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Supplementary Figure 1. Funnel plots of the analysis. Notes: (A) Funnel plot of prostate weight (0-60ug/kg/day); (B) Funnel plot of
testis weight (0-60ug/kg/day);(C) Funnel plot of epididymis weight (0-60ug/kg/day); (D) Funnel plot of seminal vesicle weight (O-
60ug/kg/day); (E) Funnel plot of daily sperm production (0-60ug/kg/day); (F) Funnel plot of epididymal sperm count (0-60ug/kg/day).
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Supplementary Figure 2. Forest plots of body weight. Notes: (A) Forest plot of body weight (0-60ug/kg/day); (B), Forest plot of body

weight (100-600ug/kg/day); (C) Forest plot of body weight (1-50mg/kg/day); (D), Forest plot of body weight (>50mg/kg/day).
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Supplementary Figure 3. Forest plots of prostate weight. Notes: (A) Forest plot of prostate weight (0-60ug/kg/day); (B) Forest plot of
prostate weight (100-600ug/kg/day); (C) Forest plot of prostate weight (1-50mg/kg/day); (D) Forest plot of prostate weight (>50mg/kg/day).
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Supplementary Figure 4. Forest plots of testis weight. Notes: (A) Forest plot of testis weight (0-60ug/kg/day); (B) Forest plot of testis
weight (100-600ug/kg/day); (C) Forest plot of testis weight (1-50mg/kg/day); (D) Forest plot of testis weight (>50mg/kg/day)
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Supplementary Figure 5. Forest plots of epididymis weight. Notes: (A) Forest plot of epididymis weight (0-60ug/kg/day); (B) Forest
plot of epididymis weight (100-600ug/kg/day); (C) Forest plot of epididymis weight (1-50mg/kg/day); (D) Forest plot of epididymis weight
(>50mg/kg/day)
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Supplementary Figure 6. Forest plots of seminal vesicle weight. Notes: (A) Forest plot of seminal vesicle weight (0-60ug/kg/day);
(B) Forest plot of seminal vesicle weight (100-600ug/kg/day); (C) Forest plot of seminal vesicle weight (1-50mg/kg/day); (D) Forest plot of
seminal vesicle weight (>50mg/kg/day).
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Supplementary Figure 7.

Forest plots of sperm motility. Notes: (A) Forest plot of sperm motility (0-60ug/kg/day); (B) Forest plot of
sperm motility (100-600ug/kg/day); (C) Forest plot of sperm motility (1-50mg/kg/day); (D) Forest plot of sperm motility (>50mg/kg/day).
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Supplementary Figure 8. Forest plots of daily sperm production. Notes: (A) Forest plot of daily sperm production (0-60ug/kg/day);
(B) Forest plot of daily sperm production (100-600ug/kg/day); (C) Forest plot of daily sperm production (1-50mg/kg/day); (D) Forest plot of
daily sperm production (>50mg/kg/day).
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Supplementary Figure 9. Forest plots of efficiency of sperm production. Notes: (A) Forest plot of daily sperm production (0-
60ug/kg/day); (B) Forest plot of daily sperm production (100-600ug/kg/day); (C) Forest plot of daily sperm production (1-50mg/kg/day).
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A

Su %
Study % -
D SMD (95% CI) Weight 10 MO (95% C1) Weight
Sperm count; 0-6I0 ug/kg/d ‘Sperm count, 100-600 ug/kg/d
<PNDGO | PNDE0-PND180 '
Shi 2018 (0.5 uglkg/d) — 151(295,-007) 275 '
Shi 2018 (20 ugikgid) e — 2.45(-4.18,-073) 2.1 Cagen 1999 (200 ug/kgid) ' . 043(:083,008) 1070
Shi 2018 (50 ug/kg/d) e 0.70(-1.99,0.58) 321 Tyl 2007 (F1 male Parental) (300 ugkgid) : —— 064(1.11,-018) 1075
Subtotal (I-squared = 22.2%, p = 0.276) —— -1.43(-2.38,-047) 807 |
' Tyl 2007 (F1 male Retained) (300 ugikgid) ' —-— 060(-1.18,-020)  10.72
PND&0-PND180 i Vil 2013 (200 uglkg/c) —_— 250(420,000) 848
Cagen 1999 (0.2 ugkg/d) - 028(079,022) 708 Kenig 2012 (300 ) ——— 1930290 085 002
Cagen 1999 (2 ugikgid) —.— -040(092,011) 702 ) ;
Cagen 1999 (20 ug/kg/d) —a 055(1.11,001) 677 Salian 20080 (100 ughgid) - ; A2(51,31) 084
Tyl 2007 (F1 male Parental) (3 ug/ko/d) | 022(-023,068) 730 Salian 20000 (200 ughgid) — ' BUEST, A1) 037
Tyl 2007 (F1 male Parental) (30 ug/kg/d) | - 0.17(-0.29,063) 736 Salian 2000b (400 ug/kgid) .: 270(349,-101) 1027
Tyl 2007 (F1 male Retained) (3 ug/kg/d) —-— 0.41(-0.88,008) 720 !
Tyl 2007 (F1 male Retained) (30 ug/kg/d) —a 0.35(-085,0.16) 7.00 Howdeshell 2007 (200 wykail) - 2W(38.200 1010
Nagao 2002 (2 ug/kgid) : - 0.37 (-0.18,093) 675 Tyl 2002 (300 ug/kg/d) —— i -4.08 (-5.09, -3.08) 285
Nagao 2002 (20 ug/kg/d) |— - 0.14(-041,0.70)  6.78 Sublotal (I-squared = 94.0%, p = 0.000) <> 248(:345,-151) 10000
Vilela 2013 (6 ug/kg/d) —I—: -156(-2.47,-084) 471 T
Howdeshell 2007 (2 ug/kgid) —_— -1.45(-2.95,005) 260 :
Howdeshell 2007 (20 ug/kgid) ——— -0.83(-155,-030) 635 Overall (I-squared = 94.0%, p = 0.000) 248(:345,-151) 10000
Rahman 2017 (50 ug/kg/d) — 126(223,-029) 446 ]
Ty12002 (1 ugikg/d) —a 1.26(-189,-064) 637 NOTE: Weights are from random eflects analysis. '
Tyl 2002 (20 ugikgid) — 1.05(214,005)  3.90 T T
Sublotal (\-squared = 69.7%, p = 0.000) < 45074010 9108 G 7 ° °
H
- Stud; %
Overall (-squared = 68.9%, p = 0.000) <> -0.54(-0.83,-025) 100.00 "
1 0 SMD (95% C1) Weignt
NOTE: Weights ar fom random ofecs onaysis ' Sperm count. .50 mgkgrd
5 0 <PNDEO H
D Dabeer 2020 (10 mg/kg'd) -2.17 (-3.85,-0.70) 9.52
Study % Sublotal (I-squared = %, p =) 247(-385,-070) 952
o smD (a5% Gy Weight
PND60-PND180
Sperm conut: >50 mg/kg/d Tyl 2007 (F1 male Parental) (50 mglkg/d) 1.25(-1.74,-0.76) 1202
PND&0-PND180 Tyl 2007 (F1 male Retained) (5 mg/kg/d) -1.28(-1.80,-0.76) 1286
Tyl 2007 (F1 male Parental) (800 mg/kgid) — 337 (4.07,.267) 4183 Tyl 2007 (F1 male Retained) (50 mgikg/d) 085(-1.39,-032) 1281
N ‘Salian 20090 (1.66 mgikg/d) —_—— -6.98 (-8.52, -5.45) a9
Tyl 2007 (F1 male Retained) (600 mg/kgid) -3.12 (-3.85, -2.39) 3823
Rahman 2017 (5 mg/kg/d) 378(-530,-227) 939
Ty1 2002 (500 makgic) 408(:500,308) 199
Rahman 2017 (50 mo/ko/d) -4.95(-6.79,-3.11) 8.19
Sublotal (I-squared = 14.8%, p = 0.309) -342(-367,297) 10000 Ty1 2002 (5 mglkgic) 101(161,041) 1264
T 2002 (50 moika/d) 202(272.132) 1236
Hotorogonsity botwosn groups: b = Subtotal (I-squared = &1 6%, p = 0.000) 247(336,-157) 9048
Overall (l-squared = 14.8%, p = 0.309) -342(-387,-287)  100.00
‘Overall (I-squared = 80.5%, p = 0.000) -2.43(-327,-159) 100.00
NOTE: Weights are from random effects analysis
T T T
5 2 9 0
Supplementary Figure 10. Forest plots of epididymal sperm count. Notes: (A) Forest plot of epididymal sperm count

(0-60ug/kg/day); (B) Forest plot of epididymal sperm count (100-600ug/kg/day); (C) Forest plot of epididymal sperm count
(1-50mg/kg/day); (D) Forest plot of daily epididymal sperm count (>50mg/kg/day).

www.aging-us.com

10

AGING



