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WE: B 24 gLBmREEAE RS T FROGSTEIEE . FE  &iE4EH Dionex IonPac™ CS — 12A 4£(250 mm X 4 mm),
AAHAAA 4 mmol / L W ARARBR 2% — 60 mmol / L W AR AR 75k (B B2 L) Ak A 1.2 mL/ min, #4524 25 pL, A8 A 35 °C, 40
FRAIE PR LR FERERELO0.012~6.0 pg/ mLLE A 5% @mRELERL R RF(r=1.0000) ;L Eeg& 0 Rfe g &
FR2# 4 0.003 6 pg/ mL F= 0. 012 pg / mL;#5 % B A8 F 5 X4 R4 RSD 30T 2. 0%; -F ¥ mAt ek & % 99. 70%, RSD
5 1.05%(n=9) 8518 &7 ERERAR ik, REVEH F BT, TAEANE G LHBRRBR AL RS T FPRGKEE,
KRG LMRARBEE A T BT 6355, 2844

Determination of Methylamine Residue in Vonoprazan Fumarate Raw Material by Ion

Chromatography
FENG Wen,ZHOU Rui,LIU Feng

(Institute for Drug Control of Sichuan Province ,Key Laboratory of In Vitro and In Vivo Correlation Technology for Pharmaceutical Preparations,
National Medical Products Administration ,Chengdu ,Sichuan,China  611731)

Abstract: Objective

fumarate raw material. Methods

To establish an ion chromatography method for the determination of methylamine residue in vonoprazan
The chromatographic column was the Dionex TonPac™ CS — 12A column (250 mm X 4 mm),the
mobile phase was 4 mmol / L methanesulfonic acid solution = 60 mmol / L methanesulfonic acid solution (gradient elution) , the
flow rate was 1.2 mL / min,the injection volume was 25 plL,the column temperature was 35 °C,and the detection method was
suppressed conductivity detection. Results The mass concentration of methylamine showed a good linear relationship with peak area
in the range of 0.012 - 6.0 pg / mL (r = 1.000 0). The limits of detection and quantification were 0.003 6 g / mL and
0.012 0 pg / mL, respectively. The RSDs of precision, stability, and repeatability tests were all lower than 2.0%. The average

recovery rate was 99.70% with the RSD of 1.05% (n = 9). Conclusion This method is simple,rapid, highly sensitive,and highly

specific,and it can accurately determine the methylamine residue in vonoprazan fumarate raw material.

Key words:vonoprazan fumarate ;methylamine;ion chromatography;residue control

i B B O R AL (2020 41 W) VAR
TR (PP S 5 155 G M R FHL A 551 (P — CAB)
YE R iRy E 4 S i (GERD) i i 251 -1 AR
P42 (VPZ) M E N P — CAB WM — 4t i F i i 259
(20194F 12 A 3t H FIinyr Ot B8 R) JH e s
SRR h A A ikl 2 —U7 =00 B A O 2R —
oAk SON BT FHRE , NI ZBEEA T SO0, BT A
R, AR S S BOR A DL 2 HA ek
AFEME T HR G VBB Mg R R PRIGE FRE CE A
055 , i v] 55 Al R R S N, A R O Y A R S
Y, f& 3 A fd FE L0 1 B A ik 22 ok AT AR
b5 B 5 250 A €03 (HPLC) 5 SR (35 s T 2 4
Bt -1o) (BT A Ak T S AR VB N 9 R AT AR AR
B WERR BN, HLSCI AR B O I, A A
ST A I B S R AR v b A R Y S i vk BRAE

fATAE PRk, Oy vk R R vk | RO v TR A, HL
LS AR AR A 1T B R %) KU DA, vl & B
0] Y , 60 R 249 0 0 2 A TR Ay LAt & o o B
5% B AR TS BIHGE AN .
1 XFE5RH
1.1 (Y=

1CS 6000 %4 & 4, 3% % (32 [E] Thermo Fisher Scien-
tific 22 F] ) 5 XAU205 I Hi - K °F- (% - Mettler Toledo 2
AL R 0. 01 mg) o
1.2 k%

& IRAR B A (DU 5L 250 A BRA /] L 454y
51 2h S210401.8210901 ,S210902 ,S210903 ) ; HI i %if it
i (PO AR B AR B A 12 AR AT BR A AL dik5-4 24990, 7
11000 weg/ mL) ;84 TR ER R (EZ A 648
Ko HL T BE 3 B ik Ao iS5 43 0 A 233038 - 7.

CEETIHE w2 &SRS 5 5 SRR R B [2024013],
F—1EE B, LR A, 8 TAEHIF, BT w1k R E RS R AR, (BT 154)273344933@qq. com,
MEBEMEE X, B MR A, EAABIT R T @A SRR T RN SR, (B F 125 )52986758@qq. com,

78



20254E3 H 20 H 45 34 455 6 1)
Vol. 34,No. 6,March 20,2025

&%

China Pharmaceuticals

HR I «

Inspection and Test

217018 — 2, &8 1 000 g/ mL) 5 F Ak iR (7 [
CNW A ], HPLC ¢, 4It*5h PMJ4B - VY) , K M alifbK .
2 AEEER
2.1 EiEEE

{43385 : Dionex lonPac™ CS — 12A#5(250 mm X 4 mm);
Uit B AH : 4 mmol / L H EE it 2 %5 ¥ (A) — 60 mmol / L
H IR PRV W (B, A6 BE R Ml (DRI AR P WLZR 1) 5 it
1.2 mL/ min; #13 : 35 Cy#EAE IR 25 pls Ry =X 30
il FL A

R1 BEHER

Tab.1 Gradient elution procedure

e, 7z (%) A 18] AR (%)
(min) A B | (min) A B
o 00 o | 2 0 100
15 100 0 25.1 100 0
15. 1 0 100 | 40 100 0

2.2 BREHE

LRI FRIURE 24 20 mg, & 10 mL A 55
o AR BN ERRR IS (53 Na* 1000 pg / mL,
K* 1000 wg/ mL)0. 1 mL, F 4 mmol / L B KLl iR 1 Wik
FEZSFEAT L BAS
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PSS A U - BURE T 38 &, I 4 mmol / L FF LR iR
VTR ARIT RS 1545 1 mL 25 2 mg AR VA

TGRS AT  BURE R 24 20 mg, K FRAE , B 10 mLL
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1. Methylamine 2. Sodium 3. Potassium

A. Blank reference solution B. Reference solution C. Specificity test solution D. Test solution

Fig.1 Ion chromatogram
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Tab.2 Results of the precision test

A 1 2 3 4 5 6 RSD(%)

BREZECEER)  0.4648 0.4655 0.4625 0.4642 0.4649 0.4608 0.39
WIRELR(pg/nl) 2940 3016 3.045 3.034 3073 3.04 154
PRAEL(pg/ml) 3.013 3043 3.034 3019 3.063 304  0.60
PRAEEpg/ml) 3.023 3063 3.004 3022 3061 3020 0.79

R3 BARREMKBRER

Tab.3 Results of the solution stability test

- @R
Bk RSD(%)
Oh  4h  10h  16h  26h

SRR ER 0.4426 0.4541 0.4539 0.4585 0.4509 1.3
K i A R kil ki kibd
MRS 0.4482 0.4541 0.4558 0.4556 0.4439 117

JIRE [T SO < BBURE 5 24 20 mg, 29 0y B FRAE
B 10 mL A, s s % A 0.5,1.0, 1. 5 mL X}
HE AR I 25 90, 0 4 mmol / 1. FP S8 A 582 V5 A ik O R 2%
Tl A T A R, e 2. 1IN S S R AR I A e SR
WERBUR A S A R LR 4,
F4 MEEUREER(n=9)

Tab.4 Results of the recovery test (n = 9)

IR
g
o
el

(ng) MWAZ(pg) MFE(pg) wkE(%) X(%) RSD(%)

0 15 14. 88 99.20
0 15 14. 84 98.93
0 15 14.85 99.00
0 30 29.40 98.00
0 30 30. 16 100.53  99.70 1.05
0 30 30. 45 101. 50
0 45 45.02 100. 04
0 45 44.90 99.78
0 45 45.16 100. 36

T FH P A < B 2. 2 30T %) B T 3t ¥
5 A 4% 2. 1 T A3 S (43 ) U i
KRR BRI E Ok GRS AR RN, G R
AR R A — R R AR, AR T vk e i i
SRR A R AR LR S
x5 WAMKEER(%)

Tab.5 Results of the robustness test (%)

; WREEH ARARAKYL  WANEHI RRALAH4
Ecta L . o o
(F# 1L ImL/min) (%1 3mL/min) (£&:307C) (F#&.40°C)
YA€ A Atk A Atkd
HodFBEA A R B R AR 99.42 99.79 100. 38 100. 32
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