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(250 mm x 4. 6 mm, 2.5 um) , K348 A4 0. 05 mol / L B4 3 4% ik (pH 6.8) — T — FEF(17:7:6,V/V/V),iKiE A 1.0 mL/ min, #
Mk KA 230 nm, AR A 30 C,EAHEFA 10 pLER RiFEAFE LR ZRES AL 100 ~300 pg/ mL F= 34 ~ 102 pg / mL &
B A5 @A X & REF(r=1.0000,0.9999,n=5) ;%M PRE5 A% 0.4,0.5ng, TFRYA A 1.0,1. 4 ng; HEE B FL
PEIX BE 25 R4 RSD 39T 2.0%; T 39 AR WD E 5 31 % 100. 40% , 100. 22% , RSD %~ %1 # 0.39%,0.35% (n = 9) .9 $LAf b F 1K %42
AEEH 74.16% ~75.83%, G LR & K 24.55% ~25. 81%, 3 H 4 98.17% ~ 101. 9% G5 &7 Ak RAEM R L 14F 4
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Simultaneous Determination of Active Ingredients and Salt — Forming Rate in Vonoprazan

Fumarate by HPLC
WANG Linglan' ,GONG Cuiyun',ZHU Yuefang’,ZHU Jing',CHEN [i*,SU Liang'
(1. Zhuzhouw Qianjin Pharmaceutical Co. ,Ltd. ,Zhuzhou,Hunan,China 412000; 2. Zhuzhou Institute for Food and Drug Control ,Zhuzhou,Hunan,
China  412000)
Abstract: Objective To establish a high — performance liquid chromatography (HPLC) method for the simultaneous determination

of the active ingredients in vonoprazan fumarate,and to evaluate its salt — forming rate. Methods The chromatographic column was
Agilent 5 TC C, (2) column (250 mm X 4.6 mm,2.5 wm),the mobile phase was 0.05 mol / L phosphate buffer (pH 6.8) —
acetonitrile — methanol (17:7:6,V / V / V) ,the flow rate was 1.0 mL / min,the detection wavelength was 230 nm, the column
temperature was 30 “C,and the injection volume was 10 pL. Results The linear ranges of vonoprazan and fumaric acid were 100 —
300 pg / mL and 34 - 102 pg/ mL (r = 1.000 0,0.999 9,n = 5). The limits of detection were 0.4 ng and 0.5 ng,
respectively. The limits of quantification were 1.0 ng and 1.4 ng,respectively. The RSDs of precision, stability, and repeatability test
results were lower than 2.0%. The average recoveries of vonoprazan and fumaric acid were 100.40% and 100.22% with RSDs of
0.39% and 0.35% (n = 9), respectively. Among the nine batches of samples, the content of vonoprazan was in the range of
74.16% - 75.83%,the content of fumaric acid was in the range of 24.55% - 25.81%,and the salt — forming rate of vonoprazan
fumarate was in the range of 98.17% - 101.79%. Conclusion This method is simple, reproducible, accurate, and reliable, which
can be used for the simultaneous determination of the active ingredients and base in vonoprazan fumarate.

Key words: HPLC ;vonoprazan fumarate;content determination;salt — forming rate
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{A3EAE : Agilent 5 TC — C15(2)4: (250 mm % 4. 6 mm,
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Y =22211X 45 +9228.5(r=0.9999,n=5) 455589,
PRAVERLA: IV E R 1) Jot e ik B2 3 514 100 ~ 300 g / mL
134 ~ 102 g / mL i il N S AR Ze PR OC 5 R4

R0 BIR 5 22 it PR AR R < B M G R % ST
W10 100 we / mL AR IER A FREA TR 34 wg / mL
B BT S PR AR E I W, NI S AR A B, # 2. 1 T A A
PEUEREIISE , 2350 LA L (S 7 V) Ry 3 Bt 45 F R A
BEL.S 7 Ny 10 B 1) 75 3t A o R o 45 AR v A A i PR
0.4 ng, EwFRHN 1.0 ng; & SRR H 0. 5 ng, &
HERR 1. 4 ng,

e 2 R B 2. 2 00 R AR VAR AR R SR X BE
VSR A A o, 2. 1 T (83 S o SR R I A2 6 1K,
OSSR R A s SR AR Y RSD 43

A/AU )
0.4 |8.415
0.3 1
0.2 |
0.1 I

0 I\

Al AU
0.4
0.3
0.2
0.1

¢/ min 0 23 ¢t/ min

0123456789101112 01234567809101112
B’ C

1

2
2.590 l8,410

2. Rigdk
C. BHX e iE ik

B1 sxkiEaEE

1. Fumaric acid 2. Vonoprazan

A. Blank solvent (mobile phase)

B,B’. Reference solution C. Test solution

Fig.1 HPLC chromatograms
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R RG22 T X6 R S A TRORN A VA TR
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FVE IR 1 - 34 & /43 31k 74. 87%, 24. 65% , RSD 43
oM 0. 57%,0.55%(n = 6) , W B2 R L.

TR [l < JBORE T 3 o RS PR A L $6 2. 2 30
J7 3% i A S T R R R R R RN AR A P AR X
HE b B R A5 3 o, N s MR BT e 2%, H 50 Uk,
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Tab.1 Results of the recovery test (n=9)

Efluginl)  WBE(g/ol)  ERE(%) (%) RSD(%)
Rigfh FLR RBEE FLA REEL FLR R#EL FIR KBELE §

IR

Pk DA T AU A fl s B & & LUE 5
R 55 AR VAL AR B BE R LE TSR R R R 2 (%) = (&
R & i 116.07) / (AR W 7 A 7 B/ 345.39) x
100% &5 WAL 2,
R2 HRPEIBRMRENELIERBBERNESER (%)
Tab.2 Determination results of fumaric acid and vonoprazan

content and salt — forming rate in samples (%)

. . b¥ i
AL e RiEE A F LRk oy
A, 20181101 74.93 24.72 98. 17

20181102 75.45 25. 81 101.79
20181103 74.37 24.55 98.23
o 3K, 20190101 75. 64 25.42  100.00
20190102 74. 83 24.71 98.26
20190103 74. 16 24. 88 99. 83
I¥BIE 20190401 75.15 25.21 99. 82
20190402 75. 83 25.33 99. 40
20190403 75.20 25.55  101.10

156.53 5258 157.64 5292 100.71  100.65
157.86 5300 15782 5302 99.97 100.02
157.82 5300 15816 S3.15  100.22  100.26
0020 6762 20127 67.51  100.03  99.84
200.67  67.41 200.74  67.29 100.03  99.82 100.40 100.22 039 0.3
200.93  67.51  202.05  67.77  100.56 100.39
239.31 8042 24046 80.47 10048 100.06
23925 80.37  240.32  80.44  100.45 100.09
239.03  80.32  241.86  80.98 10118 100.82
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Fig. 2 Differential scanning calorimetry curves of vonoprazan fumarate
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