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1. Background

Harmful alcohol use impacts population health and linked to over 200 health conditions of alcohol
consumers, as well as harm to other people. According to the WHO, harmful use of alcohol is the
leading risk factor for premature death and disability for individuals aged between 15 and 49
attributable to about 3 million deaths annually (WHO, 2018).

There is good evidence on effective face-to-face prevention and treatments interventions for alcohol
use disorders (WHO mhGAP, 2015; Magill et al. 2019; Vanderplasschen et al. 2019). However, the
coverage of treatment for people with alcohol use disorders is extremely low in majority of countries,
with only 7.1% of those with past-year substance use disorders received minimally adequate
treatment (Degenhardt et al., 2017). Partially this can be explained by low capacity of treatment
services and low help-seeking rate for drinkers with alcohol-related problems (Cohen et al. 2007).

For this reason, novel interventions should be considered to improve the access to and utilization of
treatment services for this target group. Digital interventions have shown promising results for a
variety of conditions including alcohol use disorders (Riper et al. 2018; Sundstrom, Blankers, and
Khadjesari 2017). The benefits of digital interventions include the removal of barriers such as time
constrains, distance, and stigmatization and can therefore lower the threshold to access support and
treatment options.

Based on preliminary searches, we suggest that an update of an existing systematic review is
required before the evidence summaries can be prepared.



2. Methodology

2.1. PICO question

The following main question is applied in the present review:
ALC3: In adults with alcohol use disorders or hazardous drinking, are digital interventions effective?
Moreover, the following PICO (population, intervention, comparator, outcome) definition will be
applied:
Population (P): Adults with alcohol use disorders or adults with hazardous drinking
Intervention (l): Digital interventions
Comparator (C): Treatment as usual, waitlist, no treatment, head to head comparison
Outcomes (0): Alcohol use reduction

List critical outcomes:

¢ Number of weekly standard drinks

List important outcomes:
e Number of days of alcohol use last 30 days,
e days of abstinence last 30 days,
e number of binge drinking occasions last 30 days according to WHO criteria,
e AUDIT-C

2.2. Search strategy

We conducted a systematic literature search in the following bibliographic databases: PubMed,
Embase, Psycinfo, CENTRAL. We used various combinations of key and index terms covering the
concepts of problem drinking and digital interventions. The full search strings are given in Appendix
Il. Furthermore, we applied a filter for randomized controlled trials (RCTs) in these databases. Our
initial selection was based on titles and abstracts. Subsequently, full texts of studies possibly meeting
inclusion criteria were retrieved and evaluated. The identified interventions were delivered through
various options (web-based, computerized, telemedicine, smartphone applications). For the sake of
clarity, we will refer to the included interventions as “digital interventions”.

2.2.1. Selection criteria

Given the extensive scope of summarizing digital interventions targeting alcohol use reduction
across a variety of target groups, we decided to base our systematic review on a previous relevant
systematic review (Sundstrém et al. 2017), which has reviewed all available systematic reviews in
the field of digital interventions for alcohol reduction from 2005 until 2015. We acknowledge that
other systematic reviews have been published after 2015. However, we perceived that those studies
focus commonly on a narrow subfield of digital interventions and alcohol use reduction, which
translated to limited inclusion criteria, for example, related to specific type of interventions (e.g.
mobile phone applications, text messaging, CBT) (Bendtsen et al. 2021; Kiluk et al. 2019; Riper et al.
2018; Song, Qian, and Yu 2019; Tofighi et al. 2017) or target groups (e.g. college or university
students, older adults) (Cole, Prassel, and Carlson 2018; Kaner et al. 2017; Prosser, Gee, and Jones
2018).

Therefore, we conducted a new systematic review and meta-analysis to add relevant findings that
have been reported in the literature. Specifically, our search included studies from January 2016
until December 2021. We included RCTs that compared digital interventions with active [e.g. TAU,
motivational interviewing (Ml), brief intervention (BI), psychoeducation] or non-active (e.g. waiting-
list, assessment-only) control conditions. The RCTs had to focus upon adults with an alcohol use
disorder or on hazardous drinking. Furthermore, studies had to include a measurement of alcohol
use at posttreatment.



2.3. Data collection and analysis

Our initial selection was based on titles and abstracts. Subsequently, full texts of studies possibly
meeting inclusion criteria were retrieved and evaluated. The search strategy and results was
carefully documented. The flow of articles throughout the search and up to the final cohort of
included studies is depicted through the PRISMA flow diagram. Outcome measures assessing alcohol
use were extracted at post-treatment.

2.4. Selection and coding of identified records

For the purpose of organizing the obtained studies from our systematic searches we used the
reference management software Endnote. A copy of the reference library in electronic format is
supplied alongside the final report.

2.5. Quality assessment
The validity of all identified RCTs was assessed using the Cochrane Risk of bias tool.

2.6. Analysis of subgroups or subsets
N/A



3. Results
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3.2. List of studies included and excluded
Fig. 1. Flowchart for inclusion of studies in systematic review
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3.2.1. Included in GRADE tables/footnotes

Sundstrém, C., Blankers, M., and Khadjesari, Z. 2017. “Computer-Based Interventions for
Problematic Alcohol Use: A Review of Systematic Reviews.” International Journal of Behavioral
Medicine 24(5):646-58. doi: 10.1007/512529-016-9601-8/TABLES/2.

Boumparis, N., Khazaal, Y., Krupchanka, D., & Schaub, M. P., (2022). Digital interventions for problem
drinkers: a systematic review and meta-analysis [Unpublished manuscript].

3.2.2. Excluded from GRADE tables/footnotes
N/A
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Table 1. PICO Table

1 Digital interventions for | Reduction in alcohol use | Sundstrém et al., 2017 Given the extensive scope of summarizing digital interventions targeting
alcohol use reduction alcohol use reduction across a variety of target groups, we decided to base our
decisions based on the Sundstrém et al. 2017 review, which reviewed all
available systematic reviews in the field of digital interventions for alcohol
reduction from 2005 until 2015.

1 Digital interventions for | Reduction in alcohol use | Boumparis et al., 2022 We conducted a systematic review and meta-analysis in the field of digital
alcohol use reduction interventions for alcohol use reduction based on all available evidence from
2016 until 2021.
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3.3. Narrative description of studies that contributed to GRADE analysis

Soundstréom, 2017

Purpose: The aim of this review is to provide an overview of knowledge and knowledge gaps in the
field of computer-based alcohol interventions by (1) collating evidence on the effectiveness of
computer-based alcohol interventions in different populations and (2) exploring the impact of four
specified moderators of effectiveness: therapeutic orientation, length of intervention, guidance and
trial engagement. Methods: A review of systematic reviews of randomized trials reporting on
effectiveness of computer-based alcohol interventions published between 2005 and 2015. Results:
Fourteen reviews met the inclusion criteria. Across the included reviews, it was generally reported
that computer-based alcohol interventions were effective in reducing alcohol consumption, with
mostly small effect sizes. There were indications that longer, multisession interventions are more
effective than shorter or single session interventions. Evidence on the association between
therapeutic orientation of an intervention, guidance or trial engagement and reductions in alcohol
consumption is limited, as the number of reviews addressing these themes is low. None of the
included reviews addressed the association between therapeutic orientation, length of intervention
or guidance and trial engagement. Conclusions: This review of systematic reviews highlights the
mostly positive evidence supporting computer-based alcohol interventions as well as reveals a
number of knowledge gaps that could guide future research in this field.

Boumpairis et al., 2022

Background: We assessed the effects of digital interventions on alcohol use reduction in comparison
with non-active and active comparators. Methods: Systematic review with separate meta-analyses
based on the suitable comparator. Forty-nine randomized controlled trials met the inclusion criteria
for the systematic review and meta-analyses. Primary outcome was drug use at post-treatment.
Hedges’s g was calculated for all comparisons. Risk of bias was examined with the Cochrane risk-of-
bias tool 2. Results: The risk of bias varied across the included studies. The meta-analyses showed
significantly reduced cannabis use at post-treatment (17 comparisons, N =1 629, g = 0.24; 95% Cl:
0.18- 0.29, P < 0.001) as compared with non-active comparisons and active comparisons (5
comparisons, N =946, g =0.25; 95% Cl: 0.12- 0.38, P < 0.001). For the reduction of any drug use, we
did not find a significant reduction (6 comparisons, N =1 325, g = 0.19, P = 0.106) for non-active
comparisons, whereas we did find a significant reduction for active comparators (6 comparisons, N =
1760, g = 0.30; 95% Cl: 0.20- 0.41, P < 0.001). For opioid use reduction, we found a significant effect
(5 comparisons, N = 668, g = 0.40; 95% Cl: 0.25-0.56, P < 0.001) compared to active comparisons. For
stimulant use reduction, we did not find a significant effect (4 comparisons, N =875,g=0.32,P =
0.190) for non-active comparisons, while we did find a significant effect compared to active
comparators (3 comparisons, N = 247, g = 0.34; 95% Cl: 0.09-0.59, P = 0.007). Conclusions: Digital
interventions showed small, significant reduction effects on diverse target populations based on
different comparators at post-treatment. However, given the small number of available studies for
certain substances, the findings should be interpreted with caution.
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3.4. Grading the Evidence
Table 2: Effects of digital interventions for adult problem drinkers

Author(s): Sundstrém, C., Blankers, M., & Khadjesari, Z.
Question: Effects of digital interventions in reducing alcohol use in various populations

Population: Adult problem drinkers

Reference List: Sundstrom et al., 2017

Study

studies

Study
design

Risk of bias

Reduction in alcohol use in mixed populations

Certainty assessment

Inconsistency

Indirectness

Imprecision

considerations

Ne of
patients

Effect

Absolute
(95% Cl)

(=14 11114V

Importance

Rooke et |34 Systematic |very serious |not serious not serious | not serious |none 10632 d=0.26 ®d(OO |CRITICAL
al. 2010 review and LOW

meta- CI:NR

analysis
Whiteet |17 Systematic |very serious | not serious not serious | not serious | none 4338 d=0.42 oOOQ |CRITICAL
al. 2010 review and CI: NR VERY LOW

meta-

analysis
Khadjesari |24 Systematic |very serious |not serious not serious not serious | none NR -26g of ethanol | @@®(O() |CRITICAL
et al. 2010 review and per week LOW

meta- Cl: -41to -11)

analysis
Reduction in alcohol use in student populations
Careyetal. |35 Systematic |very serious |not serious not serious | not serious |none NR d=0.07 &OOQ |CRITICAL
2009 review and Cl:-0.02,0.16 VERY LOW

meta-

analysis
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Certainty assessment

Effect

(=14 11114V Importance
Study Study . . . . o Ne of Absolute
studies A Risk of bias = Inconsistency Indirectness | Imprecision e | e (95% Cl)

Taitetal. |14 Systematic |very serious |not serious not serious | not serious |none 2838 d=0.22 &OOQ |CRITICAL
2010 review and CI: NR VERY LOW

meta-

analysis
Dotsonet |8 Systematic |very serious |not serious Serious not serious | none 2050 d=0.29 &OOQ |CRITICAL
al. 2015 review and VERY LOW

meta- Cl:0.16t0 0.42

analysis
Dedertet |28 Systematic |very serious |not serious not serious | not serious | none NR -25g of ethanol | @@®(O() |CRITICAL
al. 2015, review and per week LOW

meta-

analysis Cl:-519to0 1.9
Reduction in alcohol use in adult (non-student) populations
Riperetal. |9 Systematic |very serious |not serious Serious not serious | none 1553 g=0.44 @OOQ | CRITICAL
2011 review and VERY LOW

meta- Cl:0.17-0.71

analysis
Riper et al. |16 Systematic |very serious |not serious not serious not serious | none 5612 g=0.20 @O |CRITICAL
2014 review and Low

meta- Cl:0.13-0.27

analysis
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Table 3: Effects of digital interventions for adult illicit substance users compared to non-active comparators

Author(s): Boumparis, N., Khazaal, Y., Krupchanka, D., & Schaub, M. P.

Question: Digital interventions compared to nonactive comparators for alcohol use reduction
Population: Adults problem drinkers

Reference List: Boumparis et al., 2022

: Effect
Certainty assessment

Certainty
Ne of Study

studies design

Other Ne of Absolute
considerations patients (95% Cl)

Risk of bias | Inconsistency Indirectness  Imprecision

Reduction in alcohol use compared to non-active comparators

Importance

33 RCT very serious® | not serious® | not serious® | not serious® | none® 15041 g=0.16 o000
Cl: 0.11t0 0.22 LOwW

CRITICAL

a. The proportion of information from studies at high risk of bias is sufficient to affect the interpretation of results. Downgraded by two.
b. No inconsistency. Heterogeneity is low.

c. Indirectness does not appear to be an issue. Populations, interventions, comparators and outcomes are highly relevant and comparable.
d. imprecision does not appear to be an issue. Large enough sample size to calculate a precise effect estimate.
e. Publication bias unlikely.

f. Some imprecision exists. The number of available studies is small and the confidence intervals of the effect estimate are large. Downgraded by one.

17




Table 4: Effects of digital interventions for adult illicit substance users compared to active comparators

Author(s): Boumparis, N., Khazaal, Y., Krupchanka, D., & Schaub, M. P.

Question: Digital interventions compared to active comparators for alcohol use reduction
Population: Adults problem drinkers

Reference List: Boumparis et al., 2022

: Effect
Certainty assessment

Certainty Importance
Ne of Study

studies design

Other Ne of Absolute
considerations patients (95% Cl)

Risk of bias | Inconsistency = Indirectness = Imprecision

Reduction in alcohol use compared to active comparators

16 RCT very serious® | not serious® | not serious® | not serious® | none® 5231 g=0.13 ®00 CRITICAL

LOW
Cl: C1 0.06-0.19

a. The proportion of information from studies at high risk of bias is sufficient to affect the interpretation of results. Downgraded by two.

b. No inconsistency. Heterogeneity is low.

c. Indirectness does not appear to be an issue. Populations, interventions, comparators and outcomes are highly relevant and comparable.
d. Imprecision does not appear to be an issue. Large enough sample size to calculate a precise effect estimate.

e. Publication bias unlikely.

18



1as

: Risk of Bi

Fig. 2

Risk of bias domains

Judgement

@ High

Domains:

D1: Bias arising from the randomization process.

D2: Bias due to deviations from intended intervention.

Some concerns

D4: Bias in measurement of the outcome.
D5: Bias in selection of the reported result.
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Study name
Hedges's
g
Duroy, 2016 0.014

Leeman, 2016 0.028
Linowski, 2016 0.180
Ondersma, 2016 0.240
Strohman, 2016 -0.219
Anderson, 2017b 0.008
Brendryen, 2017 0.362
Doumas, 2017 0.287
Gajecki, 2017 0.264
Guillemont, 217 0.139
Pedersen, 2017 0.258
Tahaney, 2017 0.684
Baldin, 2018 0.008

Bof, 2018 0.360
Braitman, 2018  0.091
Ganz, 2018 0.181
Wilks, 2018 0.481

Bedendo, 2019  0.067
Berman, 2019 0.128
Bertholet, 2019 0.088
Buckner, 2019 0.408
Jo, 2019 0.237
Nayak, 2019 -0.227
O'Donnell, 2019 -0.287
Harder, 2020 0.067
Leavens, 2020  -0.047
Sundstrém, 2020 0.756
Baumgartner, 20210.359
Chander, 2021 -0.075
Frohlich, 2021 0.165
Graser, 2021 0.176
Paulus, 2021 0.129
Schaub, 2021 0.388

0.164

Statistics for each study

Standard
error

0.084
0.209
0.170
0.180
0.260
0.266
0217
0.164
0.171
0.109
0.072
0.237
0.093
0.119
0.106
0.064
0.261
0.031
0.072
0.064
0.182
0.054
0.162
0.296
0.138
0.146
0.244
0.094
0.116
0.134
0.178
0.178
0.079
0.029

Variance

0.007
0.044
0.029
0.032
0.068
0.071
0.047
0.027
0.029
0.012
0.005
0.056
0.009
0.014
0.011
0.004
0.068
0.001
0.005
0.004
0.033
0.003
0.026
0.088
0.019
0.021
0.059
0.009
0.014
0.018
0.032
0.032
0.006
0.001

Lower
limit
-0.149
-0.382
-0.154
-0.113
-0.729
-0.514
-0.063
-0.034
-0.072
-0.075

0.118
0.220
-0.173
0.127
-0.117
0.055
-0.030
0.007
-0.013
-0.038
0.052
0.132
-0.545
-0.867
-0.204
-0.334
0.278
0.174
-0.303
-0.098
-0.173
-0.220
0.233
0.107

Upper
limit
0.178
0.439
0.514
0.592
0.290
0.530
0.787
0.608
0.600
0.353
0.399
1.148
0.190
0.593
0.299
0.307
0.992
0.127
0.270
0.214
0.765
0.342
0.091
0.294
0.338
0.239
1.233
0.544
0.153
0.428
0.525
0.478
0.542
0.221

Z-Value p-Value

0.173
0.134
1.058
1.332
-0.844
0.029
1.669
1.752
1.539
1.271
3.600
2.889
0.088
3.025
0.858
2.808
1.845
2177
1.780
1.373
2.244
4.425
-1.401
-0.967
0.482
-0.323
3.099
3.806
-0.645
1.231
0.988
0.724
4.918
5.621

0.862
0.893
0.290
0.183
0.399
0.977
0.095
0.080
0.124
0.204
0.000
0.004
0.930
0.002
0.391
0.005
0.065
0.029
0.075
0.170
0.025
0.000
0.161
0.334
0.630
0.746
0.002
0.000
0.519
0.218
0.323
0.469
0.000
0.000

-1.00

Hedges's g and 95% CI

i

il

Hl‘jf

-0.50

Control

T
|

JI‘\ll}l..

0.00

o+-.i-

0.50 1.00

Intervention




0.470

Kiluk, 2016 0.300 0.090 -0.119 1.059 1.565 0.118
Crombie, 2018 0.010 0075 0.006 -0.138 0.157 0.128 0.898
Ingersoll, 2018 -0.011 0235  0.055 -0.471 0.449 -0.046 0.963
Sharpe, 2018 0168  0.082 0.007 0.008 0.329 2.055 0.040
Fernandez, 2019 0.0689  0.094 0.009 -0.116 0.254 0.729 0.466
Mellentin, 2019 0.041  0.189  0.036 -0.330 0412 0215 0.830
Wray, 2019 0.625 0318 0.101 0.002 1.247 1.966 0.049 -
Zill, 2019 0265 0081 0.007 0106 0424 3.257 0.001 ——
Augsburger, 2021 0187  0.083 0.007 0026 0349 2270 0.023 ——
Cucciare, 2021 0298 0170 0.029 -0.036 0632 1751 0.080 -
Farren, 2021 0.063 0189 0.036 -0.307 0433 0.335 0.738 —_—r
Johansson, 2021a 0.041 0072  0.005 -0.100 0.181 0.571 0.568
Johansson, 2021b -0.115 0115 0.013 -0.341 0.110 -1.000 0.317
Lucht, 2021 0.189  0.093 0.009 0.007 0.372 2.034 0.042
McKay, 2021 0.332 0.172 0.030 -0.006 0.670 1.923 0.055 —
Rubin, 2021 0124 0144 0.021 -0.158 0.406 0.861 0.389
0128 0033 0.001 0.062 0.193 3.840 0.000 L 4
-1.00 050  0.00 0.50 1.00
Control Intervention
Table 5. Subgroup analyses
Alcohol use reduction — non-active comparators
N comparisons Hedge’s g 95% CI P p?

Guidance Unguided 26 0.16 0.10-0.22 <0.001 0.770

Guided 7 0.19 0.02-0.35 0.027
Alcohol use reduction — active comparators
Guidance Unguided 9 0.11 0.03-0.18 0.004 0.047

Guided 7 0.16 0.03-0.29 0.013
Recruitment DSM-IV 6 0.12 -0.04-0.28 | 0.136 0.884
criteria diagnosis

Cut-off 10 0.13 0.06-0.20 <0.001

criterion

2The P-values in this column indicate if the difference between the effect sizes in the subgroups are significant.




3.5. Additional evidence not mentioned in GRADE tables
N/A
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4. From Evidence to Recommendations

4.1. Summary of findings

Table 6. Summary of findings table

Source Number of Studies Effects Certainty of Evidence
GRADE Table Outcome
GRADE Table 1 Rooke et al. 2010 34 d=0.26 1210]0)
Cl: NR LOW
Effects of digital
interventions for adult White et al. 2010 17 d=0.42 o000
problem drinkers Cl:NR VERY LOW
Khadjesari et al. 2010 24 -26g of ethanol per week 11010)
Cl: -41to -11) LOW
Carey et al. 2009 35 d=0.07 1000
Cl: -0.02, 0.16 VERY LOW
Tait et al. 2010 Alcohol use reduction | 14 d=0.22 o000
Cl :NR VERY LOW
Dotson et al. 2015 8 d=0.29 o000
Cl: 0.16 t0 0.42 VERY LOW
Dedert et al. 2015, 28 -25g of ethanol per week 1210]0)
Cl:-519to0 1.9 LOW
Riper et al. 2011 9 g=0.44 o000
Cl: 0.17-0.71 VERY LOW
Riper et al. 2014 16 g=0.20 1 0l@)
Cl: 0.13-0.27 LOW
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4.2. Evidence to decision

Table 7. Evidence to decision table

Please note * indicates evidence from overarching qualitative review by Gronholm et al, 2023

CRITERIA, QUESTIONS

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL
CONSIDERATIONS

Is the problem a priority?

The more serious a problem is, the more likely it is that an option that addresses the problem should be a priority (e.g. diseases that are fatal or disabling are likely

to be a higher priority than diseases that only cause minor distress). The more people who are affected, the more likely it is that an option that addresses the

problem should be a priority.

§ ¢ Are the consequences of the problem serious (that is, O No Harmful alcohol use impacts population
g_ severe or important in terms of the potential benefits or | O probably no health and linked to over 200 health
2 savings)? O Probably yes conditions of alcohol consumers, as well as
z ¢ |s the problem urgent? Yes harm to other people. According to the
g_ ¢ |s it a recognized priority (such as based on a political O Vari WHO, harmful use of alcohol is the leading
2 . - o aries .
S or policy decision)? [Not relevant when an individual O Don't k risk factor for premature death and
= patient perspective is taken] on't know disability for individuals aged between 15
and 49 attributable to about 3 million
deaths annually (WHO, 2018).
How substantial are the desirable anticipated effects?
The larger the benefit, the more likely it is that an option should be recommended.
¢ Judgements for each outcome for which there is a O Trivial In adults with alcohol use disorders or
. | desirable effect Small hazardous drinkers, digital interventions
é ¢ How substantial (large) are the desirable anticipated [ Moderate when compared to non-active (waitlist,
'Z,' effects (including health and other benefits) of the O Large assessment-only) and active (treatment as
S | option (taking into account the severity or importance of . usual, brief interventions) comparator,
£ | the desirable consequences and the number of people - Varlles show effect for reducing alcohol use (low
g affected)? L Don't know certainty)
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CRITERIA, QUESTIONS

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL
CONSIDERATIONS

How substantial are the undesirable anticipated effects?

Possibly important
uncertainty or
variability

[ Probably no
important uncertainty

perceived benefits and attitudes of
patients towards health outcomes.
Some patients reported such
incentives/benefits as improvement in
health and positive perception of
health along with positive changes in

2 The greater the harm, the less likely it is that an option should be recommended.
§ ¢ Judgements for each outcome for which there is an O Large Not identified in the current review
5 | undesirable effect [] Moderate
% * How substantial (large) are the undesirable anticipated | 7 gmall
-§ effects .(mcludlhg harms to health and other harms) of Trivial
T the option (taking into account the severity or O Varies
o importance of the adverse effects and the number of .
people affected)? [ Don't know
What is the overall certainty of the evidence of effects?
The less certain the evidence is for critical outcomes (those that are driving a recommendation), the less likely that an option should be recommended (or the
§ more important it is likely to be to conduct a pilot study or impact evaluation, if it is recommended).
§ * What is the overall certainty of this evidence of effects, | O Very low While there is a growing number of digital
@ | across all of the outcomes that are critical to making a Low interventions developed in recent years for
"g decision? ' . o [ Moderate 'treatment of substa.nce.use di.sorders, t.here
£ ¢ See GRADE guidance regarding detailed judgements O High is a lack of standardization of interventions
g about the quality of evidence or certainty in estimates of O No included what contributes to heterogeneity and
8 effects . complicates comparison across studies
studies
Is there important uncertainty about or variability in how much people value the main outcomes?
The more likely it is that differences in values would lead to different decisions, the less likely it is that there will be a consensus that an option is a priority (or the
more important it is likely to be to obtain evidence of the values of those affected by the option). Values in this context refer to the relative importance of the
outcomes of interest (how much people value each of those outcomes). These values are sometimes called “utility values”.
* Is there important uncertainty about how much people | O Important Gronholm et al 2023.
o value each of the main outcomes? uncertainty or
T:u * Is there important variability in how much people value | variability *The review very briefly outlined the
> each of the main outcomes?
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CRITERIA, QUESTIONS

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL
CONSIDERATIONS

or variability

[ No important
uncertainty or
variability

family.

However, some of the factors that
contributed to the uncertainty were
stigma, costs of services, limited
availability and confidentiality
concerns.

Does the balance between desirable and undesirable effects favour the intervention or the comparison?

The larger the desirable effects in relation to the undesirable effects, taking into account the values of those affected (i.e. the relative value they attach to the
desirable and undesirable outcomes) the more likely it is that an option should be recommended.

¢ Judgements regarding each of the four preceding
criteria
¢ To what extent do the following considerations

[ Favours the
comparison
[ Probably favours

¢ How large is the difference in each item of resource

[ Negligible costs

sustaining digital health solutions can be

§ influence the balance between the desirable and the comparison
= undesirable effects: 1 Does not favour
%S | - How much less people value outcomes that are in the either the
§ future compared to outcomes that occur now (their intervention or the
b discount rate§)? ' ' comparison
o) - People’s attitudes towards undesirable effects (how risk Probably favours
averse they are)? . .
. . . the intervention
- People’s attitudes towards desirable effects (how risk O Favours the
seeking they are)? . .
intervention
[ Varies
[J Don't know
How large are the resource requirements (costs)?
- The greater the cost, the less likely it is that an option should be a priority. Conversely, the greater the savings, the more likely it is that an option should be a
g 2 | priority.
) § ¢ How large is the difference in each item of resource O Large costs While there is a lack of information on costs
& = | use for which fewer resources are required? 1 Moderate costs and cost-effectiveness, setting up and
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CRITERIA, QUESTIONS

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL
CONSIDERATIONS

use for which more resources are required?
¢ How large an investment of resources would the
option require or save?

and savings

[0 Moderate savings
[ Large savings

X varies

[J Don't know

costly, while costs for individual users

usually not very high.

What is the certainty of the evidence of resource requirem

ents (costs)?

¢ Have all-important items of resource use that may
differ between the options being considered been
identified?

¢ How certain is the evidence of differences in resource
use between the options being considered (see GRADE
guidance regarding detailed judgements about the
quality of evidence or certainty in estimates)?

¢ How certain is the cost of the items of resource use
that differ between the options being considered?

e |s there important variability in the cost of the items of
resource use that differ between the options being
considered?

O Very low

O Low

[0 Moderate
[ High

X No included
studies

Does the cost-effectiveness of the intervention favour the intervention or the comparison?
The greater the cost per unit of benefit, the less likely it is that an option should be a priority.

¢ Judgements regarding each of the six preceding criteria
¢ |s the cost effectiveness ratio sensitive to one-way
sensitivity analyses?

¢ Is the cost effectiveness ratio sensitive to multivariable
sensitivity analysis?

¢ |s the economic evaluation on which the cost
effectiveness estimate is based reliable?

¢ |s the economic evaluation on which the cost
effectiveness estimate is based applicable to the
setting(s) of interest?

[ Favours the
comparison

[ Probably favours
the comparison

[0 Does not favour
either the
intervention or the
comparison

[ Probably favours
the intervention

[ Favours the

intervention

No reviews examining cost effectiveness

identified
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CRITERIA, QUESTIONS JUDGEMENT RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

[ Varies
No included
studies

Health equity, equality and non-discrimination

What would be the impact on health equity, equality and non-discrimination? (WHO INTEGRATE)

Health equity and equality reflect a concerted and sustained effort to improve health for individuals across all populations, and to reduce avoidable systematic
differences in how health and its determinants are distributed. Equality is linked to the legal principle of non-discrimination, which is designed to ensure that
individuals or population groups do not experience discrimination on the basis of their sex, age, ethnicity, culture or language, sexual orientation or gender
identity, disability status, education, socioeconomic status, place of residence or any other characteristics. All recommendations should be in accordance with
universal human rights standards and principles. The greater the likelihood that the intervention increases health equity and/or equality and that it reduces
discrimination against any particular group, the greater the likelihood of a general recommendation in favour of this intervention.

* How are the condition and its determinants distributed | [J Reduced There is not enough data to understand the
across different population groups? Is the intervention O Probably reduced role of digital interventions for equity,
likely to reduce or increase existing health inequalities equality and non-discrimination of people
and/or health inequities? Does the intervention prioritize O Probably increased using substances: while there is a potential
and/or aid those furthest behind? O Increased of increasing access to care, it is also

¢ How are the benefits and harms of the intervention . possible that not all people can benefit it,
distributed across the population? Who carries the Varies what is addressed as problem of “digital
burden (e.g. all), who benefits (e.g. a very small sub- L Don't know divide”, which requires further research.
group)?

* How affordable is the intervention for individuals,
workplaces or communities?

* How accessible - in terms of physical as well as
informational access - is the intervention across different
population groups?

¢ |s there any suitable alternative to addressing the
condition, does the intervention represent the only
available option? Is this option proportionate to the
need, and will it be subject to periodic review?

[ Probably no impact
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CRITERIA, QUESTIONS

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL
CONSIDERATIONS

Feasibility

Is the intervention feasible to implement?

The less feasible (capable of being accomplished or brought about) an option is, the less likely it is that it should be recommended (i.e. the more barriers there are

that would be difficult to overcome).

¢ Can the option be accomplished or brought about?

¢ |s the intervention or option sustainable?

¢ Are there important barriers that are likely to limit the
feasibility of implementing the intervention (option) or
require consideration when implementing it?

I No

[ Probably no
[ Probably yes
[ Yes

Varies

[J Don't know

Feasibility is impacted by resources

available especially in LMIC and setting up
and sustaining digital health solutions can

be costly

Human rights and sociocultural acceptability

Is the intervention aligned with human rights principles and socioculturally acceptable? (WHO INTEGRATE)
This criterion encompasses two distinct constructs: The first refers to an intervention’s compliance with universal human rights standards and other considerations
laid out in international human rights law beyond the right to health (as the right to health provides the basis of other criteria and sub-criteria in this framework).
The second, sociocultural acceptability, is highly time-specific and context-specific and reflects the extent to which those implementing or benefiting from an
intervention as well as other relevant stakeholder groups consider it to be appropriate, based on anticipated or experienced cognitive and emotional responses to
the intervention. The greater the sociocultural acceptability of an intervention to all or most relevant stakeholders, the greater the likelihood of a general

recommendation in favour of this intervention.

¢ |s the intervention in accordance with universal human
rights standards and principles?

¢ |s the intervention socio-culturally acceptable to
patients/beneficiaries as well as to those implementing
it? To which extent do patients/beneficiaries value
different non-health outcomes?

¢ |s the intervention socioculturally acceptable to the
public and other relevant stakeholder groups? Is the
intervention sensitive to sex, age, ethnicity, culture or
language, sexual orientation or gender identity, disability
status, education, socioeconomic status, place of
residence or any other relevant characteristics?

* How does the intervention affect an individual’s,
population group’s or organization’s autonomy, i.e. their
ability to make a competent, informed and voluntary
decision?

¢ How intrusive is the intervention, ranging from low

I No

[ Probably no
Probably yes
[ Yes

[ Varies

[J Don't know
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CRITERIA, QUESTIONS

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL
CONSIDERATIONS

intrusiveness (e.g. providing information) to
intermediate intrusiveness (e.g. guiding choices) to high
intrusiveness (e.g. restricting or eliminating choices)?
Where applicable, are high intrusiveness and/or impacts
on the privacy and dignity of concerned stakeholders
justified?
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4.3. Summary of judgements

Table 8. Summary of judgements

Priority of the = = = - = v
, . Probably
problem Don’t know Varies No No Probably Yes Yes
Desirable - - - v o -
effects Don’t know Varies Trivial Small Moderate Large
Undesirable - - - - - v
effects Don’t know Varies Large Moderate Small Trivial
Certainty of the . - v - .
. o No included .
evidence R Very low Low Moderate High
studies
v
. Possibl - :
. i Probably no .
Important important X No important
Values X . important K
uncertainty uncertainty . uncertainty or
. uncertainty o
or variability or L variability
(T or variability
variability
R - - v
Balance of - - Favours Probably Does not Probably B
, " . Favours
effects Don’t know Varies comparis favours favour favours X .
- ) . . intervention
on comparison either intervention
Resources = v . - Negligible A =
. , . Large Moderate gle Moderate .
required Don’t know Varies costs or ) Large savings
costs costs . savings
savings
Certainty of the v
ewdt?nc: on No included V | L M derat H h
require studies ery low ow oderate ig
resources
Cost ¢ F P babl D t P babl -
os - No included - avours‘ robably 0es no robably Favours
effectiveness . Varies comparis favours favour favours X .
studies ) ) . ) intervention
on comparison either intervention
Equity, equalit - -
a:d n‘:;n e - v - e Probably no Probabl .
I Don’t know Varies Reduced reduced . i . i Increased
discrimination impact increased
Feasibilit - ’ R P babl i N
casibility Don’t know Varies No Nr;) ably Probably Yes Yes
Human rights
d = = - - v R
an N , . Probably
sociocultural Don’t know Varies No No Probably Yes Yes

acceptability

v'Indicates category selected, -Indicates category not selected
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Appendix I: mhGAP process note

mhGAP Guideline Update: Notes on process for identifying level of evidence review required v2_0
(13/12/2021)

This document is intended to provide guidance to focal points on the level of evidence review required
as part of the evidence retrieval process for the mhGAP guideline update process. As a general rule,
the update process should be informed by existing high quality systematic reviews.

The process for evidence retrieval and synthesis is fully outlined in chapter 8 of the WHO handbook for
guideline development https://apps.who.int/iris/handle/10665/145714.

Three main categories of evidence review are proposed in this document:

1)

2)

3)

Existing relevant, up to date, high quality systematic review(s) provide the evidence required.
An existing systematic review is sufficient to prepare the evidence summaries. It may be
possible to include more than one systematic review for the same PICO, as different reviews
may match different outcomes of a PICO. However, if more than one systematic review is
available for the same PICO outcome, one review should be selected, based on quality,
relevance, search comprehensiveness and date of last update. The selection process should be
transparently reported, with justification of choices.

Existing high quality systematic reviews are either out of date or do not fully address the PICO,
though it is considered that the review can be updated to meet these requirements. An update
of an existing systematic review is required before the evidence summaries can be prepared.
The update process may require addition of new studies published after the review, or inclusion
of outcomes not covered by the existing reviews.

Existing systematic reviews are either not of sufficiently high quality or cannot be updated to
fully address the PICO. A new systematic review is required before the evidence summaries
can be prepared

Figure 1 below details the process to identify which level of evidence review is required to support the
evidence retrieval process for a PICO.
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Fig. 5. Is a new systematic review needed

Key questions (PICO format)

Bibliographic databases and Relevant
repositories of systematic systematic No
review protocols used to review
identify identified
Yes

Quality appraisal tool used to
assess quality e.g. AMSTAR

High No Commission a new systematic

Consider whether the quality? review
systematic review has been

published within the past

two years e.g. since Yes

November 2019. This is not a

hard cut-off and older

reviews should be

Yes
considered on a case-by-case Up to date?
basis
No
Contact Cochrane or author
to see if update is Prepare evidence summaries and

planned/underway

Update existing systematic

assess the quality of the
review

evidence

Develop recommendation

All key questions are currently in PICO format as presented in the Appendix of the planning proposal
PICOs. Subsequent steps include the following:

1.

Identify and evaluate existing systematic reviews: Identify one or more systematic review(s) to
address each PICO question. Existing systematic reviews will inform the guideline development
process, whether or not a new systematic review or an update of an existing review is required,
and the evidence review team will detail existing systematic reviews in each case. The method
for identifying existing systematic reviews should be fully detailed in the evidence summary and
include the following sources:
a. Search of bibliographic databases, such as PubMed/MEDLINE, Embase, Psychlinfo,
Cochrane Central Register of Controlled Trials (CENTRAL), CINAHIL, Scopus, African
Index Medicus, Index Medicus for the Eastern Mediterranean Region, Index Medicus for
the South-East Asian Region, Latin American and Caribbean Health Sciences Literature,
and Western Pacific Region Index Medicus.
b. Search of repositories of systematic reviews protocols, including PROSPERO, Open
Science Framework (OSF), and Cochrane.
Assess if systematic review is up to date: It is preferred that identified systematic reviews have
been published within the past two years e.g. since November 2019. This is not a hard cut-off
and older reviews should be considered on a case-by-case basis, particularly those covering the
time period since the last update of the mhGAP guideline in 2015. It is acknowledged that
COVID has led to a pausing of many mental health research activities over the past two years,
and this may also impact the availability of systematic reviews within the preferred two year
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period. For any reviews that fall outside the two year period, the guideline methodologist will
advise on suitability.

3. Appraise quality of systematic review: Use the AMSTAR-2 quality appraisal tool to assess the
quality of the identified systematic review(s) https://amstar.ca/docs/AMSTAR-2.pdf . This
includes consideration of the extent to which the PICO is fully addressed by the systematic
review(s) identified.

By following the process outlined in figure 1, and steps 1-3 above, the FP and evidence review team will
have sufficient evidence to assess which of the three main categories of evidence review apply to each
PICO under consideration:

1) Existing systematic reviews are sufficient to prepare the evidence summaries

2) An update of an existing systematic review is required before the evidence summaries can be
prepared

3) A new systematic review is required before the evidence summaries can be prepared
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Appendix Il: Search terms used to identify systematic reviews

Search string for PubMed:

"Alcohol Abstinence"[Mesh] OR "Alcohol-Related Disorders"[Mesh] OR "Alcohol Drinking"[Mesh] OR
"Alcoholism"[Mesh] OR "Binge Drinking"[Mesh] OR "Alcohol"[Mesh] OR “heavy drinking”[Mesh] OR
“hazardous drinking”[Mesh] OR “harmful drinking”[Mesh] OR “excessive drinking”[Mesh] OR “problem
drinking”[Mesh] OR “risky drinking”[Mesh] OR "Alcohol Abstinence"[All Fields] OR "Alcohol-Related
Disorders"[All Fields] OR "Alcohol Drinking"[All Fields] OR "Alcoholism"[All Fields] OR "Binge
Drinking"[All Fields] OR "alcohol"[All Fields] OR “heavy drinking”[All Fields] OR “hazardous drinking”[All
Fields] OR “harmful drinking”[All Fields] OR “excessive drinking”[All Fields] OR “problem drinking”[All
Fields] OR “risky drinking”[All Fields]

AND

“Internet"[Mesh] OR “internet”[All Fields] OR “online”[All Fields] OR “web”[All Fields] OR “e-health”[All
Fields] OR “Mobile Applications"[Mesh] OR “mobile phone”[All Fields] OR “smartphone”[All Fields] OR
“mobile device”[All Fields] OR "Computers"[Mesh] OR “computer”[All Fields] OR “app”[All Fields] OR
"Therapy, Computer-Assisted"[Mesh] OR “computer-assisted”[All Fields] OR "Drug Therapy, Computer-
Assisted"[Mesh] OR “telemedicine”[All Fields] OR "Telemedicine"[Mesh]

AND

Randomization filter

Search string for Embase:

“Alcohol Abstinence”/exp OR “Alcohol-Related Disorders”/exp OR “Alcohol Drinking”/exp OR
“Alcoholism”/exp OR “Binge Drinking”/exp OR “Alcohol Abstinence” OR “Alcohol-Related Disorders” OR
“Alcohol Drinking” OR “Alcoholism” OR “Binge Drinking” OR “alcohol” OR “heavy drinking” OR
“hazardous drinking” OR “harmful drinking” OR “excessive drinking” OR “problem drinking” OR “risky
drinking”

AND

“Internet” OR “internet” OR “online” OR “web” OR “e-health” OR “Mobile Applications” OR “mobile
phone” OR “smartphone” OR “mobile device” OR “computer” OR “app” OR “Computer-Assisted” OR
“telemedicine”

AND

“randomized controlled trial”/de

Search string for Psycinfo

DE "Alcohol Abstinence" OR DE "Alcohol-Related Disorders" OR DE "Alcohol Drinking" OR DE
"Alcoholism" OR DE "Binge Drinking" OR "Alcohol Abstinence" OR "Alcohol-Related Disorders" OR
"Alcoholism" OR "Alcohol Drinking" OR "Binge Drinking" OR "alcohol" OR “heavy drinking” OR
“hazardous drinking” OR “harmful drinking” OR “excessive drinking” OR “problem drinking” OR “risky
drinking”

AND

DE “Internet" OR “internet” OR “online” OR “web” OR “e-health” OR DE “Mobile Applications” OR
“mobile phone” OR “smartphone” OR “mobile device” OR DE "Computers” OR “computer” OR “app” OR
"Computer-Assisted” OR "Telemedicine"

AND

Randomized Controlled Trial.pt. OR Pragmatic Clinical Trial.pt. OR exp Randomized Controlled Trials as
Topic/ OR "Randomized Controlled Trial (topic)"/ OR Randomized Controlled Trial/ OR Randomization/
OR Random Allocation/ OR Double-Blind Method/ OR Double Blind Procedure/ OR Double-Blind
Studies/ OR Single-Blind Method/ OR Single Blind Procedure/ OR Single-Blind Studies/ OR Placebos/ OR
Placebo/ OR (random* or sham or placebo*).ti,ab,hw. OR ((singl* or doubl*) adj (blind* or dumm* or
mask*)).ti,ab,hw. OR ((tripl* or trebl*) adj (blind* or dumm* or mask*)).ti,ab,hw.
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Search string for CENTRAL

“Alcohol Abstinence” OR “Alcohol-Related Disorders” OR “Alcohol Drinking” OR “Alcoholism” OR “Binge
Drinking” OR “alcohol” OR “heavy drinking” OR “hazardous drinking” OR “harmful drinking” OR
“excessive drinking” OR “problem drinking” OR “risky drinking”

AND

“Internet" OR “online” OR “web” OR “e-health” OR “Mobile Applications” OR “mobile phone” OR
“smartphone” OR “mobile device” OR “computer” OR “app” OR "Computer-Assisted” OR
"Telemedicine"
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