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Of Mice and Men (and Rats): Phthalate-Induced Fetal Testis Endocrine Disruption Is
Species-Dependent

TABLE 1
Reproductive Phenotype of Mammalian Species After Fetal Phthalate Exposure

Species Fetal testis Fetal testis Fetal testis Seminiferous cord MNG? AGD® Hypospadias Cryptorchidism
testosterone steroidogenic genes Insi3 histopathology®

Rat ! } ! t 1 } 1

Mouse® = 0r 7 1 - 1 t = Tf ?

Rabbit ? ? ? ? ? ? 19 9

Marmoset ? ? ? ? ? ? = =

Hu malmﬁ ? ? ? ? ? l i —=art

Human' - — o = 1 NA MA MA

Note. |, decreased; t, increased; «, no change; ?, no data available; NA, not applicable.

Human fetal testis xenografts - Johnson et al. Toxicol. Sci. (2012) 129 (2): 235

Heger et al. Environ Health Perspect. 2012;120(8):1137-43.
Spade et al. Toxicol Sci. 2014;138(1):148-60.

Mitchell et al. J Clin Endocrinol Metab. 2012;97(3):E341-8.



Testosterone inhibition in H295R cells

E 120
)
< 0.0
Q -
S £
o E
& .05 %
3 :
[l

0.00-

2 L L S Q Q g & .
¢ & & ¢©
SRS & & & ﬁ@é“ PO R G S S e
Concentration (uM) Inhibitor Concentration
Human cell line (unpublished) Rat cell line (R2C)
Balbuena et al. Toxicol In Vitro. 2013 27(6):1711

‘_E - (A] [ wem g 8] —Tr B ] Human fetal testis
FREL .10 M ) @ ReLpo | 100 explants —
0— 4 I--_-- .
82 wo| _ —Bod BB iw 8 Lambrot et al. Environ
43 1 <3 60 Health Perspect. 2009
> £ 100 & 10
55 ES 40 Jan;117(1):32
é’ E - gé - . | =i i

% s Al . == Control D

el D2 03 & P4S0c17  PA4S0scc 2 4 e J

Culture period (day) 100 : :g :

Regardless of assay method —

positive germ cells (%)

No. of cells per
m,%dcoltroll
S &§ 8 8

Cleaved caspase-3

Testosterone reduction is rat specific
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Germ cell effects may be present in human
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