#e=t C-19
HEHRERMEHRARREE

Rk 2 34 5 H 1 3 ABE

HEAES : 1250 1

HZEiEl - EBEME (B)

A2 HARS : 2008~2010

EEES 20390157

MZEEELE (X)) EERICLIBREADHREN - EELAESEROXRRHFEDEH

HISiERER (FE ) Study on the mechanism of lethal and serious drug-induced adverse event
in fetus
MERERSE

JbE Jt— (KITADA MITSUKAZU)

FEKRZE - EZEMERE - #i%

MEEES: 90110345

MFFERROBEE (Fis) : A ETHEHERMMEARIRFEIE L L CREM ORI S
DHEA-S (2 X 2 SRR R B O JUIR 28 % H B9 86 2T DHEA-S {455 D %7 CYP3AT*2
DHARNTOMEE AT, TA09R #1755 DHEA-S fRHIREZ (X T & 5 AlReM 2B 520N LT,
i6#E STS TIZHAAND 6 M EOF LA 23 /1 L., 5 Bl DO LN S W CUTER G~ 58
ZRREt L7c, VAT6M [EH#iD DHEA-S MiRifefnAiEtE~DEEZ R Lz, KK - B To
DHEA-S fRif - B tpE 2872 5 271X, DHEA-S RINENREIC 2 MIFT L ZE 2 DD,
REHA A~ DHEA-S # 5- & iR W8 2 B O 2 2B RS e o 7z,

MFFER R OBEEE (330) : Dehydroepiandrosterone-3-sulfate (DHEA-S) plays important roles during
pregnancy and is clinically used as an agent (prasterone sulfate) to treat pregnant woman with cervical
ripening deficiency in Japan. However, several cases of fetal death have been reported after
administration of prasterone sulfate to expectant mothers. We found that CYP3A7.2 may have
considerably reduced capacity for the metabolism of DHEA-S at a physiologically relevant
concentration of this steroid in vivo. We discovered six novel SNPs of the STS gene. However, 5SNPs
present in postulated regulatory regions did not affect transcriptional activity, and V476M appeared to
have little effect on both posttranscriptional expression of the enzyme and sulfatase activity toward
DHEA-S. On the other hand, there was no non-synonymous SNP in all of exons, but one known SNP
(-18T>C) was found in 5’-flanking region of the SLC22A11 gene. The result of reporter gene assay
revealed that the SNP did not appear to give considerable change in transcriptional activity of the
SLC22A11 gene. Although it was suggested that functional deficiency of these proteins due to genetic
polymorphisms appear to affect pharmacokinetics of DHEA-S in fetal or fetal-placental unit, no
polymorphism directly related to DHEA-S-induced fetal death was found in the STS and SLC22A11
genes in this study.
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