opportunities for self-expression. Ses-
sions 13-15 were dedicated to closure and preparing for a closing inter-generational event. The final CP
[creative play] session (session 16) was an inter-generational event where caregivers were invited to at-
tend along with the young people. This final session at each camp was hosted by one of the young peo-
ple serving as Master of Ceremonies and facilitated by the participating young people themselves. The
youth facilitated some of their CP activities for the family members who attended"

CONTROL: wait-list controls, 104 people (102 enrolled); received no specific intervention but were free
to access any services or programmes that they would have received in the absence of the study

CO-INTERVENTIONS: not stated

Outcomes Patients
Locally developed
1. Acholi Psychosocial Assessment Instrument depression symptom scale scores*

2. Improvements in anxiety symptoms, conduct problems, and functioning on the APAI (minimum
score for clinically significant symptoms on the APAI = 32; maximum score 105; higher scores = more
symptoms)

3. Functional impairment scores (range 0 to 36 for girls (9 items) and 0 to 20 for boys (5 items), with
higher scores representing a greater degree of impairment)

4. Qualitative interviews §
Carers

Not applicable
Process/health workers
Not assessed

Economic outcomes

Not reported
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Bolton 2007 (continued)

(*: primary outcomes; §: outcomes that we have not reported in this review)

Time points: baseline, 2 weeks to 1 month of completing interventions

Notes Source of funding: World Vision and War Child Holland; Ruth and David Levine Foundation
Notes on validation of instruments (screening and outcomes): APAI locally developed: scale reliabil-
ity and validity were evaluated for a sub-sample (178 people) of adolescents interviewed for trial eligi-
bility (667 people). Cronbach alpha (a measure of internal reliability) was 0.92. Concurrent validity es-
tablished by comparing depression symptoms scale scores between cases and non-cases were identi-
fied by carer-youth pairs and threshold scale score of 32 identified (1 SD below mean score for cases);
test-re-test reliability for depression symptom scale was 0.84 (in 30 convenience sub-samples re-ad-
ministered the APAI after 5 days)
Additional information (e.g. provided by authors; existence of a published study protocol): decla-
rations of interest - none
Handling the data: as per footnotes in data and analysis
Prospective trial registration number: not prospectively registered
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Quote: "eligible youths were then randomly assigned to a study group. Ran-
tion (selection bias) dom allocation was done by computerized generation of a random number
between 1 and 400 for each eligible participant, ordering them by number and
assigning the first third to IPT-G, the second third to CP and the final third to
the wait-control group"; "of the total sample screened (N = 667), 300 individ-
uals met original inclusion criteria, were stratified by camp and sex, and ran-
domised to a study group. Of these 300, 290 were enrolled in the study. Of the
remaining 10 individuals, 1 was already involved in the CP program in a neigh-
bouring camp, 4 could not be located, and 5 refused. To meet our original sam-
ple size (300), we randomised an additional 38 individuals whose depression
symptom scores were between 28 and 31 points. This relaxation of a trial eligi-
bility criterion is acceptable when study design consequences are minimal.19
The first 14 individuals all consented and therefore, the remainder were not
approached"
Comment: very few people are in this non-randomised group; unlikely to make
any difference in outcomes
Allocation concealment Unclear risk Quote: "eligible youths were then randomly assigned to a study group. Ran-
(selection bias) dom allocation was done by computerized generation of a random number
between 1 and 400 for each eligible participant, ordering them by number and
assigning the first third to IPT-G, the second third to CP and the final third to
the wait-control group"
Comment: not specified who allocated them and whether allocation was con-
cealed from them; however, there were no major differences in baseline prog-
nostic variables or outcome measures
Blinding of participants Low risk Comment: no blinding of participants or personnel but unlikely to affect out-
and personnel (perfor- comes
mance bias)
All outcomes
Blinding of outcome as- Low risk Quote from report: "interviewers were blinded to interviewees' intervention
sessment (detection bias) status"
all outcomes
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Comment: outcome assessors were blinded to allocation
Baseline outcome mea- Low risk Baseline depression and function scores were similar in intervention and con-
surements similar trol arms
Baseline characteristics High risk Comment: "except for a slightly older age among wait-list controls, the 3 study

similar?

groups did not vary significantly", but age was not adjusted for in statistical

analysis
Incomplete outcome data  Low risk Quote: "the study instrument was re-administered to 282 (90%) of the original
(attrition bias) 314 participants within 1 month of completing both interventions"
Efficacy data

Comment: 304/314 enrolled and 261 (82 + 89 + 90; i.e. 83%) completed analysis
Protection against conta- High risk Comment: only 2 camps chosen with refugee settings. Likely to be contamina-
mination tion (no clustering)
Selective reporting (re- Unclear risk Comment: all outcomes found in report and in paper, although conduct not re-
porting bias) ported in published article. These were available when study author was asked
Other bias Low risk Comment: none detected

Bolton 2014 (Iraq)

Study characteristics
Methods Study design: 3-arm cluster-RCT (health workers were trained in either of 2 interventions: 11 BATD, 9

CPT); unit of allocation: individual patients (treatment or wait-list control). Blinding of assessors was in-
tended but was violated in 15% of interviews

Duration of study: 16 months. Recruitment May 2009 to June 2010. Intervention June 2009 to August
2010. Assessments concluded in January 2011

Participants

Country: Iraq

Income classification: lower-middle income from 2009 to 2011

Geographical scope: rural; Kurdistan, Northern Iraq

Healthcare setting: 14 government primary healthcare clinics and 1 outpatient clinic
Mental health condition: survivors of systematic violence

Population: survivors of systematic violence

1. Age: 18 and older

2. Gender: both

3. Socioeconomic background: respondents in a qualitative study conducted during the year before tri-
al commencement reported that their current problems included poverty and reduced economic func-
tion. Between 48% and 61% of participants in this trial were unemployed

4. Inclusion criteria

a. Survivors of systematic violence (experiencing and/or witnessing physical torture, imprisonmen-
t, and/or military attacks)

b. Living in the governorates of Erbilor or Sulaimaniyah

Primary-level worker interventions for the care of people living with mental disorders and distress in low- and middle-income countries

(Review)

Copyright © 2021 The Authors. Cochrane Database of Systematic Reviews published by John Wiley & Sons, Ltd. on behalf of The Cochrane

Collaboration.

180



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Bolton 2014 (Iraq) (Continued)

c. Age 18 or over
d. Fluent in Sorani Kurdish

e. Reported significant depression symptoms using an adaptation of the HSCL-25 that included the 15
standard depression items plus 5 local depression-like symptoms (a score of 2 or 3 on = 1 of the DSM-
IV A criteria related to presence of depressive symptoms or anhedonia and total symptoms score = 20)

f. Mentally competent to consent
5. Exclusion criteria

a. Current psychotic symptoms or active suicidality

Interventions Stated purpose: to assess the effectiveness of 2 psychotherapeutic interventions: Behavioural Activa-
tion Treatment for Depression (BATD) and Cognitive Processing Therapy (CPT) in reducing depression-
symptoms

INTERVENTION 1 (n=114)

Name: Behavioural Activation Treatment for Depression (BATD)
Delivered by: PHPs

Title/name of PW and number: community mental health workers - 11

1. Selection: nurses, pharmacist assistants, or physician assistants employed by clinics. Worked in gov-
ernment clinics in rural areas; previously trained by Heartland Alliance International in basic support-
ive counselling; seeing clients before the study; randomised to receive training in Behavioural Activa-
tion Treatment for Depression

2. Educational background: completed high school; previously trained in supportive counselling
3. Training: by US trainers for 2 weeks, then ongoing training by supervisors

4. Supervision: local supervisors who were trained by US trainers first in-person for 2 weeks, then via
Skype weekly

Intervention details: BATD (Behavioural Activation)

1. Duration/frequency: 12 sessions, meant to be completed within 3 to 5 months but took up to 15.5
months during implementation

2. Content of intervention: psychotherapy based on helping individuals plan for and engage in positive
activities daily based on values and goals of the individual in multiple life areas. Adapted culturally and
for limited language/writing proficiency and extreme poverty

INTERVENTION 2 (n =101)

Name: Cognitive Processing Therapy for Depression

Delivered by: health professionals

Title/name of PW and number: community mental health workers -9

1. Selection: nurses, pharmacist assistants, or physician assistants employed by clinics. Wrked in gov-
ernment clinics in rural areas; previously trained by Heartland Alliance International in basic support-
ive counselling; seeing clients before the study; randomised to receive training in Cognitive Processing
Therapy for Depression

2. Educational background: completed high school; previously trained in supportive counselling
3. Training: by US trainers for 2 weeks, then ongoing training by supervisors

4. Supervision: local supervisors who were trained by US trainers first in-person for 2 weeks, then via
Skype weekly
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Bolton 2014 (Iraq) (Continued)

Intervention details: CPT

1. Duration/frequency: 12 sessions, meant to be completed within 3 to 5 months but took up to 15.5
weeks during implementation

2. Content of intervention: included cognitive re-structuring (identifying, challenging, and modifying-
maladaptive beliefs) and emotional processing of traumatic events, with ultimate goals for clients to
be able to approach (vs avoid) their feelings about the trauma and to modify rigid, inaccurate, or over-
generalised trauma-related beliefs to be more flexible, accurate, and adaptive. Adapted culturally and
for limited language/writing proficiency

CONTROL (n = 66)

Enhanced usual care. Wait-list control with monthly follow-up by BATD or CPT CMHWSs and specialist re-
ferral if needed for worsening symptoms

CO-INTERVENTIONS: nil

Outcomes

Patients

1. HSCL-25: Depression*

2. Function scale: dysfunction*

3. HTQ: post-traumatic stress

4. Inventory of Traumatic Grief: traumatic grief
5. HSCL-25: Anxiety

Carers

Nil

Process/health workers

Nil

Economic outcomes

Nil

(asterisk for study's primary outcomes; star: outcomes that we have not reported in this review)

Time points: post end of intervention: 1 month

Notes

Source of funding: USAID Victims of Torture Fund (VOT)
Notes on validation of instruments (screening and outcomes): validated

Additional information (e.g. provided by authors, existence of a published study protocol): proto-
col available. Declarations of interest - none

Handling the data: nil

Prospective trial registration number: ClinicalTrials.Gov NCT00925262

Risk of bias

Bias

Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote: "randomization of CMHWSs and participant IDs was done by JB using
Stata’s randomization function. Investigators kept a master list of each study
ID’s assignment for checking randomization fidelity"
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Judgement comment: low risk; Stata was used to randomise

Allocation concealment Low risk Quote: "if a person consented the CMHW opened a sealed envelope attached

(selection bias) to the consent form containing the participant’s assignment"

Blinding of participants Low risk Participants and personnel were not blinded; however, cluster-randomisation

and personnel (perfor- would ensure minimal risk of performance bias because villages where inter-

mance bias) vention was given were separate from villages randomised to usual care

All outcomes

Blinding of outcome as- Unclear risk 85% of interviews were done by CMHWs or supervisors blinded to allocation

sessment (detection bias)

all outcomes Judgement: as not all are blinded, unclear what the risk of bias would be for
the 15% of unblinded assessments

Baseline outcome mea- Low risk Mean dysfunction and grief scores higher among CPT-site participants. Other-

surements similar wise, similar outcome measurements. Mean dysfunction and grief scores high-
er among CPT-site participants. Otherwise, similar outcome measurements

Baseline characteristics Low risk Baseline characteristics pretty similar. However, "[a] review of demograph-

similar? ic characteristics (Table 3) identifies that the proportion of females is smaller
among BATD-site controls than the BATD group; the opposite is true for CPT
and CPT-site controls. There were also differences in marital status across the
groups with the pro- portion of widows smallest in the BATD group and the
proportion of single/divorced the smallest in the CPT control group. Employ-
ment status also varied by group, with the CPT controls having the highest
proportion of not working participants and the BATD participants having the
highest proportion of self-employed or irregular workers"

Incomplete outcome data  Low risk Seven BATD participants (6%) never began treatment, and 25 (28%) dropped

(attrition bias) out before completion (nine sessions). Those who did not begin or dropped

Efficacy data out of BATD were more likely to be from the Sulaimaniyah governorate, have
no education and be self-employed, or have irregular work compared with
those who completed treatment. Six CPT participants (6%) did not start treat-
ment, and 15 (21%) dropped out before completion (also 9 sessions). Those
who did not begin or dropped out of CPT were more likely to be male and
married compared with those who completed treatment. Ten (15%) controls
dropped out and 2 (3%) could not be located at follow-up. Those controls who
were not followed up were more likely to be male, living in Sulaimaniyah gov-
ernorate, and to have at least some education compared with controls who
were followed up. Participants who dropped out of the trial after having start-
ed treatment rarely gave reasons beyond not wanting to continue

Incomplete outcome data  Low risk Safety data were not reported as a specific outcome, but it is mentioned that

(attrition bias) only 1 unintended effect was reported in the study. "Participants who dropped

Safety data (e.g. adverse out of the trial after having started the treatment rarely gave reasons beyond

events) not wanting to continue. One CPT and 2 BATD participants left to seek psychi-
atric help. One CPT participant moved away, one was referred for psychosis,
and one left after being verbally abused by her husband for getting treatment.
This was the only significant harm or unintended effect reported in the study.
One control was referred to a psychiatrist for worsening symptoms"

Protection against conta- High risk Judgement comment: both patients and CMHWs were randomised, but it is

mination likely that patients could have received some of the intervention from other
patients

Selective reporting (re- Low risk All outcomes mentioned in paper and trial registry were reported

porting bias)
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Other bias Low risk No other sources of bias were found

Bolton 2014 (Thailand)

Study characteristics

Methods Study design: RCT single-blinded wait-list randomised controlled trial
Duration of study: August 2011 to November 2012

Participants Country: Thailand

Income classification: upper-middle income

Geographical scope: urban; Mae Sot is in northwest Thailand, 5 km from Myanmar
Healthcare setting: community groups

Mental health condition: post-traumatic stress and moderate/severe depression
Population (mention whether patient, carer, or dyad)

1.Age>18

2. Gender: any

3. Socioeconomic background: Burmese survivors of imprisonment, torture, and related traumas, with
flexibility based on client presentation. Displaced to Thailand. Over 50% unemployed; over 50% edu-
cated high school or higher

4. Inclusion criteria (including threshold cutoff score of measurement tool)
a. Reported trauma exposure

b. Met severity criteria for moderate/severe depression (HSCL-25: DSM-IV criteria - criterion Aor B+ 3 or
4 symptoms from categories within criterion C; and/or post-traumatic stress: HTQ: DSM-IV criteria: any
2 or 4 criteria)

5. Exclusion criteria

a. Active psychosis

Interventions
INTERVENTION (n=182)
Name: CETA (Common Elements Treatment Approach)
Delivered by: PHPs and CPs
Title/name of PW and number: counsellors
1. Selection: teachers, health workers, and counsellors from the community
2. Educational background: as above

3. Training (contents, duration, by whom): 10 full days; role-play; small groups; didactic; by US-based
clinical psychologist

4. Supervision: weekly meetings between counsellor and clinical supervisor and in the form of weekly
phone conversations between clinical supervisors and JHU trainers/clinical psychologists. Clinical su-
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Bolton 2014 (Thailand) (continued)
pervisors had at least a high school education, were bilingual in English and Burmese, and preferably
had counselling experience

5. Incentives/remuneration: not specified
Intervention details (according to PHW/CWs and whether aimed at carers and/or patients)

1. Duration/frequency: approximately 8 to 12 weekly individual sessions of 50 to 60 minutes in length;
total length of intervention 3 to 5 months

2. Content of intervention (by types of health workers and per patients/carers): designed to treat symp-
toms of common mental health disorders. Consisted of 9 elements that focused on a torture and vi-
olence-exposed population (engagement, psychoeducation, anxiety management, behavioural acti-
vation, cognitive coping/re-structuring thinking, imaginal gradual exposure, in vivo exposure, safety,
screening, and brief intervention for alcohol)

CONTROL (n = 165)

No care: wait-list. During this study, few mental health services were available to Burmese refugees, ex-
cept counselling at a Burmese-run clinic. Many Burmese reported reluctance to go there (or to other
public places) for fear of apprehension and deportation by Thai authorities

CO-INTERVENTIONS: nil

Outcomes Patients
1. Hamilton Symptom Check List (HSCL-25) - depression subscale*
2. Harvard Trauma Questionnaire (HTQ) (PTS symptoms)*
3. Local functional impairment scale*
4. HSCL-25 - Anxiety subscale*
5. Aggression questionnaire
6. Alcohol Use Disorders Identification Test (AUDIT)
7. Numbers and types of traumatic events either witnessed or experienced

8. Current problems (6 items: food insecurity, negative workplace experiences, fear of police harass-
ment, fear of detention, financial difficulties, social relationship problems)

Carers

None

Process/health workers

None

Economic outcomes (and where these can be found, e.g. ref or table number)

None

(asterisk for study's primary outcomes; star: outcomes that we have not reported in this review)

Time points: 14 months post end of intervention

Notes Source of funding: funding was provided by USAID Victims of Torture Fund

Notes on validation of instruments (screening and outcomes): validated instruments; partially
translated

Additional information: declarations of interest - study authors declared no competing interests
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Bolton 2014 (Thailand) (continued)
Handling the data: as per footnotes in data and analysis

Prospective trial registration number: ClinicalTrials.gov NCT01459068

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-  Low risk Judgement comment: "the project site director generated these random num-

tion (selection bias) bers using STATA"

Allocation concealment Low risk Judgement comment: "each counselor then assigned participants the next

(selection bias) available ID number from a block of 20 sequential participant ID numbers per
counselor randomly allocated to intervention or wait-list control (WLC) status.
The project site director generated these random numbers using STATA. Coun-
selors opened a pre-sealed envelope (corresponding to the ID number) con-
taining assignment to immediate treatment or wait-list"

Blinding of participants Low risk No blinding of participants or personnel but unlikely to affect outcomes

and personnel (perfor-

mance bias)

All outcomes

Blinding of outcome as- Low risk "It was single-blinded in that interviewers at baseline and follow-up did not

sessment (detection bias) know to which study arm the interviewees belonged"

all outcomes

Baseline outcome mea- Low risk Baseline outcomes were similar.

surements similar

Baseline characteristics Low risk Baselines characteristics were similar (Table 2)

similar?

Incomplete outcome data  Unclear risk CETA arm: 34/182 lost to follow-up. Control arm: 39/165 lost to follow-up. Sig-

(attrition bias) nificant loss to follow-up - missing data may have affected outcome estimates

Efficacy data

Incomplete outcome data  Low risk Adverse events reported as "there were no adverse events"

(attrition bias)

Safety data (e.g. adverse

events)

Protection against conta- High risk Judgement comment: allocated by patient; high risk of contamination

mination

Selective reporting (re- Low risk All outcomes from NCT and methods section included

porting bias)

Other bias Low risk No other sources of bias found

Bonilla-Escobar 2018

Study characteristics
Methods Study design: RCT: initially clustered in 2 areas, but both clusters analysed as separate trials; block
randomisation
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Bonilla-Escobar 2018 (continued)

Duration of study: June 2012 to June 2014

Participants

Country: Colombia
Income classification: upper-middle income

Geographical scope: urban. The 2 biggest cities of the Colombian Pacific region, a historically impover-
ished area, are Buenaventura, a harbour city in Valle del Cauca Province (department), and Quibdo), the
capital of Chocd Province

Healthcare setting: homes, community centres including schools and churches, ACOPLE (“Communi-
ty-Based Treatment Services for Afro-Colombian Victims of Conflict and Torture”) centres

Mental health condition: had at least 1 violent traumatic experience and have any reduced functional-
ity in routine activities

Population
1.Age>18
2. Gender: both

3. Socioeconomic background: about half were unemployed; about a quarter lived in houses with
tamped ground flooring

4. Inclusion criteria (including threshold cutoff score of measurement tool)
a. Identified as Afro-Colombian

b. Had had at least 1 violent traumatic experience

c. Displayed suffering, sadness, or symptoms of depression

d. TMHS score = 0.77

e. Reduced functionality in routine activities

5. Exclusion criteria

a. All those endorsing or having suicidal thoughts and requiring psychological or medical care, as deter-
mined by psychologists

(1) Psychological treatment was provided or individuals were referred to local health services

Interventions

Stated purpose: to evaluate an individualised Common Elements Treatment Approach (CETA), a trans-
diagnostic psychotherapy model based on cognitive-behavioural therapy for adult trauma survivors

INTERVENTION

Name: Common Elements Treatment Approach (CETA)

Delivered by: LHWs

Title/name of PW and number: lay psychosocial community workers (LPCWs) - 20 (10 in each city)

1. Selection: Afro-Colombian survivors of violence and displacement; recognised leaders and/or care-
givers in their receiving communities

2. Educational background: 5 years post primary education

3. Training (contents, duration, by whom): 10 days followed by weekly practice groups and person-
alised supervision meeting with psychologist and local supervisor after each session. Assessment:
LPCW had to treat 2 non-study (pilot) patients satisfactorily before they were allowed to provide CETA
to participants
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Bonilla-Escobar 2018 (Continued)
4., Supervision: CETA experts - 2 of the trial authors who developed CETA (Laura Murray, Shannon-
Dorsey) and 2 others

5. Incentives/remuneration: not specified
Intervention details (according to PWs and whether aimed at carers and/or patients)
1. Duration/frequency: treatment duration is 8 to 12 sessions, 45 minutes to 1 hour each time

2. Content of intervention (by types of health workers and per patients/carers): individually admin-
istered transdiagnostic psychotherapy model based on cognitive-behavioural therapy, covering ele-
ments of psychoeducation, cognitive coping, gradual exposure to traumatic memories, cognitive re-
processing, safety skills, relaxation, behavioural activation, live gradual exposure. Lay psychosocial
community workers performed the intervention. They were allowed to make decisions regarding se-
lecting elements, sequencing elements, and dosing elements of the intervention programme based on
participants' presentation and response to treatment

INTERVENTION 2 - 2 identical interventions: 1 in Quibdo (n=83) and 1 in Buenaventura (n =92)
CONTROL (Quibdo, n = 83; Buenaventura, n = 88)

Wait-list control. No intervention. Monthly monitoring via phone calls to screen for acute serious men-
tal problems. Assessed by psychologist. If necessary, excluded from study and provided with appropri-
ate care or referral to psychiatrist. Psychological evaluation offered and provided after completion of
follow-up, and, if necessary, psychological care provided

CO-INTERVENTIONS: narrative community-based group therapy (described in a different paper)

Outcomes Patient

1. TMHS (Total Mental Health Score) (locally relevant symptoms and sub-scales of depression (n =
15 symptoms), anxiety (n = 10 symptoms) and post- traumatic stress symptoms (PTSS) (n = 16 symp-
toms))*

2. Validated instrument built based on the Hopkins Symptom Checklist (HSCL-25)
3. Harvard Trauma Questionnaire (HTQ)

4, PTSD CheckList-Civilian Version (PCL-C)

5. Local dysfunction scale (gender specific)*

Carer

None

Process/health workers

None

Economic outcomes (and where these can be found, e.g. ref or table number)
None

(asterisk for study's primary outcomes; star: outcomes that we have not reported in this review)

Time points: 2 weeks post intervention (3 to 4 months post baseline)

Notes Source of funding: US Agency for International Development (USAID) Victims of Torture Fund
Notes on validation of instruments (screening and outcomes): validated instruments in Spanish

Additional information (e.g. provided by authors, existence of a published study protocol): there
is a protocol and trial registration. Further information from the study author too. Declarations of inter-
ests - study authors declared no competing interests
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Bonilla-Escobar 2018 (Continued)
Handling the data: as per footnotes in data and analysis

Prospective trial registration number: ClinicalTrials.gov NCT01856673 (https://clinicaltrials.gov/ct2/

show/NCT01856673)
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Judgement comment: both reviewers rated "LOW"
tion (selection bias)
Allocation concealment Low risk Judgement comment: both reviewers rated "LOW"
(selection bias)
Blinding of participants Low risk Once study began, participants were aware of their allocation; unlikely to have
and personnel (perfor- affected outcomes
mance bias)
All outcomes
Blinding of outcome as- Low risk Participants and interventionists were not blinded, but this was unlikely to
sessment (detection bias) have affected the results
all outcomes
Baseline outcome mea- Low risk Interviewers who conducted baseline and follow-up assessments were
surements similar masked
Baseline characteristics Low risk Baseline characteristics (gender, age, marital status, education, displaced, em-
similar? ployment, main material in house flooring, healthcare regimen, number of
traumatic experiences) were similar between control and intervention groups
Incomplete outcome data  High risk High attrition rate. Large number lost to follow-up in Buenaventura control
(attrition bias) group (23/88). Large number lost to follow-up in Buenaventura intervention
Efficacy data group (21/92). Large number lost to follow-up in Quibdo control group (15/83).
Large number lost to follow-up in Quibdo intervention group (27/83). Partici-
pants who dropped out could have influenced results had they stayed in the
study
Protection against conta- Unclear risk Judgement comment: Yen - "LOW" - control group had no access to psy-
mination chotherapy. Lay psychosocial community workers' relatives were excluded
from the study to prevent contamination. Hakan - "HIGH" - allocation by par-
ticipant
Selective reporting (re- Low risk No, all planned outcomes in methods section and in clinical trial protocol were
porting bias) reported in results section
Other bias Low risk No other sources of bias were found
Bryant 2017
Study characteristics
Methods Study design: single-blind parallel randomised controlled trial
Duration of study: between 15 April 2015 and 20 August 2015 (with final follow-up assessments com-
pleted on 16 January 2016)
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Bryant 2017 (Continued)

Participants

Country: Kenya

Income classification: lower-middle income from 2015 to 2016
Geographical scope: peri-urban; Nairobi, Kenya

Healthcare setting: home

Mental health condition: common mental disorders

Population: women exposed to gender-based violence and indicating significant distress as reflected
in scores on GHQ > 2 and impaired functioning reflected in scores on WHODAS > 16

1. Age=18years

2. Gender:female

3. Socioeconomic background:intervention 49.8% working; control 50.9% working
4. Inclusion criteria

a. History of GBV - any (prior or current) experience of interpersonal violence on the Life Events Check-
list (LEC) or the WHO Violence Against Women Instrument (WHO-VAW)

b. Distress as reflected in scores on GHQ > 2

c. Impaired functioning as reflected in scores on WHODAS > 16
5. Exclusion criteria

a. Imminent suicidal intent

b. Severe mental disorder

c. Severe cognitive impairment

d. Acute protection risks

e. Exposure to trauma in last month

f. Male gender

Interventions

Stated purpose: to assess the effectiveness of Problem Management Plus (PM+) for alleviating distress
in women who had experienced gender-based violence (GBV) in peri-urban slums in Nairobi, Kenya,
compared to enhanced usual care (EUC) delivered by qualified community nurses

INTERVENTION (n =209)

Name:Problem Management Plus (PM+)

Delivered by: LHWs

Title/name of PW and number: community health workers - 23

1. Selection: no prior training or experience in mental health care. Social collaborators may be recruit-
ed to their role due to existing community involvement and leadership (e.g. as village care workers,

Red Cross volunteers, Women’s Union staff). Passed competency assessments conducted in the form of
mock interviews after training

2. Educational background: 10 years' school education

3. Training: 64-hour training programme over 8 days. covered knowledge of common mental health
conditions, basic counselling delivery, PM+, and self-care strategies. CHWs also received a 1-day train-
ing in psychological first aid (PFA) to prepare them for managing people in crisis (e.g. ongoing violence)
who required immediate attention and possible referral. Training also addressed issues related to GBY,
as well as ethical and confidentiality matters. Provided by the Research Team
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Bryant 2017 (Continued)

4., Supervision: 2 hours of weekly supervision by the local supervisor, who provided supervision in 4
separate groups to CHWs (5 CHWSs per group). Local supervisors received 1.5 hours of weekly training
and mentoring in supervision by the research team via Skype

5. Incentives/remuneration: not mentioned
Intervention details
1. Duration/frequency: 5 weekly 90-minute individual sessions

2. Content of intervention: PM+ commenced with an introduction to the programme, motivational in-
terviewing, psychoeducation, and stress management (Session 1); problem-solving strategies focused
on specific problems nominated by the participant and review of stress management strategies (Ses-
sion 2); behavioural activation and review of problem-solving and stress management (Session 3);
strengthening of social supports and review of stress management, problem-solving, behavioural acti-
vation, and social supports (Session 4); and reinforcement of all strategies and relapse prevention edu-
cation (Session 5)

CONTROL: enhanced usual care (n=212)

EUC was provided by 6 community nurses at primary healthcare centres in the area, where nurses pro-
vided non-specific counselling, using strategies and numbers of sessions they deemed appropriate

Outcomes

Patients

1.GHQ-12

2. WHO-DAS 2.0

3.PCL5

4. Psychological outcomes profile (PSYCHLOPS)
Carers

None

Process/health workers
None

Economic outcomes
None

Time points: baseline, post-treatment, 3 months post-intervention

Notes

Source of funding: Grand Challenges Canada #0368-04 (www. grandchallenges.ca/), World Vision
Canada (http://www.worldvision.ca/), and World Vision Australia (www.worldvision.com.au/ home-
east-africa)

Notes on validation of instruments (screening and outcomes): all validated

Additional information: trial protocol; declaration of interests - study authors declared no competing
interests

Handling the data: as per footnotes in data and analysis

Prospective trial registration number: Australian New Zealand Clinical Trials Registry AC-
TRN12614001291673

Risk of bias

Bias

Authors' judgement  Support for judgement
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Random sequence genera-  Low risk Quote: "randomization was performed using computerized software by an in-
tion (selection bias) dependent colleague (i.e. off-site in Sydney and not involved in the trial)"
Allocation concealment Low risk Judgement comment: participants randomly allocated to intervention or
(selection bias) control group using computer programme conducted by an independent re-
searcher; therefore allocation concealment could be ensured
Blinding of participants Low risk Participants and interventionists were not blinded, but this is unlikely to have
and personnel (perfor- affected outcomes
mance bias)
All outcomes
Blinding of outcome as- Low risk Post-treatment assessments were completed by independent assessors who
sessment (detection bias) were unaware of the treatment condition of participants. Blindness was main-
all outcomes tained; therefore considered low risk
Baseline outcome mea- Low risk "There were no differences detected between participants in the PM+ and
surements similar ETAU conditions on any of the pre-treatment outcome measures, demograph-
ics, or trauma exposure"; therefore, considered low risk
Baseline characteristics Low risk Table 1: baseline characteristics are reported and are similar
similar?
Incomplete outcome data  High risk Higher level of dropout in control group (10 vs 5); likely to impact results as the
(attrition bias) groups are small
Efficacy data
Incomplete outcome data  Low risk No adverse or serious adverse events were reported by women receiving the
(attrition bias) intervention, suggesting that PM+ did not cause harm nor exacerbate dis-
Safety data (e.g. adverse tress beyond one's capacity to cope with it. PM+ did not appear to result in in-
events) creased risk to safety, and no instances of stigma associated with receiving the
intervention were reported
Protection against conta- Unclear risk Quote: "careful attention was paid to ensure assessors had no contact with
mination CHWs or ETAU nurses by having them work in different locations. Any adverse
reactions reported spontaneously”
Judgement comment: allocated by patient; unclear risk of contamination
Selective reporting (re- High risk Three outcomes from trial registry not reported. Personalised outcomes as
porting bias) measured by the Psychological Outcomes Profile (PSYCHLOPS) scale; health
service use as measured by reported access of Nairobi Health Services; stress-
ful life events as measured by the Life Events Checklist. Also, follow-up after
post-treatment assessment is not included in this feasibility trial, but all this is
included in the full trial
Other bias Low risk No other sources of bias were found
Chatterjee 2014
Study characteristics
Methods Study design: multi-centre parallel-group RCT; single-blind (outcome assessors were masked to partic-
ipant allocation)
Duration of study: Jan 2009 to Dec 2011; follow up assessments were at 12 months post baseline.
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Participants Country: India
Income classification: lower-middle income from 2009 to 2010
Geographical scope: rural (Tamil Nadu), rural and urban (Goa and Satara district of Maharashtra)
Healthcare setting: participants’ homes
Mental health condition: schizophrenia
Population
1. Age: 16 to 60
2. Gender: both
3. Socioeconomic background: around 70% of participants were not income-generating
4. Inclusion criteria
a. Primary diagnosis of schizophrenia based on ICD-10
b. lliness duration of at least 12 months
c. lllness severity at least moderate on the Clinical Global Impression-Schizophrenia scale
d. Intended to reside in the study region for 12 months

5. Exclusion criteria

a. Nil

Interventions Stated purpose: to compare effectiveness of a combination of facility-based care and collaborative
community-based care and facility-based care alone for people with moderate to severe schizophre-
nia.

INTERVENTION (n =167)

Name: COPSI: community-based intervention for people with schizophrenia and their caregivers in In-
dia

Delivered by: LHW

Title/name of PW and number: community health workers - number not specified
1. Selection: good interpersonal skills

2. Educational background: at least 10 years of schooling

3. Training (contents, duration, by whom): systematically trained over 6 weeks, based on intervention
manual, covered aspects of the illness, specific components of the intervention, trial-related docu-
ments, and supervision

4. Supervision: psychiatric social workers - on-site; psychiatrists - on-site and during quarterly review
Intervention details

1. Duration/frequency: 1 year - 6 to 8 visits in the first 3 months; sessions every 15 days in the next 4
months; monthly sessions during the last 5 months

2. Content of intervention: individualised, flexible intervention to improve collaboration between pa-
tient, caregiver, and treatment team; psychoeducation regarding illness and its management; identify-
ing and addressing stigma and discrimination; adherence, health promotion, and rehabilitation strate-
gies; linkage to support groups and community agencies; addressing social problems in the family; fa-
cilitating employment and access to social and legal benefits
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CONTROL (n = 86)

Facility-based care by specialist mental health practitioners. Each consultation lasted 10 to 15 minutes;

participants were prescribed antipsychotic drugs, were given information about the illness, were en-

couraged to adhere to drugs, and discussed specific concerns with their psychiatrists

CO-INTERVENTIONS: nil

Outcomes

Patients
1. PANSS (all and for each area)*

2. Reduction >20% in total symptoms, IDEAS score*

3. Improvement = 20% on IDEAS total score, sub-categories of IDEAS: self-care, interpersonal activi-

ties, communication and understanding, work

4. PANSS subscales: positive, negative, and general, death#
5. Hospital admission

6. Adherence to antipsychotic treatment#

7. Alienation (=stigma)#

8. Willingness to disclose illness#

9. Negative discrimination#

10. Anticipated discrimination#

Carers

1. Change in knowledge and attitude about the illness#
2. Change in perceived caregiver burden#

3. Reported stigmat#

4. Willingness to disclose family member’s illness#

5. Experiences of stigma and discrimination#
Process/health workers

1. Number of sessions received

2. Number of contacts with treating psychiatrist
Economic outcomes

1. Cost of sessions

2. Travel and supervision

3. Total intervention cost

4. Other service costs of whole sample

5. Tamil Nadu, Goa and Satara, ICER#

(asterisk for study's primary outcomes; star: outcomes that we have not reported in this review)

Time point: 0 months post intervention

Notes

Source of funding: Wellcome Trust
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Chatterjee 2014 (Continued)

Notes on validation of instruments (screening and outcomes): validated (IDEAS has been validated
in India)

Additional information: trial protocol - Chatterjee S, Leese M, Koschorke M, McCrone P, Naik S, John S,
Dabholkar H, Goldsmith K, Balaji M, Varghese M, Thara R, Patel V, Thornicroft G. The COmmunity care
for People with Schizophrenia in India (COPSI) group. Collaborative community based care for people
and their families living with schizophrenia in India: protocol for a randomised controlled trial. Trials
2011;12:12. Declarations of interest - study authors declared no competing interests

Handling the data: nil

Patient outcomes presented in this treatment review. Carer outcomes summarised but also to be in-
cluded in prevention review, as for them the intervention is preventing mental distress/disorders

Prospective trial registration number: ISRCTN 56877013.

Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Quote: "patients were randomly assigned in a 2:1 ratio, via computer-gener-
tion (selection bias) ated randomisation list with block sizes of three, six, or nine, to receive either
collaborative community-based care plus facility-based care or facility-based
care alone"
Judgement comment: randomisation clearly described and allocated via a
computer programme
Allocation concealment Low risk Quote: "for each site, the randomisation list was generated independently by
(selection bias) the trial statistician and transferred to the site data manager before recruit-
ment. The data manager had no role in the recruiting of participants and held
the passwords for the randomisation lists; individuals recruiting participants
did not have access to the randomisation lists or the passwords"
Judgement comment: allocation was conducted by a member of the team
who did not have a role in recruitment. Allocation was concealed from individ-
uals recruiting. The unit of allocation was clearly defined
Blinding of participants Low risk Participants and interventionists were not blinded to treatment allocation, but
and personnel (perfor- this is unlikely to have influenced outcomes
mance bias)
All outcomes
Blinding of outcome as- Low risk "Outcome assessors were masked to group allocation"; "if unmasking hap-
sessment (detection bias) pened at the time of the 6 month assessment, a separate researcher under-
all outcomes took the 12 month assessments"
Precautions were taken to ensure masking of the interventions
Baseline outcome mea- Low risk Patient outcomes were measured before the intervention, and no important
surements similar differences were noted across study groups
"Clinical characteristics of participants were similar between the treatment
groups"; "small differences in baseline outcome scores; mean difference ad-
justed for baseline scores"
Baseline characteristics Low risk Sociodemographic and clinical characteristics of participants were similar be-
similar? tween treatment groups
Comments: baseline characteristics mostly similar. More married participants
and more rural participants in intervention arm compared to control arm
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Incomplete outcome data  Low risk No imputation was made because missing data were fewer than the

(attrition bias) predefined threshold specified in the trial protocol

Efficacy data
Comments: missing data were fewer than in the predefined threshold of 95%
power; around 9% to 11% dropout in both groups; reasons for dropout report-
ed

Incomplete outcome data  Low risk Four patients died during the study. Two (50%) of these deaths were the re-

(attrition bias) sult of suicide (1 in each treatment group), whereas the other 2 (50%) were due

Safety data (e.g. adverse to complications of a road traffic accident and pre-existing cardiac disease.

events) 18 (73%) patients were admitted to hospital during the course of the trial; of
these, 17 were in the intervention group. Seven (39%) of these admissions
were related to physical health problems, such as acute gastritis and vomiting,
road accident, high fever, or cardiovascular disease.
Comments: missing data were fewer than in the specified threshold. Potential
adverse events were adequately explained

Protection against conta- Low risk Quote: "to minimise this possibility, we kept the research and intervention

mination teams physically separate during the trial, asked participants and caregivers
first at the time of assessments to not disclose whether they had received
home visits from the community health worker, and the primary outcome
measures (positive and negative syndrome scale [PANSS] and the Indian dis-
ability evaluation assessment scale [IDEAS]) were completed first"
Judgement comment: minimal risk of contamination because participants
in intervention group received additional treatment from community health
workers, whereas those in the control group did not

Selective reporting (re- High risk Quality of life mentioned in protocol but not reported

porting bias)

Other bias Low risk No other sources of bias found

Chen 2015
Study characteristics
Methods Study design: cluster-RCT (unit of allocation: primary care clinic; 8 in each arm)

Duration of study: 17 January 2011 to 30 November 2013

Participants

Country: China

Income classification: upper-middle income from 2011 to 2013

Geographical scope: Shangcheng districts, Hangzhou City, eastern China

Healthcare setting: PC facility (free standing)

Mental health condition: depression

Population: Chinese primary care patients with late-life depression

1. Age: 60 to 90 years

2. Gender:both

3. Socioeconomic background: not mentioned
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Chen 2015 (continued)

4. Inclusion criteria

a. PHQ-9= 10

b. Diagnosis of MDD on SCID

c. Age = 60 years

d. Community-dwelling residences

e. Capable of independent communication

5. Exclusion criteria

a. Mini-Mental State Examination (MMSE) score < 18

b. Incapable of giving written informed consent for this study
c. Acute high suicide risk at baseline assessment

d. Psychosis (as assessed by a psychiatrist)

Interventions

Stated purpose: to examine whether collaborative care depression care management (DCM) is an ef-
fective treatment for patients with late-life depression in urban China

Our specific aims are

1. To determine whether DCM intervention results in improved outcomes compared with CAU at both
provider (e.g. greater adherence to quality indicators) and patient levels (e.g. greater reduction in de-
pressive symptoms)

2. To compare DCM with CAU with regards to a range of outcomes in other pertinent domains, at both
provider (e.g. improvements in knowledge/attitudes) and patient (e.g. functioning, satisfaction) levels

3. The study will take place at 16 primary care clinics (PCCs) randomly assigned to deliver either DCM
or CAU (8 clinics each) to 320 patients (aged = 60 years) with major depression (20/clinic; n =160 in
each treatment condition). In the DCM arm, PCPs will prescribe 16 weeks of antidepressant medica-
tion according to the TG protocol. CMs monitor the progress of treatment and side effects, educate pa-
tients/family, and facilitate communication between providers; psychiatrists will provide weekly group
psychiatric consultation and CM supervision

INTERVENTION (n = 164)

Name: Depression Care Management (DCM)

Delivered by: PHPs

Title/name of PW and number: primary care physician (PCP) and depression care manager (CM)
1. Selection: PCPs and nurses working in the intervention cluster

2. Educational background: medical degree (doctor)/at least 3 years of post-secondary school educa-
tion (nurse)

3. Training: trained and supervised (once per month) by the psychiatrist consultant. Trained to use anti-
depressant drugs and mental health referral. 3 hours of group learning; 1 hour of supervision by psychi-
atrist every month for the duration of the study

4. Supervision: as above
5. Incentives/remuneration: not mentioned

Intervention details
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1. Duration/frequency: 8 weeks of treatment with Sertraline, another 8 weeks of treatment augmenta-
tion with bupropion if patients fail to respond in the initial trial. For more complicated cases, transfer to
psychiatrists is indicated

2. Content of intervention: DCM intervention was based on the 3-component model for late-life depres-
sion and combined provision of antidepressant treatment guidelines. Antidepressant medication treat-
ment guidelines included 2 stages: (1) 8 weeks of treatment with sertraline (starting dose of 50 mg per
day; option of weekly increases by 50-mg increments to a maximum dose of 200 mg per day); (2) aug-
mentation with bupropion extended-release 200 to 400 mg per day for patients whose PHQ-9 scores
had decreased by less than 50% from baseline after 8 weeks of sertraline treatment; 1 nurse from each
clinic was designated as the clinic's depression care manager. Responsibilities included education of
patients and their families about their illnesses, assistance with communication between patients and
their providers, and support of patients' adherence to treatment. They telephoned patients every 2
weeks and encouraged them to keep their appointments. Patients attended the clinic every alternate
week. PHQs were administered every week in person or via telephone

CONTROL: enhanced care as usual (n = 162)

Physicians were provided with a copy of written guidelines on depression treatment and were in-
formed of each patient's PHQ-9 score and diagnosis of major depression. Patients were referred to the
Hangzhou Mental Health Centre if the primary care doctor recognised a problem they were not com-
fortable with managing

CO-INTERVENTIONS: nil

Outcomes Patients
1. Depressive symptoms - Hamilton Rating Scale for Depression (HAM-D) score
2. Response rates (defined as proportion of patients with = 50% reduction in HAM-D score)
3. Remission rates (defined as proportion of patients with HAM-D score <7)
4.SF-12
5. Treatment stigma
6. Client Satisfaction Questionnaire (CSQ-8)
7. Safety outcomes
Carers
Nil
Process/health workers
1. Antidepressant prescription
2. Mental health referral
3. Dropouts
Economic outcomes
Nil
Time points: baseline; 3, 6, 12 months after the start of treatment
Notes Source of funding: this study was funded in part by the Fogarty International Center of the National In-
stitutes of Health, MD, USA (R01TW008699), and by the Program for New Century Excellent Talents in
Universities of China
Notes on validation of instruments (screening and outcomes): all culturally validated
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Chen 2015 (continued)

Additional information: declarations of interest - study authors declared no competing interests

Handling the data: as per footnotes in data and analysis

Prospective trial registration number: NCT01287494

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-  Low risk Using a computer algorithm, 16/34 clinics in the Shangcheng district were

tion (selection bias) allocated to participate in the study. With computer-generated number se-
quences, 8 of these 16 were assigned to intervention and 8 were allocated to
control

Allocation concealment High risk Quote: "after assignment, patients were invited to participate (with written in-

(selection bias) formed consent) from each clinic knowing the treatment assignment of their
treating clinic. Primary care centre staff and research personnel were also not
masked to treatment assignment"
Patients knew the treatment assignment at their treating clinic

Blinding of participants Unclear risk Lack of blinding of participants and interventionists

and personnel (perfor-

mance bias)

All outcomes

Blinding of outcome as- High risk Staff at the clinic and research staff who carried out the intervention and out-

sessment (detection bias) come assessments were aware of their clinic assignments

all outcomes

Baseline outcome mea- Low risk Baseline HAM-D results were similar in the 2 groups

surements similar

Baseline characteristics Low risk The 2 groups did not differ significantly in baseline characteristics (age, gen-

similar? der, marital status, educational level, physicalillness, and living situation)

Incomplete outcome data  High risk Dropout rates were balanced in the 2 groups (33% in intervention, 36% in con-

(attrition bias) trol) but were high in each and could have made a difference in the results had

Efficacy data these participants stayed on in the study

Incomplete outcome data  High risk SUPPORTING ANNOTATIONS

(attrition bias)

Safety data (e.g. adverse Over the 12 months, 19 patients in clusters assigned to DCM and 26 patients

events) from clusters assigned to enhanced care as usual had at least 1 hospital ad-
mission for physical illness. No patients were admitted into hospital for psy-
chiatricillness. One patient for each assigned intervention died from heart dis-
ease; no other deaths occurred
COMMENTS
Adverse events reported in the study were hospitalisation from physical illness
(19/164 in intervention group, 26/162 in control group), hospitalisation from
psychiatricillness (0 in each group), and death from heart disease (1 in each
group). Dropout rates were similar in each group (33% in intervention, 36% in
control). Even if study authors reported, as above, a low incidence of adverse
effects, lots of dropouts occurred during the study in both groups (> 30%)

Protection against conta- Low risk Judgement comment: cluster-randomised trial

mination
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Selective reporting (re- Unclear risk Some outcomes planned in the published protocol were not reported in the
porting bias) results of the study, but these may or may not have been relevant. SSl (re-
placed by PHQ-9 and HAM-D). CAS (replaced by HAM-D)

Other bias Low risk Funders of the study had no role in study design, data collection, data analysis,
data interpretation, or writing of the report. The corresponding author had full
access to all data in the study and had final responsibility for the decision to
submit for publication. Study authors declared no competing interests (page
338)

Chibanda 2014

Study characteristics

Methods Study design: RCT

Duration of study: 6 weeks. According to trial registry, first patient was enrolled in August 2006

Participants Country: Zimbabwe
Income classification: low income from 2006 to 2014

Geographical scope: this study was done at 2 urban primary care clinics in Chitungwiza, a peri-urban-
community with a population of 1.5 million, located on the outskirts of the city of Harare, Zimbabwe

Healthcare setting: PC clinics

Mental health condition: perinatal MD
Population

1. Age 18+ years

2. Gender: female

3. Socioeconomic background: mean education in years: problem-solving group 10.6; pharmacothera-
py 11.2

4. Inclusion criteria (including threshold cutoff score of measurement tool)
a. EPDS cutoff= 11

b. All study participants were subsequently subjected to mental status examination by 2 psychiatrists
who were blinded to participants’ EDPS test results

c. Diagnosis of postpartum depression was confirmed by Diagnostic and Statistical Manual of Mental
Disorders Fourth Edition (DSM-IV) criteria for major depression

5. Exclusion criteria
a. Did not reside in the local area
b. Unable to give informed consent

¢. Had psychosis, severe depression, or suicidal ideation

Interventions Stated purpose: to determine the efficacy of group problem-solving therapy (PST) delivered by peer
counsellors vs pharmacotherapy for PND in a cohort of postpartum HIV-infected and uninfected
women attending primary care postnatal clinics in urban Zimbabwe

INTERVENTION (n =27)

Primary-level worker interventions for the care of people living with mental disorders and distress in low- and middle-income countries 200
(Review)

Copyright © 2021 The Authors. Cochrane Database of Systematic Reviews published by John Wiley & Sons, Ltd. on behalf of The Cochrane

Collaboration.



= 3 Cochrane
st g Library

Trusted evidence.
Informed decisions.
Better health. Cochrane Database of Systematic Reviews

Chibanda 2014 (continued)

Name: Group Problem Solving Therapy
Delivered by: LHW
Title/name of PW and number: trained peer counsellors in a private setting at the antenatal clinic- 6

1. Selection: HIV-infected women who previously participated in a "Prevent mother-to-child transmis-
sion of HIV (PMTCT)" programme, were currently enrolled in support groups, and had disclosed their
positive HIV status to partner or family member

2. Educational background: not specified

3. Training (contents, duration, by whom): 2-day training on identification of kufungisisa

4. Supervision: weekly supervision by psychiatrist

5. Incentives/remuneration: not stated

Intervention details (according to PHW/CWs and whether aimed at carers and/or patients)

1. Duration/frequency: each group met twice weekly for 6 weeks, with every session lasting for 60 min-
utes

2. Content of intervention (by types of health workers and per patients/carers): problem identification,
exploration of solutions, practice, discussion, reinforcement, support, identification of achievements
and obstacles. Patients with psychosis, severe depression, and suicidal ideation were referred to a spe-
cialised psychiatric unit located at Harare Central Hospital for treatment

CONTROL (n=22)

Name: Intervention With Pharmacotherapy
Delivered by: PHW, PC nurse

Intervention details

1. Duration/frequency: each session lasted 20 to 30 minutes, and participants were then given their
medication

2. Content of intervention (by types of health workers and per patients/carers: amitriptyline was pre-
scribed by the primary care nurse as part of her routine clinic work. All women underwent a physical
examination including measurement of blood pressure and examination of the cardiovascular system.
Women were then informed of the effects of amitriptyline and how it would help in the treatment of ku-
fungisisa (depression). An initial dose of 50 mg to be taken at night was provided. Amitriptyline was in-
creased by 25 mg after every 3 days depending on the symptoms. Potential adverse effects of the drug
were explained to study participants. They were advised to visit the clinic nurse every week for evalua-
tion of their progress. The group under the supervision of a peer counsellor talked about education on
PMTCT, including safe breast-feeding practices and the importance of exclusive breast-feeding

CO-INTERVENTIONS: none

Outcomes

Patients

EPDS

Carers

None

Process/health workers

None

Economic outcomes (and where these can be found, e.g. ref or table number)

(asterisk for study's primary outcomes; star: outcomes that we have not reported in this review)
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Time points post intervention: post intervention (6 weeks post baseline)

Notes Source of funding: study author(s) received no financial support for research, authorship, and/or pub-
lication of this article
Notes on validation of instruments (screening and outcomes): all scales are validated
Additional information: information on trial registry at https://pactr.samrc.ac.za/Search.aspx; decla-
rations of interest - study authors declared no competing interests
Handling the data: as per footnotes in data and analysis
Prospective trial registration number: this trial is registered at the Pan African Clinical Trial Registry;
trial number: PACTR201303000485383
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Quote: "postpartum mothers meeting criteria for major depression according
tion (selection bias) to DSM-IV were randomly assigned to group PST (delivered by trained primary
care counsellors) or pharmacotherapy with amitriptyline using computer-gen-
erated random numbers"
Judgement comment: randomisation was performed using computer-generat-
ed random numbers
Allocation concealment Unclear risk Judgement comment: not clear whether and how a computer-generated list
(selection bias) was concealed from researchers and handled by an independent researcher
Blinding of participants Unclear risk Blinding of participants and peer counsellors was not performed. Peer coun-
and personnel (perfor- sellors involved in delivering the intervention also screened for depression
mance bias) symptoms
All outcomes
Blinding of outcome as- High risk No description of blinding of outcome assessors was provided in this article
sessment (detection bias)
all outcomes
Baseline outcome mea- Low risk Similar baseline EPDS scores and no statistically significant differences
surements similar
Baseline characteristics Low risk Participants in intervention and control groups had similar baseline character-
similar? istics (age, parity, education level, HIV status, marital status, employment sta-
tus, negative life event)
Incomplete outcome data  Unclear risk Higher dropout in pharmacotherapy arm than in psychotherapy arm, probably
(attrition bias) due to medication, but not all reasons for loss to follow-up were reported
Efficacy data
Attrition: 3 in intervention group (all lost to follow-up), 6 in control group (3
due to adverse events, 2 lost to follow-up, 1 declined). Participants whose out-
come data are unknown may have impacted the results if their outcomes were
known
Incomplete outcome data  Unclear risk Not all reasons for dropout have been reported

(attrition bias)
Safety data (e.g. adverse
events)

Study numbers are small; hence if an adverse event such as suicide had oc-
curred among any of the participants who dropped out of the intervention or
control group, there would be an impact on the results of the study. Not all
reasons for dropout have been reported
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Protection against conta- Unclear risk Judgement comment: it seems like the same peer counsellors who delivered

mination the psychotherapy intervention supervised a peer support group for the phar-
macotherapy arm, so it is possible that elements from the psychotherapy in-
tervention would have been included in the pharmacotherapy arm

Selective reporting (re- Unclear risk All outcome measures planned in methods were reported in results. Trial reg-

porting bias) istration (PACTR201303000485383) refers to study to validate the EPDS scale,
not to evaluate the intervention. Trial registration was edited after completion
of the study. Unclear whether EPDS was the only measure used

Other bias Low risk No other sources of bias were found

Chibanda 2016

Study characteristics
Methods Study design: cluster-RCT (unit of allocation: primary care clinics. 12 clinics in each arm, 24 in total)
Duration of study: 1 September 2014 to 25 May 2015
Participants Country: Zimbabwe
Income classification: low income
Geographical scope: Harare, Zimbabwe
Healthcare setting: PC facility
Mental health condition: common mental disorders
Population
1. Age:18 and above
2. Gender: both
3. Socioeconomic background: not mentioned
4. Inclusion criteria
a. All persons residing in the area and attending local clinics who are aged 18 and above and are able to
give written informed consent will be eligible for enrolment
b. Individuals scoring at or above a cutoff point of 9 on the SSQ-14 will be invited to participate
5. Exclusion criteria
a. Persons who are unable to comprehend the nature of the study in either English or Shona (local lan-
guage)
b. Those with suicidal intent, end-stage AIDS, currently in psychiatric care, or presenting with current
psychosis, intoxication, and/or dementia
. Those excluded for medical reasons will be referred for appropriate care to 1 of 2 tertiary facilities in
Harare
d. Those reported to be physically unwell by the clinic Nurse-in-Charge
e. Pregnant women in the third trimester and women within the 3 months post delivery period
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f. Those not residing in the geographical locality or whose address cannot be verified through clinic reg-
istries

Interventions

Stated purpose: to evaluate effectiveness of this culturally adapted intervention for common mental
disorders delivered by existing LHWs in primary care in Harare, Zimbabwe

INTERVENTION (n =260)

Name: Friendship Bench Intervention

Delivered by: LHWs

Title/name of PW and number: community workers (lay health workers)

1. Selection: LHW was attached to the clinic and employed by the local health authority; all were fe-
male

2. Educational background: mean of 10 years education

3. Training: 9 days' training. Topics included common mental disorders, counselling skills, prob-
lem-solving supported with a manual developed by Friendship Bench team

4. Supervision: LHWs will receive supervision and support from the clinical team at the site level or
through mobile phones using voice calls and, when necessary, SMS messaging. The SMS messag-
ing/voice call will be sent by the LHW, and when challenges such as being unable to contact a partici-
pant are encountered, project co-ordinators will follow up with a voice call; if this yields no results, a
physical home visit will be carried out. The support structure is based on a predetermined algorithm
developed during formative research. This consists of study screen tool cutoff scores, criteria for refer-
ral including assessment for “red flags”, clients who are suicidal, and immediate referral to a tertiary fa-
cility

5. Incentives/remuneration: not mentioned
Intervention details

1. Duration/frequency: 6 weekly sessions of 30 to 45 minutes delivered through the Friendship Bench
over 6 weeks, including home visits when deemed necessary

2. Content of intervention: Friendship Bench intervention is problem-solving therapy, in which the
patient identifies a problem (e.g. unemployment) rather than a diagnosis or symptom; this has been
shown to be feasible and acceptable in this resource-poor setting. The psychological approach of prob-
lem-solving therapy works by enabling a more positive orientation towards resolving problems and
empowering people to have a sense of greater coping and control over their lives

3. Lay health workers followed a detailed script contained in a manual to conduct 6 sessions on a
bench located in a discreet area outside the clinic

4. The care model was driven by a trained and supervised LHW attached to the clinic and employed by
the local health authority. After 6 sessions of individual therapy, the LHW referred those not improving
or with suicidal ideation to a supervisor trained in mental health to re-assess and manage the case if
needed

5. Participants in the intervention group received up to 6 text messages, phone calls, or both during the
intervention, which reinforced the problem-solving therapy approach and encouraged participants,
particularly those attending fewer than 3 sessions during the first 4 weeks, to follow their action plan.
As part of the improved management programme, participants were re-assessed by the LHW after the
third session using the SSQ-14, and those whose score had worsened by 1 or more scale points or who
had suicidal ideation were assessed by a psychiatrist. These results were not used for research pur-
poses. If participants missed a session, the LHWs followed up with a phone call, a home visit, or both if
there was no response

6. After 4 individual sessions, all intervention group participants were invited to join a peer-led group
called Circle Kubatana Tose, or “holding hands together”. These weekly meetings consisted of sharing
personal experiences while crocheting a bag from recycled plastic materials. The latter activity was a

Primary-level worker interventions for the care of people living with mental disorders and distress in low- and middle-income countries 204

(Review)

Copyright © 2021 The Authors. Cochrane Database of Systematic Reviews published by John Wiley & Sons, Ltd. on behalf of The Cochrane

Collaboration.



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Chibanda 2016 (continued)

skill for generating income by making and selling the bags. Participants in the intervention group were
also offered enhanced usual care (EUC)

CONTROL (n =261)

The control group received the standard usual care consisting of a nurse-led evaluation, brief support
counselling, and an option for medication, as well as information, education, and support for common
mental disorders including assessment for antidepressant medication prescribed by the clinic nurse,
referral to a psychiatric facility, or both if needed. Participants also received 2 to 3 supportive Short
Message Service messages or calls, with the last message a reminder to attend the 6-month assess-
ment

CO-INTERVENTIONS: nil

Outcomes Patients
1. Continuous: SSQ-14; PHQ-9; GAD-7; WHODAS.2.0; EQ-5D
2. Binary: PHQ-9 = 11, PHQ-9 diagnostic algorithm, GAD = 10, SSQ-14 = 9, WHODAS2.0 = 20
Carers
Nil
Process/health workers
Nil
Economic outcomes
Nil
Time points: baseline, 6 months
Notes Source of funding: Grand Challenges Canada (grant KCU-0087-042)
Notes on validation of instruments (screening and outcomes): all validated
Additional information: declarations of interest - study authors reported no conflict of interest
Handling the data: as per footnotes in data and analysis
Prospective trial registration number:PACTR201410000876178
Risk of bias
Bias Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote: "on each day of screening, computer-generated preprinted random
numbers were used to select clinic attenders based on their queue position
number"

Judgement comment: random allocation of patients with computer-generat-
ed lists. Also randomisation of clinics (not specified how)

Allocation concealment
(selection bias)

Low risk Quote: "the research assistants responsible for outcome assessment were
masked to the allocation"

Judgement comment: allocation was conducted by city health staff not in-
volved in the study and was blinded to the study team. Allocation unit was
clearly specified Therefore, low risk
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Blinding of participants Low risk "Participants in both groups were not aware which group was the interven-
and personnel (perfor- tion"
mance bias)
All outcomes Interventionists were unlikely to be blinded, but this was unlikely to have influ-
enced outcomes
Blinding of outcome as- Low risk "Research assistants conducting follow-up interviews in the clinics could have
sessment (detection bias) ascertained allocation by the presence of the bench, but we attempted to min-
all outcomes imise bias by keeping research assistants independent of intervention delivery
and implementation"
Therefore, low risk
Baseline outcome mea- Low risk Mean SSQ-14 score at baseline similar between groups. Other measures most-
surements similar ly similar; PHQ showed participants with high scores in the intervention group
Baseline characteristics Low risk Participants in the intervention group were more likely to be women, younger,
similar? and better educated, and were less likely to be HIV positive
COMMENTS
Some differences in baseline characteristics but not very large
Incomplete outcome data  Low risk "Because of a high 6 month follow up rate (91%), complete case analysis was
(attrition bias) used, and missing data were not imputed at the individual level"
Efficacy data
Missing data unlikely to bias results; therefore low risk
"Data were not imputed for 9% of participants lost to follow-up and with miss-
ing data. However, missing outcome was associated with baseline SSQ-14,
PHQ-9, and WHODAS?2.0 scores, and the complete-case analysis should there-
fore be unbiased"
26 dropouts in each group; all clinics included in analyses
Incomplete outcome data  Low risk Reasons for dropout were reported. Study authors report no evidence of harm.
(attrition bias) Proportions of missing data were similar in intervention and control groups
Safety data (e.g. adverse
events)
Protection against conta- Low risk Judgement comment: allocation by primary care clinic
mination
Selective reporting (re- Unclear risk Protocol is published; primary outcome is the same but not all secondary out-
porting bias) comes are specified in the protocol. All outcomes described in methods are re-
ported
Other bias Low risk No other sources of bias were found

Christoff 2015

Study characteristics

Methods

Study design: 3-arm parallel-group RCT

Duration of study: 3 months

Participants

Country: Brazil
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Income classification: upper-middle income between 2006 and 2015
Geographical scope: urban

Healthcare setting: university

Mental health condition: Alcohol Use Disorder

Population (mention whether patient, carer, or dyad)

1. Age: 18 years and older

2. Gender: both

3. Socioeconomic background: 58% of participants were in socioeconomic class B
4. Inclusion criteria (including threshold cutoff score of measurement tool)

a. College students from 2 universities with alcohol or substance abuse

b. ASSIST score 4 to 26 (moderate) and above (dependent) for substance use and/or 11 to 26 (moder-
ate) and above (dependent) for alcohol use

c. Ability and consent to participate in 2 sessions that lasted from 5 minutes (control group) to 40 min-
utes (other 2 groups) with no compensation or payment for participation

d. Declaration that they would not engage in other substance treatments/programmes before or dur-
ing the study

5. Exclusion criteria

a. None

Interventions Stated purpose: to evaluate the efficacy of a computer-based intervention programme, called ASSIST/
Motivational Brief Intervention (ASSIST/MBIc), for substance involvement compared with only feedback
about ASSIST scores (control group) and feedback plus MBI in an interview (ASSIST/MBIi)

INTERVENTION 1 (n=128)

Name: computer-based ASSIST/Motivational Brief Intervention (ASSIST/MBIc)
Delivered by: computer programme

Title/name of PW and number: none

1. Selection: none

2. Educational background: none

3. Training (contents, duration, by whom): none

4. Supervision: none

Intervention details: NA (will not analyse)

1. Duration/frequency: NA (will not analyse)
INTERVENTION 2 (n = 106)

Name: feedback plus MBI in an interview (ASSIST/MBIi)
Delivered by: CP (community professional)
Title/name of PW and number: interviewers - 6

1. Selection: not specified
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2. Educational background: not specified

3. Training: in ASSIST and motivational interviewing by principal investigator using the WHO manual
4, Supervision: none specified

Intervention details

1. Duration/frequency: a single-session brief intervention following the ASSIST interview lasting 5 to
20 minutes. Contents: a personal face-to-face intervention that provides feedback on scores, gives ad-
vice about identifying potential problems, encourages behavioural change, allows participants to re-
port substance-related problems, lists the advantages and disadvantages of using the substance(s),
lists skills to cope with risky behaviours related to the substance(s), and provides goals to change be-
haviours in the short, medium, and long term. ASSISTi on follow-up at 3 months

CONTROL (n =99)

Randomly screened by ASSISTi or ASSISTc and received feedback about the score. Wait-list - re-
ceived MBIi after the study ended

CO-INTERVENTIONS: none

Outcomes

Patients

1. ASSIST Total* (Men, Women)

2. ASSIST Alcohol (Men, Women)

3. ASSIST Marijuana (Men, Women)

4. ASSIST Other Drugs (Men, Women)

5. ASSIST Tobacco (Men, Women)#

Carers

Nil

Process/health workers

Nil

Economic outcomes (and where these can be found, e.g. ref or table number)
Nil

(asterisk for study's primary outcomes; star: outcomes that we have not reported in this review)

Time points: 3 months

Notes

Source of funding: institutional (Universidade Federal do Parand) support only
Notes on validation of instruments (screening and outcomes): validated

Additional information (e.g. provided by authors, existence of a published study protocol): decla-
ration of interests - all study authors reported no conflicts of interest

Prospective trial registration number: none

Risk of bias

Bias

Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Unclear risk Judgement comment: Yen rated "unclear" and stated "random sequence gen-
eration is not described, apart from mentioning that each student received a
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personal code at time of enrolment"; Antonio rated "low" without comment.
Final decision by Yen - "unclear"
Allocation concealment Unclear risk Judgement comment: Yen rated "unclear" and stated "allocation concealment
(selection bias) is not described"; Antonio rated "low" without comment. Final decision by Yen
"unclear"
Blinding of participants Unclear risk Yen rated "high"; "subjects received the intervention and were thus not blind-
and personnel (perfor- ed to their intervention. Assessments were performed by an interviewer or
mance bias) were self-assessed using computer software. Blinding was not performed"
All outcomes
Antonio rated "unclear"; final decision by Yen - "unclear" because although
study design made it difficult to blind subjects to their intervention; this may
have influenced the outcome as it is self-assessed for some participants
Blinding of outcome as- High risk Assessments were performed by an interviewer or were self-assessed using
sessment (detection bias) computer software. Blinding was not performed
all outcomes
Baseline outcome mea- Low risk Baseline total involvement, tobacco, alcohol, marijuana, and other drug
surements similar ASSIST scores were statistically similar in all 3 groups
Baseline characteristics Low risk Randomisation successfully balanced intervention assignments and ensured

similar?

equal characteristics in the groups (no signiciant differences; chi? test)

Incomplete outcome data  Unclear risk Students: 458 students scored on ASSIST; 4 did not agree to participate in the

(attrition bias) RCT (1 in the ASSIST/MBIi group, 3 in the control group). Over the course of the

Efficacy data trial, 121 students were lost (14%; i.e. not found after 3 attempts by phone or
personal contact within 1 month after scheduled follow-up) or dropped out
(119%; i.e. when they personally or by phone/email gave up the study), for an
overall response rate of 75%. Twenty-three per cent of ASSIST/MBIc, 25% of
ASSIST/MBIi, and 28% of control did not complete the 2 sessions, with no sig-
nificant differences among groups
Significant dropout rate (25%) in total - this may have influenced results had
these participants not dropped out

Protection against conta- Low risk Judgement comment: both reviewers rated "low"

mination

Selective reporting (re- Unclear risk No published clinical trial protocol available; outcomes planned in methods

porting bias) section were reported in results section

Other bias Low risk No other sources of bias were found

Connolly 2011
Study characteristics
Methods Study design: RCT; randomised wait-list control study

Duration of study: 2 years

Participants

Country: Rwanda

Income classification: low income

Geographical scope: urban
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Healthcare setting: community group setting. The study took place in a vacant rental home and back-
yard with plastic chairs and tables inside and outside

Mental health condition: post-traumatic stress symptoms and disorder
Population

1.Age>18

2. Gender: both

3. Socioeconomic background: Rwandan genocide survivors

4. Inclusion criteria (including threshold cutoff score of measurement tool)
a. 18 years or older

b. All but a few were able to read Kinyarwanda, the language into which consent forms and testing in-
struments were translated

c. met DSM-IV criterion Al for post-traumatic stress disorder symptoms (American Psychiatric Associ-
ation (DSM-IV-TR), 2000): “exposure to an extreme traumatic stressor involving direct personal expe-
rience of an event that involves actual or threatened death or serious injury, or other threat to one’s
physical integrity; or witnessing an event that involves death, injury, or a threat to the physical integri-
ty of another person; or learning about unexpected or violent death, serious harm, or threat of death or
injury experienced by a family member or other close associate” (page 463) by having been in Rwanda
and having survived the genocide of 1994

5. Exclusion criteria

a. Not specified

Interventions

Stated purpose: to examine the efficacy of Thought Field Therapy (TFT) in reducing post-traumatic
stress disorder symptoms among survivors of the 1994 genocide in Rwanda

INTERVENTION (n=71)

Name: Thought Field Therapy

Delivered by: LHWs

Title/name of PW and number: Rwandan therapists - 28

1. Selection: female members of Women’s Foundation Ministry community. The exception was a Rwan-
dan male orphanage director who had missed a previous training in Kigali and had asked to attend this
training. All therapists and participants were native Rwandans who spoke Kinyarwanda

2. Educational background: none of the Rwandan therapists in this study were mental health profes-
sionals

3. Training (contents, duration, by whom): therapists received 2 days of training in TFT at the algorithm
level provided by PI, including hands-on practice. Standardised TFT manual in French or English in-
cluded

4, Supervision: conducted by trial authors, who used translators

5. Incentives/remuneration: not specified

Intervention details (according to PHW/CWs and whether aimed at carers and/or patients)
1. Duration/frequency: 1 session, mean 41 minutes (SD 29 minutes), median 30 minutes

2. Content of intervention (by types of health workers and per patients/carers): psychoeducation and
therapy. Thought Field Therapy is a brief treatment, often used as a self-help treatment. Participants
identified 1 or more unwanted emotions relative to their past experiences, such as anxiety, fear, anger,
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guilt, or depression, that they wished to address. Once a participant has identified a specific problem,
a typical TFT session begins with exposure to the problem, usually by the therapist asking the partici-
pant to think about the problem. While the participant is thinking about the problem and identifying
feelings elicited by thinking about the problem, the participant is asked to simultaneously stimulate
selected acupoints on the surface of the skin by tapping with the fingers, in a sequence that is specific
to the identified emotion(s). Each TFT tapping protocol or algorithm designates the specific acupoints
to be tapped, as well as the order in which they are to be tapped. These algorithms address a range of
emotions such as anxiety, fear, anger, guilt, shame, depression, embarrassment, and addictive urges.
Elements of PTSD, such as hyperarousal, dissociation, and defensive avoidance, are targeted by a trau-
ma treatment protocol. A participant first rates the emotional intensity he or she feels when thinking
about the problem, usually by giving it a 0 to 10 subjective units of distress (SUD) rating (Wolpe, 1958).
The practitioner then selects the most appropriate tapping protocols for the participant's identified
emotions and models the tapping sequence. The participant simultaneously taps his or her body, tap-
ping on the points modelled by the practitioner, while keeping the memory or trigger mentally activat-
ed. Then an SUD is taken and, if symptoms are lessening, another round of tapping is done after some
auxiliary activities (including eye movements, bilateral stimulation, and counting). A subsequent SUD
is assessed. The process is repeated following additional auxiliary activities involving other acupoints,
until the rating is down to 0 or the lowest it can go for the participant in the time available. Then, what-
ever other traumatic memories or triggers have arisen or remain may be addressed. Optimally, in treat-
ing a trauma survivor, each major traumatic memory that triggers the individual is addressed. Although
there are more advanced levels of TFT that require more extensive training, only the TFT algorithms de-
scribed above were taught and applied in this study

CONTROL (n=74)

No care. Wait-list control: the treatment group and the wait-list group were asked to return 7 days fol-
lowing their treatment to complete the post-tests. The wait-list group received treatment with TFT 2
days following the post-test and returned 7 days after treatment to take a second post-test

Outcomes Patients
1. Modified PTSD Symptom Scale (MPSS)*

2. Trauma Symptom Inventory (TSI)* various sub-scales: Anxious, Arousal, Depression, Anger/Irritabil-
ity, Intrusive Experience, Defensive Avoidance, Dissociation, Sexual Concern, Dysfunctional Sexual Be-
havior, Impaired Self-Reference, and Tension Reduction Behaviour

Carers

None

Process/health workers

None

Economic outcomes (and where these can be found, e.g. ref or table number)

None

(asterisk for study's primary outcomes; star: outcomes that we have not reported in this review)

Time points post intervention: 0, 7 days; 2 years

Notes Source of funding: Association of Thought Field Therapy Foundation through contributions from the
Ruth Lane Charitable Foundation, the Linden Root Dickinson Foundation, the PepsiCo Foundation, and
individual donors

Notes on validation of instruments (screening and outcomes): instruments were translated and-
back-translated. Not validated in Kinyarwanda but validated internationally in other languages

Additional information: declarations of interest - none

Handling the data: as per footnotes in data and analysis
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Prospective trial registration number: nil

Risk of bias

Bias Authors' judgement  Support for judgement

Random sequence genera-  High risk Quote: "randomized waitlist control group design was used. If, after reading

tion (selection bias) the consent letter, the participants gave verbal consent, they were randomly
assigned to an immediate treatment group or the waitlist control group. Blank
surveys were in file folders delineated as treatment (blue folders) or waitlist
group (red folders) and were stacked alternately. The intake person removed
the top file from the stack and assigned the participant to that group, continu-
ing with alternating group assignments"
Judgement comment: alternate stacking is supposedly random, but given it
relies on the person definitely taking the top folder, randomisation could be
broken. Not fully clear how randomisation was conducted and who conducted
it

Allocation concealment Unclear risk Judgement comment: it is unclear whether allocation was concealed

(selection bias)

Blinding of participants Unclear risk Participants and interventionists were not blinded to treatment allocation. As

and personnel (perfor- outcomes were self-assessed, this may have influenced outcomes

mance bias)

All outcomes

Blinding of outcome as- High risk Outcomes were self-administered; therefore could not be conducted blindly

sessment (detection bias)

all outcomes

Baseline outcome mea- Low risk Baseline outcome measurements represented in Table 2 are similar

surements similar

Baseline characteristics Low risk Demographic differences between participants in the treatment group and

similar? those in the control group were examined using Chi? analyses and t-tests. No
significant differences were found
Comments: although it has been reported that no significant differences were
found between baseline characteristics, characteristics of participants have
not been presented in a table. We think there are unlikely to be significant dif-
ferences if these were not reported

Incomplete outcome data ~ High risk "The treatment group was 80.3% female (n = 57), and the control group was

(attrition bias) 83.8% female (n =62)"; "pretests on the TSI required the exclusion of inconsis-

Efficacy data tent data, identified by the creator, Briere (1995), as a score of 75 or over on
the Inconsistent Data subscale. Forty-six total cases were removed per Briere’s
criteria (21 from the treatment group and 25 from the control group). The re-
sulting group sizes for TSI analysis were treatment group (n = 50) and control
group (n=49)"
Over 20% dropout; this is significant and may affect the effect size

Protection against conta- Low risk Judgement comment: control group did not have communication with ther-

mination apists prior to receiving intervention themselves; therefore unlikely to have
been contaminated

Selective reporting (re- Unclear risk No protocol, so not clear

porting bias)
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Connolly 2011 (continued)
Other bias

Low risk No other sources of bias found

Dawson 2016

Study characteristics

Methods

Study design: RCT

Duration of study: recruitment March to September 2014. Intervention for 5 weeks. Assessments con-
ducted 2 weeks after last session

Participants

Country: Kenya
Income classification: lower-middle income in 2014

Geographical scope: 3 peri-urban villages that are part of the primary healthcare system of Dagoret-
ti sub-county in Nairobi, Kenya

Healthcare setting: after-school programme

Mental health condition: PTSD

Population: women exposed to adversity including possible gender-based violence
1. Age > 18 years

2. Gender: female

3. Socioeconomic background: low-income areas

4. Inclusion criteria

a. Female

b. Over 18 years of age

c. Score = 3 on General Health Questionnaire (GHQ-12; a measure of general anxiety and depression)
and = 17 on WHO Disability Assessment Schedule version 2.0 (WHO-DAS2.0; a measure of functional dis-
ability). These cutoffs were used to ensure that only women with both marked distress and impairment
were recruited

5. Exclusion criteria

a. Considered to be at risk of ending their life or displaying severe mental disorder (i.e. psychotic disor-
ders and substance dependence) or severe cognitive impairment (i.e. severe intellectual disability or
dementia)

Interventions

Stated purpose: feasibility trial for a brief psychological intervention to alleviate symptoms of com-
mon mental disorders among women exposed to adversity

INTERVENTION (n =30)

Name: Problem Management Plus

Delivered by: LHWs

Title/name of PW and number: community health workers - 23

1. Selection: intervention providers were women engaged in community health work with the govern-
ment
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2. Educational background: CHWs have varied levels of education and do not receive any training or ex-
perience in mental health care (encompassing counselling, psychology, or psychiatry)

3. Training: an 8-day training programme was delivered by the master trainer (KSD), directly to the
CHWs (n =23) and to 3 Kenyan psychologists who would provide supervision for the CHWs. Training in-
cluded the provision of basic theoretical knowledge of common mental disorders, basic counselling
skills, delivery of the PM+ intervention, and self-care practices. Classroom training was followed by 4
weeks of practice cases (approximately 3 clients per CHW) under close supervision. CHWs were then re-
quired to pass competency assessments before PM+ was offered to participants involved in the feasi-
bility study. CHWs also received training in psychological first aid to know how to react in case people
were exposed to new traumatic events during the study

4., Supervision: CHWs were supervised on a weekly basis by 1 of 3 local supervisors who were clinical
psychologists with previous experience in providing clinical supervision. Local supervisors were su-
pervised weekly to fortnightly for 1 to 2 hours by the master trainer and a fourth local supervisor (LN).
Supervision comprised building skills in the PM+intervention as well as in training and supervision of
CHWSs with emphasis on research principles, such as standardisation and fidelity of treatment. Thus,
supervision was cascaded from a foreign intervention specialist to local experts, and onwards to CHWs

5. Incentives/remuneration: not mentioned
Intervention details
1. Duration/frequency: 5 x 90-minute sessions

2. Content of intervention: PM+ is an innovative, evidence-informed, and scalable intervention that
aims to provide psychological support to adults exposed to adversity. Specifically, it aims to address
common symptoms of mental disorders such as depression, anxiety, and stress, as well as client self-
identified practical problems, such as interpersonal conflict and financial problems

CONTROL: enhanced treatment as usual (ETAU) (n =25)

ETAU consisted of receiving care from primary care clinicians (nurses) at 1 of 3 local primary healthcare
clinics (PHCs). For the purposes of this study, and given that treatment as usual for mental disorders in
this setting often equates to no care, primary care nurses - who already had training and experience in
counselling people with HIV/AIDS - received 1-day training in psychological first aid and an additional
day of training in supportive counselling, based on the International Federation of Red Cross manual,
without follow-up supervision

CO-INTERVENTIONS: nil

Outcomes

Patients

1.GHQ

2. WHO-DAS2.0

3.PCL-5

Carers

Nil

Process/health workers
Nil

Economic outcomes

Nil

Time points: baseline, immediately post intervention (1 to 2 weeks after last session (or approximately
6 weeks later for control group))
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Notes Source of funding: Grand Challenges Canada, World Vision Canada, and World Vision Australia; with
additional support from the World Health Organization and the University of New South Wales
Notes on validation of instruments (screening and outcomes): validated
Additional information: declaration of interests - study authors report no competing interests
Handling the data: as per footnotes in data and analysis
Prospective trial registration number: ACTRN12614001291673
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Randomisation was performed by an independent colleague using comput-
tion (selection bias) erised software (i.e. off-site in Sydney and not involved in the trial)
Allocation concealment Low risk Randomisation was performed by an independent colleague using comput-
(selection bias) erised software (i.e. off-site in Sydney and not involved in the trial)
Blinding of participants Low risk Participants and interventionists were not blinded; however this was unlikely
and personnel (perfor- to have influenced outcomes
mance bias)
All outcomes
Blinding of outcome as- Low risk Post-treatment assessments were completed by independent assessors who
sessment (detection bias) were unaware of the treatment conditions of participants. Blindness was
all outcomes maintained by ensuring that assessors who conducted assessments did not
have access to (1) condition allocation of participants or (2) participant notes.
In addition, careful attention was paid to ensure assessors had no contact with
CHWs or ETAU nurses by having them work in different locations
Baseline outcome mea- Low risk No differences were detected between participants in the PM+ and ETAU con-
surements similar ditions on any of the pretreatment outcome measures, demographics, or trau-
ma exposure
Baseline characteristics Low risk No differences were detected between participants in the PM+ and ETAU con-
similar? ditions on any of the pretreatment outcome measures, demographics, or trau-
ma exposure
Incomplete outcome data  High risk Rates of dropout at post assessment also provide some support for accept-
(attrition bias) ability of PM+. Eighty-six per cent of women who received the intervention
Efficacy data were willing to participate in the post assessment, compared to 71% of ETAU
women
Altogether, 15 of 70 participants dropped out of the study. This could have im-
pacted the efficacy results. The study was a pilot study and thus was not pow-
ered to determine efficacy of the intervention
Incomplete outcome data  Low risk Any adverse reactions reported spontaneously by participants or observed by
(attrition bias) the research team were reported to a local independent advisory board that
Safety data (e.g. adverse comprised an independent medical officer, an independent counselling psy-
events) chologist, the site principal investigator, and a clinical supervisor. An adverse
reaction was defined as any undesirable experience occurring to a participant
during the study, whether or not it was considered related to the research pro-
cedure
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No adverse or serious adverse events were reported by women receiving the
intervention, suggesting that PM+ did not cause harm or exacerbate distress
beyond one’s capacity to cope with it

Protection against conta- Low risk Project staff met periodically with nurses providing the ETAU to establish the

mination types of support and counselling they offered to participants in this condition
and to check that there was no contamination of PM+ strategies used in the
ETAU condition

Selective reporting (re- High risk PSYCHLOPS, health service use, and life events checklist were listed in the trial
porting bias) protocol, but results were not reported in this paper
Other bias Unclear risk it was revealed through supervision processes that the in vivo exposure strat-

egy was rarely implemented, and when it was, it was done so incorrectly. For
instance, in vivo exposure was applied to women reporting symptoms of cog-
nitive worry as opposed to anxious avoidance. In vivo exposure was not used
in an exploratory trial of PM+ in Peshawar, Pakistan [33]. In vivo exposure is ar-
guably a more complex strategy to train non-specialist providers to deliver ef-
fectively, although other research groups have managed this [34]. In this study,
in vivo exposure required the CHW to identify the source of anxious avoidance,
to develop a gradual exposure plan, and to accompany the client during initial
steps of this plan. It is possible the specific source of avoidance was difficult for
CHWs to define, and that accompanying the client was logistically prohibitive;
therefore in vivo exposure was readily abandoned as a strategy to implement
with clients. Consequently, the revised version of PM+ omits in vivo exposure
(35]

Dias 2008

Study characteristics

Methods Study design: RCT

Duration of study: unknown

Participants Country: India
Income classification: lower-middle
Geographical scope: Taluka; semi-urban
Healthcare setting: home-based care
Mental health condition: dementia
Population (patient and carer dyads)
1. Age: carers around 53 years; patients with dementia around 78 years
2. Gender: both

3. Socioeconomic background: 40% of patients with dementia and 20% of carers had below primary
education. Most (90%) were unable to afford paid help

4. Inclusion criteria
a. Clinical Dementia Rating scale: mild to moderate dementia

b. Carers
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Dias 2008 (continued)

c. Person identified by the family
5. Exclusion criteria

a. Clinical Dementia Rating scale: severe dementia or severe co-morbid physical health condition

Interventions

Stated purpose: to test effectiveness of the 10/66 intervention in reducing carer burden, promoting
carer mental health, and reducing behaviour problems in elderly people with dementia

INTERVENTION (n = 41)
Name: 10/66 Flexible Stepped-Care Brief Carer Intervention
Delivered by: LHW

Title/name of PHW and number: 4 healthcare assistants (HCAs) (2 in each taluk); 1 lay health counsel-
lor (LHC) (shared by both taluks)

1. Selection: HCA: knowledge of local language, literate, motivated to involve in community care of old-
er people; LC: part of the intervention team/authors; member of the Dementia Society in Goa

2. Educational background: HCA: passed higher secondary school; LC: not specified

3. Training: HCA: intensive training module over 1 week developed/adapted to local settings. Trained in
key skills including listening and counselling skills, bereavement counselling, stress management, and

health advice for common health problems. Trained by study author (geriatrician/epidemiologist) and

LHC; LHC: not specified

4. Supervision: for HCA: meetings every 2 weeks with psychiatrist and LC. HCA would meet the psychia-
trist twice a month to give update on person with dementia, especially if person was taking medication.
In addition, met with LC every 2 weeks to share experiences, support one another, and problem-solve
difficult situations; LC: supervised by psychiatrists

5. Incentives/remuneration: LC: Rs 5000/month; HCA: not specified; psychiatrist remunerated Rs 3000/
month for monitoring/supervising LCs

Intervention details
1. Duration/frequency: home visits at least every 2 weeks for 6 months

2. Content of intervention (by types of health workers and per patients/carers): HCAs: intervention for
carers: psychoeducation plus follow-up and some counselling skills. Patients or carers (or both) had
follow-up with psychiatrist and patients may have been prescribed medication

CONTROL (n = 40)

Control arm dyads received only education and information regarding dementia and then were placed
on a waiting list to receive the intervention after 6 months

CO-INTERVENTIONS: both intervention and control groups were free to utilise existing health services
during this time

Outcomes

Patients

1. Severity of behavioural problems (NPI-S)

2. Functional ability of participant (Everyday Abilities Scales for India)
Carers

1. Carer mental health (GHQ score)*

2. Carer perceived burden (ZBS)

3. Carer distress due to problem behaviours (NPI-D)
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Dias 2008 (continued)

Process/health workers

1. Process indicators: mean number of visits by HCA, visits by psychiatrists
2. Use of medication not reported

Economic outcomes

1. Protocol mentions primary outcome: cost of illness, but not reported

(*: primary outcomes of study)

Time points: 3 months and 6 months after baseline

Notes Source of funding: WHO
Notes on validation of instruments (screening and outcomes): all were validated (Dias 2004)
Additional information: study authors provided supplementary information on supervision, remuner-
ation, and other elements. We had access to the study protocol
Patient outcomes are presented in this treatment review. Carer outcomes are summarised in this re-
view, but will also be included in prevention review, as for them, the intervention is preventing mental
distress/disorders. Declaration of interests - study authors declared no competing interests
Handling the data: as per footnotes in data and analysis
Prospective trial registration number: NCT00479271
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Quote: "randomization of dyads comprising the person with dementia and
tion (selection bias) their principal caregiver was carried out by an independent person, based on
simple random number tables, either to the intervention or waiting list group"
Comment: this was carried out by using simple random numbers tables
Allocation concealment Low risk Comment: allocation was done by an 'independent person'
(selection bias)
Blinding of participants Unclear risk Patients and carers recommended by the family and by personnel knew who
and personnel (perfor- was allocated to the intervention. Personnel did not take part in measuring the
mance bias) outcome, so this does not affect the outcome
All outcomes
Blinding of outcome as- Low risk Quote: "outcome evaluations were carried out by researchers who were

sessment (detection bias)
all outcomes

masked to the allocation status until the end of the project. We attempted to
blind outcome evaluations by ensuring that allocation status was keptin a
separate office from the outcome evaluation teams. We had also instructed
the families not to divulge information on the visits by the Home Care Advisor.
However, we anticipated that some unmasking would occur because both the
intervention and outcome evaluations were home-based. In order to evalu-
ate the masking process, researchers were asked to guess the intervention sta-
tus. Another limitation in trials of this nature is that the researchers did, during
the course of their outcome evaluation, correctly guess the allocation status in
nearly two-thirds of individuals because of the information on health care use
which typically led some care-givers to share contacts with the intervention
team"
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Comment: study authors have mentioned the possibility of unmasking and
measures they took to minimise this. Mortality is an objective outcome and
was reported completely. Agree with low risk assessment

Baseline outcome mea- Low risk Comment: There were differences in outcome measures at baseline: mean

surements similar GHQ score was different - higher in the intervention group (Table 2). This dif-
ference was adjusted for in subsequent analyses

Baseline characteristics Low risk Comment: there were no baseline differences in SES nor in psychiatric comor-

similar?

bidity. Outcome measures at baseline were also similar

Incomplete outcome data  Low risk Comment: there was a > 20% dropout rate (only 59 remain at follow-up com-

(attrition bias) pared with 81 randomised), but this was a small sample size. The most com-

Efficacy data mon causes of death were stroke (4 people), pneumonia (4 people), myocar-
dial infarction (3 people), and septicaemia (2 people). 2 families moved out of
the study area, and 2 refused to continue with the trial. However, there was
no significant difference in baseline characteristics among those who died or
were alive to the end of the trial (P = 0.05 for GHQ, NPI-S, NPI-D, Everyday Abili-
ties Scales for India, and ZBS scores)

Incomplete outcome data  Unclear risk Comment: deaths were reported, but adverse effects of interventions on car-

(attrition bias) ers were not specified

Safety data (e.g. adverse

events)

Protection against conta- Unclear risk Comment: insufficient information was provided on how close together inter-

mination vention and control groups were placed (e.g. were they in same village, mean
details of dementia care in Goa) (cultural view) - contacted study author for
this

Selective reporting (re- High risk Comment: study authors have not reported the cost of illness nor process in-

porting bias) dicators: mean number of visits by home care advisor, visits by psychiatrists,
use of medication. The protocol mentions primary outcomes as (1) carer men-
tal health, (2) carer burden, (3) behaviour problems and activities of daily liv-
ing in elderly people with dementia, and (4) costs of illness, but in the results
section, the last point is not reported

Other bias Low risk Comment: none detected

Divan 2019
Study characteristics
Methods Study design: RCT; 2-arm single (assessor)-blinded

Duration of study: January to December 2016

Participants

Country: India

Income classification: lower-middle income in 2016

Geographical scope: rural; Kolhapur, Maharashtra, India

Healthcare setting: participants' homes

Mental health condition: autism spectrum disorder

Population: children with autism and their parents (parent-child dyads)
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1. Age: children 2 to 9 years old
2. Gender: children - both

3. Socioeconomic background: more than half of participants' mothers had received undergraduate
education or higher

4. Inclusion criteria (including threshold cutoff score of measurement tool)
a. Development age 12 months or older

b. Diagnosis of autism spectrum disorder using the INCLEN Diagnostic Tool for Autism Spectrum Disor-
der (Juneja et al, 2014)

5. Exclusion criteria
a. Children with uncontrolled epileptic seizures, severe hearing, or visual impairment
b. Residence outside trial area

c. Parents with severe hearing or visual impairment, severe psychiatric disorder, residence outside the
trial area

Interventions Stated purpose: to evaluate the feasibility and effectiveness of the PASS Plus intervention for Autism
Spectrum Disorders compared to usual care

INTERVENTION 1 (n=19)

Name: parent-mediated intervention for autism spectrum disorder plus (PASS Plus)
Delivered by: LHW

Title/name of PW and number: facilitators (lay health workers) - 4

1. Selection: a first-stage competency assessment evaluated knowledge and skills of selected candi-
dates, who were then allowed to co-deliver the intervention to non-trial practice dyads under supervi-
sion. During 1-month internship period, each trainee delivered a minimum of 3 sessions independent-
ly, after which a second-level objective competency assessment was administered on PASS specific
knowledge and skills. Those who achieved a pre-determined competency score then engaged with tri-
al dyads. Two months into the case practice sessions, lay health workers received an additional 2-day
training on Plus modules

2. Educational background: college graduates

3. Training (contents, duration, by whom): 10-day training by senior clinicians and mid-level supervi-
sor, which included classroom-based instruction on child development and autism, observations in
special education settings of children with social communication impairments, and practice-based
learning of the modular intervention PASS

4. Supervision: first session on engagement was conducted with a supervisor present. All sessions
were videotaped, and these were used initially for one-on-one supervision by PASS Plus trainers. Over
the trial period, supervision evolved from initial high-intensity group supervision conducted once a
week by a senior clinician to peer-led supervision. These were then supervised every fortnight by se-
nior clinicians. The implementation team was rated on fidelity measures conducted by a therapy ex-
pert based in the UK on 10% of randomly selected treatment sessions

Intervention details (according to PWs and whether aimed at carers and/or patients)
1. Duration/frequency: twelve 60- to 90-minute fortnightly sessions over a 6-month period

2. Content of intervention (by types of health workers and per patients/carers): 2 distinct manualised-
components: PASS social communication modules and “Plus” comorbidity modules. During the core
social communication intervention (PASS), facilitators used video feedback on play sessions record-
ed during a 10-minute period of play between parent and child to support the parent to recognise the
child’s non-verbal and verbal signals, which reflect the child’s communication intentions, and to recog-
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nise which of their own actions have a positive effect on the interaction. The parent is then guided to-
choose intervention strategies, which include simple but effective strategies such as paying attention
to parent positioning, watching and waiting, and reducing the use of questions and directives to try
out and the effects of these on their dyadic interaction, which is reviewed at the start of the next ses-
sion. Plus modules address common comorbidities via a psychosocial approach and are introduced in
the fourth session. After supporting the parent to identify the comorbidity most disruptive for the fami-
ly, the decision algorithm enables the facilitator to identify the most relevant advice and strategies for
the family. Parents are requested to practise the communication strategies for 30 minutes every day in
the intervening fortnight

CONTROL: usual care. (n=21)

Participants were able to access regular treatment: children visited allopathic private doctors and
Ayurvedic/homeopathic doctors

CO-INTERVENTIONS: participants in both arms were able to access regular treatment. About 15%

of the children in both groups attended a specialist school, and about half attended mainstream
schools. Schools offered largely respite care with some remedial education, with no specific interven-
tion for autism

Outcomes Patients
1. Autism symptom severity - Brief Observation of Social Communication Change (BOSCC)*

2. Dyadic Communication Measure for Autism (DCMA)* - proportion of parent synchronous respons-
es, proportion of child acts of communication initiation, proportion of time in shared attention

3. Comorbidity severity - Developmental Behaviour Checklist (DBC)

4, Adaptive child behaviours - standard Vineland Adaptive Behaviour Scale (VABS) total score and com-
munication, receptive, expressive, written, and socialisation sub-scores

Carers
1. Parental mental well-being - PHQ-9

2. Parent self-perception of knowledge, skills, acceptance, empowerment, and advocacy, using a mea-
sure adapted from the Research on Autism and Families in India (RAFIN) study (Daley 2013) (the RAFIN
tool)

Process/health workers

Nil

Economic outcomes

Nil

(asterisk for study's primary outcomes; star: outcomes that we have not reported in this review)

Time points post end of intervention: 0 months

Notes Source of funding: Grand Challenges Canada Global Mental Health Stream
Notes on validation of instruments (screening and outcomes): validated

Additional information: study protocol available. Declaration of interests - study authors declared no
competing interests

Handling the data: nil

Prospective trial registration number: ISRCTN10260663.

Risk of bias
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Bias Authors' judgement  Support for judgement

Random sequence genera-  Low risk Each child participant was assigned a sequential identification number that

tion (selection bias) was sent to an independent randomisation centre. Randomisation lists were
stratified by age and by functional impairment

Allocation concealment Low risk Allocation was conveyed by telephone and by email to the site co-ordinator,

(selection bias) who communicated with the intervention team. Research members of staff
were masked to treatment allocation

Blinding of participants Low risk Participants and interventionists were not blinded, but this was unlikely to

and personnel (perfor- have influenced outcomes

mance bias)

All outcomes

Blinding of outcome as- Low risk Assessors were masked to participants' allocation and to the time point at

sessment (detection bias) which participants were videotaped

all outcomes

Baseline outcome mea- Low risk Baseline outcome measurements were similar in both groups

surements similar

Baseline characteristics Low risk Baseline characteristics of the 2 groups (age, gender, mother's educational

similar? level) were similar

Incomplete outcome data  Unclear risk Small sample size: attrition rate of 12.5% (5/40); participants who had dropped

(attrition bias) out may have influenced results had they stayed

Efficacy data

Incomplete outcome data  Low risk Low attrition and no safety issues; 2 participants dropped out because of inter-

(attrition bias) vention (1 withdrew because parent did not understand intervention; 1 family

Safety data (e.g. adverse withdrew because they felt the intervention was not relevant to the child's dif-

events) ficulties). No safety issues were reported

Protection against conta- Low risk No participants received speech, language, or occupational therapy nor phys-

mination iotherapy during the trial period. Although participants attended specialist or
mainstream schools, these had no notable specific intervention for autism.
Control group participants were not exposed to the intervention, as the inter-
vention was home-based and was delivered by trained workers

Selective reporting (re- Unclear risk All outcomes planned in the methods section were reported in the results sec-

porting bias) tion. As this was a pilot trial, trial protocol was not published online

Other bias Low risk Nil

Dybdahl 2001
Study characteristics
Methods Study design: randomised 2-sided parallel-group open-label assessor-blinded controlled trial (unit of

randomisation: mother-child dyads; unit of analysis: individuals)

Duration of study: 1995 to 1996

Participants

Country: Bosnia
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Income classification: low income
Geographical scope: urban (town of Tuzla, a multi-ethnic industrial town in northeastern Bosnia)
Healthcare setting: home (1 refugee settlement; private accommodation for refugees)

Mental health condition: child mental health (PTSD, mental health, behavioural problems, scholastic
difficulties)

Population: mother-child dyads (internally displaced refugees)
1. Age: mothers: mean 30.7 years (SD 4.9), range 20 to 44 years; children: mean 5.5 years (SD 0.7)
2. Gender: both (children: 48 girls, 39 boys)

3. Socioeconomic background: mothers: 85% urban origin, education 14% illiterate (mean 5.3 years,
SD 2.8; range 0 to 14 years), married 63%, widowed 36%, divorced 1%, living in private accommodation
60%, living in refugee camp 40%

4. Inclusion criteria: internally displaced Bosnian mothers with a child aged 5 to 6 years
5. Exclusion criteria
a. Not participating in any other intervention programme

b. Unlikely to move out of the area before November 1996

Interventions

Stated purpose: to provide early childhood care and education as well as psychosocial support to
traumatised children by working with their mothers to help them resolve grief and improve parenting
and by providing a well-functioning family environment utilising non-medical professionals in a post-
conflict situation

INTERVENTION

Name: Psychosocial Intervention (+ basic medical care) - 42 people

Delivered by: CP

Title/name of PW and number: group leaders - preschool teachers trained for the study - 5
1. Selection: not specified in this report

2. Educational background: as above

3. Training (contents, duration, by whom): to a group of 3 to 8 group leaders, provided by mental health
professional

a. Duration: 5-day workshop. Before arrival, participants received basic information about the pro-
gramme and its background and aims

b. Content: participants were introduced to one another and received written material and introduc-
tory training on some of the key issues such as trauma, child development, and the importance of in-
teraction and communication (mother-child) in two 3-hour seminars. Then 3 days of more detailed de-
scription of the programme and reinforcement through group work, demonstrations, role-plays, and
discussion of the above topics (roles of caretaker, trauma and its effects on adults and children, groups
and group dynamics, supervision, loghook)

4. Supervision: weekly group meetings (with 6 to 8 group leaders along with a supervisor (a mental
health professional) (later twice a month)

5. Incentives/remuneration: as above
Intervention details

1. Duration/frequency: group leader met weekly with 2 groups of mothers (5 per group) for 5 months; 1
additional visit to each mother at her home at start of programme
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2. Content of intervention: group work using a manual-based approach derived from therapeutic dis-
cussions with war-traumatised women at the Psychological Centre in Tuzla (1993-1996) and the ICDP;
semi-structured group discussions introduced by group leaders dedicated to providing information
about trauma and trauma reactions in adults and children, as well as suggestions for how to meet com-
mon post-traumatic needs and problems, with emphasis on strengthening participants' own coping
strategies and reinforcing existing normal basic communication and interaction skills. Direct attention
was given to mothers and their mental health, to their beliefs and knowledge about children, and to
the reactions and needs of adults and children following traumatic events. Mothers were also visited
once at home to establish rapport and to express support

CONTROL: non-intervention group; participated in evaluations and received free basic medical care (45
people)

CO-INTERVENTIONS: free basic medical care by local physicians provided for both groups; vitamins or
iron was given to 52 children (66% in intervention group; 81% in control group)

Outcomes

Children

1. Description of child (rated by mothers; 11 characteristics; 7-point differential)

2. Mothers' ratings of children's problems § (10 problems; 4-point scale; total 30 points)
3. Mothers' ratings of concentration problems § (yes/no)

4. Raven's Coloured Progressive Matrices §

5. Children's interview (modified Birleson Depressive Inventory; modified by removing 2 of 13 items;
scored 0 to 32; 11 used as cutoff for depression)

6. Well-being &

7. Psychologists' observations § (video-rated; 14 items; 4-point scale; scored on 2 factors - problems 0
to 32; resources 0 to 16)

8. Anthropometrics: haemoglobin §

Mothers

1. Perceived Social Support

2. IES (reported in adult PTSD)

3. Well-being §

Process/health workers

Not reported

Economic outcomes

Not reported

(*: primary outcomes of the study; §: outcomes that we have not reported in this review)
Outcomes not used in quantitative synthesis
War Trauma Questionnaire (given at baseline)

Time points: baseline, 5 to 6 months after recruitment (0 to 1 month post intervention)

Notes

Source of funding: UNICEF; University of Tromso

Notes on validation of instruments (screening and outcomes): mothers' ratings of child's concentra-
tion and concentration problems; perceived social support: not validated separately; IES scores: not di-
agnostic of PTSD but some literature suggests IES score above 33 suggestive of PTSD
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Dybdahl 2001 (continued)

Additional information: group work is described in Dybdahl 1996 and Dybdahl 1999. Declaration of in-

terests - none

Also included in prevention review, as some mothers seem to have a mental disorder, and others
minimal to moderate psychological distress

Handling the data: as per footnotes in data and analysis

Prospective trial registration number: not registered

Also included in prevention review, as unsure about the population (roughly half the intervention
group has mental distress or a mental disorder at baseline; thus the intervention may be a treatment,
whereas for the other half, it could be a prevention strategy)

Risk of bias

Bias

Authors' judgement

Support for judgement

Random sequence genera-  Low risk Quote from report: "the assignment was random. All the names of the moth-

tion (selection bias) er—child dyads were written on pieces of paper, which were folded, mixed to-
gether, and then separated into two piles at random so that one pile formed
the intervention group and the other pile formed the control group"

Allocation concealment Unclear risk Comment: not stated

(selection bias)

Blinding of participants Low risk Comment: participants and intervention personnel were not blinded to alloca-

and personnel (perfor- tion, but no evidence of impact on outcome is provided

mance bias)

All outcomes

Blinding of outcome as- Low risk Comment objective outcomes: physical and psychosocial outcomes were

sessment (detection bias) measured by teams of physicians and experienced health worker assistants

all outcomes not involved in delivering interventions and blind to interventions
Comment subjective outcomes: physical and psychosocial outcomes were
conducted by teams of physicians and experienced health worker assistants
not involved in delivering interventions and blind to interventions

Baseline outcome mea- Low risk Comment: baseline imbalances in prognostic variables noted for psychosocial

surements similar support for mothers and for well-being (but not statistically significant) and for
children's haemoglobin (P = 0.3); however, analyses included differences be-
tween groups in changes from baseline

Baseline characteristics Unclear risk Comment: mothers in refugee camps reported more war trauma and were

similar? more likely to be widowed during the conflict

Incomplete outcome data  High risk Quote: "twelve of the families dropped out of the study and did not participate

(attrition bias) in scheduled interventions: 7 from the intervention group, and 5 from the con-

Efficacy data trol group. Several of the mothers and children did not complete all tests at
both test periods for a variety of reasons; thus the number of participants var-
ied from test to test"
Comment: denominators for each of the tests are not provided by intervention
or control

Protection against conta- Unclear risk Comment: mothers in refugee camps could have discussed contents of the in-

mination tervention while supporting mothers in control group
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Selective reporting (re- Unclear risk Comment: protocol is not available, but all measures stated in methods are re-
porting bias) ported
Other bias High risk Comment: multiple statistical analyses were used without pre-specified pri-

mary or secondary outcomes; analyses corrected for multiple comparisons
yielded non-significant results

Ertl 2011

Study characteristics

Methods Study design: RCT

Duration of study: trial conducted between November 2007 and October 2009 (last follow-up). Preced-
ed/overlapped by an epidemiological survey July 2007 to April 2008

Participants Country: Uganda
Income classification: low income

Geographical scope: rural and urban; takes place in IDP camps and new settlement areas in 3 regions
of Northern Uganda: Anaka: rural area with the most documented rebel activity; Awer: urban relatively
safe area close to large town called Gulu, Padibe; rural (long distance from Gulu and more affected by
the war)

Healthcare setting: home

Mental health condition: child mental disorder - PTSD
Population: patients; children/adolescents (child soldiers)
1. Age: 12 to 25 years; mean age 18.66 years (SD 3.77)

2. Gender: both

3. Socioeconomic background: former child soldiers; mean economic status in Euros (as measured by
household possessions weighted by current local market prices divided by household size): EUR44-55

4. Inclusion criteria
a. Clinical diagnosis of PTSD derived from expert interviews
b. Member of the group of formerly abducted people or former child soldiers

c. Note: to keep the trial naturalistic, we did not exclude patients with suicidal ideation, substance
abuse, or depression

5. Exclusion criteria
a. Current substance dependence
b. Mental retardation

c. Psychotic disorder

Interventions Stated purpose: to examine whether individual-based, trauma-focused NET is feasible and effective in
reducing PTSD symptoms among traumatised former child soldiers living in the IDP camps of Northern
Uganda when carried out by trained local lay therapists directly in communities

INTERVENTION 1 (n=29)

Primary-level worker interventions for the care of people living with mental disorders and distress in low- and middle-income countries 226
(Review)

Copyright © 2021 The Authors. Cochrane Database of Systematic Reviews published by John Wiley & Sons, Ltd. on behalf of The Cochrane

Collaboration.



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Ertl 2011 (continued)

Name: NET

Delivered by: LHWs

Title/name of PW and number: local lay counsellors - 14 (7 women, 7 men)
1. Selection: not specified

2. Educational background: not specified

3. Training: training in and performance of NET were as outlined by an adapted field version of manual,
duration, and trainers: unspecified

4. Supervision: "treatment fidelity and therapeutic competence were monitored by case discussions in
supervision meetings, observation and evaluation of treatment sessions via video recordings, and re-
view of the obligatory treatment process notes for each session. In the case of NET, testimonies were
additionally reviewed to check for trauma focus and richness of detail" - not specified by whom

5. Incentives/remuneration: not specified
Intervention details

1. Duration/frequency: 8 sessions of individual therapy; "sessions lasted between 90 and 120 minutes
and were scheduled 3 times a week"

2. Content of intervention: "we chose an individual-based over a group-based treatment, because we
expected this approach to better meet the requirements of former child soldiers, who present with high
levels of PTSD as well as mistrust"; "narrative exposure therapy is a short-term, trauma-focused treat-
ment developed for use in low-resource countries affected by crises and conflict. Intended for survivors
of multiple trauma, this therapy results in the detailed documentation of the patients' lives as part of
the therapy process"; "irrespective of treatment condition, the first session included psychoeducation
on PTSD, its symptoms and consequences for the individual, and explanation of the rationale for narra-
tive exposure therapy or academic catch-up". Participant constructs chronological account of self biog-
raphy with therapist and reconstructs fragmented memories of traumatic events and habituation

INTERVENTION 2 (n =28)

Name: Academic Catch-up Training

Delivered by: lay PHWs

Title/name of PHW/CW and number: local lay counsellors - 14 (7 women, 7 men)
1. Selection: not specified by whom

2. Educational background: not specified by whom

3. Training: written guidelines that summarised basic counselling skills and session outlines for acade-
mic catch-up training; duration and trainers unspecified

4, Supervision: "treatment fidelity and therapeutic competence were monitored by case discussions in
supervision meetings, observation and evaluation of treatment sessions via video recordings, and re-
view of the obligatory treatment process notes for each session". Not specified by whom

5. Incentives/remuneration: not specified by whom
Intervention details

1. Duration/frequency: 8 sessions of individual therapy; "sessions lasted between 90 and 120 minutes
and were scheduled 3 times a week"

2. Content of intervention: "carried out according to written guidelines that summarized basic coun-
selling skills and session outlines for the academic catch-up training"; "irrespective of treatment con-
dition, the first session included psychoeducation on PTSD, its symptoms and consequences for the in-
dividual, and explanation of the rationale for narrative exposure therapy or academic catch-up"; "an
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intensive English catch-up course using the official Ugandan schoolbooks for different skill levels was
developed. Evaluation of process notes revealed that counsellors spent 55% of total time allocated for
academic catch-up doing academic training. The rest of the time was equally dedicated to providing
psychoeducation, conducting discussions on coping with symptoms, and dealing with current prob-
lems. None of the counsellors deviated from the restriction that they should not focus on traumatic ex-
periences in this condition. In the last session, participants received the English textbooks and exercise
books they had been working on with their counsellors"

CONTROL (n=28)

Wait-list control; 10 received suicide intervention due to suicidal ideation. "After the 12-month fol-
low-up, each waiting-list and academic catch-up participant still presenting with PTSD was offered nar-
rative exposure therapy"

CO-INTERVENTIONS: wait list with suicide intervention for those who exhibited high levels of suicide
ideation (10 people)

Outcomes

Patients

1. PTSD symptom load* (Clinician-Administered PTSD Scale - CAPS)

2. Functional impairment* (CAPS)

3. Guilt § (CAPS)

4. Symptoms of depression (MINI Neuropsychiatric Interview for depression module A - MINI)
5. Suicidal ideation (MINI)

6. Stigmatisation § (Perceived Stigmatization Questionnaire - PSQ)

Carers

N/a

Process/health workers

1. "Treatment fidelity and therapeutic competence were monitored by case discussions in supervision
meetings, observation and evaluation of treatment sessions via video recordings, and review of the
obligatory treatment process notes for each session. In the case of narrative exposure therapy, testi-
monies were additionally reviewed to check for trauma focus and richness of detail. No deviations from
the study protocol were noted"

2. None reported in the study §

Economic outcomes

None

(*: primary outcomes of the study; §: outcomes that we have not reported in this review)

Time points: baseline; 3-, 6-, and 12-month follow-up

Notes

Source of funding: this study was supported by the NGO vivo and by funding from the DFG (Deutsche
Forschungsgemeinschaft) and the Ein Herz fiir Kinder Foundation

Notes on validation of instruments (screening and outcomes): CAPS and MINI validated; PSQ not
validated

Additional information: clinicaltrialsgov/show/NCT00552006. Declaration of interests - study authors
reported no competing interests

Handling the data: as per footnotes in data and analysis

Prospective trial registration number: NCT00552006
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Risk of bias
Bias Authors' judgement Support for judgement
Random sequence genera-  Unclear risk Comment: randomly selected, but study does not specify how
tion (selection bias)
Allocation concealment Unclear risk Comment: unspecified
(selection bias)
Blinding of participants Unclear risk Comment: unspecified
and personnel (perfor-
mance bias)
All outcomes
Blinding of outcome as- Low risk Quote: "pretreatment assessments as well as follow-up assessments at 3
sessment (detection bias) months, 6 months, and 12 months after treatment were conducted by 13 clini-
all outcomes cal psychologists blinded to treatment conditions"
Comment: appropriate blinding; no objective outcomes
Baseline outcome mea- Low risk Comment: no statistical differences
surements similar
Quote: "there were no systematic pretreatment differences in sociodemo-
graphic data, traumatic load, and psychological impairment between the 3
groups"
Baseline characteristics Low risk Comment: no statistical differences
similar?
Quote: "there were no systematic pretreatment differences in sociodemo-
graphic data, traumatic load, and psychological impairment between the 3
groups"
Incomplete outcome data  Low risk Comment: 3-month follow-up: 26 included and 2 discontinued in NET; 24 in-
(attrition bias) cluded, 2 discontinued, and 1 died in academic catch-up (ACU) at 6 months'
Efficacy data follow-up; 26 included in NET, 23 included, 1 not found in ACU at 12 months'
follow-up; 25 included, 1 loss to follow-up, 23 in NET; all 28 wait-list partici-
pants remained throughout treatment
Quote: "apart from providing participants with the written documentation
of their lives or with the English textbooks and exercise books, no incentives
were offered. During follow-up periods, individuals who had relocated far from
the former IDP camps were refunded travel expenses"
Comment: this would have reduced attrition; unlikely to have affected out-
comes
Incomplete outcome data  Low risk Comment: no negative effects of NET were observed in this trial. Clinically
(attrition bias) reliable aggravation of symptoms was not present in the NET group but was
Safety data (e.g. adverse present in 4.4% of academic catch-up and in 10.7% of waiting list participants
events)
Protection against conta- Low risk Comment: lay counsellors were instructed not to integrate treatment material
mination from NET to ACU
Selective reporting (re- Low risk Comment: all pre-specified outcomes in protocol were reported
porting bias)
Other bias Low risk Comment: none were detected
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Fritsch 2007
Study characteristics
Methods Study design: RCT
Duration of study: 6 months
Participants Country: Chile
Income classification: upper-middle income
Geographical scope: urban (Santiago)
Healthcare setting: 5 PHC clinics
Mental health condition: major depression
Population
1. Age: 18 to 70 years
2. Gender: female
3. Socioeconomic background: about 30% employed, 8% unemployed, 5% student
4. Inclusion criteria
a. As above, with depression for 3 months (screening with GHQ-12 (= 5) twice, 2 weeks apart)
b. At least 1 child aged 6 to 16 living with her
Exclusion criteria
a. Abuse/dependence on alcohol or drugs
b. Bipolar disorder
¢. Psychotic symptoms (present or past)
d. Suicidal ideation
e. Pregnancy
f. Physical or mental disabilities that would hamper participation in the study
Interventions Stated purpose: to compare monitored pharmacotherapy intervention with current treatment in PC
INTERVENTION (n = 143)
Name: Monitored Pharmacotherapy
Delivered by: PHP and LHWSs
Title/name of PW and number: 5 generalist doctors/GPs (1 per practice) and non-professional trained
staff from 5 clinics
1. Selection: based on practice selection
2. Educational background: qualified doctors
3. Training: for doctors: 6 hours of training by principal investigators; for non-professional trained staff:
2 hours
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4. Supervision: doctors had permanent monitoring by principal investigators. In addition, doctors par-
ticipated in monthly meetings with a psychiatrist to discuss cases

5. Incentives/remuneration: not specified
Intervention details
1. Duration/frequency: regular visits to GP by patients

2. Content of intervention: regular visits to GP with pharmacotherapy structured using clinical algo-
rithms (use of available antidepressants: fluoxetine, amitriptyline, imipramine). Regular telephone con-
tact by non-professional, but trained personnel provided education, monitoring of drug intake and side
effects, and reminders/reinforcement of the need for regular follow-up with the doctor

CONTROL: usual care (n=131)

Based on Ministry of Health programme for treatment of depression in PC: consultations with GPs,
pharmacotherapy, individual or group psychotherapy with psychologists, and referral to psychiatrists

CO-INTERVENTIONS: none

Outcomes Patients
1. Diagnosis of depression (MINI)
2. Severity of symptoms (HDRS)
3. QoL (SF-36)
Carers
None
Process/health workers
None
Economic outcomes
None
Time points: 3 months and 6 months
Notes Source of funding: Fondecyt, Chile
Notes on validation of instruments: all instruments were validated internationally and in Chilean set-
ting
Additional information: no protocol was provided. Declaration of interests - none
Handling the data: as per footnotes in data and analysis
Risk of bias
Bias Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Comment: patients were assigned randomly; this took place at the individual
level, using computer systems managed at a central level

Allocation concealment
(selection bias)

Low risk Comment: patients were assigned randomly; this took place at the individual
level, using computer systems managed at a central level
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Blinding of participants Low risk Comment: due to the nature of the intervention, participants could not be

and personnel (perfor- blinded to the intervention; this is unlikely to create any bias to the results

mance bias)

All outcomes

Blinding of outcome as- Low risk Comment: assessors were not involved in the design of the study, did not know

sessment (detection bias) the study hypotheses, and were blinded to group assignment. No objective

all outcomes outcomes

Baseline outcome mea- Low risk Comment: the 2 study groups did not vary significantly

surements similar

Baseline characteristics Low risk Comment: the 2 study groups did not vary significantly

similar?

Incomplete outcome data  Unclear risk Comment: MINI scores are not reported at follow-up. In addition, study author
(attrition bias) does not show comparative tables of results at 3 and 6 months (only individual
Efficacy data figures per allocated group; no summary statistics)
Protection against conta- Unclear risk Comment: we have incomplete information; we are not sure if GPs in this set-
mination ting may be providing both intervention and control interventions
Selective reporting (re- Unclear risk Comment: no published clinical trial available; no selective reporting based on
porting bias) paper alone
Other bias Low risk Comment: no other sources of bias

Fuhr 2019
Study characteristics
Methods Study design: RCT

Duration of study: 24 October 2014 to 9 June 2017

Participants

Country: India
Income classification: lower-middle income
Geographical scope: urban and rural areas of Goa

Healthcare setting: women were recruited from PC clinics and antenatal clinics; home delivered inter-
vention

Mental health condition: perinatal mental disorder

Population (mention whether patient, carer, or dyad)

1. Age: 18+

2. Gender: women

3. Socioeconomic background: high literacy rates: males 94.7% and females 89%
4. Inclusion criteria (including threshold cutoff score of measurement tool)

a. Women who were potentially eligible were invited to be screened for depression with a locally vali-
dated version of the Patient Health Questionnaire 9 (PHQ-9) after providing written informed consent
for screening (or witnessed informed consent or audio recordings by illiterate participants)
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Fuhr 2019 (continued)

b. Women who screened positive for depression (defined as PHQ-9 score = 10) were eligible for enrol-
ment

5. Exclusion criteria
a. Participants who did not speak Konkani, Hindi, or Marathi

b. Those who needed immediate medical or psychiatric inpatient care

Interventions

Stated purpose: to determine whether use of Sakhis, representing a wider range of non-specialist
providers, to deliver the Thinking Healthy Programme (THP) intervention would be feasible and effec-
tive on a greater scale than is possible with community health workers

INTERVENTION (n =122)

Name: Thinking Healthy Programme (THP)

Delivered by: LHWs

Title/name of PW and number: Sakhis (non-specialist workers - lay women) - 26

1. Selection: THPP peers were middle-aged with children, had a similar sociodemographic background
as participants, and were selected for their good communication skills; they were referred to as Sakhi,
which translates to "friend" in Hindi. Additional criteria required to become Sakhis have previously
been published. Sakhis were recruited from the local community through word of mouth, particularly
through key informants in women'’s self-help groups and community health workers who were respon-
sible for the well-being and nutrition of mothers and their newborns

2. Educational background: not specified

3. Training (contents, duration, by whom): 26 Sakhis delivered trial interventions, and each received 25
to 40 hours of classroom-based training that focused on intervention content and relationship-building
skills. Training included sessions on dealing with difficult situations, recognition of symptom worsen-
ing, and serious adverse events. Training was primarily interactive and comprised discussion and role-
plays. A clinical internship period of 2 months followed training, during which Sakhis delivered 2 to 4
sessions of THPP to at least 2 mothers. At the end of their training and internship period, Sakhis were
assessed on their competence via standardised role-plays. Only Sakhis who passed pre-defined com-
petence assessments were selected for THPP delivery

4. Supervision: during the trial, Sakhis continued to receive fortnightly group supervision sessions with
4 to 5 Sakhis per group, once a month with a supervisor present and once a month without a supervisor
present. A peer group leader was chosen on a rotational basis at each session to lead the discussion;
when the supervisor was present, the peer group leader and the supervisor co-facilitated the session.
An audio-recorded THPP session delivered by a Sakhi was played at each session, and successes and
difficulties were discussed. Audio recordings were rated on the Therapy Quality Scale, and feedback
was exchanged within the group

5. Incentives/ remuneration: notably, it costs only a little over $1 per beneficiary mother to provide TH-
PP (12% of which is attributed to the cost of incentives)

Intervention details (according to PWs and whether aimed at carers and/or patients)

1. Duration/frequency: THPP was delivered over 6 to 14 individual sessions in 4 phases over 7 to 12
months, depending on the eligible trimester of recruitment, with each session lasting between 30 and
45 minutes

2. Content of intervention (by types of health workers and per patients/carers): participants in the in-
tervention group received THPP in addition to EUC. THPP was developed during a 2-year formative re-
search phase. Two major adaptations, related to content and delivery mechanism, were made to the
original THP intervention to make it deliverable by peers. First, we narrowed the focus from CBT (the
theoretical basis of the original THP intervention) to behavioural activation because formative research
indicated that CBT is more difficult for lay providers, such as peers, to learn

CONTROL (n=129)
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Treatment for control group (i.e. receiving EUC) was referred to as enhanced because, in India, perina-
tal depression is not treated. Participants in EUC only group received standard care from the gynaecol-
ogist and enhanced treatment

CO-INTERVENTIONS: none

Outcomes Patients
1. Symptom severity (PHQ-9)*
2. Remission (PHQ-9 <5 at 6 months post partum)*
3. Remission at 3 months
4. Recovery (PHQ-9 <5 at 3 and 6 months postpartum)
5. WHODAS
6. Days unable to work in the past month
7. Maternal support required#
8. Exclusive breastfeeding#
9. Infant weight-for-age and height-for-age#
10. Minimal clinically important difference at 6 months after birth# (asking participants how much of
their tension had changed since entry into the study)
11. Serious adverse events
Carers
None
Process/health workers
Number of sessions attended#
Economic outcomes
1. Health system costs
2. Societal costs
(asterisk for study's primary outcomes; star: outcomes that we have not reported in this review)
Time points post intervention: baseline, post intervention (3 months postnatal), at 3 months (6
months postnatal)

Notes Source of funding: National Institute of Mental Health (USA)
Notes on validation of instruments (screening and outcomes): PHQ-9 was validated
Additional information: declaration of interests - study authors declared no competing interests
Handling the data: as per footnotes in data and analysis
Prospective trial registration number: trial is registered with ClinicalTrials.gov, number
NCT02104232

Risk of bias

Bias Authors' judgement  Support for judgement
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Random sequence genera-  Low risk Randomisation list consisted of randomly sized blocks of 4 or 6 that were strat-

tion (selection bias) ified by area of residence (urban or rural)
Blocked randomisation was used to generate list by area; therefore considered
low risk

Allocation concealment Low risk Residence (urban or rural) was generated by an independent statistician who

(selection bias) had no subsequent involvement in the trial. Randomisation code was con-
cealed from participants and researchers before allocation by use of sequen-
tially numbered opaque sealed envelopes that were administered after con-
sent was provided, to inform participants in the group; this allocation conceal-
ment scheme has been used successfully in previous trials in this setting. Re-
search assistants opened the envelopes immediately after consent for enrol-
ment and the baseline questionnaire had been completed; participants were
assigned to the indicated group. Data manager did daily cross-checks to con-
firm that allocations were consistent with the allocation code. Outcome as-
sessors were independent. Allocation was conducted by an independent re-
searcher and was concealed from participants and researchers using num-
bered opaque envelopes; therefore low risk

Blinding of participants Low risk "Independent outcome assessors and the gynecologists providing care to par-

and personnel (perfor- ticipants in both groups were masked to the treatment allocation. Outcome

mance bias) assessors had no interaction with the study team"; therefore, low risk

All outcomes

Blinding of outcome as- Low risk "Independent outcome assessors and the gynecologists providing care to par-

sessment (detection bias) ticipants in both groups were masked to the treatment allocation. Outcome

all outcomes assessors had no interaction with the study team"

Baseline outcome mea- Unclear risk It is unclear whether baseline outcomes were similar between groups. How-

surements similar ever, study authors do state, "There was no evidence of a difference in base-
line characteristics in women for whom we had 6-month outcome data and for
whom we did not"

Baseline characteristics Low risk Baseline characteristics were broadly similar by treatment group (table 1)

similar?
Baseline characteristics were similar and reported; therefore low risk

Incomplete outcome data  Low risk "We adjusted for pre-specified baseline variables that are associated with the

(attrition bias) outcome or missing data"; missing outcome data were adjusted for in analy-

Efficacy data ses; therefore considered low risk

Incomplete outcome data  Low risk There was no evidence of significant differences in serious adverse events be-

(attrition bias) tween groups. Therefore we consider low risk

Safety data (e.g. adverse

events)

Protection against conta- Low risk We assumed a more conservative effect size to allow for the possibility of cont-

mination amination between groups and a diluted effect due to delivery of the interven-
tion by Sakhis
Possible contamination between groups was adjusted for during analyses;
therefore considered low risk

Selective reporting (re- Low risk All outcomes planned in clinical trial protocol NCT02104232 were reported in

porting bias) the results section

Other bias Low risk No other sources of bias were found
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Gavrilova 2009

Study characteristics

Methods Study design: randomised parallel-group single-blind controlled clinical trial

Duration of study: 2000 to 2004

Participants Country: Russia
Income classification: middle

Geographical scope: urban (Moscow - South administrative district; patients registered at 3 general
practices)

Healthcare setting: group community training
Mental health condition: dementia
Population: patient-carer dyad

1. Age: patients: > 65 years; carers' mean age: 61.5 years (SD 17.6)
2. Gender: both

3. Socioeconomic background: not specified

4. Inclusion criteria

a. Patients > 65 years

b. Met DSM-IV criteria for dementia

5. Exclusion criteria

a. Serious current physical illness

b. No family carer

c.>1 person with dementia in same household

Interventions Stated purpose: to test the effectiveness of the 10/66 Dementia Research Group brief carer interven-
tion among people with dementia and their carers

INTERVENTION (n = 25)

Name: 10/66 Brief Carer Intervention

Delivered by: PHP

Title/name of PW: newly qualified doctors (number not specified)
1. Selection: not specified

2. Educational background: medical degree

3. Training (contents, duration, by whom): 2-day training, using the 10/66 intervention manual (in-
cludes vignettes, role-plays, live interviews)

4., Supervision: not specified.
5. Incentives/remuneration: not specified

Intervention details
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1. Duration/frequency: 5 weekly 30-minute sessions

2. Content of intervention: intervention for carers: content (manualised approach): 3 modules: assess-
ment of cognitive and functional impairment, carers' knowledge and understanding, care arrange-
ments (1 session), basic education about dementia illness, what to expect in future, local available re-
sources (2 sessions), training regarding dealing with specific problem behaviours (2 sessions)

CONTROL (n=28)
Usual medical care (on a wait-list for the intervention)

CO-INTERVENTIONS: medical care for both intervention and control

Outcomes

Patients

1. Behavioural and psychological symptoms of dementia (NPI-Q)
2. DEMQOL

Carers

1. 7Bl

2. SRQ-20 - carer mental health

3. Caregiver QoL (WHOQOL-BREF)
Process/health workers

Not assessed

Economic outcomes

Not reported

Time points: baseline, 6 months

No mention of study's primary or secondary outcomes

Notes

Source of funding: WHO
Notes on validation of instruments (screening and outcomes): validated

Additional information (e.g. provided by study authors, existence of a published study protocol):
none

Patient outcomes presented in this treatment review. Carer outcomes summarised in this review
but will also be included in prevention review, as for them the intervention is preventing mental dis-
tress/disorders. Declarations of interests - study authors reported no competing interests

Handling the data: as per footnotes in data and analysis

Prospective trial registration number: ISRCTN41039907

Risk of bias

Bias

Authors' judgement  Support for judgement

Random sequence genera-
tion (selection bias)

Low risk Quote from report: "randomisation was carried out in London, with the codes
transmitted immediately back to the Moscow centre by e-mail. We used a
stratified permuted block method to ensure as fare as possible an even distrib-
ution of baseline caregiver strain assessed using the Zarit Burden Interview"

Comment: central randomisation apparently computer generated
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Allocation concealment Unclear risk Comment: not reported

(selection bias)
Comment: even though sequence generation was centrally done, it is unclear
how allocation was concealed

Blinding of participants Unclear risk Comment: the control group was a wait-list, so differential interventions were

and personnel (perfor- unlikely

mance bias)

All outcomes

Blinding of outcome as- Low risk Comment: this was an open-label trial; however, assessors were blind to treat-

sessment (detection bias) ment allocation

all outcomes

Baseline outcome mea- Low risk Comment: all similar

surements similar

Baseline characteristics Low risk Comment: all similar; there were baseline imbalances in the degree of care

similar?

needed by patients in the control group. However, this was adjusted for in sta-
tistical analysis

Incomplete outcome data  Low risk Comment:attrition was low in both groups (only deaths), and this was adjust-
(attrition bias) ed for in statistical analysis
Efficacy data
Protection against conta- Low risk Comment: wait-list control, so unlikely to be contamination
mination
Selective reporting (re- Low risk Comment: trial prospectively registered; all pre-stated outcomes reported
porting bias)
Other bias Low risk Comment: none detected
Gordon 2008
Study characteristics
Methods Study design: RCT

Duration of study: September 2004 to May 2005

Participants

Country: Kosovo

Income classification: lower-middle income

Geographical scope: rural; Suhareka region, a fertile agricultural area in the southern part if of Kosovo
Healthcare setting: small group school setting - high school

Mental health condition: PTSD

Population: patients (adolescents only)

1. Age: 14 to 18 years; mean age 16.3 years

2. Gender: both; significantly more girls than boys

3. Socioeconomic background: war-traumatised area with students who had lost both or 1 parent and
90% of homes in that area were destroyed
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4. Inclusion criteria

a. Students having PTSD as defined according to a scoring algorithm of the HTQ previously described
by the Harvard Refugee Trauma group and used in a Kosovar Albanian population

(1) This definition of PTSD requires a score of 3 or 4 on a Likert scale of 1 to 4, on at least 1 of 4 re-expe-
riencing symptoms (Criterion B), on at least 3 of 7 avoidance and numbing symptoms (Criterion C), and
on at least 2 of 5 arousal symptoms (Criterion D), in addition to exposure to a traumatic event (Criterion
A)

5. Exclusion criteria
a. No specific exclusion criteria

b. Students with PTSD symptoms as defined above may participate in the study

Interventions

Stated purpose: to determine whether participation in a mind-body skills group programme based on
psychological self-care, mind-body techniques, and self-expression decreases symptoms of PTSD

INTERVENTION (n = 38)

Name: mind-body school-based skill group

Delivered by: CP

Title/name of PW and number: high school teachers - 4

1. Selection: information from study author: "the teachers were self-selected"

2. Educational background: information from study author: "all graduated from the university but did
not have advanced degrees. They would have whatever certification is required to teach high school in
Kosovo"

3. Training: 2-part, 10-day intensive training undertaken in 1999 to 2000; Washington DC-based facul-
ty of the Centre for Mind-Body Medicine (CMBM). Info from study author: "when we went to Kosovo af-
ter the war to train health professionals, the teachers from this village came to our training and brought
the mind-body techniques back to their school in the rural village and began using them with their stu-
dents. We did one pilot study before we did the RCT"

4. Supervision: CMBM's Kosovo faculty of psychiatrist and psychologist

5. Incentives/remuneration: information from study author: "they were paid a small stipend"
Intervention details

1. Duration/frequency: 12 sessions for 2 hours twice a week for 6 weeks

2. Content of intervention: self-expression and personal sharing with instruction in and use of medi-
tative and imaginative mind-body techniques; given in small group sessions (about 10 students per
group). Format is now manualised. The aim is not to discuss traumatic events but to create a support-
ive environment in which self-awareness, sharing, and listening are encouraged, to teach them self-
care techniques, and to give them skills to deal with traumatic events in their daily life and to under-
stand the trauma they suffered

CONTROL (n = 40)

Wait-list control group, who received the 12-session mind-body skill training after the first intervention
group finished their 12 sessions

CO-INTERVENTIONS: none

Outcomes Patients
HTQ
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Carers

NA

Process/health workers
None

Economic outcomes
None reported

Time points: baseline (pre-intervention), immediately post intervention (i.e. after 6 weeks), 3-month
follow-up after the intervention

Notes Source of funding: Oswald Family Foundation, Minnesota, USA; Oak Foundation, Geneva, Switzer-
land; deLaski Family Foundation, Virginia, USA; Ms Lyn Rales, Potomac, Maryland, USA; Ms Judith Loeb
Chiara, New York, New York, USA; Helen Clay Frick Foundation, New York, USA
Notes on validation of instruments (screening and outcomes): used previously in Kosovo, as de-
scribed in Cardozo 2000
Additional information: clinicaltrials.gov/ct2/show/NCT00136357?term=NCT00136357. Declaration of
interests - study authors report no competing interests
Handling the data (e.g. imputed values, other calculations we have made): none
Prospective trial registration number: NCT00136357
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Quote: "students were stratified according to gender and randomly assigned
tion (selection bias) by the research director using random numbers generated by Microsoft Excel
2003"
Allocation concealment High risk Quote: "the list of assigned groups was given to the teachers, who then noti-
(selection bias) fied the students of their group assignment"
Comment: no allocation concealment
Blinding of participants Low risk Comment: not blinded but unlikely to affect outcomes
and personnel (perfor-
mance bias)
All outcomes
Blinding of outcome as- Unclear risk Quote: "while it is possible that students wanted to please the teachers by re-
sessment (detection bias) porting a decrease in symptomatology after the groups, the teachers' experi-
all outcomes ence, and that of the observers was that greater familiarity with the teachers,
on the contrary, facilitated more frank discussions and sharing of problems
and symptoms after as well as before and during the intervention"
Comment: teachers both performed intervention and delivered the instru-
ments but given explanation above, may be classified as unclear risk; no ob-
jective outcomes
Baseline outcome mea- Low risk Comment: all similar

surements similar
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