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JP-1366 for Injection Treats Hemorrhagic Gastric Ulcer by Inhibiting Gastric Acid Secretion

YANG Lu'*,MA Guannan®,PANG Yuying?, WANG Jiang',ZHOU Liping', HUANG Dandan®, CHEN Hongdan'", FU Long"*"
(1. Livzon Pharmaceutical Group Inc. , Zhuhai , Guangdong 519090, China ; 2.Lizhu Group Lizhu Pharmaceutical Factory , Zhuhai , Guangdong
519090, China)

ABSTRACT: OBJECTIVE To evaluate the inhibitory effect of JP-1366 for injection on gastric acid secretion and its therapeutic
effect on hemorrhagic gastric ulcer. METHODS  The histamine - induced gastric acid secretion model in rats was used, and the
animals were given JP-1366 for injection by a single intravenous injection to evaluate the inhibitory effect of the test substance on
gastric acid secretion in these rats. In the water-immersion restraint-induced hemorrhagic gastric ulcer rat model and aspirin-induced
hemorrhagic gastric ulcer rat model , animals were given a single intravenous injection of JP-1366 for injection. The therapeutic effect of
the test substance on hemorrhagic gastric ulcer in rats was evaluated by detecting the pH value of gastric juice, gastric bleeding spots,
area of hemorrhagic lesions, and inhibition rate on hemorrhagic lesions. RESULTS In the histamine induced rat gastric acid
secretion model, JP-1366 for injection at different doses significantly increased the pH of gastric juice in the model rats, reduce the
volume, concentration, and total acidity of gastric juice, and exhibit a dose-response relationship in terms of acid inhibition. The acid
inhibition effect is better than that of omeprazole sodium. In the water immersion restraint induced and aspirin induced rat hemorrhagic
gastric ulcer model, injection of JP-1366 can increase the pH of gastric juice, inhibit bleeding in the gastric glands and ameliorate
mucosal erosion of gastric tissues at different doses. The ulcer inhibition rate shows a good dose-response, and the effect of improving
gastric hemorrhagic lesions in the model rats is better than that of omeprazole sodium. At the same dose (1 mg-kg™") , the degree of
improvement in gastric hemorrhagic lesions by injection of JP-1366 and fumarate vonosine is basically equivalent. CONCLUSION

JP-1366 for injection treats hemorrhagic gastric ulcers by inhibiting gastric acid secretion, and its effects in inhibiting gastric acid and
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improving gastric hemorrhagic lesions are superior to those of omeprazole sodium. At the same dose, the improvement of bleeding

lesions is equivalent to that of vonoprazan fumarate.

KEYWORDS: JP-1366 for injection; P-CAB; gastric acid secretion; hemorrhagic gastric ulcer; omeprazole sodium; vonoprazan
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T JP-1366 % ek 35 A5 70 KBRS 21 2090 A8
5 4 mg- kg 1Y 1 G FH B 56 R A A XY 5 R) SR A
(1 mg-kg™), VS IP-1366 5 & D BRAR W i A
Xof A 3 R K R T 2 S AR R P S AR AR

4 itig

ST A Tt e e R DL R s R A 4
T AR TE AR RS | E A TE R N
g BIH AL IE R A , HA 5 R B 1) R A
ML AR | LIH AL I8 )i ik i JE | Dieulafoy J A8
Al FRE AR IR ok vk E A IE e PR
B4 5 T AL M B 9 (56.6%) | At B IR R AR

60 #i#

Vonorasan fumarate for injection
for Injection(1 mg-kg™)

"P<0.001 ;5 1 5 B SRR (4 mg-ke™ ) AH

b, ***P<0.001; 54 5 s Sk hiA (1 mg-kg )AL, 4P <0.01,444P<0.001,
B4  BRERRKIESTIP-1366 X1 A LA E & & H X RinmIEE . iR mE RN
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R4 BOREREKESTIP-1366 MR LM B RHARBAAME LREE BRNERESITINR

500 (n=10,x+s)

2H 3] B ZURG R - 7 e OEIE LEATEAY
XFIRZH/(G1) 0.00+0.00 0.00+0.00 0.00+0.00

2 /(G2) 1.20+0.79** 1.50+0.85** 2.70+1.42

I FH R SR (4 mg kg™ )/(G3) 0.10+0.32" 0.10+£0.32" 0.20+0.42"
W IP-1366(1 mg-kg™)/(G4) 0.00+0.00" 0.00+0.00" 0.00+0.00"

HE S IP-1366(0.5 mg-kg™)/(G5) 0.30+£0.48" 0.10£0.32"" 0.40+0.70"
S IP-1366(0.25 mg-kg™)/(G6) 0.50+0.53 0.60+0.52" 1.10£0.88 " **A4A4
S TP-1366(0.125 mg-kg™)/(G7) 0.70+0.48 0.90+0.57*44 1.60+0.84 x> *xAa4a
S E SRR ERIAE (1 mg-kg™)/(G8) 0.00+0.00"" 0.00+0.00™" 0.00+0.00"""

T SRR L, P <0.001; SER4IAA L, P <0.01,™
&Sk Eh A (1 mg-kg ML, 44P<0.01,444P<0.001,

Omeprazole Sodium for

Control Injection(4 mg-kg™")

5 E/A%%EEETJP 1366 X PRI LB H Mt B iEHARS

(13.6%) EAEMR (13.2%) L) K H B R (16.6%)
At SRR ER K skt L AR T il DR
2545 PPURT H2 SZ AR F5 B . PPLJE H HT B i
MR 254 , PPLIE H T E L IR 259 , [RI B Py 45
Ao i1 PP AT R N B2 T e RURS: 1) 4 1l ik 52 0
WEE TR 2, {0 PPLIRAEAEAS ] 30 b (H 7
K*-ATP) 5 PRI ARG 77 H RIG 1k .52 CYP2C19
FER Z MR o W R R B 53 R A T
RT3 B0 ) P-CAB 3 5570 F T Ak
I YA T AT A A4 Y 3R [n) 8, B Al Py Ak G
P-CAB &tk 5 7% bl o

I FERFSE B 4 UE A JP-1366 Al 3 i 4l H* /K * -
ATP il 1% PR R PR IR AE T, (AR SMIF 52 45 2t 7R JP-
1366 FIE SR R4 (85 : TAK-438) X H* /K-
ATP Jif (% >F %530 6 W B2 (1C,,) 43 Wi 2 16.7 Fi
22.5 nmol - L™, FLANHIAE A 2R AR . SR, 7
10 wmol - LY R, JP-1366 Fl1 TAK-438 X} 1Y) Na* /K * -
ATP ()30 5 58351 by 4.29% F118.0% , 2 B HX Na*/
K* - ATP [ i V£ (1) 5% ) °] 2200 AN 30 Ud B JP-
A H 2527202644 H 5 36 555 410)

P<0.001; 573 5 FHELSERIMEAY (4 mg-kg™)ARLL, *P<0.05, ***P<0.001; 5151 H

Vonorasan fumarate for injection

for Injection(1 mg-kg™)
R s S

HLRIEBYIH (H&E 8 ) 1820

1366 J& H*/K*-ATP fiff i e BEPE I 6500 . JE I PR A
Il RAE 53 485 SR 2 22 U 11 IR JP-1366 1T A5 R4 42 & 1
pH, 67 H &8 ", H3Z CYP2C19 A £ 3%
PERZIR /NS, AR JP-1366 i #3LAE I & 1Y ol B
il 780 73 5 FH JP-1366 , PR30 AU A1 34 ] AR A R | i
W SE 4, 3 A I AR TH AR i i SR YT .

Ik PR T 1) 25 20 5 v, 2 40 2 e 38 S T - b
BRI DL B AN 2R S W IR VR F o b
TERE T 2 FP K BT Ak T i A A DL 5 v S
JP-1366 %1 I A3 H 1l B9IGIFAEH] o Bl w] DEARECH
15 92 55 AU ] DUAS DL b 38 RS I AR 37 R T B
M7 , TR % B IR v | BV DK VR ) 45 T AN TR
TR G JP-1366 1] A [ i B T v AR 76 K B B
T pH , A SRR RS 41200 A8, Hastm FR 40
15t 977 A1 FR Sk 2 R AIC, 5t 9 40 1) 2% 4 31 8 38 67.09%
81.34%.99.77% . 100% . 7K 12 SR AL AL 0] DU
P EUE TR RN S R A S WA TR A 5
FEZAERI T | B K S 2653 A [ 50 o 1 3 23
JP-1366 34 ] AN [] 7 B o A 8 K B 8 W pHL, A3 3K
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HGEAR IR B E SR AR TR, Hot 7 16 50 7
T BRI, 15t 9 0 A 3 03 ) 3k 26.30%
71.08% .94.30% .99.95% -

DL ESS SR B R, TS IP-1366 I A7 2L Tt i A

RUR B ' N pH, #E T & #5000 18 5tz iR P AE T

0 Kk A I O o DK T JP-1366 B AR )

1#(0.125 mg-kg™) BV AT & $5 410 ) B 19 4 b i T s

B 197 AR, 0.5 mg- kg 45 2555 = B AT 4 mg- kg™

T IV ) 25 24 B SE R MR B 25 RO 25, BE = A . (W)

F i (1 mg-kg ) FEF LA ZF, IP-1366 F1E SR R it

PR B 2GR AA Y . BB P-1366 4718 ) TR

S ARz LAY . HETJP-1366 & #E Al

IR T 99, I LA AR AR i AR 286 vh kB T e

B R K- 7 3, Ul Al PR i ) 25 80050 A ) g

TE T HIGIRAGROKY- o mERBEA —E WS HMN

(B, (HAS it i 7 AR SRR T 5T, Je B 255 5h W)

IR N PK LS 2H 23053 A 130 5 482 5 7T DAAE AR [

R 6 FH JP-1366 24585 A HT 4 T, 98/ 25 258310, Bl

I PR 2R o T i SR AT L B30 o IR

T 8 LB R 255K, o ke 1 1A P 26 5 LA
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