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Abstract

BACKGROUND

Vonoprazan (VPZ) is a novel potassium-competitive
acid blocker that has been widely used in Japan for
Helicobacter pylori eradication and for treatment of
gastroeasophageal reflux disease and peptic ulcer.
Compared with proton pump inhibitors (PPIs), VPZ can
inhibit acid secretion more stably and effectively. Based
on the results of previous studies, we speculated that
compared with PPls, VPZ is more effective in preventing
delayed bleeding and facilitating ulcer healing after
gastric endoscopic submucosal dissection (ESD).

AlM

To compare the efficacy of VPZ and PPIs in preventing
delayed bleeding and facilitating ulcer healing after
gastric ESD.

METHODS

We collected randomized controlled trials (RCTs) or
cohort studies on the effectiveness of VPZ and PPIs in
ESD-induced ulcer and delayed bleeding from electronic
datasets including PubMed, EMBASE, Cochrane Library,
Google Scholar, CNKI database, Wanfang database,
and VIP database. The Cochrane Risk of Bias Tool and
Newcastle Ottawa Quality Assessment Scale were
applied to evaluate the quality of the articles included.
Meta-analysis was performed using software Revman
5.2. Publication bias was assessed and Begg’s graphs
were drawn using Stata 14.0. Trim and fill analysis was
performed when the publication bias was significant.

RESULTS
Nineteen studies were included in this Meta-analysis.
The overall risk ratio (RR) of VPZ relative to PPIs for

2020-12-28 | Volume 28 | Issue 24 |
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delayed bleeding was 0. 86 (P = 0. 38; 95%CI: 0.61-1.21).
The RR in the subgroup of antithrombotic patientes
was 1.35 (P = 0.54; 95%Cl: 0.52-3.48), while the RR in the
subgroup of non-antithrombotic patients was 0.68 (P =
0.12; 95%CI: 0.41-1.10). The RR of VPZ relative to PPIs
was 1.37 (P = 0.02; 95%CI: 1.06-1.77) at 4 wk and 1.02 (P
= 0.60; 95%CI: 0.95-1.09) at 8 wk. After excluding three
studies with combination treatment, the RRs for delayed
bleeding, ulcer healing at 4 wk, and ulcer healing at 8 wk
were 0.90 (P = 0.56), 1.34 (P = 0.04), and 1. 02 (P = 0.60),
respectively.

CONCLUSION

During the first 4 wk after gastric ESD, VPZ promotes
ulcer healing faster than PPIs. At the end of the 8th weeks
after ESD, there is no significant difference between
VPZ and PPIs for ulcer healing. In the postoperative
population with or without using antithrombotic
drugs, compared with PPIs, VPZ does not exhibit any
superiority in preventing delayed bleeding.

© The Author(s) 2020. Published by Baishideng Publishing
Group Inc. All rights reserved.

Key Words: Vonoprazan; Potassium-competitive acid
blocker; Proton pump inhibitors; Bleeding; Artificial ulcer;
Endoscopic submucosal dissection; Meta-analysis
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17Begg’ sty L Egger’ sk, P<0.058~A 4ttt %%
SO0 T W R R A 1R AR N HE S BT A
HE— 25 VPN R R A X Meta 2 A1 45 FIRIRZ 0 /).

2 BR

2.1 kA k4 RABRAINAZ FEIR IR 237 43
RS EE P, SIS R I SOk 1175, K795m E A
SCHRGIBRAS AR DG SCHR3S e, PO I el b A i 2k
XA BERGIN . MetaZi b, ZRid &5 HAh SR SRk
1755 ToAHSREE R dabr SOk 1R . X RN AEPPIsI ST
BRUR, B SRR, o, LURS SCRRIG 72
FAUNBENIN IR IRIE, HASH M N BAFIHE 7T, 4 BT 7T
SILGIN B 247419, HA IR N B 117041, Xt
HRAA NN B3 130401, SCHRRIGN N B3 TR JR 2 R (4
W HERDINR TR, SCERIFE AL W E TR,

2.2 LB 2R BEALKT HRE FC IR SRR BT L3R
2: Horp, VIR e AR R R 75 AT A WO R, 1 U 9 45
JRBIEA TE A BE S BUR VIR AT, 10 AR A 43 i
Reil; 3TTURFE 9T A K P 78 35 I S i WE, 8T 7Tk
TEANI IR OUE (52, 10T 70 A6 F 45 Pl & H ik,
ST 7T A J A& 75 0 285 Jmy VP A &R B Vs A i 7t
PR I 3g P VA T 25 R B e R TR BA B AT
P SCiaR B A W32 3: fE Newcastle-Ottawaz 27750+,
BT NS FE0P AR 45 a3 LA T, S5 mTA0A i S AT
2.3 Metamy#r4t

2.3.1 BAFRE ML o F 195 ILH 17
g 71820232550 SE E SDA JG 1R & 1 H i 1R & AE 1
. Meta AT B2 TR, S0 0 2 ARG 5 i ik
(P=0.14, " = 30%), #ik—25 K FH [ e AR AL AT 40
Br. BRARE R, I A I 7 IR 2 S5 0 R 2H 2
B AR R I R IR TE G124 22 5 [RR = 0.86, 95%
CI(0.61, 1.21),7=0.38].

2.3.2 ARAE Mt dn Ry 40 AT FEIRIEIR R H IR
V7T 7R, 2350 722 g N R A A 1 P
FEPUIML /NG 2P n ] =] VAR B AR B - P24 an
HEEARAE N TR 250, 57 LISURIE e B N 2D 38 20K 30
R B2 NHBE. R 2 B AP N BT IR K 1
2 L A By, i3, Pk ANBEE4H A Seith
SR FEP =010, F = 57%), ATk AR AN LS
SESEFRMEP = 0.75, F = 0%), 1244 AR FEE R )
Giit 2 RFEP = 0.20, I = 38.1%), it —5 % FHBENL
BRI RY AT 73 M. FERONAE DT T ke AFERZE A, ik
U6 AR P H i 2R 5 0 B A T B 2 25 S [RR = 1.35,
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95%CI1(0.52, 3.48), P = 0.54], [AIN, fEAEPuie ARET 4
P, BRI AR e 1 IR AR R SRR TR G 2 2 5
[RR = 0.68, 95%CI(0.41, 1.10), P=0.12].

2.3.3 IR F AR AT B A& 190 Fi A 10
T U347 H ESDA JG ik 24 554 8 I N & it i A s 0L
A EERE G, Horp, A EBan " N IRE 7, REG LA
TEVNRV, XIRBAALEET N RV AR Fi3s Jo s 2k
Vi MetaZr & SR an EI4A TR, S9N T0IUT 78 2 [A]AN
ARG TP = 031, FF = 15%), #CR H [ & 2
BEARVIEAT N — 2B 0 #r. (S RN o T, AR IREG 2R
AJE RIS AL NS A R B T IR 4L[RR =
1.37, 95%CI(1.06, 1.77), P = 0.02].

2.3.4 JRZH F S RIAE T s A 19T 7T S 61
WX B ESDA G IR 2 28 8 i I 1 N3 it 47 18 B 18 o gk
FTPBEBEDS. 2o, A AEBanZE "™ N IR 7E H o IR 4H A7 A
3% B RV, HARHEFFEV B 58 5. MetaZr i 4h
FUNEABATRN, AN HICTIUE T 2 [MASFAESE it 2 7 R
PP = 0.17, I = 36%), R H[E 2 SR T R —25 4
Mr. LEA IHBONAE T T, A5 IRZ 8 Rk 4. X i
W2 A NI&E 5 A AR R 2 7 [RR = 1.02,
95%CI(0. 95, 1.09), 2 = 0.60].

2.3.5 BB EikMetaZ M R0 NI 70 34K 7
TN, R BT EUBE b, 3RS XTI G4
P30 FH AR 50 AT 72 R ok LG IR 45 SR 2
EVE. BBk AW, BT A 5T H R a8 4R 1 H if
FATY G A2 T B2 22 F[RR = 0.90, 95 % C1(0.64, 1.27),
P =0.56]. RJ5 k24 554 F i B8 41 N3 it 1 & R A i
FZETXIRAHIRR = 1.34, 95%CI(1.01, 1.78), P = 0.04].
A AR 24 55 8 J B 6 4N S 507 1 3 50 R A
5 TE R 2 HI[RR = 1.02, 95%CI(0.94, 1.11), P = 0.60].
2.3.6 R &AM o A4 NFHE KM L2 D7 TH, N3k
4FT7R, Begg sk I iE 5 [1IPEH0.012, Egger’ sk
PIEH0.000, PIASER 45 FIBHRRAFAE K R AMfa n] BEPE R,
itk — 0 FHAE S BETANE 7 i K R i R Meta 7 AT 45
SRZm. BURNEHT S SO BN, SRSAE 58 A — 5L
BIAMEHT S Begg s FE T EISA. 5B, ARG
R 2 S48 N 505 18 & 2 v fabr, Begg sl an ]
5CHT7. Begg’ st i P "40.536, Egger’ st 3P ~0.617.
DAA S5 MR 25 55 8 8 N itk 5t 1 A 22 N4 b, Begg s
KU SDHT7R. Begg st i (E 91.000, Egger’ sk 4 P{E.
“H0.761.

3118
DUIR & H I N 28 R R R, AR MetaZ b 4s SRR,
175 SCHR & 305 SRR S, FEINI TR B eb, IR
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R 1 RANRAHIER

e o READSCRRR BT NRIEDN 4 gy gy T DAl
FIE) 2wkl [BIsI(wk) BAE MEER
YamamotoZ'"  BABIEHZS A: VPZ 20 mg 4 SRNERED 50 78(54-87) 33(66.0%) NA 8/50
2020
B: UFR=EAIM 20mg 4 116 75(59-87) 100(86.2%) 14/116
IshidaZ""®  BAGIFASR A: VPZ 20 mg 6 6 205 72(42-93) 157(76.6%) 140/205  8/205
2020
B: TREFIS(ESPPIs 8 8 205 72(40-92) 153(74.6%) 153/205  9/205
BanZ"" 2019 BENIWIREHR A: VPZ 20 mg 8 4, 8 45 NS NS 4 wk: 6/44;  NA
8 wk:
42/45
B: =ZRAIM 30 mg 8 4. 8 50 4 wk: 4/43;
8 wk:
41/47
HamadaZ5""' REAIVIBEHR A: VPZ 20 mg 8 RANERED 69 NS NS NA 3/69
2019
B: =Z3HI¥ 30 mg 8 70 4/70
lchidaZs?" RENNIIREAZY A: VPZ 20 mg + RS 8 4.8 43 721 NS 4 wk: 9/43;  1/43
2019 300 mg 8 wk:
39/43
B: WEBREAIM 20mg + 8 4.8 39 87.2 4 wk: 6/39;  4/39
ImEJERF 300 mg 8 wk:
36/39
KakushimaZ>  BABIEFZR A: VPZ 20 mg 8 RkWEMEH 59 76+7 52 (88%) NA 17/59
2019
B: ST TEREHIIM 20 mg 8 71 77 +6 56 (79%) 9/71
KomoriZs?® paNINIREHR A: VPZ 20 mg 4 4 18 69+93 13(72.2%)  0/18 0/18
2019
B: I 10 mg 4 4 15 70.9+838 11(73.3%) 0/15 2/15
KusumotoZ5®" BENINIREFSY A: VPZ 20 mg 4 4 133 NS NS 40/133 NA
2018
B: B0 mg 4 4 89 15/89
HiraiZ '*° MEHNRHR A: VPZ 20 mg 8 4. 8 61 73.16+7.48 NS 4 wk: 4/61
2018 10/61; 8
wk: 53/61
B: =24 30 mg 8 4. 8 66 69.93+11.0 4 wk: 4/66
17/66; 8
wk: 60/66
HorikawaZ"™  BABIEAZ A: VPZ 20 mg 2 2 62 69.5(47.0— 44(71.0%) NA 0/62
2018 84.0)
B: =AM 30 mg 2 2 53  73.0(60.0- 34(64.1%) 0/53
86.0)
Ishiiz?" 2018 BENIIIBEAZRR A: VPZ 20 mg + IRE2)RES 8 4. 8 27 70(65.3-75) 23(85.2%) 4 wk:2/27;  0/27
300 mg 8 wk:
24/27
B: UTBREAIM20mg + 8 4.8 26 70(66-75.3) 22(84.6%) 4 wk:3/26; 0/26
ImEJKF 300 mg 8 wk:
22/26
YamasakiZ"*®  BABIBAS A: VPZ 20 mg 4 4 77  71(39-87) 54(70.1%)  24/77 3/77
2018
B: EIIHIM 20 mg 4 4 90 70(42-90) 66(73.3%)  17/90 5/90
IshiguroZ"' BENINTEREHR A: VPZ 20 mg 4 4 85 NS NS 17/85 0/85
2018
B: =ZRAIM 30 mg 4 4 84 14/84 3/84

Baishideng® WCJD | https;//www,wjgnet,com 1253 2020-12-28 | Volume 28 | Issue 24 |



FRie, 5. SRR REHIEESIE S PPIsHIA BESDABR A M RIAeH NS 7 MG U REIMetadT: 247445

lkedaZs"" 2017 liieay A: VPZ 20 mg 4
B: INEFI=ES 4
PPIs’
MaruokaZ"" 2017 BABIBASY  A: VPZ 20 mg + I 4
BIESEF 300 mg
B: UEREAIN20 4
mg + mEJEAF 300
mg
TsuchiyaZ™ 2017 BENIWIREFR  A: VPZ 20 mg 8
B: RN 20 8
mg
KoimuziZ"® 2017  BENIWNEBEAZY  A: VPZ 20 mg 8
B: =AM 30mg 8
KagawaZ®" 2017 BABIBAZR A: VPZ 20 mg 5
B: E50I#I04 20 mg 8
TakahashiZ* 2017  BEHINIBIASY  A: VPZ 20 mg 4
B: =Z I 30 mg 4

4 59 NS NS NA 4/59
4 69 4/69
4 31 69.8+10.0 21(67.7%) 10/31 0/31
4 31 71.4+9.2 19(61.3%) 4/31 0/31
8 39 73(67.5-80) 27(69.2%) 37/39 0/39
8 41 74(71-80) 30(73.2%) 32/41 3/41
4. 8 18 71.7 12(66.6%) 4 wk: 0/18; 1/18
8 wk: 11/17
4. 8 17 75.6 14(82.4%) 4 wk: 0/17,; 117
8 wk: 14/17
5 75 72.3+8.4 52(69.3%) NA 1/75
8 150 71.9+9.1 91(60.7%) 15/150
4 14 71.9 12(85.7 %) NA 0/14
4 12 74.8 10(83.3%) 0/12

TESISBESPPIs: T SIBRERIM20 mg/dIREIIRIIN20 mg/d B ZZRAIM 30 mg/d. NATCILINEEE; NS: L@ EER; PPIs: i R=DAF.

eGP S e W

AR ST 95

BRI RS SR8

PRSP, R S
BrMetafp 7. ARSI LA
S5 HALE AR 7R 5B
lEESEE G O] S

M

1 SCERTEHERAZE. PPIs: T -2 5.

VPZEF IR RN 25 Ik HPPIs B M LU T 18 3 72
5. SN AT T L 40 HT 5 B, B e IRt
e NBES R ETUE AR, VPZ TR A 5B & P i)
MR GG PPIsH G 2 22 5. BNV 2H 73 M 4HL1A) 7 ot
PN BARA G S P N N = Btk H
BA G2 Syl NBEREFUR v] e 2 7
B RIE. R, DR IRZ 4 S8 Nk itz &
G NTRIE, S 10T 7T R 6 Tt FLdkAT & 9. R
R VPZEE SR AR IN NG5 @& R 53w TR H
PPIsiE 3, 1M A5 I VPZEPPLs 2 75 25 8 i i A\ i it
BRARIFLEE ER, 2GR /N LS
SR T b, AT I BRI T A I8 F R ORI
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Hitg E YRR PRI S AT OBV 3BT, 3T0 4 = s R 28
THITC W] B U B, 7R Metady B 45 A g, e,
EEXt A NBERFFLRIR PR 26, Begg skl Sz Egger’s
K9 A it 22 S, FERARAE R R A AT R OK. 3
— LS HEIANE S R R BN AT S0 Fi g, 2N
ETEAR Ak, i B R SR e X 1 25 JR T Am sz il /In. 5 R
JEIRZIEEAR . SR8 NG5 5 %, Begg’ skual
Egger’stuiat oguit 5 2 X, #ern B2 MEARAFAER
T aT e, S5 R (.

75 5 BEBRAGTA L 7 T, ESDA 5 B TH 5 WAk M 05
HERLIAREE T ZE R R, #— R EESDA S A
TRR AT SRR “I5t 7, BEIEMESE . NGtk
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& 2 PARBENNIRARRENN RET Cochrane RGN 1)

B S555% . . o — s .

Refs. RAVESIE DEIRE T o T SEIEPNEE SRMETRS BHHDELR KRR
BanE"? 2019 X {EEXB &k &k 2K &k {ERXBR
Hamada®5*" 2019 {ERIBL {EEIXU X X {ERIXUB {EEIXUT XL
Ichida=5"" 2019 XL &R &k &k 1B {ERIXB {EEXBR
Komoriz5*'2019 ERIXBG {EEIXUL Nse NiEkE {ERIXUB {EEIXUL XL
KusumotoZ"* 2018 1B {EEXB A&k A&k 1B 1ERIXB {EEXBR
Hirai%"*" 2018 {ERIXUB 1R X NEkE {ERIXU {EEIXU {EEIXIL
IshiiZs®" 2018 X {EEXB =g &k 1B {ERIXB {EEXBR
IshiguroZ“"2018 {ERIXUBE {EEXUL s NEke {ERIXU {EEIXUL XL
Tsuchiyass™ 2017 X {EEXB ER 1EEXB 1B {ERIXBL {EEXB
Koimuzi& 2017 {ERIXBL {EEIXUL Ns XL {ERIXU {EEIXUL XL
Takahashi=*" 2017 Xz {EEXB NER &k 1B 1ERIXBL {EEXB

VPZA PPIsfH Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95%CI M-H, Fixed, 95%ClI
Hamada 2019 3 69 4 70  6.0% 0.76 [0.18, 3.27] -
Hirai 2018 4 61 4 66 5.8% 1.08[0.28, 4.14]
Horikawa 2018 0 62 0 53 Not estimable
Ichida 2019 1 43 4 39  6.3% 0.23[0.03, 1.94] ¢
lkeda 2017 4 59 4 69 55% 1.17 [0.31, 4.47] -
Ishida 2020 8 205 9 205 13.5% 0.89[0.35, 2.26] "
Ishiguro 2018 0 85 3 84 53% 0.14[0.01, 2.69] —
Ishii 2018 0 27 0 26 Not estimable
Kagawa 2016 1 75 15 150 15.0% 0.13[0.02, 0.99] =
Kakushima 2019 17 59 9 71 12.3% 2.27[1.09, 4.72] "
Koimuzi 2016 1 18 1 17 1.5%  0.94[0.06, 13.93] ¢ >
Komori 2019 0 18 2 15  41% 0.17[0.01, 3.26] ¢
Maruoka 2017 0 31 0 31 Not estimable
Takahashi 2016 0 14 0 12 Not estimable
Tsuchiya 2017 0 39 3 41 5.1% 0.15[0.01, 2.81] ¢
Yamamoto 2020 8 50 14 116 12.7% 1.33[0.59, 2.96] ¥
Yamasaki 2018 3 77 5 90 6.9% 0.70[0.17, 2.84] -
Total (95% CI) 992 1155 100.0% 0.86 [0.61, 1.21] <>
Total events 50 77

Heterogeneity: Chiz = 17.13, df = 12 (P = 0.14); I> = 30%
Test for overall effect: Z=0.88 (P = 0.38)

01 02 :

05 1 2 5 10
Favours [VPZ] Favours [PPIs]

2 FEREIIABAITE s RFROGIFIEARSLZERLZELEMEIMetaDATFRE. VPZ: KIS PPIs: [T T35,

ESDAR G597, A1 W & LT AL B o B 27 5 T A7
ZE 5t ARG W T 18 BR AR AR IR 3R B 2 A
DRI RATATEL, MESDAJE NI it ti N T3 B A
TR i T 12k JORE 22 Hh B A WL 27 4L

E AR e L K, THESDA G Nig bt [H A WUZ
TRAFAINS e 3. X e 7 P EESDA 5 Nidintz Ll b
PhistE A S 7S R B R, BT E . H ArvE e E A
SCHRIA I RIEAE H AT AR B I ke dah P sl Bk e
WRG e e s SRR B T, ESDA A {755 B FH 1R
714-8 wk LIS AT BE IR/ 38 P Y I B A AN BB DL
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KA AL, N EGHTESDA A B F L 5 kiR
R 7 1 B ESDAR 5 4-8 wk B2 Ft S FH PPIs A T 1R A&
PEH L fREb BRI R AP, ST, b
EHVPZIZ A NLEH ImK R, XVPZ5PPIsfE HESD
ARG B AR AT R UE LU EAE B HR S VPZ
(4 FH 24, b it F BT RUMIR R, e it — DI R It 7T
Pefit s

5 REAE T LT Meta 73 HTHIF 7t 45 S 5], AR R 58 K 30
fEA NBEP ARG IR VPZ B R Rt i &k AE R 5 A
Jei R FIPPIs & % T 55 22 5. 5 ARV Meta 7 A EE, Gao

2020-12-28 | Volume 28 | Issue 24 |



FRie, 5. SRR REHIEESIE S PPIsHIA BESDABR A M RIAeH NS 7 MG U REIMetadT: 247445

VPZAH PPIs4l Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.2.1 FaeAEE
Kagawa 2016 0 15 6 24 2.4% 0.12[0.01, 1.99] ¢
Kakushima 2019 17 59 9 71 17.6% 2.27[1.09, 4.72] —_—
Yamamoto 2020 8 50 14 116 16.1% 1.33[0.59, 2.96] - 1 -
Subtotal (95% Cl) 124 211 36.2% 1.35[0.52, 3.48] e
Total events 25 29
Heterogeneity: Tau? = 0.37; Chi2 =4.65, df =2 (P = 0.10); 12=57%
Test for overall effect: Z = 0.62 (P = 0.54)
1.2.2 JEREAEE
Hamada 2019 3 69 4 70 7.5% 0.76 [0.18, 3.27] < -
Hirai 2018 4 61 4 66 8.5% 1.08 [0.28, 4.14]
Horikawa 2018 0 62 0 53 Not estimable
Ichida 2019 1 43 4 39 4.0% 0.23[0.03, 1.94] *
lkeda 2017 4 59 4 69 8.5% 1.17 [0.31, 4.47] -
Ishida 2020 8 205 9 205 13.7% 0.89[0.35, 2.26] -
Ishiguro 2018 0 85 3 84 2.2% 0.14[0.01, 2.69] ¢
Ishii 2018 0 27 0 26 Not estimable
Kagawa 2016 1 60 9 126 4.3% 0.23[0.03, 1.80] *
Koimuzi 2016 1 18 1 17 2.6% 0.94 [0.06, 13.93] ¢ >
Komori 2019 0 18 2 15 2.2% 0.17 [0.01, 3.26] ¢
Maruoka 2017 0 31 0 31 Not estimable
Takahashi 2016 0 14 0 12 Not estimable
Tsuchiya 2017 0 39 3 41 2.3% 0.15[0.01, 2.81] ¢
Yamasaki 2018 3 77 5 90 8.0% 0.70[0.17, 2.84] ¢ -
Subtotal (95% Cl) 868 944 63.8% 0.68[0.41, 1.10] "
Total events 25 48
Heterogeneity: Tau? = 0.00; Chiz = 6.73, df = 10 (P = 0.75); 12 = 0%
Test for overall effect: Z=1.57 (P =0.12)
Total (95% CI) 992 1155 100.0% 0.86 [0.54, 1.35] -
Total events 50 77 L L

. 2 — . 2 = - - 12 = 0,
Heterogeneity: Tau? = 0.17; Chi? = 17.28, df = 13 (P = 0.19); I = 25% 075 0"7 1 1"5 é

Test for overall effect: Z = 0.67 (P = 0.51)

Favours [VPZ] Favours [PPIs]

Test for subgroup differences: Chi? = 1.61, df =1 (P = 0.20), > =38.1%

3 RENBFABRIFE vs RFRIMBIFIEARBLZERAZ B MV B DHTARE. VPZ: (RiFhEr; PPIs: o1 274151,

BN [IATE T kD T Al e B SR S I M I g N i
MU B BIF 70 11 R 49 AN A TR Meeta 43 HT HR — 24 75 i 2 10
BB 78, MartinZE® A ffMeta 2> #r R g N — Lk
SR E AT, (HEVPZA. PPIsA R yT FEA [
A K agawaZe B N RO T HERRZESN. a4, 44
KZHBESDARJFIR KM H MR ETARIE2 wki, 1M
Kagawa 5™ A (1 BAZIH 78 o VPZ 4L 5 PPIs4 AR 245 (1]
Pim i 2 wk, SFAJEIR KM i & AR 2R A SRR A
BN, HEAh, AT TOEGN 2T 5 ke A
FELGPD AL PRI 217, 2 T000F 5 1) 445 SR % T
4RI RN HESDARJE I VPZEPPIsIE K
PR IR A 2 TE B R 22 5, JE— 0 U B B R 2 0 AE 4
BT A 5 H I T 22 AN B3
ARIRMetad {1 R BLZ: LRI NBEE 2 TE
P NBE, BESDARJE IR VPZEF IR R H i X
K 5 Ak FHPPIs S35 AH LU 50 B B 22 S KM 1 IR B3 i
FIUCAR, SUILRE B . HRVEARTE P LI MR 25 P Bt
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BRI AN I ARE H i ARG IR Y, P MR
VI SEAR B BT ] UMK AT FELAS B A S A5 Bk
BEREALHE— 2D R R, BrBt 2 an e bk )l f Ak
FK AR BRI 7K~ TR L {3k L .
VPZEPPIsH LLAE R i 50 3 A SR H TR A S IR
R M BRI R, X AT RS H AT HESDF R
Uiy 2 A 2 . R . ke e AR A
HEATA D) b AT DR FE PR 3B R P I 2R
R, B AAEAF PR AR O 22 AR R Hh i &
AR BRGNS K, IX— sAEHURE 2 B R e 2,
RONABAT AR AL B RE B AR A AR 5 H i XU £ 2245 AT
ARERI SNt 1L L. BRI VPZEAT IR SRR
BR[04 1557, VPZAE B ESDA JG ke N (s Fi AT 75 22
BB 2 KA 2 H G BT U TR T A T S0IE.

A, ARMeta ATk KB, BESDARERAVPZ
4 wkig LLPPIsHE A R ik i it & &, AR 5 k2
8 wkIN2F Wi itk N it it 1 & 197 U0 I 76 2. 3
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A VPZ PPIs Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Ban 2019 6 44 4 43 5.0% 1.47 [0.44, 4.83]

Hirai 2018 10 61 17 66 20.0% 0.64[0.32, 1.28] - =

Ichida 2019 9 43 6 39 7.7% 1.36 [0.53, 3.47] - 1
Ishiguro 2018 17 85 14 84 17.3% 1.20[0.63, 2.28] -
Ishii 2018 2 27 3 26 3.8% 0.64[0.12, 3.54] ¢

Koimuzi 2016 0 18 0 17 Not estimable

Komori 2019 0 18 0 15 Not estimable

Kusumoto 2018 40 133 15 89 22.1% 1.78 [1.05, 3.03] —
Maruoka 2017 10 31 4 31 4.9% 2.501[0.88, 7.12] T
Yamasaki 2018 24 77 17 90 19.2% 1.65[0.96, 2.84] ™
Total (95% ClI) 537 500 100.0% 1.37 [1.06, 1.77] <&

Total events 118 80 , .

Heterogeneity: Chiz=8.23, df =7 (P = 0.31); = 15%

1 1
Test for overall effect: Z=2.40 (P = 0.02) 0.2 05 1 2 5

Favours [PPIs] Favours [VPZ]

B VPZ PPls Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ban 2019 42 45 41 47 19.7% 1.07 [0.94, 1.22] T
Hirai 2018 53 61 60 66 28.3% 0.96 [0.84, 1.08] .
Ichida 2019 39 43 36 39 18.6% 0.981[0.86, 1.12] .
Ishii 2018 24 27 22 26 11.0% 1.05[0.85, 1.30] N
Koimuzi 2016 11 18 14 17 71% 0.74[0.48,1.14 — - |
Tsuchiya 2017 37 39 32 41  15.3% 1.22[1.02, 1.45] —
Total (95% CI) 233 236 100.0% 1.02 [0.95, 1.09] L 4
Total events 206 205 . . . .
T

Heterogeneity: Chi? = 7.78, df = 5 (P = 0.17); 1> = 36%

T T T
Test for overall effect: Z = 0.53 (P = 0.60) 05 07 ! 15 2

Favours [PPIs] Favours [VPZ]

4 RIBRIHE vsRFRINBFI NS REBEREIMeta DATRIE. A: 45, B: 588/, vPz: (KIFHEE; PPIs: BT 224151,

A 4t B 4f
2 ™ 2 [
I~4
: 3
o = L
o 0
4
(=2
S
-2+
-4 O L 1 1 -4 O | | L
0 0.5 1.0 1.5 0 0.5 1.0 1.5
SE of logRR SE of logRR, filled
C 2t D 05F
1+ o
[ 4 o [~ 4
% - = % .
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