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eAppendix 1. PubMed Search Syntax and Search String

Search syntax

ID Search

#1 "Sexual dysfunction" [All fields]
#2 "Sexual disorder" [All fields]

#3 "Erectile function" [All fields]

#4 Erection [All fields]

#5 "Erectile dysfunction" [All fields]
#6 "Erectile disorder" [All fields]

#7 Impotence [All fields]

#8 "International index of erectile function" [All fields]
#9 IIEF [AlI fields]

#10  "penile erection" [MeSH Terms]
#11  OR#1-11

#12  “combination treatment” [All fields]
#13  “combination therapy” [All fields]
#14  “multimodal therapy” [All fields]
#15  “multimodal treatment” [All fields]
#16  “combined treatment” [All fields]
#17  “combined therapy” [All fields]
#18  “add on” [All fields]

#19  add-on [All fields]

#20  co-treatment [All fields]

#21  cotreatment [All fields]

#22  coadministration [All fields]

#23  co-administration [All fields]

#24  coadmin* [All fields]

#25  cotreat* [All fields]

#26  synergistic [All fields]

#27  synerg* [All fields]

#28  OR#11-27

#29  #11 AND #28
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Search string

((((((((("sexual dysfunction"[All Fields] OR "sexual disorder"[All Fields]) OR "erectile
dysfunction"[ All Fields]) OR "erectile disorder"[All Fields]) OR "impotence"[All Fields])
OR "erectile function"[All Fields]) OR "erection"[All Fields]) OR "international index of
erectile function"[ All Fields]) OR "IIEF"[All Fields]) OR "penile erection"[MeSH Terms])
AND (((((((((((((((("combination group"[All Fields] OR "combination treatment"[All Fields])
OR "combination therapy"[All Fields]) OR "multimodal therapy"[All Fields]) OR
"multimodal treatment"[ All Fields]) OR "combined treatment"[All Fields]) OR "combined
therapy"[All Fields]) OR "add-on"[All Fields]) OR "add-on"[All Fields]) OR "co-
treatment"[ All Fields]) OR "cotreatment"[All Fields]) OR "coadministration"[All Fields])
OR "co-administration"[All Fields]) OR "coadmin*"[All Fields]) OR "cotreat*"[ All Fields])
OR "synergistic"[All Fields]) OR "synerg*"[All Fields])

The search strategy was developed for PubMed and modified accordingly for the other
databases.
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eAppendix 2. Flow Diagram of Study Selection Process

Identification

Eligibility

Included

)

search (n =2980)

e PubMed: 814
o Central: 397
e Scopus: 1769

Records identified through database

Additional records identified through
study references, clinical trial
registries and conference abstracts
(n=31)

Records after duplicates removed
(n=2178)

A 4

Records screened

h 4

(n=2178)

A 4

Full-text articles assessed
for eligibility
(n=118)

y

Studies excluded from meta-
analysis
(n=12)
Non-RCTs (n=8)
No PDESi (n=2)
RCTs on non-monotherapy
responders, subsequently
receiving combination (n=2)

Studies included in
qualitative synthesis
(n=44)

y

Studies included in
quantitative synthesis
(n=32)

Records excluded
(n=2060)

Full-text articles excluded
(n=74)

Overlapping (n=2)

Phase I trials (n=1)

Retrospective (n=10)

Single arm, non-comparative

(n=21)

Non-validated tools (n=10)

Non-organic impotence

(n=8)

No outcomes of interest

(n=22)

PDES5i: phosphodiesterase type 5 inhibitor; RCT: randomized controlled trial.
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Overlapping study records

1.

2.
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eAppendix 4. Risk of Bias in RCTs
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eAppendix 5. Risk of Bias in Non-RCTs
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eAppendix 6. Publication Bias Assessment With Funnel Plot and Egger’s Test

© . 0.1>p>0.05
Egger's test: p = 0.045 [ oos>p>001
O <oot
~
s
w
e
®
o
& o -
7]
<
0 -
o

-5 0 5 10

Mean Difference

©2021 Mykoniatis I et al. JAMA Network Open



eAppendix 7. Efficacy Based on Treatment Modality
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Heterogeneity: I = NA%, p = NA

PDES:i + Atorvastatin versus PDES5i
Herrmann 2006
Heterogeneity: I = NA%, p = NA

PDESi + Pentoxifylline versus PDESi
Kumar 2015

Law 2019

Heterogeneity: 1 = 4%, p = 0.31

PDESi + Metformin versus PDES5i
Rey-Valzacchi 2012
Heterogeneity: 1> = NA%, p = NA

Heterogeneity: 1> = 77%, p < 0.01
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[ 0.73; 3.87)
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[-0.84; 0.44]
[-1.47; 0.83]
[-1.19; 2.39]
[-1.57; 2.17]
[-0.06; 1.65]

[-1.95; 2.95]
[ 3.88; 8.92)
[ 0.54; 2.66]
[ 0.86; 2.54]
[-0.75; 5.15)
[ 0.90; 3.65]

[ 0.22; 6.78]
[ 0.22; 6.78]

[-2.08; 0.88]
[-2.08; 0.88]

[ 3.18; 6.82)
[ 0.63; 3.57]
[ 0.54; 2.26]
[ 1.02; 2.58]
[ 0.56; 1.64]
[ 0.90; 3.10]
[-0.91; 6.31]
[ 0.58; 4.72)
[-1.56; 4.56)
[ 1.34; 2.63]

[ 137; 2.77)
[ 1.37; 277]

[ 0.79; 2.61]
[ 0.79; 2.61]

[ 4.90; 11.90]
[ 4.90; 11.90]

[ 2.16; 4.76]
[ 2.16; 4.76]

[-11.16; 9.96]
[11.16; 9.96]

[-0.08; 1.48)
[-3.27; 1.87]
[-0.26; 1.38]

[ 2.82; 6.98]
[ 2.82; 6.98]

[ 1.27; 2.24]
[-0.56; 4.08]

Mean difference in lIIEF score with combination therapy versus monotherapy

Weight

3.7%
4.1%
3.3%
2.6%
4.6%
3.9%
3.0%
2.9%
28.0%

2.2%
21%
4.0%
4.4%
1.8%
14.5%

1.5%
1.5%

3.4%
3.4%

2.9%
3.4%
4.3%
4.4%
4.7%
4.0%
1.3%
2.6%
1.7%
29.4%

4.5%
4.5%

4.3%
4.3%

1.4%
1.4%

3.7%
3.7%

0.2%
0.2%

4.4%
21%
6.5%

2.6%
2.6%

100.0%

Forest plot of the mean difference in IIEF score regarding different combination therapies versus PDESi
monotherapy with single study estimates. ACEi: angiotensin converting enzyme inhibitor; CI: confidence
interval; ED: erectile dysfunction; IIEF: international index of erectile function; IV: inverse variance; Li-
ESWT: low-intensity extracorporeal shockwave therapy; MD: mean difference; PDES5i: phosphodiesterase
type 5 inhibitors; SD: standard deviation; VED: vacuum erectile device; WMD: weighted mean difference.
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eAppendix 8. Adverse Events Based on Treatment Modality

Combination therapy Monotherapy

Study Events Total Events Total Odds ratio (IV, random), 95% CI OR 95% CI Weight
PDESi + Aspirin versus PDESi

Bayraktar 2019 18 67 42 65 - 0.20 [0.10; 0.42] 7.8%
Heterogeneity: 12 = NA%, p = NA 18 67 42 65 O 0.20 [0.10; 0.42] 7.8%
PDESi + Antioxidant versus PDESi

Cavallini 2005 24 32 25 35 1.20 [0.41; 3.55] 6.6%
El-Wakeel 2019 26 30 20 29 2.92 [0.79; 10.89] 5.8%
Gallo 2020 67 100 53 99 1.76 [0.99; 3.13] 8.4%
Gentile 2004 2 20 0 20 5.54 [0.25; 123.08] 2.1%
Vicari 2010 5 53 32 53 —— 0.07 [0.02; 0.20] 6.7%
Heterogeneity: 1> = 88%, p < 0.01 124 235 130 236 1.01 [0.24; 4.23] 29.6%
PDESi + ACEi versus PDESi

Chen 2012 5 31 2 31 — - 2.79 [0.50; 15.62] 4.6%
Heterogeneity: 12 = NA%, p = NA 5 31 2 31 —_ 2.79 [0.50; 15.62] 4.6%
PDESi + PDESi versus PDES5i

Cui 2015 18 90 19 90 g 0.93 [0.45; 1.93] 7.9%
Heterogeneity: I = NA%, p = NA 18 90 19 90 0.93 [0.45; 1.93] 7.9%
PDESi + Folic acid versus PDESi

Hamidi Madani 2013 0 35 7 48 —— 0.08 [0.00; 1.41] 2.4%
Heterogeneity: /2 = NA%, p = NA 0 35 7 48 —_—t 0.08 [0.00; 1.41] 2.4%
PDESi + A-blocker versus PDES5i

Jin 2011 41 137 19 66 1.06 [0.55; 2.02] 8.1%
Karami 2016 15 58 13 60 1.26 [0.54; 2.95] 7.5%
Kim 2017 33 134 24 152 1.74 [0.97; 3.13] 8.3%
Heterogeneity: 12 = 0%, p = 0.52 89 329 56 278 > 1.36 [0.93; 2.01] 23.9%
PDESi + Pentoxifylline versus PDES5i

Kumar 2015 16 120 15 117 1.05 [0.49; 2.23] 7.8%
Law 2019 12 27 3 23 —— 5.33 [1.27; 22.32) 5.4%
Heterogeneity: I = 74%, p = 0.05 28 147 18 140 2.10 [0.43; 10.23] 13.2%
PDESi + Metformin versus PDESi

Rey-Valzacchi 2012 9 14 1 6 — 9.00 [0.81; 100.14] 31%
Heterogeneity: /2 = NA%, p = NA 9 14 1 6 e 9.00 [0.81; 100.14] 3.1%
PDESi + Testosterone versus PDES5i

Spitzer 2012 46 58 41 57 1.50 [0.63; 3.53] 7.4%
Heterogeneity: 12 = NA%, p = NA 46 58 4 57 1.50 [0.63; 3.53] 7.4%
Heterogeneity: /2 = 78%, p < 0.01 337 1006 316 951 1.10 [0.66; 1.85] 100.0%

[ T I T 1

0.01 0.1 1 10 100
Favors combination therapy Favors monotherapy

Number of adverse events with combination therapy versus monotherapy

Forest plot of the adverse events regarding different combination therapies versus PDES5i monotherapy.
ACEi: angiotensin converting enzyme inhibitor; CI: confidence interval; ED: erectile dysfunction; IV:
inverse variance; OR: odds ratio; PDESi: phosphodiesterase type 5 inhibitors.
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eAppendix 9. Efficacy Based on Impotent Subpopulation

Combination therapy Monotherapy
Study Patients MD sD Patients MD sD WMD (IV, random), 95% CI WMD 95% ClI Weight
LUTS #
Abolyosr 2013 50 46 3.38 50 46 3.32 -0.06 [-1.37; 1.25] 3.7%
Jin 2011 137 6.9 3.63 66 48 3.53 E 2.10 [ 1.06; 3.14] 4.1%
Jung 2008 49 104 4.02 52 8.1 4.02 - 2.30 [ 0.73; 3.87) 3.3%
Kaplan 2007 18 9.5 2.95 19 71 3.48 —— 2.40 [ 0.33; 4.47) 2.6%
Karami 2016 58 76 2.10 60 78 1.38 -0.20 [-0.84; 0.44] 4.6%
Kim 2017 134 9.2 4.98 152 9.5 4.93 -0.32 [-1.47; 0.83] 3.9%
Liguori 2009 21 53 2.89 19 47 2.88 0.60 [-1.19; 2.39] 3.0%
Tuncel 2010 20 75 3.02 20 72 3.02 0.30 [-1.57; 2.17] 2.9%
Heterogeneity: 1 = 72%, p < 0.01 487 438 > 0.80 [-0.06; 1.65] 28.0%
Hypogonadism
Buvat 2011 72 36 7.40 66 3.1 7.30 —— 0.50 [-1.95; 2.95] 2.2%
Shabsigh 2004 37 47 1.90 33 3.1 2.53 E 3 1.60 [ 0.54; 2.66] 4.0%
Shamloul 2005 10 22 1.09 10 05 0.80 [ | 1.70 [ 0.86; 2.54] 4.4%
Spitzer 2012 58 20 8.07 57 -0.2 8.07 —— 2.20 [-0.75; 5.15] 1.8%
Heterogeneity: /> = 0%, p = 0.81 177 166 i 1.61 [ 0.99; 2.23] 12.3%
Radical prostatectomy
Baccaglini 2020 36 -8.9 7.33 41 -124 7.33 —a— 3.50 [ 0.22; 6.78] 1.5%
Cavallini 2005 32 14.8 3.25 35 9.8 433 & 5.00 [ 3.18; 6.82] 2.9%
Engel 2011 13 17.7 287 7 9.3 4.23 —a— 8.40 [ 4.90; 11.90] 1.4%
Heterogeneity: /2 = 53%, p = 0.12 81 83 - 5.47 [ 3.11; 7.83] 5.8%
Monotherapy-resistant ED
Aversa 2003 10 74 2.88 10 1.0 2.88 —— 6.40 [ 3.88; 8.92] 2.1%
Herrmann 2006 8 7.7 6.45 4 83 9.76 —_— -0.60 [-11.16; 9.96] 0.2%
Rey-Valzacchi 2012 14 55 0.10 6 0.6 2.60 —— 4.90 [ 2.82; 6.98] 2.6%
Shirai 2018 13 26 2.05 13 -0.0 321 —— 2.65 [ 0.58; 4.72] 2.6%
Heterogeneity: /% = 52%, p = 0.10 45 33 E— 4.38 [ 2.37; 6.40] 7.6%
Other patients with ED
Bayraktar 2019 67 75 4.40 65 8.1 4.30 R 3 -0.60 [-2.08; 0.88] 3.4%
Chen 2012 31 8.7 1.45 31 6.6 1.37 = 2.07 [ 1.37; 2.77) 4.5%
Cui 2015 90 9.5 3.08 90 78 3.14 | ] 1.70 [ 0.79; 2.61] 4.3%
El Taieb 2019 27 9.8 275 27 77 275 . 2.10 [ 0.63; 3.57) 3.4%
El-Hamd 2020 30 137 1.86 30 12.3 1.53 | ] 1.40 [ 0.54; 2.26] 4.3%
El-Wakeel 2019 30 48 147 29 3.0 1.58 = 1.80 [ 1.02; 2.58] 4.4%
Gallo 2020 100 71 1.95 99 6.0 1.95 = 1.10 [ 0.56; 1.64] 4.7%
Gentile 2004 20 2.8 177 20 08 1.77 E 3 2.00 [ 0.90; 3.10] 4.0%
Hamidi Madani 2013 35 5.1 3.84 48 1.7 0.99 L 3 3.46 [ 2.16; 4.76) 3.7%
Kumar 2015 120 9.7 3.1 117 9.0 3.03 0.70 [-0.08; 1.48] 4.4%
Law 2019 27 1.8 463 23 25 4.63 -0.70 [-3.27; 1.87] 2.1%
Morano 2007 8 8.7 3.84 8 6.0 3.51 - 2.70 [-0.91; 6.31] 1.3%
Vicari 2010 53 54 8.07 53 3.9 8.01 — - 1.50 [-1.56; 4.56] 1.7%
Heterogeneity: /% = 61%, p < 0.01 638 640 < 1.52 [ 1.04; 2.00] 46.3%
Heterogeneity: 12=77%, p<0.01 1428 1360 < 1.76 [ 1.27; 2.24) 100.0%
Prediction interval — [-0.56; 4.08]

1 T 1 1

10 5 0 5 10
Favors monotherapy Favors combination therapy

Mean difference in IIEF score with combination therapy versus monotherapy

Forest plot of the mean difference in IIEF score with combination therapies versus PDESi monotherapy in
all identified subgroups with single study estimates. CI: confidence interval; ED: erectile dysfunction; IIEF:
international index of erectile function; IV: inverse variance; LUTS: lower urinary tract symptoms; MD:
mean difference; SD: standard deviation; WMD: weighted mean difference.
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eAppendix 10. Adverse Events Based on Impotent Subpopulation

Combination therapy Monotherapy

Study Events Total Events Total  Odds ratio (IV, random), 95% CI OR 95% CI Weight
Other patients with ED

Bayraktar 2019 18 67 42 65 R 3 0.20 [0.10; 0.42] 7.8%
Chen 2012 5 31 2 31 — - 2.79 [0.50; 15.62] 4.6%
Cui 2015 18 90 19 90 E B 0.93 [0.45; 1.93] 7.9%
El-Wakeel 2019 26 30 20 29 +—— 2.92 [0.79; 10.89] 5.8%
Gallo 2020 67 100 53 99 il 1.76 [0.99; 3.13] 8.4%
Gentile 2004 2 20 0 20 —t 5.54 [0.25; 123.08] 21%
Hamidi Madani 2013 0 35 7 48 —_—a—F 0.08 [0.00; 1.41] 2.4%
Kumar 2015 16 120 15 117 E 1.05 [0.49; 2.23] 7.8%
Law 2019 12 27 3 23 —— 5.33 [1.27; 22.32) 5.4%
Vicari 2010 5 53 32 53 —— 0.07 [0.02; 0.20] 6.7%
Heterogeneity: 1 = 85%, p < 0.01 169 573 193 575 = 0.89 [0.38; 2.09] 58.9%
Radical prostatectomy

Cavallini 2005 24 32 25 35 i 1.20 [0.41; 3.55] 6.6%
Heterogeneity: I = NA%, p = NA 24 32 25 35 1.20 [0.41; 3.55] 6.6%
LUTS

Jin 2011 41 137 19 66 1.06 [0.55; 2.02] 8.1%
Karami 2016 15 58 13 60 1.26 [0.54; 2.95] 7.5%
Kim 2017 33 134 24 152 1.74 [0.97; 3.13] 8.3%
Heterogeneity: 12 = 0%, p = 0.52 89 329 56 278 £ 1.36 [0.93; 2.01] 23.9%
Monotherapy-resistant ED

Rey-Valzacchi 2012 9 14 1 6 +—a— 9.00 [0.81; 100.14] 3.1%
Heterogeneity: I = NA%, p = NA 9 14 1 6 _— 9.00 [0.81; 100.14] 3.1%
Hypogonadism

Spitzer 2012 46 58 41 57 1.50 [0.63; 3.53] 7.4%
Heterogeneity: I = NA%, p = NA 46 58 M 57 1.50 [0.63; 3.53] 7.4%
Heterogeneity: 1> = 78%, p < 0.01 337 1006 316 951 1.10 [0.66; 1.85] 100.0%

[ T 1 T 1

0.01 0.1 1 10 100
Favors combination therapy Favors monotherapy

Number of adverse events with combination therapy versus monotherapy

Forest plot of the adverse events with combination therapies versus PDES5i monotherapy in all identified
subgroups. CI: confidence interval; ED: erectile dysfunction; IV: inverse variance; LUTS: lower urinary
tract symptoms; OR: odds ratio.
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eAppendix 11. Subgroup Analysis According to PDESi Response

Study

PDESi responders
Abolyosr 2013
Baccaglini 2020
Bayraktar 2019
Cavallini 2005
Chen 2012

Cui 2015

El Taieb 2019
El-Hamd 2020
El-Wakeel 2019
Engel 2011

Gallo 2020

Gentile 2004
Hamidi Madani 2013
Jin 2011

Jung 2008

Kaplan 2007
Karami 2016

Kim 2017

Kumar 2015

Law 2019

Liguori 2009
Morano 2007
Shamloul 2005
Spitzer 2012
Tuncel 2010

Vicari 2010
Heterogeneity: /> = 76%, p < 0.01

PDESi non-responders

Buvat 2011

Aversa 2003

Herrmann 2006

Rey-Valzacchi 2012

Shabsigh 2004

Shirai 2018

Heterogeneity: I = 75%, p < 0.01

Heterogeneity: 1> = 77%, p < 0.01
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240
-0.20
-0.32
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-0.70
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2.70
1.70
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0.30
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1.55

0.50
6.40
-0.60
4.90
1.60
2.65
3.02

1.76

95% Cl

[-1.37;
[ 0.22;
[-2.08;
[ 3.18;
[ 1.37;
[ 0.79;
[ 0.63;
[ 0.54;
[ 1.02
[ 4.90;
[ 0.56;
[ 0.90;
[ 2.16;
[ 1.06;
[0.73;
[ 0.33;
[-0.84;
[-1.47;
[-0.08;
[-3.27;
[-1.19;
[-0.91;
[ 0.86;
[-0.75;
[-1.57;
[-1.56;
[ 1.06;

[-1.95;
[ 3.88;
[-11.16
[282;
[ 0.54;
[ 0.58;
[ 147;

[ 1.27;

1.25)
6.78]
0.88]
6.82]
2.77)
261]
3.57]
2.26)
2.58)

11.90]
1.64]
3.10]
4.76]
3.14]
387]
4.47)
0.44]
0.83]
1.48)
1.87)
239]
6.31)
2.54]
5.15)
2.17)
4.56]
2.04]

2.95]
8.92]
: 9.96)
6.98]
2.66)
472
487]

2.24]

Weight

3.7%
1.5%
3.4%
2.9%
4.5%
4.3%
3.4%
4.3%
4.4%
1.4%
4.7%
4.0%
3.7%
4.1%
3.3%
2.6%
4.6%
3.9%
4.4%
2.1%
3.0%
1.3%
4.4%
1.8%
2.9%
1.7%
86.2%

2.2%
21%
0.2%
2.6%
4.0%
2.6%
13.8%

100.0%

Mean difference in IIEF score with combination therapy versus monotherapy

Subgroup analysis comparing PDESi responders and non-responders for the mean difference in IIEF score
with combination therapy versus PDES5i monotherapy. CI: confidence interval; ED: erectile dysfunction;
IIEF: international index of erectile function; IV: inverse variance; PDESi: phosphodiesterase type 5
inhibitors; RCT: randomized controlled trial;, WMD: weighted mean difference.
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eAppendix 12. Sensitivity Analysis Including Placebo-Controlled RCTs

Combination therapy Monotherapy
Study Patients MD SD Patients MD SD WMD (IV, random), 95% CI WMD 95% CI
PDESi + Testosterone versus PDESi
Buvat 2011 72 3.6 7.40 66 3.1 7.30 0.50 [-1.95; 2.95]
Aversa 2003 10 74 2.88 10 1.0 2.88 —— 6.40 [ 3.88;8.92]
Shabsigh 2004 37 47 1.90 33 3.1 2.53 E 3 1.60 [ 0.54;2.66)
Spitzer 2012 58 20 8.07 57 -0.2 8.07 +—— 2.20 [-0.75; 5.15]
Heterogeneity: 12=78%, p <0.01 177 166 e 2.60 [ 0.32; 4.87]
PDESi + Antioxidant versus PDE5i
Cavallini 2005 32 14.8 3.25 35 9.8 433 - 5.00 [ 3.18;6.82)
El Taieb 2019 27 9.8 275 27 7.7 275 5 2.10 [ 0.63;3.57]
El-Hamd 2020 30 13.7 1.86 30 12.3 1.53 | | 1.40 [ 0.54;2.26)
Gentile 2004 20 28 1.77 20 08 1.77 E 3 2.00 [ 0.90; 3.10]
Morano 2007 8 87 3.84 8 6.0 3.51 - 2.70 [-0.91;6.31]
Shirai 2018 13 26 2.05 13 -0.0 3.21 - 2.65 [ 0.58;4.72)
Heterogeneity: /% = 61%, p = 0.03 130 133 < 245 [ 1.46; 3.45]
PDESi + Folic acid versus PDE5i
Hamidi Madani 2013 35 5.1 3.84 48 1.7 0.99 R 3 3.46 [ 2.16;4.76]
Heterogeneity: 1 = NA%, p = NA 35 48 = 3.46 [ 2.16; 4.76]
PDESi + Atorvastatin versus PDESi
Herrmann 2006 8 77 6.45 4 83 9.76 —_— -0.60 [-11.16; 9.96)
Heterogeneity: 1% = NA%, p=NA 8 4 -0.60 [-11.16; 9.96]
PDESi + A-blocker versus PDESi
Kim 2017 134 9.2 4.98 152 95 4.93 -0.32 [-1.47;0.83]
Heterogeneity: 1% = NA%, p=NA 134 152 -0.32 [-1.47; 0.83]
PDESi + Pentoxifylline versus PDESi
Law 2019 27 1.8 4.63 23 25 4.63 -0.70 [-3.27;1.87]
Heterogeneity: 1= NA%, p=NA 27 23 -0.70 [-3.27;1.87]
PDESi + Metformin versus PDESi
Rey-Valzacchi 2012 14 55 0.10 6 06 2.60 i 4.90 [ 2.82;6.98]
Heterogeneity: 1% = NA%, p=NA 14 6 = 4.90 [ 2.82; 6.98]
Heterogeneity: 1% = 76%, p < 0.01 525 532 <> 2.32 [ 1.41;3.23]

10 -5 0 5 10
Favors monotherapy Favors combination therapy

Mean difference in IIEF score with combination therapy versus monotherapy

Sensitivity analysis including placebo controlled RCTs for the mean difference in IIEF score with
combination therapy versus PDESi monotherapy. CI: confidence interval; ED: erectile dysfunction; IIEF:
international index of erectile function; IV: inverse variance; MD: mean difference; PDES5i:
phosphodiesterase type 5 inhibitors; RCT: randomized controlled trial; SD: standard deviation; WMD:
weighted mean difference.
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5.9%
5.7%
9.0%
4.9%
25.5%

7.3%
8.1%
9.4%
8.9%
3.9%
6.7%
44.3%

8.5%
8.5%

0.7%
0.7%

8.8%
8.8%

5.6%
5.6%

6.7%
6.7%

100.0%



eAppendix 13. Sensitivity Analysis Including Studies at Low Risk of Bias

Combination therapy Monotherapy
Study Patients MD SD Patients MD sD WMD (IV, random), 95% CI WMD 95% CI Weight
PDESi + Testosterone versus PDES5i
Buvat 2011 72 36 740 66 31 7.30 0.50 [-1.95; 2.95] 6.2%
Shabsigh 2004 37 4.7 1.90 33 3.1 2.53 -+ 1.60 [0.54; 2.66] 12.0%
Spitzer 2012 58 20 8.07 57 0.2 8.07 — 220 [-0.75; 5.15) 4.9%
Heterogeneity: I° = 0%, p = 0.64 167 156 < 1.50 [0.58; 2.43] 23.0%
PDESi + LIESWT versus PDES5i
Baccaglini 2020 36 -8.9 7.33 41 -124 7.33 — 3.50 [0.22; 6.78] 4.2%
Heterogeneity: not applicabl 36 M ——— 350 [0.22; 6.78] 4.2%
PDESi + Antioxidant versus PDESi
Cavallini 2005 32 14.8 3.25 35 9.8 433 —— 5.00 [3.18; 6.82] 8.4%
El Taieb 2019 27 9.8 275 27 7.7 275 —— 2.10 [0.63; 3.57] 10.0%
Gallo 2020 100 71 1.95 99 6.0 1.95 | | 1.10 [0.56; 1.64] 14.3%
Gentile 2004 20 28 1.77 20 0.8 1.77 - 2.00 [0.90; 3.10] 11.8%
Morano 2007 8 87 3.84 8 6.0 351 —t 2.70 [-0.91;6.31] 3.6%
Shirai 2018 13 26 2.05 13 -0.0 321 —— 265 [0.58;4.72) 7.4%
Heterogeneity: I1° = 74%, p < 0.01 200 202 = 2.40 [1.28; 3.51] 55.5%
PDESi + A-blocker versus PDES5i
Kim 2017 134 9.2 4.98 152 95 493 l -0.32 [-1.47;0.83] 11.5%
Heterogeneity: not applicabl 134 152 -0.32 [-1.47; 0.83] 11.5%
PDESi + Pentoxifylline versus PDESi
Law 2019 27 18 463 23 25 463 —— -0.70 [-3.27,1.87] 5.8%
Heterogeneity: not applicabl 27 23 — 070  [-3.27;1.87] 5.8%
Heterogeneity: I* = 67%, p < 0.01 564 574 < 1.72 [0.93; 2.50] 100.0%

R R R S Ft |

6 4 2 0 2 4 6
Favors monotherapy Favors combination therapy

Mean difference in IIEF score with combination therapy versus monotherapy

Sensitivity analysis including studies at low risk of bias for the mean difference in IIEF score with
combination therapy versus PDESi monotherapy. CI: confidence interval; ED: erectile dysfunction; IIEF:
international index of erectile function; IV: inverse variance; MD: mean difference; PDES5i:
phosphodiesterase type 5 inhibitors; RCT: randomized controlled trial; SD: standard deviation; WMD:
weighted mean difference.
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eAppendix 14. Grading of Evidence

Combination therapy versus monotherapy

Mean IIEF change from baseline
MD 1.76
. higher
randomized not . a . b . dose response Not . [1e11@)
32 trials serious serious serious not serious gradient 1428 1360 applicable (1.t2072}112g4her MODERATE CRITICAL
higher)
Number of adverse events
21 more per
. OR 1.10 1,000
randomized not . . . dose response 337/1006 316/951 ’ 1e121@)
16 . . serious * serious ® not serious . o o (0.66 to (from 85 CRITICAL
trials serious gradient (33.5%) (33.2%) 1.85) fewer to 147 MODERATE
more)

CI: Confidence interval, MD: Mean difference; OR: Odds ratio

Explanations
a. statistically significant heterogeneity among studies
b. different study populations among studies
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