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eMethods 

In our study we included network meta-analyses (NMAs) of randomized controlled trials (RCTs) comparing, in the same 
network, any pharmacological, non-pharmacological interventions or combination of them in participants with a diagnosis of 
any psychiatric disorder. We excluded NMAs of individual participant data.  

We searched the following electronic databases from the date of database inception to August 2018 without language 
restriction: PubMed (MEDLINE), Ovid (PsycINFO, EMBASE+EMBASE clas-sic, OVID MEDLINE), Web of Knowledge 
(Web of Science (science citation index expanded), Biological abstracts, BIOSIS, Food science and technology abstracts). 
We did not search for additional unpublished studies. We did not impose language restriction. We used the following search 
strategy: 

PUBMED (MEDLINE) 

(ADHD OR Attention-Deficit OR attention deficit OR autis* OR Asperger OR depress* OR mood OR bipolar OR disruptive 
mood dysregulation disorder OR anxiety OR anxious OR obsessive compul-sive OR OCD OR panic disorder* OR PTSD OR 
post traumatic stress disorder OR sleep OR insom-nia OR psychotic OR psychosis OR schizophren* OR conduct disorder* 
OR oppositional defiant disorder* OR anorex* OR bulim* OR binge eating OR tic OR tics OR intellectual disabil* OR mental 
retardation OR developmental coordination disorder OR learning disorder* OR substance related dis-order* OR addiction 
OR addictive) AND (network meta-analy* OR network metaanaly* OR indirect treatment meta-analy* OR indirect treatment 
metaanaly* OR mixed treatment comparison* OR mixed-treatment comparison* OR indirect comparison meta-analy* OR  
indirect comparison metaanaly* OR multiple treatment meta-analy* OR multiple treatment metaanaly* OR multiple-
treatment meta-analy* OR multiple-treatment metaanaly* OR indirect meta-analy* OR indirect metaanaly* OR indirect treat-
ment comparison*)  

OVID databases 

PsycInfo, EMBASE+EMBASE classic, OVID Medline 

(ADHD OR Attention-Deficit OR attention deficit OR autism OR autistic OR Asperger OR depression OR depressive OR 
mood OR bipolar OR disruptive mood dysregulation disorder OR anxiety OR anx-ious OR obsessive compulsive OR OCD 
OR panic disorder OR panic disorders OR PTSD OR post traumatic stress disorder OR sleep OR insomnia OR psychotic OR 
psychosis OR schizophrenia OR  schziphrenic OR conduct disorder OR conduct disorders OR oppositional defiant disorder 
OR oppositional defiant disorders OR anorexia OR anorexic OR bulimia OR bulimic OR binge eat-ing OR tic OR tics OR 
intellectual disability OR intellectual disabilities OR mental retardation OR de-velopmental coordination disorder OR learning 
disorder OR learning disorders OR substance related disorder OR substance related disorders OR addiction OR addictive) 
AND (network meta-analysis network meta-analytic OR network metaanalysis OR indirect treatment meta-analysis OR 
indirect treatment meta-analytic OR indirect treatment metaanalysis OR mixed treatment comparison OR mixed treatment 
comparisons OR mixed-treatment comparison OR mixed-treatment comparisons OR indirect comparison meta-analysis OR  
indirect comparison meta-analytic OR indirect comparison metaanalysis OR indirect comparison metaanalytic OR multiple 
treatment meta-analysis OR multiple treatment meta-analytic OR multiple treatment metaanalysis OR multiple treatment 
metaanalytic OR multiple-treatment meta-analysis OR multiple-treatment meta-analytic OR multiple-treatment metaanal-ysis 
OR  multiple-treatment metaanalytic OR indirect meta-analysis OR indirect meta-analytic OR indi-rect metaanalysis OR 
indirect metaanalytic OR indirect treatment comparison OR indirect treatment comparisons)  

 

WEB OF KNOWLEDGE 

(Web of science (science citation index expanded), Biological abstracts, Biosis, Food science and technology abstracts) 

ADHD OR Attention-Deficit OR attention deficit OR autis* OR Asperger OR depress* OR mood OR bipolar OR disruptive 
mood dysregulation disorder OR anxiety OR anxious OR obsessive compul-sive OR OCD OR panic disorder* OR PTSD OR 
post traumatic stress disorder OR sleep OR insom-nia OR psychotic OR psychosis OR schizophren* OR conduct disorder* 
OR oppositional defiant disorder* OR anorex* OR bulim* OR binge eating OR tic OR tics OR intellectual disabil* OR mental 
retardation OR developmental coordination disorder OR learning disorder* OR substance related dis-order* OR addiction 
OR addictive 

AND 
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“network meta-analy*” OR “network metaanaly*” OR “indirect treatment meta-analy*” OR “indirect treatment metaanaly*” 
OR “mixed treatment comparison*” OR “mixed-treatment comparison*” OR “in-direct comparison meta-analy*” OR  
“indirect comparison metaanaly*” OR “multiple treatment meta-analy*” OR “multiple treatment metaanaly*” OR “multiple-
treatment meta-analy*” OR “multiple-treatment metaanaly*” OR “indirect meta-analy*” OR “indirect metaanaly*” OR 
“indirect treatment comparison*” 

One review author screened titles and abstracts obtained by searching the electronic databases strategy and assessed the full 
text of potentially relevant studies for inclusion. Any doubt was solved by discussion with the other reviewers. One reviewer 
extracted the information from each included study. The data extracted were checked by the other reviewers. We extracted 
the following information: first study author; number of RCTs included in the NMA; study design; type of participants, and 
interventions. We appraised each NMA based on the approach proposed by Cope et al. (reference 4 of the research letter, 
main text).  

Cope et al. suggested to assess the feasibility of a valid NMA following a stepwise process. First, they suggested to check 
whether the network comparing the interventions of interest for the outcome of interest is connected. Second, they proposed 
to evaluate whether there are differences within or between direct treatment comparisons in terms of a) the treatment or 
outcome definition, b) the distribution of each study or patient characteristics, c) baseline risk that is also associated with the 
relative treatment effects, and d) observed treatment effects. Then, if differences existed and data were available, they 
recommended to explore these differences using different approaches, including meta-regression analysis, subgroup analysis 
and sensitivity analysis. In our study we focused on the first step, which is essential to make a NMA feasible, and on steps a) 
and b) because they refer to the transitivity assumption on which the NMA methodology is based.  

In our study, in particular, we evaluated the following aspects in each NMA: 1) how the control node (or neutral comparator) 
was defined in the network geometry, 2) the differences between pharmacological and non-pharmacological studies with 
respect to patient characteristics for baseline disease severity or previous exposure to treatment; 3) distribution of the risk of 
performance or detection bias in the network. In relation to the aspect 1), we identified the NMAs that grouped different types 
of control conditions in the same node of the network and those that did not. For the other aspects, we assessed if differences 
between pharmacological and non-pharmacological studies for patient characteristics and risk of bias were found and reported 
in each NMA, if they were unclear, or if this information was not retrieved from primary studies. In accordance with Cope’s 
approach, we checked if the impact of these issues on results was explored. For the appraisal, we considered the network of 
evidence for the primary efficacy outcomes and the judgment was based on the methods reported in the final report of each 
study. We searched information in the full-text of each NMA and relative supplementary material. 

Characteristics of the included network meta-analyses 

First author (year) 
N 

trial
s 

Type of 
studies 

included in 
network 

meta-
analysis 

Participants Eligible treatments 

Català-Lopez (2017)1  190 
Parallel and 
cross-over 

RCTs  

Children/adolescents 
(<18 y) with ADHD 

Stimulants, non-stimulants, antidepressants, antipsychotics, 
other unlicensed drugs, BT, CT, neurofeedback, other 

psychotherapies, diet therapy, PUFA, amino acids, minerals, 
herbal therapy, homeopathy, physical activity 

Davies (2018)2,3 14 

Single and 
double blind 

RCTs 
(including 

cluster 
RCTs)   

Individuals at risk 
mental state (>12 y) 

Antipsychotics, omega-3 fatty acids, glycine-site compounds 
(D-serine), CBT, psychoeducation, FM, supportive 

counselling, NBI, integrated psychological therapies 

Deng (2017)4 23 RCTs 
 

Adults (>18 y) with a 
clinical diagnosis of 

PSD 

Antidepressants, traditional Chinese medicine, psychological 
therapy, ECT, acupuncture therapy, social support 

Devoe (2017)5 32 RCTs Youth (12-35 y) at 
risk mental state All interventions for youth at CHR 

Devoe (2018)6 41 RCTs Youth at risk mental 
state All interventions for youth at CHR 

Gartlehner (2015)7 44 RCTs  Adults (>18 y) with 
acute-phase MDD 

SGAs, BT, CBT, integrative therapies, psychodynamic 
therapies, third-wave cognitive behavioral therapies, 

acupuncture, meditation, omega-3 fatty acids, SAMe, St. 
John’s wort, yoga, any formal exercise program, other 

pharmacotherapies for combination or augmentation (atypical 
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antipsychotics, psychostimulants, buspirone, levothyroxine 
(T4), lithium, pindolol, triiodothyronine (T3)) 

Mayo-Wilson (2014)8 101 
Parallel 

RCTs and 
cluster RCTs 

Adults with social 
anxiety disorders 

Oral drugs, promotion of exercise, exposure and social skills, 
CBT, other psychological therapy, psychodynamic 

psychotherapy, self-help 
Papadimitropoulou 
(2017)9 31 RCTs Adults (18-65 y) with 

TRD Antidepressant, ECT, rTMS 

Skapinakis (2016) (in 
children and 
adolescents)10 

17 
RCTs 

(Double-blind 
for 

pharmacologi
cal studies) 
and cross-

over only for 
pharmacologi

cal studies 

Children and 
adolescents with 

OCD 

Clomipramine, SSRIs, SSRIs, SNRIs, BT, CBT 
Skapinakis (2016) (in 
adults)11 54 Adults with OCD 

Slade (2018)12 21 RCTs Adults with bulimia 
nervosa Pharmacological and psychological therapies 

Wang (2017)13 115 

RCTs and 
non-

randomized 
comparative 

studies 

Children/adolescents 
(3-18 y) with anxiety 

disorders 

SRI, SNRI, TCAs, benzodiazepines, atypical antipsychotics, 
monoamine oxidase inhibitor, other drugs (bupropion, 

mirtazapine, D-Cycloserine, N-Acetylcysteine, 
methylphenidate, riluzole, buspirone, propranolol, prazosin, 
cyproheptadine, carbamazepine, divalproex), CBT, PCIT, 
PST, third wave (Mindfulness) therapies, psychodynamic 

psychotherapy, FM, AMP, motivational interviewing, EMDR, 
complementary psychotherapy techniques 

RCT: randomized controlled trial; y: year; ADHD: attention-deficit hyperactivity disorder; BT: behavioral therapy; CT: cognitive training; 
PUFA: polyunsaturated fatty acids; FM: family therapy; NBI: needs-based interventions; PSD: post-stroke depression; ECT: 
electroconvulsive therapy; MDD: major depressive disorder; SGA: secondo-generation antidepressants; CBT: cognitive and behavioral 
therapies; SAMe: S-adenosyl-Lmethionine; TRD: treatment-resistant depression; rTMS: repetitive transcranial magnetic stimulation; OCD: 
obsessive compulsive disorder; SSRI: selective serotonin reuptake inhibitor; SNRI: selective noradrenaline reuptake inhibitor; PCIT: parent 
child interaction therapy; PST: problem solving therapy; AMP: attention modification program; EMDR: eye movement desensitization 
reprocessing therapy 
(We included 12 unique network meta-analyses, corresponding to 13 references) 
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