AFHE 10748 H 2 H
Valsartan Bkt B H 8 | P N-T2 58 K — F B2 480 ok
Method of Test for N-Nitrosodimethylamine in Valsartan Raw Material and its
Preparation Products
1. @A EE Ay k8 mA » Valsartan Bk R B 8 ) P N-T 25 K — F B
(N-nitrosodimethylamine) % A48
2. MEB TR MBS EREL > URME BN B BT K (liqud
chromatograph/tandem mass spectrometer, LC/MS/MS) 4
M2 Ik e
2.1, B F
2.1.1. A8 AT B B E R
2.1.1.1. #F R @ E8TF A RB HIE2 ¥ 8k (positive ion atmospheric
pressure chemical ionization, APCI") -
2.1.1.2. B#r% : XSelect HSS T3 » 3.5 um » /9483 mm x 15 cm > 3,
[B] 4% o o
2.1.2. # %%k % % (Ultrasonicator) e
2.1.3. Bk M (Centrifuge) @ T 32500 xgid k= o
22, RBE FEATFTHHKARBEN R F8TFARKOEEERK25C
TEISMQ - omMA E) s N-Z A A — F R BAZE S
(N-NDMA > 200 pg/mL in methanol) ; N-nitrosodimethylamine-ds
B L & MW ¥ A& E 5 (N-NDMA-dg > 1000 pg/ml in
dichloromethane) °
23. BABRMK
23.1. FE# - 10mL -
232, #s% 15mL s PPHE o
2.3.3. &M : FL480.22 um » PVDF# § -
24. BEMBERZAY
24.1. BEMERA
BP B mL > v T K4E AR 1000 mL > 4&JEBEEIE 0 BUBR
AR B ARIEIRA -
242, HEHMIBIEB
BCFE% ] ml o Av T ER4E AL 1000 mL - 488 BLGIE 0 BUE R
# &y AB IR IRDB ©
2.5. NIRBER R 2 EY
B N-nitrosodimethylamine-dg B4 £ A EAZ &2 1 mL > A FEHFEL
EEEL0 mL - 4F A N SFARER IR - R-18°CHE BT 77 © BE A BF AR



2.6.

2.7.

ABHEF 1078 H 2 H

B PR R 0 0T BEA RS 500 ng/ml > BEAF P9 SFAR R -
BER Rz EH
BN-ZR A PR RBARERS) uLb > A FEAELTEEI10
mL - 4F BA% R IR > F-18°CREN AT o Be A BT EGE FAZ 3 Rk L
NIAREERRA > AFEEHEZE10~500 ng/mL (5 P42 £ 2R
50 ng/mL) - AEAFAR AR -
AR 2 B 4F
NG AE B BUIR B IRIR 43 pl » SRENRM B BB RE T > KT
FIMEPF AT AT 0 FAN-ER A R — F RR oL N IRAZ 8 7 2 sk B mAg s o
MR N-TR A = PR HAEEE g
RAR B AT BB A

F#r %  XSelect HSS T3 » 3.5 um > W423 mm x 15 cm

B EBME 1 40°C

BRI | ARBBIRIAT 454 > AT B ™

B R (min) A (%) B (%)
0.0—1.0 95 — 95 55
1.0—5.0 95— 0 5— 100
5.0—6.5 0—0 100 — 100
6.5— 6.6 0—95 100 —» 5
6.6 — 9.0 95 — 95 5—5

% EyAR AR 0.6 mL/min o

EANE 3.0l

BT R APCI' o

#. & & M (Nebulizer Current) : 5 pA o

.9k R, 8% (Curtain gas) * 25 psi

LR B2 (Gas 1) : 50 psi °

7t 7% #,.%% (Collision gas) : medium °

Jo 38 & (Temperature) @ 550°C o

BRI, ¢ % £ R ME/E R (multiple reaction monitoring, MRM) ° {&
Bl BT 4 ~ & % 3 & B (declustering potential) & #f 38
#E Z (collision energy)s F &

BE-T ¥ % wb

DR A BE BT (m/z) > £ S fEE

& T (m/z) (V) (eV)

75 > 43* 21

N-NDMA 75 > 58 28 15




ANBEEEA 1078 H 2 H

N-NDMA-dg 81 > 46* 106 25

*REEET Y
L LMUR RS AT AR AR TRAAER RS RE#EEZ
B AR o
2. oG R o THAUT L8

B3 F] (min) #% )48 A

0.0 > 4.0 1878 88

4.0 —-9.0 FE R
2.8. Wiz AH

2.8.1. B
BAREE ] g BEERE > WwARNIFRERR] mL - RAFER
FRI A ZE10mL > EIEBEE  BEKR o
2.82. #@
Bunfgloh - BE-FHEE > SR 0 Y1 g HERT
FaNNIEARERR]I mLAE FEETmL > &8 T RIRE1054 > 2L
FEEZAZIO ML ENEECE T » 202500 xgik 10448 > B
EER o BIEEEE - BERR o
2.9. ERHRBR LR -
R BB IR RAR R RIR A3 UL 0 2R EARAR B AT B B E SR
P AR2TE AR EAT M o AR SEAR B BRI RS X G B
MAS ERBEAMEETREDEBNZ  BKRTIHEXLEHK
BPN-A R = F B2 4 2 (ppm)
CxV

B P N- A A = F k% 48 (ppm) = x 107

C: @R & dh s RAFMR P N-T 5 A — F B2 38 ¥ (ng/mL)

VB RE R A2 B (mL)

M: BT iRBE 2 E2()

0 AREHEE TR R AR TR T BT R 2R AR AT
(£100%) > ZEFFE T :

A8 H BT 3% (%) 3 %0, [E (%)
> 50 +20
> 20~50 + 25
> 10~20 +30
= 10 + 50




ABIHEA - 1078 H2H
MEZE - 1. RARER T A X € 248K 40.1 ppm ©
2. R T AR ERBRERZME R AT
5 Rk
Ripollés, C., Pitarch, E., Sancho, J. V., Lépez, F. J. and Hernandez, F. 2011.
Determination of eight nitrosamines in water at the ng L™ levels by liquid
chromatography coupled to atmospheric pressure chemical ionization tandem
mass spectrometry. Anal. Chim. Acta 702: 62-71.
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