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TNEH0.0959 pg/H., 0.0265 pg/H &72 0 £,
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https://www. fda. gov/downloads/Drugs/DrugSafety/UCM623198. pdf (GC/MS
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https://www. fda. gov/downloads/Drugs/DrugSafety/UCM623578. pdf
(GC/MS/MS i)

(2)BRN
https://www. edgm. eu/en/news/new—omcl-method-simul taneous—
determination—ndma—and-ndea-sartans (LC/MS/MS #%£%%)
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https://www. ema. europa. eu/documents/referral/valsartan—article—-31-

referral-chmp—list—questions—be—addressed—api—manufacturers—

valsartan en. pdf

LUk


https://www.mhlw.go.jp/stf/shingi2/0000206683_00001.html
https://www.fda.gov/downloads/Drugs/DrugSafety/UCM623198.pdf
https://www.fda.gov/downloads/Drugs/DrugSafety/UCM623578.pdf
https://www.fda.gov/downloads/Drugs/DrugSafety/UCM623578.pdf
https://www.edqm.eu/en/news/new-omcl-method-simultaneous-determination-ndma-and-ndea-sartans
https://www.edqm.eu/en/news/new-omcl-method-simultaneous-determination-ndma-and-ndea-sartans
https://www.ema.europa.eu/documents/referral/valsartan-article-31-referral-chmp-list-questions-be-addressed-api-manufacturers-valsartan_en.pdf
https://www.ema.europa.eu/documents/referral/valsartan-article-31-referral-chmp-list-questions-be-addressed-api-manufacturers-valsartan_en.pdf
https://www.ema.europa.eu/documents/referral/valsartan-article-31-referral-chmp-list-questions-be-addressed-api-manufacturers-valsartan_en.pdf

GUE)
AATERMRES S &k

AARBSET RIS 2

AAY =% v 7 MRS 2

HAREEMFEET RS 2k

KEWHEREE T3S EREINERS

FONEEEMRE S &k

(fh) HERERSTERS =

BlEERL S Sk

ZAaRK



EH3—1

NDMAKRUNDEA®DEEIEENDHRTEIZDOLNT

¥R 30% 11 A5H
EXEREBEEEHER
EE R £ x K F
EERIEE - BREXREE

1. &g

S, PEOREFZhe jiang Huahai Pharmaceutical Co.,Ltd. (LLF
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(2L, CDICH-MT DEZAZEHAL. NDMARUNDEADEEIEED
BREEITI,

3. EEERORE

(1) HREWMEDHRTE
ICH-M7 2B 1+ B2 FHMYPEBDEZFELTIF. DEEIZEFS 10550
1 RBOELPAV)RIEZERTEHLDEL, COKELELGBHES, BES
NEEBAVRIDGHAHAFHYDHFTERNEERELI-LT. QFFENE
FHBALTVES. REXEHFPOFMYOBERE GrAREME) 2XRTE
1




（別添）



L. 2EIRROEEZTI. C&&EdhTWb,

EENAFEHERE (IARC) TIENDMARUNDEAZHEAAMEDHIEE
LTHIL—T2A (E +rTEELLLELNAMEETRT) ESh, ICH-NT [ZEDL
. BHNOZEEREMRERAAYMETHANDMARULNDEAIZDWLTIE, &
SRANIZHDFEINSZEERY., 25 LEMEICOVWTIHEEMBIEMLE
AEEELTTEETLSILEINTLS,
ENAET—2R—X ((PDB) ET—4 Mo HMREBRICEITANDMAR
UNDEA® D5 IEFNFH 0.0959 mg/kg/H. 0.0265 mg/kg/B & T TLY
BEMS, ICHMN OZZAIZEDSNDMARUND EADHRENRZL
LUTDERY,

NDMA 0.0959 pg/B (AB#LT—% : TDs=0.0959 mg/kg/B (Sv k) ")

NDEA 0.0265 pg/B (B#T—% : TD5=0.0265 mg/kg/B (S k) 2)
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WT. BEEZZEL. REBUTTHLIZLERD D,
BIZIE, WNILHILRA VREIZBEWTIX, UTOERYDREEELLS,
() NILHIILE VRETOREBEESN
- —H&xaHE : 160 mg
- 160mg e &= EHIEWMT 5 LIRE
7) NDMA : NILHIILE VRERONDMANDEEEREZA LT B E. 160
x ARN—BH=YDERE,
—BHA-YUDEREZE 0.0959 pyg L TETBH-HIZIE.
0.0959x10°=160x A &Y. A=5.99%x107=0.599 ppm
4) NDEA : NILYILEVEEFRONDEANDEEREZBET B E. 160
xBMN—BRHEYDERE,
—BY=YDERE%E 0.0265 pg LI TET B1=HIZIE.
0.0265x10°=160xB &Y B=1.66x10"=0.166 ppm
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Bn 4 1 Hx= A= |NDMAPREfE (REd) | NDEARREE (RIFEH)
NILHILE Y 160 mg 0.599 ppm 0.166 ppm

U https://toxnet.nlm.nih.gov/cpdb/chempages/N-NITROSODIMETHYLAMINE.html
2 https://toxnet.nlm.nih.gov/cpdb/chempages/N-NITROSODIETHYLAMINE.html
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AIWRFILEZ Y 200 mg 0. 479 ppm 0.133 ppm
FILAHILE Y 40 mg 2.39 ppm 0. 663 ppm
(m iy o IV 100 mg 0. 959 ppm 0. 265 ppm
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DEEES R ET D, TEHBEOHANS., 3. OBEEIEEDEZ AIC
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3 K& : https://www.fda.gov/downloads/Drugs/DrugSafety/UCM623198.pdf (GC /M
Sik)
https://www.fda.gov/downloads/Drugs/DrugSafety/UCM623578.pdf (GC,/MS
/MS %)
BRI : hetps://www.edqm.eu/en/news/new-omcl-method-simultaneous-determination-
ndma-and-ndea-sartans (L C /M S M S i£5)
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