SUPPLEMENTARY DATA

Study ID

. Low risk

?

Ashida (2019)

Bunchorntavakul (2021) Some concerns

Cheung (2024) . High risk
Chiu (2023)

Han (2025)

Hou (2022)

Hu (2022)

Hu (2023)

Hu (2025)

Li (2023)

Li (2025)

Lu (2022)
Maruyama (2017)
Murakami (2016)
Peng (2023)

Sue (2017)
Suzuki (2016)
Tanabe (2018)
Yang (2025)

Yu (2024)

Zhou (2024)

~ ..‘ ~w .‘. I ) ..‘.. ~ ‘ ~ .Deviationsfrom intended interventions

0000 - - 0000000000000 - viowme
. = .. ~ .... ~ ............Selectionofthereportedresult

00000000000 0-00-0000- @

©-00-0000--0000 - 00O OO @ oo
0000000000000000 00 OO OO

Zuberi (2022)

Fig. 1. Risk of bias analysis result



Eradication Rate Eradication Rate

Study or Subgroup Eradication Rate SE Weight IV, Random, 95% CI IV, Random, 95% CI

1. Dual Therapy 0.92 00128 31.5% 0.92 [0.89, 0.95] L
2. Triple Therapy 0.93 00102 37.0% 0.93[0.91, 0.95] u
3. Quadriple Therapy 096 00128 31.5% 0.96 [0.93, 0.99] L
Total (95% CI) 100.0% 0.94 [0.91, 0.96] ]
Heterogeneity: Tau®= 0.00; Chi*= 542 df=2{(P=007); F=63% t

-1 05 0 05 1

Testfor overall effect: £= 8285 (P = 0.00001) Favours [experimental] Favours [control]

Fig. 2. Forest plot analysis of vonoprazan-amoxicillin first-line therapy on eradicating

Helicobacter pylori based on treatment regiments

VPZ + Amoxicillin  PPI Based Therapy Risk Difference Risk Difference
Study or Subgroup Events Total __ Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.2.1 Omeprazole
Bunchorntavakul, 2021 59 60 54 a8 A1% 0.05[0.02,0.13] ™
Zuberi, 2022 86 92 73 a7 45% 0.10[0.00, 0.19] —
Subtotal (95% CI) 152 145 9.6% 0.07 [0.01, 0.13] >
Total events 144 127

Heterogeneity: Tau®= 0.00; Chi*= 0.63, df=1 (P =043}, F=0%
Testfor overall effect. Z=2.37 (P = 0.02)

2.2.2 Lansoprazole

Hou, 2022 1493 m 177 204 4E6% 0.05F0.01,0.11] ™
Murakami, 2016 305 319 244 32 8.7% 07 [0.1,027 -
Sue, 2017 43 a4 39 45 33% 0.02F0.1,015] -1
Suzuki, 2016 161 176 3456 457 AT% 0.14[0.08, 019 -
Tanabe, 2018 332 N 619 717 B4% 0.11[0.08,0.14] -
Subtotal (95% CI) 111 1744 26.7% 0.11 [0.07, 0.15] L
Total events 1039 1435

Heterogeneity: Tau®= 0.00; Chi*=11.07, df= 4 (P = 0.03);, F= 64%
Testfor overall effect: Z= 5.05 (P = 0.00001)

2.2.3 Rabeprazole

Maruyara, 2017 ] 70 50 63 40% 018 [0.07, 0.29] —_
Subtotal (95% CI) 70 63 4.0% 0.18 [0.07, 0.29] -
Total events [} 50

Heterogeneity: Mot applicable

Testfor overall effect: Z= 3.25 (P = 0.001)

2.2.4 Esomeprazole

Cheung, 20243 89 9z 75 77 6EA% -0.01 0.0, 0.04] -
Cheung, 20240 87 an 75 77 AA% -0.01 [-0.06, 0.04] -

Han, 2025a 145 160 127 186 A.0% 0.09[0.02,017] —
Han, 2025h 145 164 127 186 5.2% 013 [0.08, 0.20] -
Li, 2023 58 f4 549 [ 4.7% -0.06 [-0.15,0.02] 7

Lu, 2022a 73 74 73 7 A8.7% 0.04 [-0.02, 0.09] ™

Lu, 2022b 74 76 73 7 A.5% 0.03 [-0.04, 0.09] T
Peng, 2023 142 142 128 141 A8% 0.08 [0.04, 0.14] —-—
‘fang, 2025a 148 154 1588 165  6.0% 0.03[0.02,0.07] r
‘fang, 2025k 150 160 182 185 B1% -0.05 [-0.09,-0.00] ™

fu, 2024 55 63 58 63 40% -0.06 [0.14, 0.08] T
Subtotal (95% CI) 1229 1235 59.8% 0.02 [-0.01, 0.06] *

Total events a7

Heterogeneity: Tau®= 0.00; Chi*= 4042, df=10 (P = 0.0001}; F=75%

Testfor overall effect Z=1.25 (P = 0.21)

Total {95% CI) 2562 3187 100.0% 0.06 [0.02, 0.09] +
Total events 2419 2744

Heterogenaity: Tau®= 0.00; Chi*= 107.45, df= 18 (P < 0.00001); F= 83% g =5 o5 7

Testfor overall effect: Z= 3.23 (P = 0.001}

Favours [experimental] Favours [contral]
Testfor subgroup differences: ChiF=13.75, df= 3 (F = 0.003), F=78.2%

Fig. 3. Forest plot analysis of vonoprazan-amoxicillin first-line therapy on eradicating

Helicobacter pylori compare to PPI-based therapy based on PPIs regiments



VPZ + Amoxicillin Comparison Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.3.1 PPI Only

Bunchorntawakul, 2021 59 60 54 58 41% 0.05 [0.02,0.13] 7
Hou, 2022 193 M1 177 204 AE% 0.05 [0.01,0.11] T
Maruyama, 2017 o] 70 a0 63 4.0% 0.18[0.07,0.29]

Murakami, 2016 304 329 44 37 5.7% 0.17[0.11,0.22]

Sue, 2017 43 54 39 45 3.3% 002 [0.11,0.19]

Suzuki, 2016 161 176 356 457 AT% 0.14[0.08,0.19]

Tanabe, 2018 332 N 19  TI17  B.4% 0.11[0.08,0.14]

Yang, 20253 149 154 156 165 B.O% 0.03 [0.02, 0.07] T
Zuheri, 2022 86 92 73 87 45% 0.10([0.00,0.19]

Subtotal (95% CI) 1487 2117 46.2% 0.09 [0.06, 0.13]

Total events 1401 1767

Heterogeneity: Tau®= 0.00; Chi*= 26.35, df= 8 (P = 0.0008); F=70%
Testfar averall effect: 2= 4.93 (P = 0.00001)

2.3.2 PPI + Bismuth

1 ,\W\

Cheung, 20243 89 92 75 ¥7 O 58% -0.01 [-0.08, 0.04] —
Cheung, 2024k a7 90 75 ¥7 O 58% -0.01 [-0.08, 0.04] —
Han, 20252 144 160 127 156 5.0% 0.08[0.02,0.17]

Han, 2025k 145 154 127 1586 5.2% 0.13[0.06, 0.20]

Li, 2023 58 G4 il 61 4.7% -0.06[-0.15, 0.02] I
Lu, 2022a 73 74 73 T AT% 0.04 [0.02,0.09] T
Lu, 2022k 74 76 73 T 5.8% 0.03 [0.04, 0.09] 7
Peng, 2023 142 142 128 141 5.9% 0.09[0.04,0.14]

Yang, 20250 150 160 182 188  BI1% -0.05 [-0.08,-0.00] I—
Yu, 2024 54 63 58 63 4.0% -0.05[-0.15, 0.08] —
Subtotal (95% CI) 1075 1070 53.8% 0.02 [-0.02, 0.06] R
Total events 1018 q77

Heterogeneity: Tau®= 0.00; Chi*= 40.63, df=9 {F < 0.00001); F=78%
Test for overall effect Z=1.06 (P =0.29

Total {95% CI) 2562 3187 100.0% 0.06 [0.02, 0.09] S
Total events 2419 2744

Heterogeneity: Tau®=0.00; Chi*=107.45, df= 158 (P = 0.00001); F=83%
Test for overall effect: 2= 3.23 (P =0.001)

Test for subgroup differences: Chi*= 6.56, df=1 (P =001}, F=847%

-2 -0d 0 0.1 0.z
Favours [experimental] Favours [control]

Fig. 4. Forest plot analysis of vonoprazan-amoxicillin first-line therapy on eradicating

Helicobacter pylori compare to PPI only-based therapy and PPI + bismuth-based therapy



SE(Erameation Rate) o SEErmcation ) SE(Eramcation Rate)

5 . : 5 :
LA . (B) . (©)
i; 1O q
w0 i o t(g w0 4°
§ °p
00 E 00 | 004 Oé
a ol
e | e e
ol o
nos nos nos
o o
0 o Eraicalion Rake @ R 0
] ? ¥ o 7 1 } o § g 1

Subgroups
| [O7DasatTreatment 10 Dars of Trestment 0 14 Gars of Treament

s
Dars of Treatment <> 10 Days of Treakmant (1 14 Days of Treatment |

T — : 5 SEErastaton Fste)
| {Eracation Rak
- (D ' (E e —r— . (F
) o H
00, @ o0: &
| o -
00 \Qi 0
| oo
us o
oe
nos s
: 008
bryacsuon Eameston rass
0 o
] # ] [ i - ¥ ] ¥ i
. Erqseation Rots

. . SERD) .
5SRO : 5 SERD) s ; (I)
00, a {o ( 002 o ¢ ( ) " P ’
Za o o <
L5 0 ° RPN o o 0
S a ] ©
00 % 00 o o @ b o ©
He] o o
Al > o ] o
0o : oo 008
of o o
0o 008 w08
0 LR LN RD
s 5 B 1 oz 7 5 o o7 a2 o i [ [
Subgroups Subgroups Subgroups:
[0 Omeprazsie < Lansomrazsts O Rabem A\ Esomepraznie | [OnuaTherany & Taple Therany Cuatuple Therapy | F PP1 Only PP+ Bismty

Fig. 5. Analysis of potential publication bias displayed in a funnel plot. Results of the
analysis of single-arm dual therapy based on duration of therapy (A) and amoxicillin dose
(B); triple therapy based on duration of therapy (C) and amoxicillin dose (D); quadruple
therapy (E), and the combined effect (F). Results of the analysis comparing the effectiveness
of VPZ-AMX vs. PPI based on PPI type (G); VPZ-AMX therapy regimen (H); and

comparator therapy regimen (I).



