Study Selection bias Study design Data collection Global rating
Dobs et al, 1988 Weak Obser.vatlf)nal Moderate Moderate
Longitudinal
Croxson et al, 1989 Strong Observational Moderate Low
Case-control
Raffi et al, 1991 Weak Observatlfmal Moderate Moderate
Cross-sectional
Laudat et al, 1995 Strong Observatpnal Moderate Moderate
Cross-sectional
Dobs et al, 1996 Weak Observational Moderate Moderate
Case-control
. Observational
Grinspoon et al, 1996 Strong Cross-sectional Strong Moderate
Schiirmeyer et al, 1997 Weak Obsgrvagonal Moderate Moderate
Longitudinal
Bhasin et al, 1998 Weak RCT Strong High
Arver et al, 1999 Moderate Observational Strong Moderate
Case-control
Dobs et al, 1999 Weak RCT Strong High
Kopicko et al, 1999 Weak Observaﬁonal Moderate Moderate
Cross-sectional
Salehian et al, 1999 Strong Obseryatlf)nal Moderate Low
Longitudinal
Rietschel et al, 2000 Strong Observatlfmal Moderate Low
Cross-sectional
Rabkin et al, 2000 Weak RCT Moderate Moderate
Grinspoon et al, 2000 Weak RCT Moderate Moderate
Hadigan et al, 2000 Weak RCT Strong High
Biglia et al, 2004 Strong Observational Moderate Low
Case-control
Andersen et al, 2007 Strong Observaﬁonal Moderate Low
Cross-sectional
Crum-Cianflone et al, 2007 Weak Observaﬁonal Moderate Moderate
Cross-sectional
Mulligan et al, 2007 Weak RCT Strong High
Knapp et al, 2008 Weak RCT Moderate Moderate
Teichmann et al, 2008 Moderate Observaﬁonal Moderate Moderate
Cross-sectional
Moreno-Pérez et al, 2010 Weak Observaﬁonal Moderate Moderate
Cross-sectional
Meena et al, 2010 Weak Observatpnal Moderate Moderate
Cross-sectional
Rochira et al, 2011 Weak Observatlfmal Strong Moderate
Cross-sectional
Pepe et al, 2012 Weak Observational Strong Moderate

Cross-sectional




Observational

Sunchatawirul et al, 2012 Weak . Moderate Moderate
Cross-sectional
Zona et al, 2012 Weak Observational Moderate Moderate
Case-control
Guaraldi et al, 2012 Weak Observat.lonal Strong Moderate
Cross-sectional
De Ryck et al, 2013 Weak Observat.lonal Moderate Moderate
Cross-sectional
Pérez et al, 2013 Weak Observa'Flonal Moderate Moderate
Cross-sectional
Pepe et al, 2014 Weak Observa'Flonal Moderate Moderate
Cross-sectional
Bhatia et al, 2015 Weak Observational Weak Low
Cross-sectional
Pathak et al, 2015 Weak Obseryatlf)nal Moderate Moderate
Longitudinal
Rochira et al, 2015 Weak Observatlfmal Strong Moderate
Cross-sectional
Gomes et al, 2016 Weak Observatlfmal Weak Low
Cross-sectional
Santi et al, 2016 Weak Observat.lonal Strong Moderate
Cross-sectional
Bajaj et al, 2017 Weak Observational Weak Low
Case-control
Dutta et al, 2017 Weak Observa'Flonal Moderate Moderate
Cross-sectional
Price et al, 2019 Weak Observa'Flonal Strong Moderate
Cross-sectional
Bajaj et al, 2020 Weak Observational Moderate Moderate
Case-control
Pezzaioli et al, 2020 Weak Observatilonal Moderate Moderate
Cross-sectional
de Vincentis et al, 2021 Weak Observat.lonal Strong Moderate
Cross-sectional
Postel et al, 2021 Moderate Observatlgnal Weak Low
Cross-sectional
Quiros-Roldan et al, 2021 Weak Observa'ugnal Moderate Moderate
Cross-sectional
Pilatz et al, 2021 Weak Obse.rva'gonal Moderate Moderate
Longitudinal

Supplementary Table S1. Quality assessment of the clinical studies included in the meta-analysis




Study name Statistics for each study

Event Lower Upper

Event rate and 95% CI

rate limit limit
Dobs et al., 1988 0.05 0.01 0.29 _-—
Dobs et al., 1988° 0.44 0.18 075
Dobs et al., 1988°* 0.50 0.35 0.65
Croxson et al., 1989 0.56 0.39 0.72
Raffi etal., 1991 0.15 0.08 0.26 L
Grinspoon et al ., 1996 0.49 0.38 0.60
Schirmeyer et al., 1997 0.36 0.27 0.46 -
Bhasin etal., 1998 0.98 0.80 1.00 —
Salehian et al., 1999 0.43 0.31 0,56 — -
Arver et al., 1999 0.31 0.24 0.39 E
Kopicko et al., 1999 0.20 0.17 0.24 [ ]
Dobs et al., 1999 0.44 0.35 0.53 -
Rietschel et al., 2000 0.19 0.12 0.28 L =
Rabkin et al., 2000 0.20 0.12 0.31 ——
Grinspoon et al ., 2000 0.84 0.72 0.91 —i-
Biglia et al., 2004 0.52 0.42 0,63 -
Crum-Cianflone etal., 2007  0.17 0.13 0.22 | 3
Knapp et al., 2008 0.05 0.02 0.14 |
Teichmann etal., 2009 0.40 0.30 0.51 —
Moreno -Pérez etal., 2010 0.13 0.08 0.22 E
Meena et al., 2010 0.33 0.26 0.41 -
Rochira et al., 2011 0.16 0.14 0.18 [ ]
Pepe et al., 2012 0.26 0.16 0.40 —-—
Sunchatawirul et al., 2012 025 0.21 0.29 [ ]
Zona et al., 2012 0.08 0.06 0.11 [ |
Guaraldi et al., 2012 0.08 0.05 0.14 [ 3
De Rycket al., 2013 0.37 0.25 0.51 ——
Pérez et al., 2013 0,13 0,08 0.19 [ 3
Pepe et al., 2014 0.46 0.32 0.61 ——
Pathaket al., 2015 0.13 0.06 0.27 -
Rochira et al., 2015 0.16 0.14 0.18 [ ]
Gomes et al., 2016 0.29 0.24 035 E 3
Santi et al., 2016 0.16 0.14 0.18 | |
Bajaj et al., 2017 0.26 0.18 0.37 .
Dutta et al., 2017 0.39 0.33 0.46 E 3
Bajaj et al., 2020 0.39 0.29 0,50 —
Pezzaioli et al., 2021 0.19 0,12 0.28 L =
de Vincentis et al., 2021 0.05 0.03 0.08 [ ]
Postel et al., 2021 0.40 0.33 0.46 E o
Quiros -Roldan et al., 2021 0.14 0.09 0.22 P o
Pilatz et al., 2021 0.05 0.02 0.12
0.26 0.22 0.30 L 2
-1.00 -0.50 0.00 0.50 1,00
Panel A
Studyname Event rate and 95% CI
Event Lower Upper
rate limit limit
Raffi etal., 1991 015 0,08 026 -
Salehian et al., 1999 043 0.31 0.58 —
Arver et al., 1999 031 024 0.39 --
Rabkin et al., 2000 020 0.12 0.31 —_
Crum-Cianflone etal., 2007  0.17 013 022 L
Knapp et al., 2008 005 0,02 0.14 -—
Teichmann et al., 2009 040 0.30 0.51 ——
Meens etal., 2010 033 028 0.41 -
Rochira etal., 2011 018 0.14 0.18 ]
Zona etal., 2012 0.08 0.08 0.11 ]
Guaraldi et al., 2012 008 0.05 0.14 -
Pérezetal., 2013 013 0,08 0.19 -
Rochira etal., 2015 0.18 014  0.18 -
Santi et al. 2018 018 014  0.18 -
Bsjsj et al, 2017 028 018 037 -
Dutta et al., 2017 039 0.33 048 -
Bajsj et al., 2020 039 029 0.50 ——
de Vincents et al., 2021 005 0,03 0.08 | ]
Pilatz et al., 2021 005 0,02 0,12 Lo
Overall TT <12 oM 019 0.15 0.23 L 2
Grinspoon et al., 1996 049 0,38 0.60 ——
Grinspoon et al., 2000 024 0.72 091
M oreno-Pérez et al., 2010 013 008 022 ko
Pepe etal. 2012 028 016  0.40 —_—
Sunchatawirul et al.. 2012 025 0.21 0.29 [ |
DeRycketal. 2013 037 0.25 0.51 —i—
Pepe etal, 2014 048 032 o061 ——
Gomesetal.. 2016 029 024 035 =
Pezzaioli et al., 2021 019 012 028 -
Postel et al., 2021 040 033 046 -
Quiros-Roldan et al., 2021 0.14 009 022 -
Overall FT<225pM 033 0.24 0.43 -
-1,00 -0,50 0,00 0,50 1,00

Panel B

Supplementary Figure S1.( Panel A Panel B)



Logit event rate

Logit event rate
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Supplementary Figure S2.( Panel A Panel B)



Study group

Control group

Mean Difference

Mean Difference

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Rand 95% Cl_ Year IV, Rand 95% CI
1.1.1 Androgen-related molecules
Strawford 1959 -985 1.1 7229 191 T 96% -1214[13.81,-10.47] 1959 e
Storer 20045 -10.7 0.3 43 1.7 0.4 22 97% -1240[12.79,-12.01] 2005 ]
Poretsky 2006 0 034 3 01 034 38 87% -0.10[0.26, 0.06] 2006
Subtotal (95% CI) 81 67 29.0% -8.20 [-18.00, 1.60] o rR -
Heterogeneity: Tau®=74.78; Chi®= 3453.59, df= 2 (P = 0.00001); F=100%
Testfor overall effect Z=1.64 (P=010)
1.1.2 Testosterone
Ehasin 1995 378 052 14 038 218 18 9.7% 3.40[2.35 4.45] 1958 *x
Grinspoon 1998 178 17 26 2 6.1 26 8.7% 15,50 [8.56, 22.44] 1958 F uew
Dobs 1999 9.61 1.49 67 1.04 805 GE 9.6% 8.87 [6.60,10.54] 1994 b
Grinspoon 2000 147 12 24 1.8 71 26 9.0% 13.10([7.58,18.62] 2000 TR
Ehasin 2000 445 31 18 1.2 208 12 9.6% 5.70[3.74, 7.66] 2000 e
Fairfield 20014 147 1 24 15 01 26 9.7% 13.20[12.80,13.60] 2001
Mulligan 2007 -6.1 9.82 41 -123 6115 k] 5.0% 6.20[-13.47, 2587 2007
Knapp 2008 2498 2.98 30 0481 072 kil 9.7% 24 4T [23.37,25.47] 2008 .
Subtotal (95% CI) 241 243 71.0% 11.61[6.09, 17.12] B
Heterogeneity: Tau®= 5541, Chi®*=817.24, df=7 (P = 0.00001}; I*=99%
Test for overall effect £=4.12 (P = 0.0001)
Total (95% CI) 322 310 100.0% 5.80 [-0.53, 12.14] | eeegeme-
Heterogeneity: Tau®=107.69; Chi®=10375.07, df=10 (P = 0.00001}; F=100% _250 _150 b 150 250
Testfor overall eﬁec.t: Z=1.80 (Pz_ 0.07 Increased Tin control Increased T in study
Testfar subgroup differences: Chi®=11.91, df=1 (P = 0.00086), F= 91 6%
Panel A
Study group Control group Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Rand 95% CI
2.1.1 Non hypogonadal
Grinspoon 2000 147 12 24 1.6 7.1 26 124% 13.10[7.58, 18.62] 2000 T T
Fairfield 2001a 14.7 1 24 (4] 0.1 26 14.3% 13.20[012.80, 13600 2001 L
Mulligan 2007 -6.1 9.82 41 123 B1.15 k] 81% B.20[13.47 2587 2007 = oem . ¢
Subtotal (95% Cl) 89 90 31.8% 13.20[12.80, 13.60] }
Heterogeneity: Tau®= 0.00; Chi*= 049 df=2 {P=078); F=0%
Testfar overall effect Z=64.54 (P = 0.00001)
2.1.2 Hypogonadal
Ehasin 1998 378 052 14 038 214 18 14.2% 3.40[2.35, 4.45] 19598 *.
Grinspoon 1998 178 17 26 2 6.1 26 11.7% 15.50[8.56, 22.44] 15998 o
Dobs 1999 9.61 1.49 BY 1.04 805 BE  14.0% 8.57 [6.60,10.54] 15994 o
Ehasin 2000 445 31 18 -1.2 208 12 14.0% 570 [3.74, 7.66] 2000 oo
Knapp 2008 2498 2498 30 081 072 I 14.2% 2447 [23.37, 2557 2008 *
Subtotal (95% Cl) 152 153 68.2% 11.47[1.19,21.75] —eEi——
Heterogeneity: Tau®=134.70; Chi®= 808.24, df= 4 (P = 0.00001); F=100%
Testfor overall effect 2= 219 (P =0.03)
Total (95% CI) 241 243 100.0%  11.61[6.09, 17.12] e
Heterogeneity: Tau®= 55,41, Chi®= 817.24, df= 7 (P = 0.00001); F= 99% _250 _150 b 150 250
Testfor overall eﬁec.t: Z=412(F < 0.0001) Increased Tin control Increased Tin study
Testfar subgroup differences: Chit= 011, df=1 (P=074), F=0%
Panel B
Study group Control group Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
3.1.1 Wasting
Grinspoon 1998 178 17 26 2 6.1 26 11.7% 15.50([8.56, 22.44] 1998 — =
Dohs 159599 9.61 1.49 67 1.04 805 B 14.0% 847 [6.60,10.54] 159599 3.
Gringpoaon 2000 147 12 24 16 7.1 26 125% 1310[7.58,18.62] 2000 & =
Ehasin 2000 45 31 149 1.2 208 12 14.0% 5.70[3.74, 7.66] 2000 A
Fairfield 20014 147 1 24 15 0.1 26 14.3% 13.20[12.80,13.600 2001 L
Mulligan 2007 -6.1 9.82 41 123 61158 3| 5% G20[13.47,25.87) 2007
Knapp 2008 2498 298 30 0Aa1 072 31 14.2% 2447 [23.37,25.87) 2008 -
Subtotal (95% Cly 227 225 B85.8% 12.99[7.37,18.62] =z
Heterogeneity: Tau®= 48.89; Chi*= 464 46, df=6 (P = 0.00001); F= 99%
Test for overall effect Z=4.53 (P = 0.00001)
3.1.2 Not Wasting
Bhasin 1998 378 052 14 038 219 18 143% 3.40[2.35 4.45]) 1998 &
Subtotal (95% CI) 14 18 14.2% 3.40 [2.35, 4.45] ¢+
Heterogeneity: Mot applicable
Test for overall effect, Z=6.26 (P = 0.00001)
Total (95% CI) 211 243 100.0% 11.61[6.09, 17.12] e
Heterogeneity: Tau®= 5541, Chi*=817.24, df=7 (P = 0.00001); F= 39% _250 _150 b 150 2=D

Test for overall effect: Z=4.12 (P = 0.0001)
Test for subgroup differences: Chi®= 1080, df=1{P=0.001), F=90.7%

Panel C

Increased Tin control

Supplementary Figure S3.( Panel A Panel B Panel C)

Increased Tin study



Study group Control group Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Rand 95% Cl_Year IV, Rand: 95% CI
1.10.1 Androgen-related molecules
Starer 2005 -91.2 244 43 142 143 22 13.7% -105.40[114.83, -95.97] 20048 e
FPoretsky 2006 41.6 0.03 31 -6.94 0.1 3| 141% 45.54 [48.91, 48.57] 2006 -
Subtotal (95% CI) 74 60 27.8% -28.35[-179.21, 122.50] e e ——
Heterogeneity: Tau®= 11837.19; Chi*= 1024.05, df= 1 (P < 0.00001); F=100%
Testfor overall effect Z= 037 (P=0.71)
1.10.2 Testosterone
Ehasin 1998 7 1 14 2 2 18 141% 5.00[3.94 606 1998 "
Gringpoon 1998 it} 63 26 B 17 26 12.0% B2.00[36.92, 87.08] 1998 T
Dohs 1999 3.8 41 67 345 43 BE  14.1% 030113 1.73] 1999
Gringpoaon 2000 G a3 24 0 23 26 12.3% BE.00 [43.03, 88.97] 2000 =
Ehasin 2000 148 107.28 18 1 8383 12 5.8% 147.00[74.91, 219.09] 2000 5 &
Knapp 2008 B.52 1.3 30 -7 31 3 141% 13.52 [12.33,14.71] 2008 .
Subtotal (95% CI) 176 179  72.2% 16.11 [8.64, 23.58] 4
Heterogeneity: Tau?= 51.24; Chit= 272.42, df= 5 (P < 0.00001}; F= 99%
Testfor overall effect Z=4.22 (P = 0.0001)
Total (95% CI) 250 239 100.0% 19.02 [-3.54, 41.57] it
Heterogeneity: Tau®= 941.32; Chi*=15186.25, df= ¥ (P = 0.00001); F=100% t t t t
Testforoverall effect Z=1.65 (P =010 Inc%ggsed T‘I’1i?1000ntrol Ulncrea;gduﬂ' in sztt?c?y
Testfor subgroup differences: Chi*=0.33, df=1 {P = 0.56), F= 0%
Supplementary Figure 4
Study group Control group Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Rand 95% Cl Year IV, Rand 95% CI
2.3.1 Non hypogonadal
Coodley 1997 -012 041 17 087 2 18 106% -0.99[1.92 -0.06] 1957
Grinspoon 2000 26 24 24 0.4 3 26 8.2% 2.20[0.67, 3.73] 2000 F R
Grunfeld 2006 23 249 64 11 27 65 10.4% 1.20[0.23, 217] 2006 R VR
Mulligan 2007 83 114 41 7.3 608 38 2.7% -2.00[-5.99, 1.99] 2007
Sardar 2010 155 2.35 42 05 155 200 10.4% 1.05[0.07, 2.03] 2010 I
Subtotal (95% CI) 188 167  42.3% 0.59 [-0.66, 1.85] et ER—
Heterogeneity: Tau®=1.45; Chi®=19.43 df = 4 (P = 0.0008); F= 79%
Testfor overall effect: Z= 092 (P = 0.36)
2.3.2 Hypogonadal
Grinspoon 1998 16 &8 26 -03 a5 26 3.9% 1.90[1.17, 4.87] 1998
Ehasin 1995 06 048 14 06 07 18 12.2% 0.00[-0.42, 0.42] 1995 )
Gringpoon 1999 29 051 26 -03 5 26 6.8% 3.20[1.27,513] 1999 T
Dobs 1999 0.8 287 6Y 1 285 BE  10.4% -0.20 117, 077 1994 F e @
Ehasin 2000 29 08 15 o7 ov 12 11.8% 2.20[1.63, 2.77] 2000 S
Knapp 2008 18 08 a0 0z 08 M 1248% 1.60[1.30,1.80] 2008 E
Subtotal (95% CI) 178 179  57.7% 1.27 [0.30, 2.24] -
Heterogeneity: Tau®=1.11; Chi®= 62,97, df =5 (P = 0.00001);, F=92%
Testfor overall effect: Z=2.56 (P = 0.01)
Total (95% CI) 366 346 100.0% 0.99[0.25, 1.72] el
Heterogeneity: Tau®=1.10; Chi®= 87.55, df = 10 (P = 0.00001}; IF= 89% 54 52 b é j‘
Testfor overall effec.t: =264 (p:. 0.008) Increased WC in control  Increased WC in study
Testfar subgroup differences: Chi#= 070, df=1 (P = 0.40), F=0%
Panel A
Study group Control group Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Rand 95% Cl  Year IV, Random, 95% CI
3.3.1 Wasting
Coodley 1997 -012 04 17 087 2 18 106% -0.99[1.92-0.08] 1997 T
Grinspoon 1998 165 &8 26 -03 548 26 3.9% 1.90[F1.17,4.97] 1988
Diobs 19399 ng 287 67 1 285 66 104% -0.20[1.17,077] 1999 SR P
Grinspoon 1999 249 051 26 -0.3 5 26 BBE% 320[01.27,513] 1999 e
Ehasin 2000 29 08 15 oy oy 12 11.8% 220[1.63,2.77] 2000 T
Grinspoon 2000 26 24 24 0.4 3 26 82% 2.20[0.67,3.73] 2000 e ®
Grunfeld 2006 23 24 G4 11 27 65 104% 1.20[0.23,217] 2006 ks
Mulligan 2007 53 114 41 7.3 608 38 27% -2.00[-598 1.95 2007
Knapp 2008 1.8 06 an 02 06 N 125% 1.60[1.30,1.900 2008 e
Sardar 2010 188 2348 42 04 1484 20 104% 1.05[0.07,2.03] 2010 FoE =
Subtotal (95% CI) 352 328 87.8% 1.13[0.39, 1.86] R
Heterogeneity Tau®= 0.94; Chi®= §3.32, df= 9 (P < 0.00001); F= 83%
Testfor overall effect £=2.99 (P =0.003)
3.3.2 Non Wasting
Bhasin 1998 06 04 14 06 07 18 122% 0.00F0.42,042] 1998 o
Subtotal (95% CI) 14 18 12.2% 0.00 [-0.42, 0.42] @
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.00{F =1.00)
Total (95% CI) 366 346 100.0% 0.99[0.25, 1.72] Rty
Heterogeneity Tau®= 1.10; Chi*= 87.55, df= 10 (P = 0.00001); F= 88% 4 2 : 2 ft

Testfor overall effect £=2.64 (P =0.008)
Testfor subgroup differences: Chif=6.79, df=1 (P = 0.009), F=853%

Panel B

Increased 'WC in control

Supplementary Figure S5.( Panel A Panel B)

Increased WC in study



Study group Control group Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
2.6.1 Non hypogonadal
Gringpoon 2000 44 21 24 127 16 18.4% 3.40 [2.04, 4.76] 2000 TR SR
Mulligan 2007 33 38 41 33 243 3| 181% 0.00[-1.40,1.400 2007 T
Subtotal (95% CI) 65 64 36.5% 1.70 [-1.63, 5.04] — =R ——
Heterogeneity: Tau®= 5.29; Chi*= 11.68, df=1 (P = 0.0006); F=91%
Test for overall effect Z=1.00(P=0.32)
2.6.2 Hypogonadal
Ehasin 1998 215 0.3 14 063 018 18 251% 1.52[1.35,1.69] 1988 =
Gringpoon 1998 1.9 34 26 o 29 26 15.8% 1.90[0.18, 3.62] 1998 — =
Dohs 1999 0.3 2.46 67 06 2.03 66 226%  -0.30[1.07,047] 1999 =
Subtotal (95% Cl) 107 110 63.5% 0.97 [-0.43, 2.36] oSSR
Heterageneity: Tau®= 1.27; Chi*= 20.91, df= 2 {P = 0.0001}; F= 90%
Testfor overall effect Z=136(F=017)
Total (95% Cl) 172 174 100.0% 1.24[0.12, 2.36] i
Heterogeneity: Tau® = 1.29; Chi*= 32.96, df= 4 (P < 0.00001); F= 88% 4 2 . 2 4
Testfor overall eﬁec_t: Z=217(F 5 0.03) Increased LBM in control  Increased LEM in study
Testfor subaroup differences: Chi*= 0,16, df=1 (P = 0.69), F=0%

Panel A

Study group Control group Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl1 Year IV, Random, 95% CI
3.6.1 Wasting
Gringpoon 1998 1.9 34 26 o 29 26 15.8% 1.90[0.18, 3.62] 1998 T
Dohs 1999 0.3 2.46 67 06 2.03 66 226%  -0.30[1.07,047] 1999 T
Grinspoon 2000 44 23 24 1 27 26 18.4% 3.40[2.04, 4.76] 2000 .
Mulligan 2007 33 38 41 33 243 | 181% 0.00 [-1.40,1.400 2007 .
Subtotal (95% CI) 158 156 74.9% 1.20 [-0.59, 2.99] R ERT f———
Heterogeneity: Tau®= 2.88; Chi*= 24 46, df= 3 (P = 0.0001); F= 88%
Testfor averall effect Z=1.31 (P =019}
3.6.2 Non Wasting
Ehasin 1988 218 0.3 14 063 018 18 251% 1.52[1.35,1.69] 1988 -
Subtotal (95% CI) 14 18  25.1% 1.52[1.35, 1.69] +
Heterogeneity: Mot applicable
Testfor overall effect Z2=1715 (P = 0.00001)
Total (95% CI) 172 174 100.0% 1.24[0.12, 2.36] R
Heterogeneity: Tau?=1.29; Chi*= 3296, df= 4 (P < 0.00001}); F= B8% 54 52 5 é jl

Testfor overall effect Z=217 (P=0.03)
Testfor subgroup differences: Chif= 012, df=1 (P=073), F=0%

Panel B

Increased LEM in control

Supplementary Figure S6.( Panel A Panel B)

Increased LBM in study



Study group Control group Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random,95% Cl Year IV, Random, 95% Cl
1.8.1 Nandrolone

Strawford 1999 17 28 11 1B 18 11 43%  010[(1.80,2.10] 1999

Storer 2005 04 02 43 03 04 27 326% -0.20[0.38,-0.02] 2005 -
Grunfeld 2006 06 18 B4 03 16  B5 214%  0.30[0.29,089 2006 =
Subtotal (95% CI) 118 98 58.3% -0.08 [-0.40, 0.24] <&

Heterogeneity: Tau?=003; Chi*= 261, df=2{P=027) F=23%
Testfor averall effect Z= 048 (P =063}

1.8.2 Testosterone

Grinspoon 1998 08 27 26 03 36 26 558% 060113, 2.33] 19498 T P
Grinspoon 1954 08 357 26 03 35 25 4.5% 0.60[1.34 2.54] 19495 T e =
Bhasin 2000 02 232 15 -01 2.42 12 51% 0.30[1.50 210] 2000 e
Grinspoon 2000 -24 23 24 -08 26 26 21% -1.60[-2.96 -0.24] 2000 N

Mulligan 2007 3 38 41 38 345 a8 5 6% -0.80[-2.41,0491] 2007 N

Sardar 2010 1.41 2896 42 043 0492 20 128% 0.98 [0.00,1.86] 2010 F 5 -
Subtotal (95% CI) 174 147  41.7% 0.02 [-0.90, 0.94] -*—
Heterogeneity: Tau?= 063, Chi*=10.78, df= 5 (P = 0.06); = 54%

Testfor overall effect Z=004 (P=087)

Total (95% CI) 292 245 100.0% 0.03 [-0.41, 0.47] ?
Heterogeneity, Tau®=0.15; Chi*= 14.14, df = 8 (P = 0.08); I*= 43% 54 52 : é ji

Testfor overall effect: Z=013 (P =080)

% v FM reduction in study FM reduction in control
Testfor subgroup differences: Chi*=0.04, df=1 (P =0.84), F=0%

Panel A

Study group Control group Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
2.8.1 Non hypogonadal
Grinspoon 2000 -24 23 24 -08 2B 26 18.8% -1.60[2.96 -0.24] 2000 . T
Mulligan 2007 3 38 41 38 3485 38 152%  -080[2.51,091] 2007 .
Subtotal (95% CI) 65 64 34.0% -1.29[-2.35,-0.23] ~aiffi—
Heterogeneity: Tau®=0.00; Chi*= 0491, df=1 (P=047), F= 0%
Testfor overall effect: 7= 238 (P=002)
2.8.2 Hypogonadal
Grinspaon 1998 09 27 26 03 36 26 15.0% 0B0[1.13,2.33] 1938 — e
Gringpoon 1999 049 3587 26 03 345 25 13.2% 0.60[-1.24, 2.54] 1999 N - T—
Bhasin 2000 0z 232 15 -01 242 12 14.3% 0.30[-1.50,2.10] 2000 s N
Sardar 2010 1.41 296 42 043 0492 20 23.45% 0.98 [-0.00,1.96] 2010 |
Subtotal (95% CI) 109 83 66.0% 0.76 [0.04, 1.47] e
Heterogeneity: Tau?=0.00; Chi*= 050, df=3{P=082) F=0%
Testfor overall effect Z= 2.06 (P =0.04)
Total (95% CI) 174 147 100.0% 0.02 [-0.90, 0.94] *

1_,__
[

Heterogeneity: Tau®= 0,68, Chi®=10.78, df= 5 (F = 0.06); I*=54% '

Panel B

Supplementary Figure S7.( Panel A Panel B)



