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eAppendix. Search Strategy (Extended)
The search was originally carried out on October, 9 2017 and updated on March, 5 2018.

Databases: PubMed/Medline, EMBASE, Scopus, Web of Science, PsycINFO, Cochrane Controlled Trials Register (database inception to 2018 March 5)

Exemplary for PubMed Database:

(((testosterone) AND (administration and dosage)) AND mood): 660 hits
(((testosterone) AND (adverse effects)) AND mood): 921 hits
(((testosterone) AND (deficiency)) AND mood): 398 hits

(((testosterone) AND (standards)) AND mood): 45 hits

(((testosterone) AND (therapeutic use)) AND mood): 1417 hits
(((testosterone) AND (therapy)) AND mood): 1487 hits

(((testosterone) AND (treatment)) AND mood): 2581 hits
(((testosterone) AND (supplementation)) AND mood): 181 hits

7690 TOTAL

after removal of duplicates: 3091

after formal assessment (of the excluded: 85 reviews, 2 meta-analyses, 6 case-studies, 2 meeting abstracts, 1 study protocol, 1 twin study, 3 practical
guidelines, 2 books): 2989

human studies (without animals): 1392

without women: 874

without children: 837

without athletic studies: 758

without contraceptive studies: 728

without non-testosterone treatments: 548

without in vitro studies: 469

titles and abstracts finally (manually) screened on relevance including only RCTs: 54
without studies using psychometrically non-validated depression measures: 27
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eTable 1. Characteristics of included RCTs

Author, year Population Duration Groups (no. randomized) Age, yr, mean Baseline total Depression scale
(SD) T, mean (SD), (baseline mean of
nmol/L TT and placebo
group)
Grinspoon, 2000 | AIDS wasting 24 wks Placebo (26) 41.7 (1.5) 15.6 (1.9) BDI-l 14.8 vs. 16.3
syndrome IM TE, 300mg/3wk (26)
Rabkin, 2000 AIDS wasting 6 wks Placebo (35) 39.0(8.2) 13.1 (4.3) BDI-1 14.2 vs. 13.9
syndrome IM TC, 400mg/2wk (39)
Pope, 2000 Healthy men 6 wks Placebo (56) 27.8 16.9 (5.4) HDRS 0.9 vs. 1.0
IM TC, up to 600mg/wk (56)
Seidman, 2001 Hypogonadal and 6 wks Placebo (17) 52 (10) 9.2 (1.8) BDI-I 23.5 vs. 19.3
MDD IM TE, 200mg/wk (13)
Pope, 2003 Refractory 8 wks Placebo (10) 49.2 (9.1) 9.8 (1.8) BDI-Il 23.1 vs. 23.6
Depression 1% gel, 100mg/d (12)
Malkin, 2004 Hypogonadal and 4 wks Placebo (10) 60.8 (4.6) 4.2 (0.5) BDI-119.0vs. 7.0
ischaemic heart IM Sustanon*, 100mg/2wk (11)
disease
Pugh, 2004 Congestive heart 12 wks Placebo (10) 62 (9.3) 14.1 (6.3) BDI-Il 7.3 vs. 7.3
failure IM Sustanon*, 100mg/2wk (10)
Kenny, 2004 Mild cognitive 12 wks Placebo (5) 80 (4.0) 14.4 (5.3) GDS-15 2.7 vs. 4.6
impairment IM TE, 200mg/3wk (6)
Rabkin, 2004 AIDS wasting 8 wks Placebo (39) 41 (7.7) 20.6 (9.6) HDRS 17.8 vs. 16.8
syndrome and MDD IM TC, 400mg/2wk (38)
Cavallini, 2004 Older men 24 wks Placebo (45) 63.5(3.5) 10.2 (2.0) BRMS 7.0 vs. 7.0
symptomatic for Oral TU, 160mg/d (40)
low T
Haren, 2005 Older men 48 wks Placebo (37) 68.5 (6) 16.2 (4.6) GDS-306.3 vs. 5.7
Oral TU, 160mg/d (39)
Seidman, 2005 Treatment- 6 wks Placebo (13) 46.4 (10.8) 14.5 (7.4) HDRS 22.8 vs. 22.6
resistant depressed IM TE, up to 600mg/wk (13)
men
Orengo, 2005 MDD 12 wks Placebo (12) 63 (8.5) 9.5 (2.1) HDRS 15.7 vs. 15.7
1% gel, 50mg/d (12)
Lu, 2006 Mild Alzheimer 24 wks Placebo (24) 66.1(7.7) 12.7 (4.0) BDI-I 5.3 vs. 5.6
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Disease and healthy 1% gel, 75mg/d (23)
older men
Vaughan, 2007 T below the range 144 wks Placebo (23) 710.8 (4.0) 10.1 (1.7) BDI-1 3.3 vs. 5.1
of normal for young | (36 mo) IM TE, 200mg/2wk (24)
adult men
Svartberg, 2008 Older men 52 wks Placebo (18) 69.0 (5.0) 8.3(1.9) BDI-II 5.1 vs. 4.8
IM TU, 1000mg/12wk (18)
Seidman, 2009 Dysthymia 6 wks Placebo (10) 50.6 (7.0) 11.8(3.2) HDRS 14.5 vs. 13.5
IM TC, 200mg/10d (13)
Shores, 2009 Dysthymia or minor | 12 wks Placebo (16) 59.4 (6.4) 9.7 (3.9) HDRS 12.7 vs. 13.8
depression 1% gel, 75mg/d (17)
Giltay, 2010 Hypogonadal and 30 wks Placebo (71) 52.1(9.7) 8.0 (0.5) BDI-1 9.5 vs. 9.3
metabolic IM TU, 1000mg/12wk (113)
syndrome
Pope, 2010 Treatment- 6 wks Placebo (49) 50.3 (7.7) 11.6 (1.2) HDRS 17.3 vs. 18.2
resistant men with 1% gel, 50mg/d (46)
MDD
Stout, 2012 Chronic heart 12 wks Placebo (20) 67.2(7.1) 10.7 (2.6) BDI-1110.4 vs. 7.1
failure IM Sustanon*, 100mg/2wk (20)
Zhang, 2012 Positive score on 24 wks Placebo (Vitamin E/C) (80) 60.3 (6.7) 7.9 (0.8) HADS-D 4.9 vs. 4.8
ADAM Oral TU, 120 or 160mg/d
guestionnaire (depending on baseline T level)
(80)
Hackett, 2013 Type 2 Diabetes 30 wks Placebo (102) 61.6 (9.8) 9.1 (3.5) HADS-D 7.9 vs. 7.3
and symptomatic IM TU, 1000mg/12wk (97)
for low T
Mirdamadi, 2014 | Congestive heart 12 Placebo (25) 60.5 (5.0) Not reported BDI-14.6 vs. 4.6
failure IM TE, 250mg/4wk (25) and not
otherwise
retrievable
Borst, 2014 Hypogonadal 52 wks Placebo (16) 70.0 (8.9) 8.8 (2.9) GDS-152.4vs. 2.1
IM TE, 125mg/wk (14)
Cherrier, 2015 Mild cognitive 24 wks Placebo (12) 70.5 (8.2) 10.3(3.0) GDS-307.2vs. 4.1
impairment 1% gel, 50-100mg/d (10)
Snyder, 2016 Older men 52 wks Placebo (234) 72.2 (5.8) 8.2(2.3) PHQ-9 6.6 vs. 6.6
symptomatic for 1% gel, 50mg/d (230)
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low T

T = testosterone, TT = total testosterone, AIDS = Acquired Immune Deficiency Syndrome, IM = Intramuscular, TC = testosterone cypionate, TE = testosterone enanthate, TRT = testosterone
replacement therapy, TU = testosterone undecanoate, wk = week, wks = weeks, MDD = major depressive disorder, ADAM = Androgen Deficiency in Aging Men questionnaire.
*Blend of testosterone propionate, testosterone phenylpropionate, testosterone isocaproate, and testosterone decanoate.
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eTable 2. Risk of Bias of Included Randomized Controlled Trials

Grinspoon, 2000 Low Low Unclear Low Low High Unclear
Rabkin, 2000 Low Low Low Low Low Low Low
Pope, 2000 Unclear Unclear Low Low Low Low Unclear
Seidman, 2001 Unclear Unclear Unclear Low Low Low Low
Pope, 2003 Low Low Low Low Low Low Low
Malkin, 2004 Low Unclear Low High Low Low Low
Pugh, 2004 Unclear Unclear Unclear Low Unclear High Low
Kenny, 2004 Unclear Unclear Unclear Unclear Low Low Low
Rabkin, 2004 Low Unclear Unclear Low Low Low Low
Cavallini, 2004 Unclear Unclear Unclear Low Unclear Unclear High
Haren, 2005 Low Unclear Unclear Unclear High High Low
Seidman, 2005 Low Low Unclear Low Low Unclear High
Orengo, 2005 Low Unclear Unclear Low Unclear High High
Lu, 2006 Unclear Unclear Unclear Unclear Low Low Low
Vaughan, 2007 Low Low Unclear Low Low Unclear Unclear
Svartberg, 2008 Unclear Unclear Unclear Low Low Low Unclear
Seidman, 2009 Low Low Unclear Low Low Low Unclear
Shores, 2009 Low Low Unclear Low Low High Unclear
Giltay, 2010 Unclear Low Unclear Low Low Low Low
Pope, 2010 Low Unclear Low Low Low Low Low
Stout, 2012 Unclear Unclear Unclear Unclear Low High High
Zhang, 2012 Unclear Low Unclear Low High Low Low
Hackett, 2013 Unclear Low Unclear Low Low Low Low
Mirdamadi, 2014 | Unclear Unclear Unclear Low Unclear Low Unclear
Borst, 2014 Low Unclear Unclear Low High High High
Cherrier, 2015 Unclear Unclear Low Low Unclear Low Low
Snyder, 2016 Low Low Low Low Low Low Low
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eTable 3. Jadad Scoring of Included Randomized Controlled Trials

Grinspoon, 2000 Yes / Yes No / No Yes / Yes Yes / Yes Yes / Yes 3/3
Rabkin, 2000 Yes / Yes Yes / Yes Yes / Yes Yes / Yes Yes / Yes 5/5
Pope, 2000 Yes / Yes No / No Yes / Yes Yes / No Yes / Yes 3/1
Seidman, 2001 Yes / Yes No / No Yes / Yes Yes / Yes Yes / Yes 3/3
Pope, 2003 Yes / Yes Yes / Yes Yes / Yes Yes / Yes Yes / Yes 5/5
Malkin, 2004 Yes / Yes Yes / Yes No / No Yes / No Yes / Yes 4/2
Pugh, 2004 Yes / Yes No / No Yes / Yes Yes / No No / No 2/0
Kenny, 2004 Yes / Yes No / No Yes / Yes Yes / Yes Yes / Yes 3/3
Rabkin, 2004 Yes / Yes Yes / Yes Yes / Yes Yes / No Yes / Yes 5/3
Cavallini, 2004 Yes / Yes No / No Yes / No Yes / Yes Yes / Yes 3/2
Haren, 2005 Yes / Yes Yes / Yes Yes / Yes Yes / No Yes / Yes 5/3
Seidman, 2005 Yes / Yes Yes / Yes Yes / Yes Yes / Yes Yes / Yes 5/5
Orengo, 2005 Yes / Yes Yes / Yes Yes / Yes No / No Yes / Yes 3/3
Lu, 2006 Yes / Yes No / No Yes / Yes Yes / Yes Yes / Yes 3/3
Vaughan, 2007 Yes / Yes Yes / Yes Yes / No Yes / Yes Yes / Yes 5/3
Svartberg, 2008 Yes / Yes No / No Yes / Yes Yes / Yes Yes / Yes 3/3
Seidman, 2009 Yes / Yes Yes / Yes Yes / Yes Yes / Yes Yes / Yes 5/5
Shores, 2009 Yes / Yes Yes / Yes Yes / Yes Yes / Yes Yes / Yes 5/5
Giltay, 2010 Yes / Yes No / Yes Yes / Yes Yes / Yes Yes / Yes 3/5
Pope, 2010 Yes / Yes Yes / Yes Yes / Yes Yes / Yes Yes / Yes 5/5
Stout, 2012 Yes / Yes Yes / Yes Yes / Yes Yes / No Yes / Yes 5/3
Zhang, 2012 Yes / Yes No / No No / No Yes / Yes No / no 1/1
Hackett, 2013 Yes / Yes No / Yes Yes / Yes Yes / No Yes / Yes 3/3
Mirdamadi, 2014 Yes / Yes No / No Yes / Yes Yes / No No / Yes 2/1
Borst, 2014 Yes / Yes No / No Yes / No Yes / No Yes / Yes 3/0
Cherrier, 2015 Yes / Yes Yes / Yes Yes / Yes Yes / Yes Yes / Yes 5/5
Snyder, 2016 Yes / Yes Yes / Yes Yes / Yes Yes / Yes Yes / Yes 5/5
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eTable 4. Psychometric Instruments With Cut-off Levels According to Authors

Measure Mild Moderate-Severe
BDI-I 10-18 19-29

BDI-II 14-19 20-28

HDRS 8-16 17-23

MADRS 7-19 20-34

PHQ-9 5-9 10-14

GDS-15 5-9 10-15

GDS-30 10-19 20-30

BRMS 11-14 15-24

HADS-D 8-10 >11

Note: Cut-off levels are based on test instructions of the psychometric tests.2%-38
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eTable 5. Extraction and Derivation of Central Tendency, Dispersion Measures, and Hedges’ g

Larry Hedges (1981) proposed the following standardized effect measure for continuous outcomes of two treatment groups A and B:

g = (Ma—Ms) / SD*

where M denotes the mean outcome in the respective treatment group and SD* denotes the pooled standard deviation that is weighted based on their

sample sizes N:

SD* = [(NA - 1) * SDZA + (NB - 1) * SDZB / (NA + Ng — 2)]0‘5

To calculate g, the measures of central tendency Ma and Mg, and the dispersion measures SDa and SDg were either directly extracted from all included
RCTs, or derived based on other reported data as described in the following table:

Author, year

Depression scale

Extracted central tendency

Derived central tendency

Extracted dispersion

Derived dispersion

Grinspoon, 2000 | BDI-I Last paragraph of results No derivation necessary. Last paragraph of results Baseline and post-treatment
section (“Effects of section (“Effects of dispersion measures were pooled.
testosterone administration”): testosterone Conversion by means of formula:
M for each group. administration”): SD=SE*+\n
9.2 for intervention group vs. Baseline and post-treatment | 6.03 for intervention group vs. 6.79
10.8 for control group. SE for each group. 1.4 and for control group.

1.5 for intervention group
vs. 1.6 and 1.6 for control
group.

Rabkin, 2000 BDI-I Table 2. Measures “controlled No derivation necessary. Table 1 (baseline dispersion) | Baseline and post-treatment
for baseline values”. and Table 2 (post-treatment | dispersion measures were pooled.
M for each group. dispersion). Conversion by means of formula:
7.2 vs. 10.8. 8SDvs. 1.1 SE (6.78 SD)and | SD=SE *+/n

9.6 SD vs. 1.1 SE (6.22 SD). 7.39 vs. 7.91.
Rabkin, 2000 HDRS Table 2. Measures “controlled No derivation necessary. Table 1 (baseline dispersion) | Baseline and post-treatment

for baseline values”.

and Table 2 (post-treatment

dispersion measures were pooled.
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M for each group.
3.3 vs. 6.4.

dispersion).

6.4 SD vs. 0.7 SE (4.93 SD)
and 5.8 SD vs. 0.8 SE (4.53
SD).

Conversion by means of formula:
SD=SE*+/n
5.35vs. 5.17.

Pope, 2000 HDRS Table 2. M for each group. No derivation necessary. Table 2. Baseline and post- Baseline and post-treatment

0.8 vs. 0.8. treatment dispersion dispersion measures were pooled.
measures. 1.6 SD vs. 1.4 SD 1.558Dvs. 1.4 SD.
and 1.6 SD vs. 1.2 SD.

Seidman, 2001 BDI-I Table 1. Baseline scores for Addition of baseline and Table 1. 8.6 SD vs. 7 SD. SDs represent baseline dispersion
each group: 23.5 vs. 19.3 change scores yields M for measures as post treatment
Results section, paragraph each group. dispersion measures were not
“Depression severity” change 14.7 vs. 12.1 reported.
scores for each group: -8.8 vs. -
7.2

Seidman, 2001 HDRS Table 1. Baseline scores for Addition of baseline and Table 1. 5.1 SD vs. 4.7 SD SDs represent baseline dispersion
each group: 22.23 vs. 20.1 change scores yields M for measures as post-treatment
Results section, paragraph each group. dispersion measures were not
“Depression severity” change 12.13vs. 9.6 reported.
scores for each group: -10.1 vs.
-10.5

Pope, 2003 BDI-II Table 1. Baseline scores for Addition of baseline and Table 1. 4.3 SD vs. 7 SD SDs represent baseline dispersion
each group: 23.1 vs. 23.6 change scores yields M for measures as post-treatment
Table 3. Change scores for each | each group. dispersion measures were not
group: -5.5 vs. -2 17.6 vs. 21.6 reported.

Pope, 2003 HDRS Table 1. Baseline scores for Addition of baseline and Table 1. 5.9 SD vs. 4.1 SD SDs represent baseline dispersion
each group: 21.8 vs. 21.3 change scores yields M for measures as post-treatment
Table 3. Change scores for each | each group. dispersion measures were not
group: -7.4 vs. -0.3 14.4 vs. 21 reported.

Malkin, 2004 BDI-II Table 3. M for each group. No derivation necessary. Table 3. 5.1 SD vs. 5.75 SD No derivation necessary.
4vs.7

Pugh, 2004 BDI-II Third paragraph in results Imputation of missing central tendency and dispersion using the following procedure:

section. Data only reported for
intervention group.

#assume successful randomization so that baseline BDI(treatment) = BDI(control)

#mean post-treatment BDI score (treatment group)
#mean post-treatment BDI score (control group)

#sd post treatment BDI score (treatment group)
#common recovered pre-post correlation
#assumed sd baseline BDI scores (control group)
#recovered sd post-treatment BDI scores (control group)

© 2018 American Medical Association. All rights reserved.




Kenny, 2004 GDS-15 Table 3. M for each group. No derivation necessary. Table 3. Baseline and post- Pooled SD for each group.
1l4vs. 4 treatment SD for each 1.45vs. 3.3
group.
1.8and 1.1vs. 3.6 and 3
Rabkin, 2004 HDRS Imputation of central tendencies and dispersions using the following procedure:

sims <- 1000000

#simulate baseline HDRS scores based on reported moments

treat <- rbinom(sims, size = round(17.872 / (17.8-4.272)), prob = 1 - (4.272 / 17.8))
ctrl <- rbinom(sims, size = round(16.87%2 / (16.8-3.372)), prob = 1 - (3.372 / 16.8))
par(mfrow=c(1,2)); hist(treat); hist(ctrl)

#testimate SD of HDRS change assuming r(pre,post) = ©.75 and variance homogeneity
streat <- 4.2*sqrt(2*(1-0.75))
sctrl <- 3.3*sqrt(2*(1-0.75))

#estimate mean HDRS changes to approximate the reported response rates (see Furukawa et al., 2005)
library(GA)
optfun <- function(p){

set.seed(1234)

ptreat <- treat - rnorm(sims, p[1], streat)

ptreat <- ifelse(ptreat < 0, 0, round(ptreat))

pctrl <- treat - rnorm(sims, p[2], sctrl)

pctrl <- ifelse(pctrl < @, 0, round(pctrl))

-1*(((sum(ptreat < ©.5*treat) / sims) - 0.61)"2 + ((sum(pctrl < @.5*ctrl) / sims) - 0.51)"2)
}
fit <- ga(type="real-valued", fitness = optfun, min=c(0,0), max=c(17.8,16.8), maxiter = 10)
#suitable parameter set: p = c(10.13, 9.59)

#simulate post treatment HRDS scores

set.seed(1234)

ptreat <- treat - rnorm(sims, fit@solution[1,1], streat); ptreat <- ifelse(ptreat < 0, 0, round(ptreat))
pctrl <- treat - rnorm(sims, fit@solution[1,2], sctrl); pctrl <- ifelse(pctrl < @, 0, round(pctrl))
par(mfrow=c(1,2)); hist(ptreat); hist(pctrl)

#calculate moments of post-treatment HRDS scores and response rates
mean(ptreat); sd(ptreat); (sum(ptreat < @.5*treat) / sims)
mean(pctrl); sd(pctrl); (sum(pctrl < ©.5*ctrl) / sims)

Cavallini, 2004 BRMS Table 1. Mdn for each group. Imputation sensu Hozo et al. | Table 1. Baseline and post- Imputation sensu Hozo et al.
5vs.7 (2005); M = Mdn treatment ranges for each (2005); Pooled SDs = Ranges / 4 =
group. 5-8 vs. 5-8 and 3-6 0.75
vs. 5-8
Haren, 2005 GDS-30 Table 4. Baseline scores for Addition of baseline and Table 1. 3.8 SD vs. 4.4 SD SDs represent baseline dispersion
each group: 6.28 vs. 5.7 change scores yields M for measures as post-treatment
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Change scores for each group:
-0.95vs. -1.27

each group.
5.33vs.4.43

dispersion measures were not
reported.

Seidman, 2005 HDRS Results section, paragraph No derivation necessary. Results section, paragraph SDs represent post-treatment
“Depression severity”. “Depression severity”. dispersion measures as baseline
M for each group. 9.1SDvs. 9.1 SD dispersion measures were not
14.4 vs. 15.2 reported.
Orengo, 2005 HDRS Results section, second No derivation necessary. Results section, second No derivation necessary.
paragraph. paragraph.
M for each group. 4.1SDvs. 5.4 SD
9.2vs. 10.4
Lu, 2006 BDI-I Table 3. M for each group. No derivation necessary. Table 3. Pre and post SD for | Pooled SD for each group.
6.5vs.9.1 each group. 3.4vs. 4.35
4.3 and 2.5vs. 4.9 and 3.8
Vaughan, 2007 BDI-I Table 1. M for each group. No derivation necessary. Table 1. Baseline and post- Baseline and post-treatment
3.1vs. 4.8 treatment SE for each dispersion SE were pooled.
group. Conversion by means of formula:
0.6and 0.6 vs. 1 and 1.2 SD=SE*+/n
2.71vs.4.72
Svartberg, 2008 BDI-II Table 4. M for each group. No derivation necessary. Table 4. Baseline and post- | Pooled SD for each group.
3.8vs. 4.3 treatment SD for each 4.55 vs. 2.05
group.
4.3vs.4.8and 1.3 vs. 2.8
Seidman, 2009 HDRS Figure 1. Data extraction using M for each group. Table 1. Single post- Manual calculation of SD by taking
WebPlot Digitizer. 6.9vs. 11.7 treatment scores of single post-treatment scores of
subjects. each participant using R statistical
software.
4.11vs.6.14
Shores, 2009 HDRS Table 2. M for each group. No derivation necessary. Table 2. Baseline and post- | Pooled SD for each group.
8.4vs.11.4 treatment SD for each 4.2vs. 4.4
group.
3.4vs.5and 4.4 vs. 4.4
Giltay, 2010 BDI-I Table 2. M for each group No derivation necessary. Table 2. 95% Cl. Calculation of SDs based on reported data:

adjusted for age, body mass
index, smoking status, total
testosterone level, and

prevalent diabetes mellitus.

(treatment group)

(control group)

(mean(c(abs(6.1 - 7.3), abs(6.1 - 5.1))) /
gnorm(©.975))*sqrt(113-1) #SD of post-treatment BDI score

(mean(c(abs(7.2 - 5.8), abs(7.2 - 9.9))) /
gnorm(©.975))*sqrt(65-1) #SD of post-treatment BDI score
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6vs. 7.7

Pope, 2010 HDRS Table 2. LOCF method for No derivation necessary. Table 1 (baseline SD) and Pooled SD for each group.
missing data on the participants Table 2 (post-treatment SD). | 5.45 vs. 5.25
with at least one post-baseline 3.8vs.7.1and 4.2 vs. 6.3
evaluation. M for each group.
13.4 vs. 15.2
Pope, 2010 MADRS Table 2. LOCF method for No derivation necessary. Table 1 (baseline SD) and Pooled SD for each group.
missing data on the participants Table 2 (post-treatment SD). | 7.7 vs. 7.2
with at least one post-baseline 6.3vs.9.1and 5.9 vs. 8.5
evaluation. M for each group.
17.9vs. 19.7
Stout, 2012 BDI-II Table 5. M for each group. No derivation necessary. Table 5. Baseline and post- Pooled SD for each group.
6.6vs. 7.1 treatment SD for each 6.25vs. 4.3
group.
8.7vs.3.8and 5.2 vs. 3.4
Zhang, 2012 HADS-D Table 2 and 3. M for each No derivation necessary. Table 2 and 3. Baseline and Baseline and post-treatment
group. post-treatment SE for each dispersion SE were pooled.
2.39vs.4.29 group. Conversion by means of formula:
0.6vs.0.3and 0.6 vs. 0.7 SD=SE*+\/n
4.02 vs. 5.81.
Hackett, 2013 HADS-D Table 1. Baseline scores for Addition of baseline and Table 1. Baseline SD for SDs represent baseline dispersion
each group: 7.9 vs. 7.26 change scores yields M for each group. measures as post-treatment
Results section, “Depression each group. 3.91vs. 4.1 dispersion measures were not
and Anxiety Scores” change 6.85 vs. 6.85 reported.
scores for each group:
-1.05 vs. -0.41
Mirdamadi, 2014 | BDI-| Table 4. M for each group. No derivation necessary. Table 4. Baseline and post- Pooled SD for each group.
5vs. 5.55 treatment SD for each 5.35vs. 4.32
group.
4.41vs. 6.28 and 3.14 vs. 5.5
Borst, 2014 GDS-15 Table 2. M for each group. No derivation necessary. Table 2. Baseline and post- Pooled SD for each group.
0.88 vs. 2.92 treatment SD for each 1.2vs.2.6
group.
1.76 vs. 0.64 and 1.93 vs.
3.26.
Cherrier, 2015 GDS-30 Table 3. M for each group. No derivation necessary Table 3. Baseline SE for each | Only baseline SEs were reported.
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4.4vs.6.8

group.
1.3vs. 1.2

Conversion by means of formula:
SD=SE*~\/n
4.11vs. 4.16

Snyder, 2016

PHQ-9

Table 3. Baseline scores for
each group: 6.6 vs. 6.6
Change scores for each group:
-1.8 vs.-1.1

Addition of baseline and
change scores yields M for
each group.

4.8vs.5.5

Table 3. Baseline SD for
each group.
4vs. 4

SDs represent baseline dispersion
measures as post-treatment
dispersion measures were not
reported.
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eFigure 1. Forest plot of Treatment Acceptability

(k) Author, Year

Effect [95% CI]

(1) Borst, 2014
(2) Cavallini, 2004

1.13 [0.02, 53.68]
12[0.02, 55.28]

(3) Cherrier, 2015 0 60 [0.06, 5.69]
(4) Giltay, 2010 —a— 0.85[0.31, 2.35]
(5) Grinspoon, 2000 e 0.79[0.31, 2.04]
(6) Hackett, 2013 —r— 1.31[0.36, 4.75]
(7) Haren, 2005 e 0.54 [0.22, 1.33]
(8) Kenny, 2004 . : | 0.86 [0.02, 37.01]
(9) Lu, 2006 ——— 2.09 [O. 59 7.38]
(10) Malkin, 2004 < - 0.09 [0.00, 2.57]
(11) Mirdamadi, 2014 : ' 1.00 [0.02, 48.52]
(13) Pope, 2000 —— 0.12[0.01, 1.12]
(14) Pope, 2003 ————— 1.67 [0.18, 15.80]
(15) Pope, 2010 —— 0.25[0.03, 2.16]
(16) Pugh, 2004 : j | 1.00 [0.02, 46.05]
(18) Rabkin, 2004 —s— 0.91[0.39, 2.12]
(19) Seidman, 2001 ' : | 1.29 [0.03, 60.86]
(20) Seidman, 2005 < - 0.14 [0.01, 2.52]
(21) Seidman, 2009 : : | 0.79[0.02, 36.54]
(22) Shores, 2009 —_— 3.86 [0.50, 30.06]
(23) Snyder, 2016 HIH 0.75[0.50, 1.13]
(24) Stout, 2012 e 0.71[0.27, 1.88]
(25) Svartberg, 2008 [ + ! 1.00 [0.02, 47.85]
(26) Vaughan, 2007 i 0.84 [0.36, 1.94]
(27) Zhang, 2012 ; 1.00 [0.02, 49.79]
robust RE estimate ® 0.79[0.62, 1.01]
T T 1 t 1T 17 1T 71T1
0.01 041 1 3 30 300

TT-related loss to follow—up (OR)

Acceptability of TT (odds ratio of loss to follow-up) in the respective study, and their meta-analytical estimate. Estimates
below 1 represent less loss in response to TT as compared to placebo.
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eTable 6. Robust Meta-regression of the Effectiveness of Testosterone Treatment (TT) on Various Study-Level Moderators After Removal of
Influential Studies

Prediction NHST
Manifestation Estimate SE Clasy Clo7.5% N ¥2 (df) p
Baseline characteristics

mean age 40 years 0.159 0.080 0.002 0.316 26 0.817 (1) 0.366
60 years 0.227 0.057 0.115 0.340
80 years 0.296 0.108 0.084 0.508

Testosterone status eugonadal 0.122 0.096 -0.067 0.310 24 1.389 (1) 0.239
hypogonadal 0.260 0.067 0.129 0.391

HIV infection yes 0.284 0.172 -0.052 0.620 26 0.200 (1) 0.655
no 0.203 0.058 0.090 0.316

symptomatology level severe 0.460 0.138 0.191 0.730 19 3.926 (2) 0.140
mild 0.198 0.057 0.086 0.309
subclinical 0.698 0.507 -0.297 1.692

symptom variability (CV) 20% 0.167 0.114 -0.057 0.391 25 0.358 (1) 0.550
50 % 0.212 0.057 0.100 0.324
100 % 0.286 0.108 0.075 0.497

Treatment characteristics

treatment dose 0.1 g / week 0.123 0.087 -0.047 0.293 24 2.703 (1) 0.100
0.3 g/ week 0.244 0.062 0.122 0.365
1.0 g / week 0.667 0.276 0.127 1.207

treatment duration 5 weeks 0.208 0.073 0.064 0.352 26 0.017 (1) 0.896
20 weeks 0.213 0.058 0.100 0.326
100 weeks 0.238 0.184 -0.123 0.598

administration intramuscular 0.143 0.065 0.015 0.272 22 3.477 (2) 0.062
oral — - - —
transdermal 0.439 0.144 0.156 0.722

Note. CV = coefficient of variation, SE = standard error, Cl = confidence interval, NHST = null-hypothesis significance test
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