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BQ1-1
BERADHEEEEDB/REBF DI LTNSH ?

@ &
o HAANDHEEEBEDEREFEILTNS.

PRER

FEAEARIR T OIS OIEFIIIEM LI A DN W7z, IEMEREFFEZ NS Z LI
WCod, JEEGEMEOEERA LY, MEBRER GREH S HIZ, Wk, —&2Ho, &
RESHEIT Tt L7 B F OHERT L. ARt & FRETD Z@_72. 1984 420 5 2014 FE D HER (X
1) 2a5E, BEEEBIIFELRA L, 2014 FTHESX 29,200 A, +H&BEE25 4,400 A
T, TNEN 194 ED 26% & 10%I2FTHP LT 5. IfF5EImE 25 L, HiREHE 1999 4
T 60 1AL, 2005 ELAREIX 70 A CTH B, T IBEEENE, 1999 4F- T 40~50 1AL, 2005 45
12 50~60 AU D, 2017 4ETIX 60 A TH 5. 1999 4F & 2017 4F DAFdnHIHE & B E B %,
2, @ 3IIRY. By, HiEE T 1996 I3 15 1, DERBVEOHEAMCT L, 2005
FITIE 101, 2011~2017 4F12132 09 1 1 THh 5. T IBEEEOFLIIE, 1996 FF122.2 1,
1999 FITIE 1.8 0 1, VIR & 2 b7 < 2017 4FI2I1X 1.7 0 1 Th 5. EATHE o A B EH
FHc kg, BEESB IO ZHRBEGORTHEIZ, 1970 40 7,997 AA 5 1990 4F121% 3,615
NZETHAL, D, 2008 4F DI T, 2017 4£121X 2513 ACTH A, WML HELD
EIHED D BB L DIECDHFET 5.

H.pylori £ IEA T 04 FHIZSES (non-steroidal anti-inflammatory drugs : NSAIDs) %3{HAL

(FA) HEREY
1807 — BABSLO+TIERES
160 BEE

140 — i
120
100

80|

60

401
20+
0

1984 1987 1990 1993 1996 1999 2002 2005 2008 2011 2014 (&)

H1 HEESBHEREN
(BE5EE. FM29%E, 264 234 204 174 14%F, 114 SEBEWE " L0MM)

2



. EEREN THA SEE
257 119994 M2017%

20+

15+

é mnﬂﬂl||“

0~9 10~19 20~29 30~39 40~49 50~59 60~69 70~79 80~89 O~

2 BEBFHIEERSBH (1999 F£& 2017 F)
(B3, FR29%E 264 234 204 174 14% 11 % SEBEHE ) KOER)

HETEW FHE +ERER
[1999% MW2017%

2,
] 7 |_L
5 _ m [l I

0~9 10~19 20~29 30~39 40~49 50~59 60~ 70~79 80~89 90~ (=)

3 TTHRESBFHIEERSEH (1999 F& 2017 F)
(B35S, T 29%F, 264, 234, 204, 174 144, 114 SEBEFE ) L0OMEM)

(FA)
5 -

VERBED 2 K A7 WFTH A, Th o ORMINEILE A 7850 5. Nagasue 5 13, Hilfi
PEEBHEBI D H. pylori &G & NSAIDs il %, 2002~2007 4E#f & 2008~2013 4EHECHUEL L,
H. pylori &G 3 1E 7T1.6% 2> B 57.9%~ & H I T (p<0.001), NSAIDs ik 1 39.9% 7% &
48.6% ~ATEIHIIN (p=0.02) L7zZ L A2HEHELTWS

Nakayama & ¥ &, 2000~2003 4 & 2004~2007 4 PR SHE S %2 L L, H. pylori &4
& NSAIDs ODERIZHEAED Lo 7225 =T A€ ~ (low-dose aspirin : LDA) JRH#
DILHEH9.9% 05 18.8% L A EITHIIML Tz (F v A1 2,093, 95%CI 1.047~4.185, p=

3



0.0366). A4S Y%, Al (2002 451 H~20054F 12 ), 1 (2006 4= 1 H ~2008 49 H),
M (2008 4F 10 H~2011 48 6 A) @ 3 B OWALIHRSHES OFGES T, LDA RMHNL 7.7 205
14.2% L WS iEm Z R Lz L i LTwab, £/, KR H. pylori Bk, NSAIDs %
DRSNS, BIH TR S N5 %5, 2000~2003 121389 1~4%>7 TH - 7225, 2012~2013
I 12%8 1ML Tw 5.

3CRR

D) R4S, P20 4, 264, 234F, 204, 174, 144, 1148, 8HFMFHA
https:/ /www.mhlw.go.jp /toukei/list/10-20-kekka_gaiyou.htm1(2020 4F- 3 J] 2 H[#¥%)

2) Nagasue T, Nakamura S, Kochi S, et al. Time trends of the impact of Helicobacter pylori infection and nons-
teroidal anti-inflammatory drugs on peptic ulcer bleeding in Japanese patients.Digestion 2015; 91: 37-41
(37R=1)

3) Nakayama M, Iwakiri R, Hara M, et al. Low-dose aspirin is a prominent cause of bleeding ulcers in
patients who underwent emergency endoscopy. ] Gastroenterol 2009; 44: 912-918 (3 7R— )

4) ARE—, W B, BN, (32 Helicobacter pylori #BR IR B 2 LR S O BLIK. Heli-
cobacter Research 2014; 18: 412-418 (27k— k)

5) Nishikawa K, Sugiyama T, Kato M, et al. Non-Helicobacter pylori and non-NSAID peptic ulcer disease in
the Japanese population. Eur J Gastroenterol Hepatol 2000; 12: 635-640 (37K — )

6) Sugiyama T, Nishikawa K, Komatsu Y, et al. Attributable risk of H. pylori in peptic ulcer disease: does
declining prevalence of infection in general population explain increasing frequency of non-H. pylori
ulcers? Dig Dis Sci 2001; 46: 307-310 (4&[f)

7) Kamada T, Haruma K, Kusunoki H, et al. Significance of an exaggerated meal-stimulated gastrin response
in pathogenesis of Helicobacter pylori-negative duodenal ulcer. Dig Dis Sci 2003; 48: 644-651 (1#f)

8) Kanno T, lijima K, Abe Y, et al. A multicenter prospective study on the prevalence of Helicobacter pylori-
negative and nonsteroidal anti-inflammatory drugs-negative idiopathic peptic ulcers in Japan. ] Gastroen-
terol Hepatol 2015; 30: 842-848 (27K — )



'l_l
I
it

il 111

i
’



BQ 2-1 (1) PIRREERY IE AR
HBIMEER ICX T 2 ARENLIEEEEERA ?

@ &

o HMMEHEIEER X I 2ARRENIEMERER(E, FYaRBEIRCETHOLE
M, BHIOOFHIRIFC, FMBTR FECRZFDIEDIIH, BATH
2.

PSR

P AR ER 23 2 WAREE R IR MGG A T 5 2 &3 [ILYEEE 2T A NI 4
¥ 2015 (SGETHE 2 B0 ) ISR E N2 200X 5 7F ) YAV IZ X YS9 TH 5. Sacks 5 7
DAY TF) AT, Foe - FHBIEE (5 v A5 039, 95%CI10.27+0.15, p<0.001) T4
13 (F v AH0.26, 95%CT10.16 =0.05, p<0.001) IFHEWEH & B LA RIS LTw5E. £
7z, Barkun 5? O X5 7+ Y Y ATH, FHIEE (v X1 0.35, 95%CI0.27~0.46), T
173 (4 v X057, 95%C10.41~0.81), B LU (4 v X057, 95%CI0.37~0.89) W
FAUSE LT O (70 b R 2 7HHESE (proton pump inhibitor : PPI) & % & H, %
FHFEDEE (histamine Ha-receptor antagonist : H.RA) i lik¥x5-) L LAREICHA T2 & L
TWa.

BUE, PR I3 L Thk 4 2 NHLEERY IR MG R O TR BE 2 5FAli 9~ 5 A 2 7 2 &
TN TWw5. Remaekers 5 ¥ & 16 SLHKD X ¥ 751 ¥ 212 & ) GBS (Glasgow-Blatchford
Score)”, RS (Rockall Score)®, AIMS65 © OFFHIAL, ARG ILMLIEH OLZE, 30 H AN OSE
CTPMOLEBERE 217> TWwad. THEhOKES JUOHEREL, GBS (E 1) 2% 098, 0.16,
RS 1% 093, 0.24, AIMS6510.79, 0.61 TH-o7z. F72, GBSO v M+ 7z 0 & L&
13099, 008 THDH, BRENRDED-72. F72, Stanley & 7 1%, ZHiEknrm & 2 k— M5
\2T GBS, RS, AIMS65, PNED (Progetto Nazionale Emorragia Digestive)® O AT\, F
TS RE & BRRA A FITEDRHI 217> T a. A (i, WHEER RIS, VR, Fil) 0%
PEIZBI L T, AUROC (area under receiver operating characteristic : ROC Hi## T Ii##) (X, GBS
0.86, fullRS0.7, PNED 0.69, admission RS 0.66, AIMS65 0.68 (3T p<0.001) TH Y, GBS
PibHHTHo7z. £72GBS1 HLLUT DY, S AANE 2 Fll$ iR TH - 72 (I 98.6%.
FEFE 34.6%). — AL O T, PNED b & UF AIMS65 7% 0.77 T GBS 0.64 (p<0.001) & 1
BEhTwz, PkX ) GBS &, WHEBWILMHRLEROFHMA T E LTHHTHL EE R
%. GBS 7 HULEIZABEIZ X 20 £ 723 NRSI LIRS LETH D, 0~1 HTHIUTHER
WHEIAIT DT IR TOBEBDS R TH L. TNODOAATEAMIEHNT L LT, BaAN
BEEOBEER S, BENOHFPLZERE LI LN TELLEZLNL.

TR
1) Sacks HS, Chalmers TC, Blum AL, et al. Endoscopic hemostasis: an effective therapy for bleeding peptic

ulcers. JAMA 1990; 264: 491-499 (X %)
2) Barkun AN, Martel M, Toubouti Y, et al. Endoscopic hemostasis in peptic ulcer bleeding for patients with

6



4)

5)

7)

8)

(1) ARERELE IR

#* 1 Glasgow-Blatchford Score (GBS)

R

IN#EEAME (mmHg)

100~ 109 1

90~99 2

<90 3
BUN (mg/dL)

=182 <224 2

=224 <280 3

=280 <700 4

= 70.0 6
Hb St (g/dL)

=120 <130 1

=100 <120 3

<10.0 6
Hb Z% (g/dL)

=100 <120 1

< 10.0 6
ZDAth

fRig= 100/ 5 1

REE ]

ST 2

FHRER 2

IDARE 2

(Blatchford O, et al. Lancet 2000; 356: 1318-
1321 @ kKb gfirziz UTER)

high-risk lesions: a series of meta-analysis. Gastointest Endosc 2009; 69: 786-799 (X %)
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% 0.5~5 REMH TP EA Y — 7 1ZE L, FRIAY 12 Refaite & 5 <, FRbeheiid 36~48 IR
FEINTws? T 7)) OREICE L TEHRRE S 723k 2 2 Ofia & 2k — M
ZEVTIE, TN T7 7)) Y ORBIFECELARICEDSEL LG LTwA, Zhud [WHL
PRI A K54 > 2015 (KETHE 2 W) | 1CBU 28 EBOCH > LROWNETH S, Lz
BoTINT 7 ) YIRHHEL, MRIEA XY POFIEY A7 BEWEEE LT, A=) Vil
B MFERB T DR RN HHT 22 L 23383 5. $7-, Z0OBZIE, PT-INR %
ST L EDNOHRET LI ENEETH LY — ) DOAC ORI T 2 Cikid 222 o 72
A, TN7 7 ) VK RERICIERE) A2 0 mE 50 oM ZRETS. 7Y
TREET—F 2 77 N—TDHA F54 >~ ¥ Tid, DOAC DIEHAY 36~48 Bt 5 7250,
RSSO M AEEREE 1~2 HRAPNICH RIS 2 2 & 232 LCTB Y, AF— b A ¥ ML TW
5.

PLliMEEE TV 7 7)) R WNIRL TW 2 BEFIZIMRRIE) 27 ORWEZFTH Y, KEIE
TELWY BT LLEDNDLH, TNEOEREIZET S LkIZ R, HARHLSHNEEERED
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[PUMASSEIR T & 2S5 LRSS A K9 4~ IR PUEERE2E (DOAC) Z &7
PLEEfE S B3 % 384 20171° TI, I EERRE OHLERNBEEIC B VT, PLlIMIEEIZ 7 A
D UHHWIETaRY S —=IVIZEREL, 70V7 7Y i INR EE T TRk 5 0%y &~
B ZETLELTBY, SNEATFT— XY ML TWAS. [AERICHUIL M 2 7
NRDOREEIZBE S % SCRkD Ze vy, RIINTHALER NSRS 2D A4 K74 2 0 TIIPUi MR EE % 2 #)
PH ORIEIZBI LT, WIS O WBLEEAT RAC & D At e 5> T s, i) A 7 ok
WiTR (Forrest e, ) O#E1d 2 #l & fkkedk 5L, i) 2 7 O vt (Forrest 1, Ta,
Ib) DEGEXT ALY Y OARMHEL, b9 1HOHBICEL T, th ¥ F - vy 7 iR
RUBHMEOERZ M 2L LTw5E. 72, TVTKEET—F VI N —TDHAL K5
49T, TAE) YORMEFRGTHE LTS, SHEHBMEMIILAER N L)L TIE D 57
BRI EZEZ, TNODHTA FIA VR AT =M AV MIKBL TV,

3CRR

D) AR, Botsh, METTe, 127 PURIEINE 0 & AL SR A BT A ¥ (HAH
(LZNBEIY2Y). Gastroenterological Endoscopy 2012; 54: 2075-2102 (54 K5 4 )

2) Sung JJ, Lau JY, Ching JY, et al. Continuation of low-dose aspirin therapy in peptic ulcer bleeding: a ran-
domized trial. Ann Intern Med 2010; 152: 1-9 (5 > %' 1)

3) Frost C, Song Y, Barret YC, et al. Direct comparison of the pharmacokinetics and pharmacodynamics of
apixaban and rivaroxaban. ] Thromb Haemost 2011; 9 (Suppl 2): 569. P-WE-159

4) Qureshi WT, Nasir U. Restarting oral anticoagulation among patients with atrial fibrillation with gastroin-
testinal bleeding was associated with lower risk of all-cause mortality and thromboembolism. Evid Based
Med 2016; 21: 152 (35— 1)

5) Choudari CP, Rajgopal, C, Palmer KR. Acute gastrointestinal haemorrhage in anticoagulated patients:
diagnoses and response to endoscopic treatment. Gut 1994; 35: 464-466 (7 —2 3> fO—JL)

6) Witt DM, Delate T, Garcia DA, et al. Risk of thromboenbolism, recurrent hemorrhage, and death after war-
farin therapy interruption for gastrointestinal tract bleeding. Arch Intern Med 2012; 172: 1484-1491 (27K —
B

7)  Qureshi W, Mittal C, Patsias C, et al. Restarting Anticoagulation and outcomes after major gastrointestinal
bleeding in atrial fibrillation. Am J Cardiol 2014; 113: 662-668 (37— k)

8) Sung JJY, Chiu PCY, Chan FKL, et al. Asia-Pacific working group consensus on non-variceal upper gas-
trointestinal bleeding: an update 2018. Gut 2018; 67: 1757-1768 (#4 K51 )

9) humECHE, bESCH, FAEREG, 13 HURIEITNE T A LS NSRRI A BT A YR
[IHUEE 38 (DOAC) % & éd 7= Hust E$E 12 B3 % 8 4 2017. Gastroenterological Endoscopy 2017; 59: 1547-
1558 (H4 K54 )

10) Gralnek lan M, Dumonceau J, Kuipers EJ, et al. Diagnosis and management of nonvariceal upper gastroin-
testinal hemorrhage: European Society of Gastrointestinal Endoscopy (ESGE) Guideline. Endoscopy 2015;
47:al-46 (A4 K34 V)
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(2) FEAMRIRELE AR

) 2-2 (2) SERARBAD I M 47

interventional radiology (IVR) I3BREM ?

© A8 ERRY LEMARZEE] X U THRIF T EREIEDBRTH Y, TOREMN ST
S EZRERT S.
[HRDES : 55 (BEFE 100%), TEFVAUNIL: C]

RS
[ALHEE B ZIETA K54 > 2015 (L5745 2 WO | Tl IR 8 2 AL PR 5 (2 k) L C IVR

279 T EDHRAMEICHTAIE T U AL NRVOE I TP IZZ Lo 72, Sl L7230k
OB MK EEFNR 3 5 Fi & IVR OWEIZET 2 220025 7F 1) Y A8 28bie.

Tarasconi 5 ¥ 1, 13 3CHk 1,077 % (TAE B 427 %, FMBE6S0 %) DA F TF ) ¥ A %475
TWa, WFROHKD RCT 137 <, 10 CHkZH IR, 2 SCikid 2 ik ok & 2k — Mg T
Y 1 LBROAM L sk Ik FRTn & 28— M TH -7z, FHIMLEIE TAE BXRE» -7 v
A 2.44, 95%CI1.77~3.36, p=0.41, P=4% [fixed effect] ). FET-ZH I TAE FEA KD - 72
2, WO BREEAERO -7z (F v X077, 95%CI10.50~1.18, p=0.05, *=43% [ran-
dom effect] ). A PFAEIX TAE BEASFMBE L 0 Ao 72 (F v X1 045, 95%CI 0.30~0.47,
p=0.24, ’=26% [fixed effect] ). F7zKyaw & 1%, 6 3CHk (t2A & a5k — MF%E), 423 %
(TAE % 182 44, TMi#E 241 %) DA ¥ 7 F ) ¥ A& f7oTWwh. FHIILE TAE BECTREd 5 7248
(A fi e g 1.82, 95%CI 1.23~2.67, p=0.66, 1’=0%), JE1-Z (HIxHfEkIE 0.87, 95%CI
0.59~1.29, p=0.67, '=0%), BHAHRIZE L Tid X EREE 1.67, 95%CL0.75~3.7, p=
0.08, ’=53%), TAE#EE& FMEECHO P LARELZRDO L, o7 YLD TAE ZHEBHED
VR BRERTHTH P, FMLVEHOHRMELZR L CAEEDD). LA LANLELE
RICH L CIXABEEN R L, FHILEFEREROEEZ LIZLTwhnweEEz 6Nb. Lzds
T IVR (3R MMV B O BB OBINE OO DL LTIRET S, 72721, IVRIZZDOTFH
WCHGE L 7-EMEOGFENUATH Y, Mk X > TUIHIT SN L6033 45 2 L 2 ZET
LWEN D 5.

TR

1) Ljungdahl M, Eriksson LG, Nyman R, et al. Arterial embolization in management of massive bleeding
from gastric and duodenal ulcers. Eur J Surg 2002; 168; 384-390 (7 — 2 1) —X)

2) Akatsu T, Aiura K, Ueda M, et al. Life-threatening bleeding from postbulbullar duodenal ulcer saved by
emergency transcatheter arterial embolization. ] Gastroenterol 2006; 41: 604-605 (7 — X ¥ Y —X)

3) Hizawa K, Miura N, Hasegawa H, et al. Late-onset life threatening hemorrhage of omeprazole-resistant
duodenal ulcer managed by interventional radiology: report of a case. Intern Med 2006; 45: 861-863 (4 —
22 —=2X)

4) Holme JB, Nielsen DT, Funch-Jensen P, et al. Transcatheter arterial embolization in patients with bleeding
duodenal ulcer: an alternative to surgery. Acta Radiol 2006; 47: 244-247 (r — 2> 1) — X)

5) Toyoda H, Nakano S, Takeda I, et al. Transcatheter arterial embolization for massive bleeding from duo-
denal ulcers not controlled by endoscopic hemostasis. Endoscopy 1995; 27: 304-307 (7 —2 > 1) —X)
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6)
7)

8)

9)

ANGFUSERE, IS R NS 2 BosE W B IRZER AN OGRS, BRI 1990; 35: 607-613

(r=221)=2)

De Wispelaere JF, De Ronde T, Trigaux JP, et al. Duodenal ulcer hemorrhage treated by embolization:

results in 28 patients. Acta Gastroenterol Belg 2002; 65: 6-11 (5 —2 Y —X)

Tarasconi A, Baiocchi GL, Pattonieri V, et al. Transcatheter arterial embolization versus surgery for refrac-

tory non-variceal upper gastrointestinal bleeding: a meta-analysis. World ] Emerg Surg 2019; 14: 3 (X %)
URFREARIS 3R]

Kyaw M, Tse Y, Ang D, et al. Embolization versus surgery for peptic ulcer bleeding after failed endoscopic

hemostasis: a meta-analysis. Endos Int Open 2014; 2: E6-E14 (X %)
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(2) FEAMRIRELE AR

) 2-3 (2) SERIRFEAIE MSAR
AtRERNIEMaEE ICE S wWIFIEZRBWSHNETHDIh ?

o ARERHIEIMIEER D PPl 853, GEMEZO LSS, 75T &%ZH
8ID. [HERDES 58 (BEE 100%), TEFVAUNIL: A

RS

NSRRI LG # % O PPL IR G (— iR 5% &) A%, 79 e RE RN THEICH
RO, Wiy, ABHH O, ARFRBITEORPE2RDL I LE2oD
AFTFY ALY O RCT® CiEHE N T 5.

PPI 5 EICE LTI, MR 80mg K—F A% 5L, TO#% 8mg/K, 72 Wi Mbik5)
EENDANTHET L22BEEBO A 5 7 Y2 90 TiE, WERS RN, PARRBTR, R
WCHEERD Loz, DF ) NS ILAERE O PPI 53 EH R TH - TH mi = & 5
WCHRTHAZ EEZRLTWS, L2LINSDHIZEE, Forrest I L ICHEEEN/2d DT
E 7 CHIMY) A7 ORCEE 2R L LRSS, Tty T, Zo/hSnbobE
FNTCWiz, ZFoREEE LUKEHILESRFAETA K54 2 2 Tid, Forrest 1, Ha, IIb PR
BRI AR R & PPL 23 5- L, 2N (e, M) I3ERERZ AT 22 & 24311 C
w5,

PPI D5 HECEH LTI, 2200 %% 7 F 1) ¥ 2 BW IZBWTEITEFIRN S & 8RR
F8eh- (HA® 2 ff55) o R Crpii=s, i, TR, ABEHIRE, BCRICETRVE
LTW5, 22 LH Y 7Y A X R o@IRIR D H3d 5720, miEOROKRG XN
F IR MAEREOMBI#REE LTHRTH L L LTV,

PSR IR AR O PP & H.RA O TIE, PPIOIE ) S EH MR V9 dgifi s
Dt KBEHIR A Y SRR~ ORI 110 v Wididid 548, FBERICITAE
BV ELTW5A, SHRELLZTHICIEZ 1 DDA TF YT A D L 2D0O RCT Y 23dH 1,
WD PPIEEDLT ) DSFHB MR A > 7225, SEEHRICEH L TREN RV ERELTnD W0
», BEOREERE L PPl i3k L L7z,

¥ 72, PPl OWHSENILIMERRRSICBE LT, 2275y L Ea—2 TlE, WREENILINGEE
BB PPT GRERIIR, #210) 285 L7236, HoRA X7 7 oR$e, Mnse L i L, i
P A DTGB % %2 T 2 & (Forrest 2748 down grade), WHIEREE I Z WD S &7
A%, FETCE, FHIE, ARTRBITRICEL TREZRO P72 LTwE. UEXbE
Fl s PPI O NG R IR MEFR AT 5- 1%, RERH LRSS Y REOINH LS NSRS 274 KT
AV TRGEHHIERELTBY, TITKRFET—F VI TIN—=TDOHA K54 2 2 Tl
BLTVRV, RO ERERICEN R, HARTIEEH R PPHIZRBREHSCH ) ZH R
BROWE D ERET 5 B2 MEHTEL W Ebh b,

T2, SHMBE LR TS F T AT R L, SBNfrENn5.
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(3) HIMEEBDF

) 2-4 (3) HiifnM:EE O FB

AMERERREOHMERBOFHIC L0 & > BRAEHIT

o i IM/\iREE 2 B FESE (DAPT) Tld EEBE(EE LR MMOFBAIC PPl Z AT
BT EEWETD. (BREEHEFILISH S RIFEREN)
(HEEoas | 18 (BEX 100%), TEFVALARNIL: A
e JILT 77U VERRABIDS B, Hll/IWREEFTz(d NSAIDs #EGITIE, LIBHEE
BEHMFPEHDIES PPl ZHRATDCEZIRET . (BEEEEAFID LDA,
NSAIDs % 58594 (F{RI&E YY)
[(#EEDES 1 5§ (BEZE 100%), TEFVAULANIL: C]

ES5
1. DAPT

BHET AEY) ¥ (LDA) &, F2¥) ¥ Y RPUUMVMEEED 7 0 € F 7 LIV X 5 HUi/IME
3 ZHI B (dual antiplatelet therapy : DAPT) (28T, LA ML (upper gastroin-
testinal bleeding : UGIB) O FBiiZ 71 b ¥R ¥ FRES (PPD BN E D Mo nTT
V& MMEREGAER (RCT) DX 7 7+ Y AOWEDH 5. HALEEEICHRETE RO T,
UGIB ([22oWTHGEF L7z, K& 7% RCT 1, Bhatt 5% COGENT trial ’ 0 & D TH 5.

Mo & ? 1%, DAPT ® 4 DD RCT DA% 7F 1) Y A%\, UGIB DFF5IC PPI AT~ ha—
VEDHEBEICENRTBY, FEAFLME A X b (major adverse cardiovascular events :
MACE) I2I3#ED w2 e 2 L7z, LaL, 42ORCTDHH 221%, PPlvs. H:RA TH
5. Hub YL, 4 DO RCT & 8 DOBENFEE G/ X Y T F Y ¥ A%\, PPLIXSG- X
GIB # HEIZHA S &, MACE # A EICHMNMS ¢S 2L 2R L TwA. TN, RCT DATIE
HBISWIEL & E NIz Y T7FH Y ¥ AT, RCT IZiE COGENT study ® 13412 % ® post hoc
analysis b £ N TWV5. MACE [Z2WTIE, BISHIZED X & 75 ¥ 2 Tid PPL AYH I
WEAELE L A725, RCT TRENZWI EPHEINTWS Y BIENEOLL s v a 4T
AELT, BYARZEENRLY PPIEHZZ T TR A IRENEZZ 5N TV

COGENT trial OfiZ PPI DA MECTHEL L7z RCT2 %% 21272 3W9ET, A T7F) T A
#{7-72. PPLIX, UGIB % A HIZ VB L T/ (MIxHERE 0.26, 95%CI0.13~0.53, p=
0.0002) (B 1). MACE 22\ Tld, PPl O METH EEL RO h o 72 R ERE 1.01,
95%CI0.80~1.26, p=0.96).

PPI & H.RA DD A & 7 F 1) ¥ A Ti, PPI2ASUGIB OFB5ICABIZEN, MACE 121X
EDNRVZ EPHREI N TS ™S

ST AR CHUIARE L 2 2 TV BIERIR, (LIIERRET DAPT % 5213 T AERI T,
HALE M CE LA RICLT5 22N TnE 70 o2 bbb, DAPT #%) T
WARERITIE, PPIH#512L 0 UGIB # FHidAZ ENEEEEZ 5N5b. Lzh > T, DAPT
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PPI Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% Cl

Bhatt 81876 261885 823% 0.31[0.14, 0.68] 2010 ——

Ren 0 86 2 86 56% 020[001, 41112011 <

Wei 1123 8 84 121% 009[0.01, 0671 2016

Total (95% CI) 2085 2055 100.0% 0.26[0.13, 0.53] <o

Total events 9 36

Heterogeneity: Tau?=0.00; Chi’=1.35, df=2 (P=0.51); P=0% 1 1 1 |

Test for overall effect: Z=3.70 (P=0.0002) 001 01 W 10 100
Favours PP Favours Control

1 DAPT [CB1F3 UGIB FRHRD PPl &Y FO—JLDLEE

2B PPIBEHI 2 S HESET 2 2 2T L7z, e d, WMNLENRS 2 (ESC) O BYIRZE BB 1)
% DAPT @ 2017 focused update T, PPIPFH%Z, HEIZEE class [ GARESEHTHL L T~
AR —WWEE), TEF Y ALV B (1 D0 RCT 2 KHBE 2 IR 28 ) A BRI X 5)
THEREL T3 ¥ HAREB P [T 4 N T4 >~ (2018 4ECkaThio 1™ Tig, ¥
B ABER OFH - FRIZBWT, MIMAEAIHEFRICE T 232 LT, [THLE o) A
70 T A Y 721k DAPT OIRFABFEICH LT PPL 2B3M$ 5] (HdEr 72 1 (F
He - R0HR - HFHTHEEVITEF VA0 5, THERMPEL —HLTWw3), ¥
T VAL B (H—DMEAES BRRER F 7213 KB 2 A2 TR WERR B CHIE S Nz b
M) LLTWA.

DAPT JEf7#1 T PPI 251, @BIARBEEA & v biFTidew. [EARET A V&5
W21 5 JiaM 723+ iSO rIENH ] Tk, V77— 15mg, AF VU A
20mg, 777V =) 5mg (10mg) »REEEH TH 5. *+ 277V —)id, COGENT trial T
REVMITREN, TOZL IV TITRPFET—F VI I N—=TDH A F54 »TlE, zut
FZ7 LIV & OFHEIZERR O PPL OINIZ 2V E LTWB W —J, KIROIEHORMN LE Y T
X, ARXATIV=APB T uE RS VLVOEHZRET 52 B2 5 -0 HiER LS h
TWwb, B, X/ 7I¥ L, DAPT LBH®O RCT OF— % 3w

2. J0ERIUVILEEIEE

Hsu 5 913, MLYEEEIEA 23 % 27 0 ¥ R 7 LIVIRIGIZ Y 2 75 — V&S0 4
V2T TR R % 272 RCT 2175 CT\wb. H. pylori BEYEBINE, BRELTW5. 6 7 AR
TAU—L, TVATT = VGNP GREL ) DA RICEEFRI o7z (1.2% vs.
11.0%, p=0.009). 727, UGIB ®FEHRIE, TV AT TV — V5L IR GHTHE~A TR
2o72(0% vs. 12%, p=0497). TV XA 75—V L JE 5B CTOIME £ X b DJs%
T h o 72 (4.8% vs. 3.7%, p=1.000).

BISFZE TIIRE RSN T D, Kwok 5 17 OBIEIE 2D A5 75 Y AT, 7t
FZVIVHMERETOREFHEA XY NOTFHRIRIE, PPIHGOFETHEELE IR 72
(pooled # v Xt 0.60, 95%CI10.14~2.61, p=050). Lin 5 ¥ OKMBELEFN— 2D T F—
N SEBI HRATZE CIE, 7 B ¥ R 7 LOVHMIRE:C PPL#X 513, UIGB ®) A 7 % 4 BEIZHIR
LTz (R EkEE 018, 95%CI, 0.04~0.79)).

PEXy, 7a¥ 87 L)VEMESTTH T o UIGB TRl PPI B 23R4 A2 LI T
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(3) HIMEEBDF

Loz

3. DILorUY

TN 7 7)) YIRABITO PPI O UGIB FRiAhERIZDOWTIE, RCT 3% <, BEMIEEDARALD
nr-.

Lanas & ¥ OFEFIRZMIIETIE, 77 7 YIRABIT PPI %51, UGIB IZH B O FBizhH
X7 o 72 GRASAHRHERRE 0.67, 95%CI10.37~1.21). Massé Gonzalez 5 2 @ 2 & — h NHER]
STHERFZECIL, PPI#51E, 77 7)) YIRAIBIT UGIB OF5YY A7 A LTz (T V7 7
1) > & PPI AR S ARHERREE 1.93, 95%CI10.23~16.28, 7V 7 7 ¥ DADIRMF 3 AH%HE
Rz 8.58, 95%CI 2.54~28.97). Ray b * I KRB HE AN E Ik — MIFZEZITV, TV T 7Y
VHRA#ETIE, PUMMEESE F 7213 NSAIDs 2 ffH L TV 2 RIS BV TOA, PPI#5-1% UGIB
DABE) A2 & HEIWA S D (45% A, NF— FH 055 95%CI10.39~0.77, p=0.0004)
L #wR L7, 2O PPLOTRIRIHIE, UGB @) A7 W+ (M btidss, B4 GIB & L) o
FEOHFHIIIERI o 72,

Ul XS 7 7)) YIHBITO PPI O UGIB FBish F IS BIEMIEIC L ) 2055 5 75,
PUl/ RS F 7213 NSAIDs 2 L CW A EEZ o, —ETH I LIl

B, EHORMNLED T, A ATIV—ABTNT7 7)) v ORE, HElZBE L THE
MAER 2B L, MW BZFZ10H 50T, FHEFEREEZHRINLTWS, V77~
RABITO UGIB FHiD 720 ® PPI %513, PBEM TldZew

4. DOAC

ELHERR I UEEREZE (direct oral anticoagulants : DOAC) AT PPI #¢5-0 UGIB FHizh# o
RCT iZA SN Lo Tz BEWIENA LN

Chan & ? O A& 2k — MIFFETIE, BRRIIHIEZE (PP, H.RA) I, FEF T VA
TS 2 GIB DD B BIEFITDHA, UGIB DY) A 27 # HE WD STz (RER
JIRR 0.14, 95%CI0.06~0.30, p<0.001). Youn & * i& DOAC B D% A 10 & Blgsifse %
v, PUi/MREEDERIB) F 7213 EYERE B2 UGIB BEEBIO Y A 7 OB HIEBITD, B/
#lI3E (PPI, H.RA) @ UGIB FHizhRITAETII Lo 7.

PLE XY, DOAC HHIBITO UGIB FRiC PPLIFH 2324 2 2 L3 TE hd o,
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Y 100mg - 1 H 1[50 3B, XU M TF =V 40mg/HELET TR %281, FY
302407+ u—"7T, EIBHLEA XY FOREXRR, R M T TV —viE, EERELE
ARY NEED) A7 WAL SEhho72h, B ZHEBREY» SO MIMITA B0 S 87
(NHF—FI 052, 95%CI10.28~0.94, p=0.03). ZE L7 OMEEE CIRARODERLE, 7
A Y OHME I LTV 2IERITO PPLOFEHIL, ATl EWwELTw5
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@ &
o SEBIERICHT B H. pylori FREGEIF, BEBDLRREZ(EET S.

AR5
BIEBHEGIIR T % H. pylori BRFRIGEE, BRIGTEBREARDFEG] L ARBRRES & KL T, FE
WCHBEEOWEREE LT 2 0 2221, BRI 2 R 9 5 & E12IE, PPLIC & % Bl
HHRINE & BRRE#ZIC PPLENITR 52 34 & OB BREOHREREIIAETHL (B 1, & 1)6>
F 72, W OMETIE, H. pylori DBRRIGR %2 HATHFE L7256 & PPI TOHEMGEHROY;
T, 8MBOFREOERFIIFSETHL TP Lal, KFOWHETIE, 15mm ML Eo EJ‘(E?%
DHEITIE, BREHH AU PP A GR X D & 8 B0 BB OBERIEH S

Treatment  Control Risk Ratio Risk Ratio

Study or Subgroup n/N n/N M-H, Random, 95% Cl Weight M-H, Random, 95% CI
Asaka 2001 65/225 11/55 — 12.1% 1.44 [0.82, 255]
Axon 1997 20/87 13/42 -t 11.6% 0.74 [0.41, 1.34]
Bayerdorffer 1996 13/65 3/65 —_ 50% 4.33 [1.30, 14.49]
Befrits 2004 10/56 11/47 —r 9.1% 0.76 [0.36, 1.64]
Fukuda 19953 0/32 1/33 _— 0.9% 0.34 [0.01, 8.13]
Fukuda 1995b 0/37 1/49 _— 09% 044 [0.02, 1047]
Furuta 1995 0/12 2/15 — 1.1% 0.25 [OO 4.69]
Higuchi 2003 31/61 10/59 —_— 11.3% 3 OO [1.62, 5.55]
Kato 1996 5/35 3/33 _ 42% 7 [0.41, 6.06]
Katoh 1995 7/40 3/39 -— 46% 2 28 [0. 68 8.17]
Lazzaroni 1997 0/29 2/30 — 1.0% 1 [0.01, 4.13]
Malfertheiner 1999  20/97 10/48 — 10.3% O 99 (0. 50 1.95]
Meining 1998 23/100 15/85 -— 11.8% 0 [0.73, 2.33]
Sung 1995 6/51 7/45 — 6.4% O 76 [0.27, 2.08]
Tulassay 2008 20/265  10/137 -+ 9.6% 1.03 [0.50, 2.15]

Total (95% CI) 1192 782 » 100.0% 1.23 [0.90, 1.68]
Total events 220 (Treatment), 102 (Control)
Heterogeneity: Tau?=0.13; Chi*=22.93, df=14 (P=0.06); P=39%
Test for overall effect: Z=1.29 (P=0.20)
Test for subgroup differences: Not applicablle

0001001 01 1 10 100 1,000
Favours treatment Favours control

1 BEBLSAEERDLE : [REBETEEOWMINFIE vs. BEDHINHIE
(Ford AC, et al. Cochrane Database Syst Rev 2016; (4): CDO03840 ® &b Fa7Z15 CirsEl)
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® H. pylori BFREEERRID PPl %5 3 B AREERAEITIRORERICREZ
RIFEEV. D, PPIESEER CHREGEZIT D TKL.
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HEBHERNX U TR 7 3 FIBEH O H. pylori BRI Z S 2341218, PPI ZHifk 5
LT T H. pylori BEROBERISEEIIRITS v (B 1) 72720, K2 7 7% oS
W2 % H. pylori BREFRANOZEIIW 5 0 Tl e,

F72, PPLARIHG LA LR T 20V YAV CHRINEREZTI BRI, %5
MEDOHETIEHZHDODBRHELAET SE2 L LWEbH 5% 4% E D RCT THRA
RANDHEZPGET 2 LD 5.
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1 PPIBHRSD H. pylori BRBICERDFE (X7 FUIR)
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T HEGE BN T B H. pylori BRETEHE,  BRETTEHABIPAEG] R REREAES] & L L
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O+ IR OWREERIIAETH S . BROWIIHIEEZ T2 & Z12
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IR LT, BREWBHEZIC PPI OB G REOREEE A REICEES NS (B 1)% Lizd-

T, BBEEBRICE ) T oRBEEOEERIN LT 5720, BREEFRZIT) 2L 2EETHX
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Treatment  Control Risk Ratio Risk Ratio
Study or Subgroup n/N n/N M-H, Random, 95% CI Weight M-H, Random, 95% CI
Asaka 2001 34/205 10/51 —— 45% 085 [0.45, 1.60]
Avsar1996 2/23 10/22 —_— 2.9% 9 [0. 05, 0.78]
Bardhan 1997 4/141 6/74 e 2.2% 085 [0.01, 1.20]
Bayerdorffer 1992 2/29 4/29 —_— 1.1% O 50 [0.01, 252]
Bayerdorffer 1995 4/136 12/128 e a—— 3.5% 1 [0.01, 0.95]
Bianchi Porro 1993 7/91 12/92 —_— 3.4% 059 [0. 24, 1.43]
Bianchi Porro 1996 2/17 9/15 —_— 2.7% 0.20 [O. 05, 0.771
Carpintero 1997 3/78 3/44 —_— 1.1% 0.56 [0.12, 2.68]
Figueroa 1996 4/57 4/43 —_— 1.3% 0.75 [O. 20, 2.85]
Furuta 1995 0/20 0/20 Not estlmable
Graham 1991 4/53 10/62 —_— 2.8% 0.39 [0. 1.17]
Graham 1998 22/77 27/76 —e 7.6% 0.80 [0.51, 1.28]
Harford 1996 36/127 25/69 —=— 9.1% 0.78 [O. 52, 1.19]
Hentschel 1993 1/52 3/52 R 0.8% 0.33 [0. 04, 3.10]
Hosking 1992 8/78 21/77 —_— 5.9% 0.38 [0.18, 0.80]
Kato 1996 0/28 1/23 0.5% 028 [0.01, 8.47]
Katoh 1995 0/27 1/25 0.4% 1 [0.01, 7.26]
Kepecki 1999 7/39 4/34 R 1.2% 3 [0. 49. 477]
Lin 1994 0/21 2/21 0.7% 020 [0.01, 3.93]
Logan 1995 2/70 6/78 _— 1.6% 0.37 [O. 08, 1.78]
Mantzaris 1993 5/17 8/16 —_— 2.3% 0.59 [0.24, 1.42]
Mones 2001 5/42 7/43 —_— 1.9% 0.73 [0.25, 2.12]
0" Morain 1996 9/102 15/106 — 4.1% 0.62 [0.29, 1.36]
Parente 1996 7/63 1/33 s 04% 3.67 [0.47, 28.55]
Pinero 1995 8/30 7/30 e 2.0% 1.14 [047, 2.75]
01 02 05 1 2 5 10
Favours treatment  Favours control

M1 +TZIEREEOREDHR | REEEHEEDMMINEIEE vs. BEDBINHIEE

(Ford AC, et al. Cochrane Database Syst Rev 2016; (4): CDO03840 ® KD FFE%15 CEnd)
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Treatment  Control Risk Ratio Risk Ratio

Study or Subgroup n/N n/N M-H, Random, 95% Cl Weight M-H, Random, 95% CI
Pounder 1997 5/61 8/30 _— 3.0% 1 [0.11, 0.86]
Rauws 1990 7/24 5/26 —_— 1.4% 2 [0. 6 4.14]
Schwartz 1998 168/292 44/60 - 20.5% O 78 (0. 65 0.94]
Shirotani 1996 4/25 6/25 _— 1.7% 0.67 [0.21, 2.08]
Sobhani 1995 7/59 15/60 —_— 42% 047 [0.21, 1.08]
Spinzi 1994 2/24 3/29 o 0.8% 1 [0.15, 443]
Van Zanten 1999 0/98 3/48 _— 1.3% O O7 (0. OO 1.34]
Wang 1993 3/23 6/36 —_— 1.3% 0.78 [0.22. 2.82]
Wong 1999 9/57 6/57 —_— 1.7% 1.50 [0.57, 3.94]
Total (95% CI) 2286 1624 . 100.0% 0.66 [0.58, 0.76]
Total events 381 (Treatment), 304 (Contral)
Heterogeneity; Chi’=36.30, df=32 (P=0.27); P=12%
Test for overall effect: Z=5.96 (P<0.0001)
Test for subgroup differences: Not applicablle 1 1 1

X1

01 02 05 1 2 b5 10
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(Ford AC, et al. Cochrane Database Syst Rev 2016; (4): CD0O03840 ® Kb riE=S Thnd)

LR
1

2)
3)
4)
5)

6)

7)

8)

9)

* 1 TTHEBEESGREICHIIS H. pylori FRESERDOMR

Y= SEs BETA
PPl (B HHIE) ZERLEVNEE PREVSER >> RERE (Ba%)
PPl (B iIE) ZERLEVNEE PREVERER >>  BREVAEARIL
REVAE S PPIAE PREDERER =  PPlI&WaE
PPl (o) BEziTO>EE  BRERE+ PPL > RER&E+ PP

Ford AC, Delaney BC, Forman D, et al. Eradication therapy in Helicobacter pylori positive peptic ulcer dis-
ease: systematic review and economic analysis. Am J Gastroenterol 2004; 99: 1833-1855 (X %)

Treiber G, Lambert JR. The impact of Helicobacter pylori eradication on peptic ulcer healing. Am J Gastroen-
terol 1998; 93: 1080-1084 (X %)

Lam SK, Ching CK, Lai KC, et al. Does treatment of Helicobacter pylori with antibiotics alone heal duodenal
ulcer? a randomised double blind placebo controlled study. Gut 1997; 41: 43-48 (5 > %' L)

Gisbert JP, Pajares JM. Systematic review and meta-analysis: is 1-week proton pump inhibitor-based triple
therapy sufficient to heal peptic ulcer? Aliment Pharmacol Ther 2005; 21: 795-804 (X %)

Ge ZZ, Zhang DZ, Xiao SD, et al. Does eradication of Helicobacter pylori alone heal duodenal ulcers? Ali-
ment Pharmacol Ther 2000; 14: 53-58 (5 > %' Ls)

Wong BC, Lam SK, Lai KC, et al. Triple therapy for Helicobacter pylori eradication is more effective than
long-term maintenance antisecretory treatment in the prevention of recurrence of duodenal ulcer: a
prospective long-term follow-up study. Aliment Pharmacol Ther 1999; 13: 303-309 (5 > %' L»)

Colin R. Duodenal ulcer healing with 1-week eradication triple therapy followed, or not, by anti-secretory
treatment: a multicentre double-blind placebo-controlled trial. Aliment Pharmacol Ther 2002; 16: 1157-
1162 (5 4 1)

Ford AC, Gurusamy KS, Delaney B, et al. Eradication therapy for peptic ulcer disease in Helicobacter
pylori positive people. Cochrane Database Syst Rev 2016; (4): CD003840 (X %)

Wong BC, Lam SK, Lai KC, et al. Triple therapy for Helicobacter pylori eradication is more effective than
long-term maintenance antisecretory treatment in the prevention of recurrence of duodenal ulcer: a
prospective long-term follow-up study. Aliment Pharmacol Ther 1999; 13: 303-309 (5 > %' L»)

34



(1) wEpaE [+—ERES]

BQ 3-5 (1) DEpEE [+ iEm5EE]

H. %l\q)ri FRERID PPl 25+ GG DRERICREEZS
A .

@ %X

® H. pylori BREEERRID PPl %53 3 BHAREDIRERZE TSI 8L, &
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T AR SHE BN U CRERER 2 3 KIBE O H. pylori BRINIGHE % FE i3 5356, PPL O
513 H. pylori BREEROMGIEEEE RIFS 7w 10 72720, K2 77 F L o518 %
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BQ 3-6
BRI TR +—ISREBITHU T H. pylor] REHHILO

BEODENEHED ?

@ %

o B4 CEENHR) +—1813E% Cld H. pylori FREGEZ CER SR ZENT

(1) MEpaE [+ —teimaE]

CETERGREBEDTREMN H D1, BEEINZIRFTT 5.

f#aR

B GREI) + I8 EE T, H. pylori OFRW B L PPI P 5. 0+ I8 5EE O
WHRIIFETH Y Y, H. pylori DFRI G & BRREREH O PPLENT 5RO LT b + 4
WiEB OBREIEFESETH D (K 1)2% 72721, H. pylori OBRE B %O PPLEN 51, PPI
HAPEG- X 0 b T RGBS OEEREIN T2 ) Ledts T, IR EEERIC
272l BRWIZERMT S
WHEME D & 5 7= D BB (D) -+ —HWis B B0 L BRI 2 4T O BRI SRS 3]

BRI E AT L7z & 1CIX PPLIBIIER G- 3L F L LELR W (TR 1).

L DEBHROBIME T 5 L) ITIRET 5.

Study PPI > 7 days PPI 7 days OR (random) Weight

OR (random)

or sub-category n/N n/N 95%Cl % 95%Cl

Colin 2002 57/64 58/67 — 1832 1.26 (044, 3.62)
Hsu 2003 33/38 31/35 — 10.32 085 (0.21, 346)
Labenz 1997 23/23 29/29 Not estinable
Marzio 2002 41/50 44/53 —_— 1964 093 (0.34, 2.58)
Tepes 2001 32/35 31/35 — 1« 818 1.38 (0.28, 6.66)
Tulassay 2001 202/219 195/214 4353 1.16 (058, 2.29)
Total (95%Cl) 429 433 f 100.0 1.11 (0.71, 1.74)
Total events : 388 (PPI>7days). 388 (PPI 7days)

Test for heterogeneity : Chi2=0.39, df=4 (p=0.98), 12=0%

Test for overall effect Z=0.44 (p=0.66)

0102 051 2 5 10

Favours 7days PPl Favours > 7days PPI

1 H. pylori FRE&8IRE PPl BIRICL D+ HEIREHEME (XY 7F U R)

* I Hsu 2003 fNIFBEBZ=20

(Gisbert JP, Pajares JM. Aliment Pharmacol Ther 2005; 21: 795-804 @ KD 5% 15 Cinsl)

=1 Bl (528 +3BERERICHIID H. pylori FRE8

BROENCROLEN
=b-E St BB
FMREVEEE PPISE PREDERE
FRESRERDEIAE PREAE+ PPl =
PPl (Bl aBziTdeE  BREaiE+ PPl >
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) 3-1 (2) — RS
— RBEBEIREDISIBLUIA Y EWIET I ?

o/ FSHYERWETZEF VYU IYHBRUISURONA Y VD 3 Bl
PPl {ERIF LD BRREERS TV, —RREBECIIN/ PSY U ZFERT
BDIEEWIRT D,

(B (58 (BEEL 100%), IEFVALANIL: A

0 3 B EDHEEDEREFZEF Y VU UBIUISUROVA YV EIIFX
NOZSYV—ILDEFEDEEHET Z. AFTIE, 750071 Y VO
MERHIFVH, PEFYIYUVEXNOZSYV—ILOEIFEDE EHEET
3 (IRFERN).

[HEEDERS 58 (BEE 100%), TEFVALANIL: A

O PP| EREFICIE, ¥—T VY v (B BED LU 4 BIHABLE, 3 EIEE
[CHRTHREMNRICEBNDDT, REITDLIEERT D (REEAN).

(#EEmias | 55 (BEE 100%), TEFTVALARNIL: A

fRER

BUE, ARIBIZBT BIRBEZHE T, H. pylori (03 2 —KERAEHEIZ PPL S LXK, 75
¥ (VPZ) &, TEFT VY Y (AMPC) +27 5 A0~ 4 ¥ ¥ (CAM) O 2 FEEOYIRSEE 7 H
5 LTI S LA LN T WA, 201540 [THLMEESEZE A A K54 & 2015 (KET4 2
JB0) 1 DFEFIRE & LT, AFED CAM MR EAT 35~40% Hi 2 (W IMEIN 2 /R L Tw b 2 &,
PPI & 1) &5 ) 2 RIIIHIHE TH 5 VPZ DD WL o722 L L, BRRHERZO 5
BEEIIRE (AL TV 5.

—J7, WA T 3 FFBELAMC D ¥ — 7 v ¥ v VR (PPL, AMPC 1,000mg 1 H 2 [l#% 5
(bid) 5 Hf +PPI, CAM500mg, * b2 =%">"—)L (MNZ) 500mg ¥ 7213 F=%"/"— ) (INZ)
bid 5 H [#]) %> 4 #I Bt i #: (PPI, AMPC 1,000mg, CAM 500mg, MNZ 500mg ¥ 7z1% TNZ
bid 10 HIH), YA~ A8HI% & 4 HIFR (PPIbid, €A~ A8 1 H 4 b5 (gid), MNZ
1 H 3 m#5 (tid), 7 bI%4 21 ¥ qid 14 HE) OFESLERE SN TH D 120 EBRIC,
HEFRL VA VIEARFB L 13- % ), Maastricht V/Florence Consensus Report ! T 5 #8 C o
CAM PR EFIHEVIRINT B L Y A v & b 2 BEEE BTV 5. CAM i MK i
BTIE PAC #1% (PPI+ AMPC + CAM) X E A~ A 8| % & 4 FPRESHER SN 5 %%, CAM
TP AT 15% L Lo g Tld, 4 HIPEEER € A~ ZABH % & 4 HRE R S h b, &
512, CAM i PEF A% 15% DL F o #i38 T MNZ it P4 3 2501 11 PAM #3: (PPI+ AMPC +
MNZ) %, MNZ S S U A 28 &2 &8 4 fE 2 #3E L Cw%. 72, Toronto
Consensus ? TIEHIBDOL VXA VIZMMAZATY =7 Y v VEEDHER L TW5DH. Ihbid, RIF
TS E LT RBRIEHETIERET ENTWRWL I A Y THED, Hehl I A D
ARV OWCTENT O T 2RI TH L LER B,
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(2) —xRbRE

(AL 2 A K94 >~ 2020 (ET4 3 h) ] Tid, RCT THRREHEHOL Y X Y BITO
HRVE % MG L 725 LD A % PubMed & EHGE L D4l L, O3 ARS8 2 8R4
PR o g (VPZ & PPI), @3 FIFRER O PR EER O i (CAM & MNZ), @Y —747 »
¥ VIR 3HREOREE, @4 FIBHTE L 3HBEORE, OY—47 ¥ v VEE 4 4
BEREEDOIE, @Y —4 v ¥ v VR L U A~ A 8K % &t 4 ARG AR L, 2
FT7F)YARICT, TOEHITOWTHE L7,

1. 3 BIESEICHIF DB NHIEERDEIR © VPZ+AMPC+CAM vs. PPI+AMPC+CAM
H. pylori BREHE DB N AXBR R G R H ORI ES BER L EF L EZ 5N TWDS Y
VPZ (ZBEFD PPT X ) {5 WER G WIIHIVER 2 H 95 2 &5, VPZ % BRWEHFE CHUH L 728
WCIREVERERZRT I LS, EBORCT T VPZ 2 i L 72 3 #lEE:0 A5
AEH STV B 8 VPZ+ AMPC + CAM & PPI+ AMPC+CAM & OB Z B L7z A 5 7
F) Y ATIE, VPZ M RO BRI L ITT f#HT T 91.2% (95%CI 88.2~93.7% ), per-protocol
(PP) f#HT T 93.7% (91.0~95.7%) Td 1, PPIfEHKED 74.4% (70.0~78.2%), 77.0% (72.7~
80.9%) LB L THEICHVERREZ /R LA (B 1), LERo%hT CAM KT 2 &tk 2/
L2 28ROME 19 % D LT o 2 7T ClE, CAM B2 MEW 041213 VPZ RO B
PRI ITT 37T 93.9% (90.3~96.5%), PP f#T T 95.8% (92.6~97.9%) TdH 1, PPIfEHIED
92.4% (88.3~95.4%), 95.2% (91.6~97.6%) L AMETH 7. LaL, CAM MPEREOBAIC
& VPZ ORI ITT B, PP ENT & 12 82.0% (73.1~89.0%) TH 1), PPI KD 40.0%
(31.0~49.6%) LKL THRICEVREREEZ IR L. 207D, KFTIE, PPILEID D VPZ %
G SHIBENREARIENL 720, VPZ 258 SAWEZ®INT 5 2 L 2R T 5. 7272
L. VPZ % & APZBREBEEOAMEIAT 25 OGBS N, #IENZBT 5 VPZ DA

EH S TIE .

VPZ fi e & PP AR CRIER O MBI Z K L7722 ¥ 791 ¥ ATid, VPZ fiHKHCIE
21.4% (95%CI 17.7~25.7%) Td» V), PPIHI® 26.9% (22.8~315%) & lLi#gK L CREET
bHolz (p=0.07).

F72, [THALTEBRIGZHRATA K4 > 2015 (SEIH 2 ) J 12T PPI o A=A, &5\
FBRmiinie i 2 14 HIIER L 72B o8 EA7R S 7205, VPZ R ICB W CRBORIE DD
B EPEH S A TIE v,

VPZ PPI 0Odds Ratio 0dds Ratio
Study or Subgroup Events Total Events Total Weight M-, Fixed, 95% Cl M-H, Fixed, 95% Cl
Maruyama 2017 3 72 21 69 196% 0.10[0.03, 0.35] —_—
Murakami 2016 30 329 80 321 70.1% 0.30[0.19, 048] -
Sue 2018 7 Bb 1251 103% 047[0.17, 1.32] —
Total (95% CI) 456 441 1000% 0.28[0.19, 041] <®
Total events 40 113
Heterogeneity: Chi?=3.70, df=2 (P=0.16); P=46% 1 | | |
Test for overal effect; Z=6.42 (P<0.00001) 001 01 I 10 100

VPZ h"ER PPIB"ER

1 3HEEICHITS VPZ & PPl DIRER (X7 FUTR)
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2. 3BMHAEEICHITDMERERDER: | PPI+AMPC+CAM vs. PPI+AMPC+MNZ
RCT 2 L7225 79 1) Y AT, —RERWIGHIFIZIZ CAM & L 7-8E08ERY 3 F9k
(PPI+ AMPC +CAM : PAC) & MNZ %ﬁ)ﬁﬁ L 7z 3 ##¢iE (PPI+ AMPC + MNZ : PAM) ® L
VA VHMICBREEOEZRD o7z (B2)7 BKROFTA KT 4 2 TE CAM BHPERZRIZLD
BIRT DPRE L L ETLLENH Y, AFD X )12 CAM iR AT 15% UL E oI Tl CAM
DM ZBET 52 EDPHREINTWD V2 T2, CAMBMERZEE <, MNZ i E ML
HiI CTld PAMBBEEZHER L T b, RIS SN2 3O RCT 2 fEH L 72T Tl
PAM O BRH I ITT T T 94.1% (95%CI 90.8~96.5%), PP f#HT T 95.6% (92.6~97.6%)
TH Y, PACHED 68.1% (62.3~73.9%), 70.0% (64.0~75.6%) & K L THEITEVERREZE
ZRL7z (B 3)% 72, BIEHOHIHEIZ PAM I 32.8% (95%CI29.9~35.8%) T
HY, PACHEAKED 30.1% (27.0~33.4%) LI L CRBETH -7z (p=0.94). TD7zd, &K

PAM PAC Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-, Fixed, 95% Cl M-H, Fixed, 95% Cl
Adachi 2017 4 70 18 66 51% 016[005 051}
Auriemma 2001 33 156 30 154 69% 11[0. 64 93] -
Bhatia 2004 30 82 19 54 23% 5111 5 50} —
Filipec 2009 45 282 33 278 81% 4100. 87 2 29} ——
Gungor 2015 4 96 45 87 74% O 79[0.44, 141] —
Harris 1998 12 50 6 59 12%  279[096, 8 09} —
Huang 2000 6 27 2 35 04% 471[087, 2558]
Koivisto 2005 23 106 10 110 22%  277[1.25 6.15] I
Labenz 1996 5 38 1 31 03% 536[059, 4873] —
Lahbahi 2013 30 103 23 113  45% 161[0.86, 3. OO] —
Lee 2015 22 139 34 143 82%  060[0.33, 1.09] —
Lind 1996 21 114 18 209  3.0% 240[1 22, 471} —_
Loghmari 2012 20 39 14 46 18% 4110.99, 5.85]
Mabe 2018 5 162 46 134 14.1% 006[002, 0.16] —
Malfertheiner 2003 32 132 14 127 31%  258[1.30, 5.11]
Misiewicz 1997 30 113 11 114 23%  338[1.60, 7. 161 e
Miyaji 1997 10 70 15 74 36% 066027 158] e
Namiot 2004 9 40 7 38 16% 1.29[043, 3. 89}  n—
Namiot 2008 26 78 16 81 30% 203[099 4.18] —
Nishizawa 2015 4 62 13 57 37% 023[007 0.77] e
Pieramico 1997 8 57 4 54 10% 204[058, 7.22] I
Pilotto (1) 1999 5 36 6 40 14%  094[0.26, 341] I —
Pilotto (2) 1999 6 46 5 46 1.3% 1.23[0.35, 4.35] B e—
Sancar 2006 5 10 4 24 03% 50000 97 25.771
Savarino 1999 8 70 23 69 59% 026[0.11, 0.63] —_—
Stack 1998 2 17 0 18 0.1% 597[0.27, 138 87] >
Sun 2005 7 44 6 5 1.3% 1 58[0.49, 5.08] e —
Uygun 1999 44 121 26 79 58% .16[0.64, 2.12] -
Total (95% CI) 2324 2396 100.0%  1.14[0.99, 1.32] ¢
Total events 496 449
Heterogeneity: Chi?=118.80, df=27 (P<0.00001); P=77% } f f |
Test for overall effect: Z=1.77 (P=0.08) 00l 0.1 I 10 100

PAM " EH PAC h'EH

2 3HBEICHITD PAM & PAC DIFEE (X7 F U R)
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(2) —xRbRE

PAM PAC 0Odds Ratio 0dds Ratio
Study or Subgroup Events Total Events Total Weight  M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Adachi 2017 6 72 20 68 222% 0.22[0.08, 0.58] —_—
Mabe 2018 6 169 48 137 602% 0.07[0.03, 0.17] —.—
Nishizawa 2015 6 64 16 60 176% 028[0.10, 0.79] —_—
Total (95% CI) 305 265 100.0% 0.14[0.08, 0.24] <o
Total events 18 84
Heterogeneity: Chi?=5.17, df=2 (P=0.08); P=61% 1 1 1 1
Test for overall effect; Z=7.18 (P<0,00001) 001 0l ! 10 100

PAM D& PAC h'BH

3 FHTO IHFEICHIFD PAM & PAC DIRBE (XF9F7F UV R)

Tl CAM MHER AT <, MNZ HPER IR 720, PAM #: 2 BINT 5 2 & 2 it
5. PAM #tEIL, & MHRERT CAM MR &G« & I L7556 CAM EHIED H 2 556
WHRICAERITH S LGS NTWAE. Tz, —REBREEHICEIT S PAM #EE VPZ Z A L
72 VPZ+ AMPC + CAM #: OG5 % B U 72 GHid e <, Bl E CEL 2O 50138 L
Wy,

2L, ZRBRHHREERE O VPZ+ AMPC+MNZ OAEIIRERTWE DD, —REH
BRIZBU 2 HIETCEZH S TIiE .

3. =TIy )UEE (RREASN) & 3 BIFEDLER

PPI+AMPC, K\ PPI+CAM+MNZ F 7213 TNZ % BeBE i 535 v —r v v
VIREEE, CAM R OB & 2 3 AFEOREEOK T 2wk 5L I 2 & L TG &
NTERW v —F vy v Vil L 3K (PPI+ AMPC + CAM % 721X MNZ) O A %% 1t
BHET L7z 26 8D RCT DA ¥ 7+ Y AD#HE, BRFEFIZZENZIITT N T 81.7% (95%CI
80.6~82.8%) & 74.7% (734~759%) TH Y, ¥ —4r ¥ ¥ ¥ VIFEOBRBEEIENL TV (K
4). FRMERmBIEIE, ¥ =7 ¥ v VHREET 31.0% (95%CI 29.5~32.4%), 3 HIHPT
28.5% (27.2~29.9%) & MBI CTHEAIFRD TV AW (p=1.00).

EHI, ZOLYAYOFEAERFCKIEEOATIE R L, HERHEZZ EORT V7 THHE
FROFIRE A BD TS, 72721, CAM X MNZ i PER EAeE 103 2 RE RO T AEH S h
Thh, EEEET2

F72, COMLIAORED VPZEZMHL7-RCT 3% <, VPZEEHA LB Y -7 v
¥ X VIEREOA RIS A TIE R W

4. 4 BIHARE (RRDERS) & 3 BIEEDLEE

PPI & 3FEH DI HE (AMPC + CAM + MNZ % 7213 TNZ) % - %53 % 4 HIOFHH
Maastricht V/Florence Consensus Report ! %> Toronto Consensus * “C b 3Wiif 1 & % wiliik L 9
LR E LCHERE N T A, 4 AIBEH#E % PPI+ AMPC+CAM +MNZ ¥ 7213 TNZ, 3 #l
k% PPI+ AMPC+CAM $7213 MNZ L L, WL Y X Y ORBEHEROANEZ g L7z RCT
17V X s 7)) Y ATIE, 4 F0HPRED ITT AT OB 13 82.8% (95%CI 81.3~
84.2%), PP f#HTT 89.5% (88.2~90.7%) TH 1, 3 HIHED 74.6% (73.0~76.2%), 81.3% (79.8
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I=rvvv VgL 3RIEL Odds Ratio 0Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Alsohaibani 2015 57 115 48 117 26% 141[0.84, 2.37] T
Aminian 2010 21 107 10 107 09% 2.37[1.086, 531] ——
Ang 2015 24 154 26 155 24% 092[0.50, 1.68] —r
Boal 2017 4 31 7 32 06% 053[0.14, 208} =

Choi 2012 28 115 86 345 35% 097(059, 1.58] —_
Chung 2012 19 79 33 80 27% 045[0.23 089} —_—

Chung 2016 50 170 64 171 49% 0.70[044, 1.10] —

Gao 2010 8 72 13 71 1.3% 056[022 44) —
Greenberg 2011 114 486 87 488 72% 141[1.03 1.93] -
Hsu 2014 11102 19 103 18% 053[024 19] —
Javid 2013 33 138 Bl 134 42% 051[0.30, 086} —_

Kim 2011 29 205 51 204 47% 049[030 0.82] -
Kim2016 54 306 86 295 7.8% 052[035 0.77] -
Lahbabi 2012 6 104 56 219 37% 0.18[0.07, 043] B

Lee 2014 52 217 41 115 44% 057[035 0931 —_

Lee 2015 51 170 124 340 62% 0.75[050, 1.11] -

Liou 2013 67 600 53 300 68% 059040, 087} -

Liou 2015 83 650 93 650 87% 0.88[0.64, 1.21] -
Nasa 2013 13 111 25 120 23% 050[0.24, 1.04] —
Oheoie 24 116 48 130 39% 045[025 079} —_
Paoluzi 2010 27 180 31 90 38% 0.34[0.18, 061] —_

Park 2012 36 162 62 164 52% 047[029 076] —_
Phiphatpatthamaamphan 2016 3 50 7 50 07% 039[0.1 61] s ——
Seddik 2013 24 140 48 141 43% 040[028 070} —_

Tepes 2016 7 120 19 116 20% 0.32[0.13 078] —_—

Zhou 2014 39 140 47 140 37% 076[046 7] —T
Total (95% Cl) 4840 4877 100.0% 0.68[0.61, 0.75] '

Total events 884 1235

Heterogeneity: Chi?=77.19, df=25 (P<0.00001); °=68% % f ; |
Test for overall effect: Z=7.53 (P<0.00001) 001 01 ! 10 100

I-r Ve VEEIER  SHEIER
4 —RBEICBHIDY—T Yy ILEEE 3 MIBEOREER (X9 PFUYR)

~82.8%) LKL T, 4KPAFEOBRERIEN TN (BE). 72721, ML Y2 ORIt
MBI Z LB L 72X 5 75 Y ATIE, 3#IFED 33.8% (95%CI 31.8~35.8%) 12k LT 4 #
PRI T 39.7% (95%CI 37.6~41.9%) L AREIZE < (F v A 1.31, 95%CI1.15~1.49, p<
0.001) (B 6), 4FIGHHBEIREEIENS D OORWEHOMBIIXEREZET 5.

F72, TOWML YA ORED VPZ 2 L7z RCT 137 <, VPZ Zfif L 7= 4 #I B
ORI S 2 Tid .

5 Y=Yy v )UEE (RBERSN) & 4 BIHAEE (RERSN) D&

T vy VIR E 4 KPR OGN Z WK L7 RCT 18 Mz W22 4 7 ) Y AT,
FNENRDOL Y A2 TOITT EFT TOBREHIL, 79.9% (95%CI 78.3~81.4%) & 82.8% (81.3~
84.2%) TH Y, =4 v v Utk L R LT 4 A HRESA B RE R EK L 72 (F
7). LaL, A7 TRT &) IMlr 0L TIIAESEROMEILRL, Y=y vik
WEARPRBEEOFEENREEEEZEZ 5NTWAE, 72721, 512 CAM IR D E W IbIiIC
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(2) —RBRE
ARIREE  3RIEE Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Ang 2015 28 153 26 155 38% 1.11[0. 62. 2.00] -
Catalano 2000 6 56 10 55 16% 054[0.18 1.60] —_—
Chung 2016 39 176 64 171  91% 048]0 30 0.76] —_
Georgopoulos 2013 12 127 34 130 55% O 29[ 4. 0.60] —_—
Greenberg 2011 129 489 87 488 11.6% 65[1.22, 2.24] -
Gungor 2015 28 100 106 200 9.2% 034[021, 0.58] —_
Heo 2014 37 174 51 174  7.3% 065[0. 40. 1.06] —
Hsu2014 6 102 19 103 32% 028[0.11, 0.72] e
Kim 2013 26 135 37 135 54% 0630 36, 1.12] —
Lee 2015 35 170 114 340 109% 051[0.33, 0.79] —_
Liou2017 76 540 88 540 137% 0.84[060, 1.17] -
Nagahara 2000 3 55 10 50 18% 0230 06, 0.89]
Nagahara 2001 6 80 15 80 25% 0.35[0.13, 096] —
Neville 1999 7 56 23 56 36% 0.20[0. 08. 053] —_—
Tai 2015 12 100 27 100 43% 0.37[0.17, 0.78] —_—
Tepes 2016 10 120 19 116 32% 046[0.21, 1.05] —
Yanai 2012 3 B9 19 60 32% 0.12[003 042] e —
Total (95% Cl) 2692 2953 100.0% 0.65[0.57, 0.74] ()
Total events 463 749
Heterogeneity: Chi’=76.57, df=16 (P<0.00001); P=79% } f f |
Test for overall effect: Z=6.39 (P<0.00001) 001 01 . ] 10 100
4RHBBENER 3EBENER
5 —RBRBICHITD 4 BIHBEEE 3FIEEDREER (XF7FUIR)
ARIMBEE  SAEL 0dds Ratio 0dds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Catalano 2000 23 B4 25 b2  37% 080[037 172] —
Chung 2016 69 176 60 171 95% 1.19[0.77. 1.85] -
Georgopoulos 2013 38 123 35 123 62% 1.12[0.65, 1.94] —_
Gungor 2015 16 100 24 200 34% 1.40[0.70, 2.77] -
Heo 2014 62 162 55 162 87% 1.21[0.77. 1.90] -
Hsu 2014 14 102 9 103 20% 1.66[0.68, 4.03] -
Kim2013 48 135 34 135 56% 164097 277 —
Lee 2015 69 170 168 340 17.0% 0.70[0. 48, 1.02] —
Liou2017 309 535 262 535 272% 154[1.21, 1.95] -
Nagahara 2000 12 56 9 50 19% 1.24[0. 47. 3.20] n
Nagahara 2001 32 84 23 81 37% 155[081, 298] T
Neville 1999 24 47 15 48 19% 2.30[0. 99, 5.30] —
Tai 2015 28 92 15 92 27% 225[1.10, 457] a—
Tepes 2016 30 118 17 110 34% 1.86[0.96, 3.62] —
Yanai 2012 24 56 21 b4  31% 1.18[055, 252]  —
Total (95% CI) 2010 2256 100.0% 1.31[1.15, 1.49] )
Total events 798 762
Heterogeneity: Chi*=21.13, df=14 (P=0.10); I’=34% f t f {
Test for overall effect; Z=4.05 (P<0.0001) 001 01 I 10 100
4 HIREENER SRBENER
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Y=oy v VgL A B REE Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Ang 2015 24 1564 28 153 6.7% 0.82[045, 150] —T
Apostolopoulos 2015 53 182 28 182 56% 2.26[1.35 3.78] —
Chung 2016 50 170 39 176 76% 1.46[0.90, 2.38] —

Das 2016 10 35 6 33 12% 1.80[057, 568]

De Francesco 2014 11 110 39 220 66% 052[0.25 1.08] —=

De Francesco 2017 4 B3 3 63 08% 1.36[0.29 632] —
Georgopoulos 2016 38 178 19 175  42% 2.23[1.23, 4.04] —_—
Greenberg 2011 114 486 129 489 277% 0.86[0.64, 1.14] =T

Hsu 2014 11 102 6 102 15% 193[069, 545] -
Huang 2012 17 85 10 84 23% 185[0.79, 4.32] —
Kefeli 2016 17 130 17 130  42% 1.00[0. 49, 2.06] .

Lee 2015 51 170 35 170 69% 16501.01, 271] —
Lim 2013 21 86 15 78 33% 1.36[0. 64 2.87] -
McNicholl 2014 32 170 22 168 5.1% 1 54[0 85, 2.78] —
Park 2017 51 179 40 172 82% 3100871, 2.13] T
Tepes 2016 7 120 10 120 2.7% 068[0 25 1.85] —_—

Wu 2010 9 117 8 115 2.1% 110041, 3.00] T
Zullo 2013 8 90 13 90 33% O 58[0 28 1.47] —

Total (95% Cl) 2627 2720 100.0% 1.21[1.05, 1.39] ¢

Total events 528 467

Heterogeneity: Chie=31.42, df=17 (P=0.02); P=46% } f f |
Test for overall effect; Z=2.67 (P=0.008) 001 01 W 10 100

Y=y pVEENER 4RI REEDER
7 —RBREICSIFDY—T VY v VEEE 4 BIHRBEDREER (X9 7F UV R)

BT, 4HIPFHFREDS L DA TH L ZEDPWHREINTVE . ZoZhn, KHETH 4
HIPERFRE CTRVRERZ RS WRRESEZE L 6N, L ¥ X v DR 5.

F7, BB, ¥ —7 > ¥ v VT 36.3% (95%CI33.9~38.7%) T ), 4 HIfH
D0 38.2% (35.9~40.6%) & Wl L CRAEETH -7 (p=0.07).

6. =TI vIUEE (RIBEAN) EEATAREIZSD 4 BIEE ((RIESEAN) DLEE

YA~ ABH % G 4 HIREIEATECRING 5 2 AT E VA, #EFFTIZLIRT & ) RN E
NTELBEBHL I AV TH D, EBIIH AL KT 4 2 TH CAM R MNZ i Pk #4153 %
BRPUAREE L LTHER SN TWAE Y Y= V¥ v VL X~ A8F & & 4 FEED
HREORB L 72 RCT6 Mz V72257510 Y ATiE, TNEFNOL I A YO ITT T TO
BRI 80.7% (95%CI 77.5~83.6%) & 80.9% (77.8~83.8%), PP fi#tH T 86.5% (83.6~89.1%)
& 87.7% (84.8~90.1%) TH Y, HAMEIFEETH-7 (K 8). F7z, BIfEHHEEE, ¥ —
7YX VERETC 34.3% (95%CI130.5~382%) TH D, 4 #IPEHFRED 30.2% (26.6~33.9%) &
R L CHEAIRD Lo 72 (p=0.16).

AETIX, —REHEEE LCTAMEOHEIRL O X V2IRE LA, PAMEDE, v —47 v

‘/ﬂﬁwfi‘diz’ol D4 KIPERIFEE 2 IR L 72356, “RBRIE L X & L THAEZ RS BRI TT
FIW S TR\,
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(2) —

Y=y v VL EAYR 4RI Odds Ratio 0Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
De Francesco 2017 4 63 9 61 82% 039[0.11, 1.35] —_—
Faknheri 2012 24 148 29 148 23.3% 079[0 44, 1.44] —r
Kefeli 2016 17 130 16 130 133% 1.07[052, 2.23] B
Lee 2017 49 195 61 195 438% 074[047 1.15] -t
Ozturk 2017 13 47 8 48 55% [071 5.16] -
Yang 2015 23 90 9 109 58% 381[ 6, 8.75] —
Total (95% CI) 673 691 100.0% 1.01[0.77, 1.32]
Total events 130 132 T

Heterogeneity: Chi*=16.27. df=5 (P=0.006); I’=69%

Test for overall effect; Z=0.07 (P=0.94) 001 0l ! 10 100

V=Y v UEENER EANA 4 HIEENER

8 YU VIPIBEEEAVRAZESD 4 BIEDRER (X97F UV R)
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) 3-2 3) —RBE
—rRERERREDRSBLIA &EIEITEIH ?

o KHDFRIRZZE C—RFEaEZERRUCHEE, ZRREGEEUT, PPIE
R/ FPSYY, PEFYVUY, X bOZSYV—ILERVE 3 BIEEET
SKSHEET 3.

(B (58 (BEEL 100%), IEFVALANIL: A

AR5

(ARG 2 A K5 4 > 2015 (3745 2 i) )11 LARE, RCT A% 9 # 2% #iiF s hTw
LN, TO)LHEMDSHERENBDE3WMTHS. 1P EIA T hL0MET, 79
A7)y, F7udHy it 7T HMO S FIPHEED, Ihox&F w7 HEO 5 #Ib:
FAEEL VBREENEB VI E 2R LTEY (86.5% vs. 75.5%, * v X2, 95%CI 1.01~4.30,
p<0.04), EIEH DD 7%h -7 (36.6% vs. 77.4%, p<0.01). —KBRH& %1 10 H # O bismuth
quadruple therapy THh 5. 7259 1M * IEEPSOWET, 7EIH A2y, LE7n
FHY U EED 10 HEO 4 KIPEHEED, 7TEF VY ¥ (AMPC), LE7OFH Y v 2a4t
100 HM O 3HPEHA#BFEZEL VBREEIE I EARLTWAS (98.0% vs. 69.2%, RD 28.8%,
95%CI 15.7~41.9%, p<0.001). EIWEMRIZER DAL 4 HIBEAFHLETE 2o 72 (16.0% vs. 3.8%,
p=0.049). — R %13 standard triple therapy, non-bismuth quadruple therapy, bismuth
quadruple therapy TH 5. 9 1 2 IBEEISOMET, LRA7aFH Ty 2Hwzy—7F
VYR IIEEDS, LART7URT Y Uy ERED 3FEEL ) REESEVWI EERLTWS (84.3%
vs.75.3%, RD9%, 95%CI2.6~154%, p=0.006). EIWERIES —4 ¥ 3 ¥ WIREREDIT) 253
R L D 2 h 5 7278 (41.2% vs. 21.8%, p<0.001), (T& A EHEHIETH - 727203 s
WD e Do 72 (24% vs. 24%). —KEEWHIE 2 7Y 2Au< A 2V (CAM) & & 3 KIHL,
CAM &Ly —r vy VG TH L, TOLIXT I IVA 7)) vbkma—F/urzagd
SRIPERAFEER 2 —F )0 VICE Y= v Y v VIBENENTHH I EATRENT VS,

7272L, =a—F/urid, HATE H. pylori RREBEORFARR DS . F72, HATLAR

TOaEY Y Y O—KERIZ15% EHmL Y, LR 7OFY Y VIR ERBICL R 7o d 9y
Yaat SHPREOBRBRIIMENI E W XD, KBRBBEEIHATIIED Sk wv,

[HALHEES 2 A K5 4~ 2015 (3145 2 M) | TR S N7z, HATIT b Twb ik
FRHiZ:, PPI/AMPC/ A b =% —)b (MNZ) IZBF 553 2~ TlE, BRI 81.5~92.4%
EHESNTEY, PPIMTOZEIED SN TV, 2015 4F & DB S WK ) 75
¥ (VPZ) %72 VPZ/AMPC/MNZ 2 & 2 REEHE BT 28 270 TlE, BRI 805
~98.0% & S, PPI &R L 7-MGT 2% ClIZEIERO bNkeh o7z, HARTIZPPI B LKL
13 VPZ & AMPC/MNZ % FI\V72BRIRED D H 5.
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) 3-3 (&) ZRGHE
ERFEBEEEDR S LIA Y ZHIRITIN ?

OPPl, YITOFVY VX MOZSIYV—IVERBTPEFI VU VZEHIED
BleUI XV ZRET D (REREAM).
[HEERDIES 5§ (BEE 100%), IEFVAULANIL: B ]

PRER

2018 4 E TOCHMR TEIBRBICB L CTAFR L D 33 1% #Fh & D 24 *° @ RCT 23
7z. AFTIE, PPI+TEF T VY ¥ (AMPC) + ¥ ¥ 7u ¥4 ¥ (STFX) & PPI+ X bu =%
V=)V (MNZ) +STEX 12 & 2 ZWRBRWAERICEE 2R < 2% RN THIETE 2 LY X Vidhwn.

Murakami 5 V12 ZIRBE TR TH 72204 A2 512, =kBEE LTLARE (5~
Y 75V = (LPZ) 30mg+ AMPC 500mg, 4 51/ H, 14 H¥), LAL # (LPZ 30 mg+ AMPC
750mg+ LA 70 ¥4 ¥ (LVFX) 300mg, 2 0 /H, 7 HiH), LAS #f (LPZ 30mg+ AMPC
750mg+STFX 100mg, 2 [H/H, 7 HI) @ 3 BEH O LBHRES 217>, intention-to-treat (ITT) f#
i COFERIL LAS BEOBRR 25 70.0% & LA BED 54.3% I AR EICH { (p<0.05), LAL #
(43.1%) |3 LAS BEIZHAH BIZBREERDMRWHR (p<0.001) THh o7z (Ztiik). Furuta 5 2 13
R E TARBIITH o 72 180 AEKRIZ, TXTF V=) (RPZ) + AMPC +STFX ® 3 #l B
D (RAS) % 1 7213 2 P59 % B & RPZ+MNZ+STEX @ 3 Bt HI#E: (RMS) % 1
7203 2 HH ST B R4 BEIZIR D 201 RGBS L 72, ITT f##T & per-protocol (PP) AT &
HERAEE, RAS 1 BERELGHETZNZ 84.1% (37/44) & 86.4% (37/43) TH Y, RAS2 M
HHRHETENZN 88.9% (40/45) & 90.9% (40/44) TH -7z, RMS 1 lRHGHETEIThTh
90.9% (40/44), 90.9% (40/44) T 1) RMS 2 # [ $ 57 Tl 87.2% (41/47), 91.1% (41/45)
Tholz. INHADODL I A VEIZBWTHEETRO R o7z (Hiligk). 72 Mori 57 1%
TR TAREIITH o 72 121 AERRICTY X 75—V (EPZ) + AMPC +STEX @ 3 #lfi:
Hi##: (EAS) % 10 HRAT- /2% &, EPZ+MNZ+STEX @ 3 #IPEH#ED: (EMS) % 10 HRAT-
ToRECHBMGET L7z, WBHRRAHNZIZ 2 EHE O H. pylori D gyrA BREMRL, gyrA ZROfK
A 53 EAS £ & EMS BEOBRH A (2 Z I ITT T € 81.0%, 72.4%) (24 BAIER
Dol L HELTWS (EEL).

AL O TIE, Lim & Y E KRB £ TR TH 57259 AOBEEZNRIZ, V77 7F
YEEGLLVIAVTERBWEIT o728 25, BHEPPLEE (V7 775~ 150mg 1 H 2 [#&5:
(bid) + AMPC 1g 1 H 3 [l#%%5- (tid) + LPZ 60mg bid, 7 H#) O ITT BRI=AT96.3% TH 1,
W PPLAE (V) 7 7 7F ~ 150mg bid + AMPC lg tid + LPZ 30mg bid, 7 H#) @ ITT BRI
781% L DENR TV LG L7z Liou & V12 X A2 BEAFOBRAHHC 2 ML ERML 72 H. pylori
ERBHEE RS & L, Genotypic Resistance-Guided therapy & Empirical therapy 4 H % I
B L7=W7ETld, Genotypic Resistance-Guided therapy #£® 78% (160/205), Empirical thera-
py BED 72.2% (148/205) 23BN & 22 ), BREE, EWEHOHERRED > 754 7 ¥ 212
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AR %23 % h o7, Genotypic Resistance-Guided therapy #f Tld gyrA 2258, 23SrRNA Z 5,
CYP2C19 AR FH RIS E, EPZ &7 Y ¥ Y AR 7T HM, #i\TEPZ & MNZ 12
LVEX £7213 CAM £7237 b 7% 4 7 ) Y 2MAGDERY O 7T HH G552 —r v v v
WL AT SN, Empirical therapy # CTld 2N TOIREEEIZIED W TREESEIR S Wz IRk
IR W THEYN T WA ¥ SN BRBHEHUE H. pylori J&4e\239 % Empirical therapy (3,
fiffite, a2 b, BEOUHALEZEZETNI, Genotypic Resistance-Guided therapy DU
BRELTHATILHBTH S Lo bhz.

AFHA 5D 3ED RCT TidW§id STEX AV L ¥ XV TRIFAREESHE LN TEY
ZRBRWIZB VT STEX AR TH 2 W H 5 2%, I GmLE G L Tid—En i’
AP ONTHELTHIFMTHIETE L I X Vidhw,

LB, BBV TKR ) 7% ¥ +MNZ+STEX & PPI+MNZ+STEX IZB9 % RCT Y 3%
Bh, KT FH R 33IEG, PPLAE 30 JEB L MBI TH Y S OWE R,
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3)  Mori H, Suzuki H, Matsuzaki J, et al. Efficacy of 10-day Sitafloxacin-Containing Third-Line Therapies for
Helicobacter pylori Strains Containing the gyrA Mutation. Helicobacter 2015; 21: 286-294 (5~ %' L.)

4) Lim HC, Lee YJ, An B, et al. Rifabutin-based high-dose proton-pump inhibitor and amoxicillin triple regi-
men as the rescue treatment for Helicobacter pylori. Helicobacter 2014; 19: 455-461 (5 > %' L)

5) Liou JM, Chen PY, Luo JC, et al. Efficacies of Genotypic Resistance-Guided vs Empirical Therapy for
Refractory Helicobacter pylori Infection. Gastroenterology 2018; 155: 1109-1119 (5~ %' L.)

6) Sue S, Shibata W, Sasaki T, et al. Randomized trial of vonoprazan-based versus proton-pump inhibitor-
based third-line triple therapy with sitafloxacin for Helicobacter pylori. ] Gastroenterol Hepatol 2019; 34:
686-692 (5> % L) [ARFREARISI K]
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@ %X

® H. pylori BRERSAISHEIEEBRDOBETHICHEMN TH S.

mES5

Wk T RS O 22 Th T iBEEE O 5 2 bR, +HBBEEOBRRIC X
L FREMHIRIRIIZL O EF Y ANEREN TS 0 HEBEICE L TidZzotk, #H
RSO LY, T IRBES & MBS H. pylori BRI HRE 2 VT 5 2 EH LN T
HoHTY

HAOMEE LT, SV TIV—N/TEFIIYY /7)) A0<4 Y 3FMHIEHE]
FEROEEE, O RBEEEORFEERE, BRERIDIHETELNEN11%, 6% THLDIC
LT, BREHEBRAKIIEETIL 65%, 85% L HARICHWHEREZRLLLOPH LY. Tz,
HAT® 4,000 §l %8 2 5 L ik L FBIZETIL S, BRIFAO BEE - T RBEGomEFEIE 1
~2% R L IEHIEETH L LR ENTWS (B 1).

REWE SNz s 7L Ea— 7Tk, TTIRERE I H. pylori BRAIZEBHHE K

BEFEERFEER 1.9%
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2 5 tomEs
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& 0
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= BES
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GU: B&% DU +iEEES GDU B +—EBES
(Miwa H, et al. Helicobacter 2004; 9: 9-16 '® KD FE#1S TinH)

51



Treatment  Control Risk Ratio Risk Ratio

Study or Subgroup n/N n/N M-H, Random, 95% CI Weight M-H, Random, 95% CI
Avsar 1996 3/17 6/10 —— 3.1% O 29 [0. 09 0.92]
Bardhan 1997 10/1383 25/63 —-— 4.8% 9 [0.10, 0.37]
Bayerdorffer 1992 6/26 19/25 - 45% O 30 [0.15, 0.63]
Bayerdorffer 1995  15/132 51/116 - 5.4% O 26 [0.15, 043]
Bianchi Porro 1996 8/71 52/66 —-— 4.8% 4 [0. 07 0.28]
Carpintero 1997 31/72 34/39 = 6.3% 049 [0. 37 0.66]
Chen 1995 10/31 27/29 - 5.4% 0.35 [0.21, 0.58]
Figueroa 1996 3/583 34/39 —e 3.2% 006 [0. 02 0.20]
Graham 1992 6/47 34/36 —— 4.4% 4 [0.06, 0.29]
Hentschel 1993 4/50 42/49 —— 3.7% OO9 [0.04, 0.24]
Hosking 1992 2/61 22/45 — 2.4% O 07 [0.02, 0.27]
Kato 1996 3/27 12/18 —a— 3.2% 7 [0.05, 0.51]
Kim 2002 2/36 5/17 — 2.1% 9 [0. 04 0.88]
Lin 1994 1/18 11/18 —_— 1.5% 009 [0.01, 0.63]
Logan 1995 3/51 47/62 —— 3.2% 0.08 [O. 03 0.23]
Mantzaris 1993 2/12 6/8 —a— 2.6% 022 [0. 06 0.84]
0" Morain 1996 8/78 41/82 —-— 4.7% 1[0.10, 0471]
Pinero 1995 3/19 13/20 —— 3.2% 024 [0. 08 0.72]
Pounder 1997 0/56 4/22 —_— 0.8% 0.04 [O. OO 0.80]
Rauws 1990 117 16/21 —_— 1.5% 0.08 [0.01, 0.52]
Schwartz 1998 19/124 11/16 —- 5.4% O 22 [0.13, 0.38]
Shirotani 1996 2/18 9/14 — 2.5% 7 [0. 04 0.68]
Spinzi 1994 3/22 15/26 —e— 3.2% 024 [0. 08 0.71]
Tomita 2002 11/55 20/20 - 5.4% 1 [0.13, 0.35]
Unge 1993 48/157 50/76 - 6.3% 046 [0. 35 0.62]
Van Zanten 1999 10/98 25/45 - 4.9% 8 [0.10, 0.38]
Wang 1993 1/20 18/26 —_— 1.5% 0.07 [0.0], 0.50]
Total (95% ClI) 1501 1008 (] 100.0% 0.20 [0.15, 0.26]
Total events 215 (Treatment), 649 (Control)
Heterogeneity: Tau?=0.28; Chi*=85.11, df=26 (P<0.00001): P=69%
Test for overall effect: Z=11.74 (P<0.0001)
Test for subgroup differences: Not applicablle 1

0001001 O1 1 10 100 1,000
Favours treatment Favours control

2 H. pylori RE#EELSEEICHIT DT HREEEER RO DR (T EE8E
%)
(Ford AC, et al. Cochrane Database Syst Rev 2016; (4): CDO03840 " KD FEZS Tons])

BRI L CTARD (FIXHERREE 0.20, 95%CI10.15~0.26) (K12) TH Y, HiEBEHBIcEL T
BRI AT %) FHXHERREE 0.31, 95%C10.22~0.45) (K1 3) TH2H L LTwb

L7293 T, BTN <, 22X 714 FHIAESRE (NSAIDs) i & OB D 72\
B - T ESERI T, H. pylori DEGEW 21T\, H. pylori FpEREBIIX L TIEBRINIGH
ZIIRETH 5.

TR
1) Fiocca R, Solcia E, Santoro B. Duodenal ulcer relapse after eradication of Helicobacter pylori. Lancet 1991;

337:1614 (5~ ¥ L)
2) Sobhani I, Chastang C, De Korwin JD, et al. Antibiotic versus maintenance therapy in the prevention of
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Treatment  Control Risk Ratio Risk Ratio

Study or Subgroup n/N n/N M-H, Random, 95% CI Weight M-H, Random, 95% ClI
Axon 1997 16/72 17/35 —a— 11.6% 0.46 [0.26, 0.79]
Bayerdorffer 1996 4/52 34/62 —— 7.4% 0.14 [0. 05, 0.37]
Befrits 2004 10/42 24/33 - 11.2% O 33 [0.18, 0.58]
Fukuda 1995b 3/36 19/48 —— 6.2% 110 07, 0.66]
Graham 1992 2/15 8/11 — 5.0% O 18 [0.05, 0.70]
Kato 1996 8/28 11/26 —= 9.5% 0.68 [0. 32, 1.41]
Lazzaroni 1997 6/28 16/24 —-— 9.3% 0.32 [0.15, 0.69]
Malfertheiner 1999 12/97 13/48 —= 9.9% 0.46 [0. 28, 0.92]
Meining 1998 0/77 10/70 —_—— 1.5% 0.04 [0. OO, 0.73]
Sung 1995 1/22 12/23 —_— 2.8% 0.09 [0.01, 0.62]
Tomita 2002 14/83 156/172 - 12.3% 0.19 [0.12, 0.30]
Tulassay 2008 40/245  36/127 - 13.3% 0.58 [0.39, 0.86]

Total (95% CI) 797 679 . 100.0% 0.31 [0.22, 0.45]
Total events 116 (Treatment), 356 (Control)
Heterogeneity: Tau?=0.22; Chi*=29.09, df=11 (P=0.06); P=62%
Test for overall effect; Z=6.27 (P<0.0001)
Test for subgroup differences: Not applicablle ‘

0001 001 01 1 10 100 1,000
Favours treatment Favours control

3 H. pylori FREEFREE CHOREICHIIDEESBREY RO DK (BIEH6AE)

3)

4)

5)

6)

7)

9)

10)

11)

12)

(Ford AC, et al. Cochrane Database Syst Rev 2016; (4): CDO03840 " Kb Fa%15 Cingl)

duodenal ulcer recurrence: results of a multicentric double-blind randomized trial. Gastroenterol Clin Biol
1995; 19: 252-258 (5 ¥ %' I»)

Lam SK, Ching CK, Lai KC, et al. Does treatment of Helicobacter pylori with antibiotics alone heal duodenal
ulcer? a randomised double blind placebo controlled study. Gut 1997; 41: 43-48 (5 > %' L»)

Zanten SJ, Bradette M, Farley A, et al; The DU-MACH study. eradication of Helicobacter pylori and ulcer
healing in patients with acute duodenal ulcer using omeprazole based triple therapy. Aliment Pharmacol
Ther 1999; 13: 289-295 (5~ %' Ls)

Wong BC, Lam SK, Lai KC, et al. Triple therapy for Helicobacter pylori eradication is more effective than
long-term maintenance antisecretory treatment in the prevention of recurrence of duodenal ulcer: a
prospective long-term follow-up study. Aliment Pharmacol Ther 1999; 13: 303-309 (5 > %' L1)

Ng EK, Lam YH, Sung J], et al. Eradication of Helicobacter pylori prevents recurrence of ulcer after simple
closure of duodenal ulcer perforation: randomized controlled trial. Ann Surg 2000; 231: 153-158 (5 > %'
L)

Fukuda Y, Yamamoto I, Okui M, et al. Combination therapy with a proton pump inhibitor for Helicobacter
pylori-infected gastric ulcer patients. J Clin Gastroenterol 1995; 20 (Suppl 2): S132-5135 (5~ ¥ L.)
Lazzaroni M, Perego M, Bargiggia S, et al. Helicobacter pylori eradication in the healing and recurrence of
benign gastric ulcer: a two-year, double-blind, placebo controlled study. Ital ] Gastroenterol Hepatol 1997;
29:220-227 (5 9 1)

Axon AT, O'Moréin CA, Bardhan KD, et al. Randomised double blind controlled study of recurrence of
gastric ulcer after treatment for eradication of Helicobacter pylori infection. BMJ 1997; 314: 565-568 (5 > %
L)

Malfertheiner P, Bayerdérffer E, Diete U, et al. The GU-MACH study: the effect of 1-week omeprazole
triple therapy on Helicobacter pylori infection in patients with gastric ulcer. Aliment Pharmacol Ther 1999;
13:703-712 (5 ¥ 5 L)

Seppdld K, Pikkarainen P, Sipponen P, et al. Cure of peptic gastric ulcer associated with eradication of
Helicobacter pylori: Finnish Gastric Ulcer Study Group. Gut 1995; 36: 834-837 (5 ¥ %' L»)

Graham DY, Lew GM, Klein PD, et al. Effect of treatment of Helicobacter pylori infection on the long-term
recurrence of gastric or duodenal ulcer: a randomized, controlled study. Ann Intern Med 1992; 116: 705-
708 (3% L)

53



13)
14)

15)

16)

17)

Kim N, Oh JH, Lee CG, et al. Effect of eradication of Helicobacter pylori on the benign gastric ulcer recur-
rence: a 24 month follow-up study. Korean J Intern Med 1999; 14: 9-14 (5 > %' 1)

Van der Hulst RW, Rauws EA, Koycu B, et al. Prevention of ulcer recurrence after eradication of Helicobac-
ter pylori: a prospective long-term follow-up study. Gastroenterology 1997; 113: 1082-1086 (35 > %' Ls)
Asaka M, Kato M, Sugiyama T, et al. Follow-up survey of a large-scale multicenter, double -blind study of
triple therapy with lansoprazole, amoxicillin, and clarithromycin for eradication of Helicobacter pylori in
Japanese peptic ulcer patients. ] Gastroenterol 2003; 38: 339-347 (5 > %' L»)

Miwa H, Sakaki N, Sugano K, et al. Recurrent peptic ulcers in patients following successful Helicobacter
pylori eradication: a multicenter study of 4940 patients. Helicobacter 2004; 9: 9-16 (3F5 > %' L)

Ford AC, Gurusamy KS, Delaney B, et al. Eradication therapy for peptic ulcer disease in Helicobacter
pylori positive people. Cochrane Database Syst Rev 2016; (4): CD003840 (X %)
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* RERDEEBATHICIEERRSZIT SUEIFRL.

mES5

WAV TR, BREBOBEHERE T2 HiE LB S 3B 2w v ) o8iEiza v
LU AERSTWS V2 HARIZBIFS 4,000 Bl% 2 5% i L FFTEIC L % &, BRI
DAL B OFFERIT 1~2% LMD TN E2E Y ShTwb. —FTid, Hils - +
“HBARS CIRBRBEARI O G, 1 EROEETIIEEIEZ NN per-protocol (PP) f##T 12T
64.5% & 85.3% Td 1), BRWHINEE CIIBREARIIE & MR THEICERBEOTHRZWHIT 5 0
D, 1ERIZENZN114% L 68%BDFIEHIAEL L2 L MY SNTBYEFRLETH .

BRI AR IE I RE OB, AEINEAHTH ), BREARIENCE L T, BREHE
TOMIZEEAFIR L TL WM D 5 72 0Pl (CQ4-1, CQ4-2Z M) LT L\,
LAL, BRERIIBIZBWTIE, HRTEWELZZET Y A0, EFEERNEEE L&
DT, BHIBOPHEERE (VbW B HERHRE) B ELR W EEZ N5,

3R

1) Van der Hulst RW, Rauws EA, Koycu B, et al. Prevention of ulcer recurrence after eradication of Helicobac-
ter pylori: a prospective long-term follow-up study. Gastroenterology 1997; 113: 1082-1086 (5 > 4" L1)

2) Malfertheiner P, Megraud F, O'Morain C, et al. Current concepts in the management of Helicobacter pylori
infection: the Maastricht 2000 Consensus report. Aliment Pharmacol Ther 2002; 16: 167-180 (5 > %" L1)

3) Miwa H, Sakaki N, Sugano K, et al. Recurrent peptic ulcers in patients following successful Helicobacter
pylori eradication: a multicenter study of 4940 patients. Helicobacter 2004; 9: 9-16 (3E5 > %' L)

4) Asaka M, Kato M, Sugiyama T, et al. Follow-up survey of a large-scale Multicenter, double -blind study of
triple therapy with lansoprazole, amoxicillin, and clarithromycin for eradication of Helicobacter pylori in
Japanese peptic ulcer patients. ] Gastroenterol 2003; 38: 339-347 (5 > %' L1)
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Rt OGRS L TRk 4 2 ED L OMEH D, 2017 FDOLE 2 — VT, BRRED)
BOERRY 2 P LR & FRGRIIEH 4.3%, 31%EWMEINTWAE. bOEICELTIE6
e RIS N TEB D, FEPEIL3IE Random effects model (2 & % FHE A 1T THE 2.0%
(95%C10.33~4.69) LG EN TS, BRIFHERIZEETH D, EDORICTHE H. pylori HFlE
L BJRKE UTHER (BRIFHER OB bd b, FHERDS, BRIEEFICE D H. pylori ASE K
L DHEEL, ZORENLDFL2EIERLFEEEE RS2 L2 BERT 2010, B
BRI EIREC H. pylori 2SERBR > TV AICh b bR L HE S h, K- TH
LA 2 T 2 H 2 B EKRT A,

BRI O W O AR T-HES % Wik L 72 b SEl o Bt bR, 3 2.0%% 1.2%° 0.22%7
EHEENTWS. PCR-RFLP 12 & 2 L& O W O R E 2 78 2 T, Bk 1
ELREICHBEE 2572 10BIOTRTICBWTHRRHINE R 2 5W2ROTEY, R LWH%ED
FHERDWERED RN EE R HGNTWD. —T5, 6 7 HRICHETEE 572 8 i 341 (37.5%)
DREAT LR CEZROTBY, BREHERHOMEEEEZONE. ZOMETIE, BREGH
T A BBIIRFEGAER, B, MR IRAED T XTHRBRIED b O % BRI ) & H W
LCWwah, BEREGIAAAEL TV 5. BREHEIGEIEICT ) LEDD 5755, NGRS
& DRI 5O TR H UL, TRETEEITRETH 5.

PlEL D, BATOBRBEBEEBREHCHEICBOT, REZICHBEELL/ZEMZZDIEE AL
PEEGTH Y, MR oRE Y 2 EET L LR ERIIER 2% DT E b s,

LR

1) HuY, Wan JH, Li XY, et al. Systematic review with meta-analysis: the global recurrence rate of Helicobacter
pylori. Aliment Pharmacol Ther 2017; 46: 773-779 (X %)

2) Okimoto T, Murakami K, Sato R, et al. Is the recurrence of Helicobacter pylori infection after eradication
therapy resultant from recrudescence or reinfection in Japan. Helicobacter 2003; 8: 186-191 (37K — )

3) Adachi M, Mizuno M, Yokota K, et al. Reinfection rate following effective therapy against Helicobacter
pylori infection in Japan. ] Gastroenterol Hepatol 2002; 17: 27-31 (37— )

4) Take S, Mizuno M, Ishiki K, et al. Reinfection rate of Helicobacter pylori after eradication treatment: a long-
term prospective study in Japan. J Gastroenterol 2012; 47: 641-646 (2 7R — I)
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H. pylori BRHRHREOME R OO E D & L THmMERE %D 5 I3 H EESGIE (gastroe-
sophageal reflux disease : GERD) D# 72 2 FHER Z DHEARE SN CTE 72179 BREHHREIC
GERD 28543 2 EELBERO V& DIE, BRHIC X 2 HERFEISRO KIEOWHIZ L 5 HEESW
DOEETH Y, BREHICPPI 285352 & TGERD BIEZ PRI TE L LI HiGd 55 Y
WK Tl H. pylori &SRS RIESS E 220550 <, BIRIRETH 2IEBINL 720, BRIWZ I
IR L CIEBRIREEIC 2 ), GERD JERDOWHEDS A SN S &) HiFH % 0,

HARTIZFCK & I U TR E RSO T, BB # ISR 1 2 M BRIRTE IS 72 2 IEBIA3E »
EEZOND. ZD70, BRRKEOBRSWEE &7z H 0L RO 2L 2 Z Bl I
BT LUENDH L. HAPS, HEERREETIEEMNITBEEE 2 22588 Tl pH 212373 »
EVIWEDH LT F2, BREBROSTEEEE RIS EOERICEBERILANV =T OfFEE BT
2L H LY BOLOKRE & GERD & OB TIX, BRE#EN, EMo GERD SEIROELIE
v ? GERD BH K3 % BRW % GERD FEIRFEA:31% 13.8%, FEBRH B TIX 249% TH - 72
(p=00D)" 2 &, LLARWICLY GERD OUGEEZRBDIZE VI MEDVH 5B, £z, AT
) Y AR B b H. pylori BEWEHIL GERD 4D A7 ZHMS € oizt 3hTw5
(F v X087, 95%C10.66~1.14, p=0.103)"". L2°L, 77 AZBWTIX H. pylori BRI
HHY GERD F82E D) A 7 % 84N S &7z (X fabiEE 4.53, 95%CI11.66~12.36) &\9) A ¥ 7 F 1)
AP L) BENOFHPLETH L.

VLl &b, #itk s GERD D54 - HEOWRMEIIR/ETE 2w, 207:I12H L
PSS B ORBEERE D5 I LI VE VI I v v FABELNTWE EFE 2 T LW,

TR

1) Labenz J, Blum AL, Bayerdorffer E, et al. Curing Helicobacter pylori infection in patients with duodenal
ulcer may provoke reflux esophagitis. Gastroenterology 1997; 112: 1442-1447 (35 > %' Ls)

2) Hamada H, Haruma K, Mihara M, et al. High incidence of reflux oesophagitis after eradication therapy for
Helicobacter pylori: impacts of hiatal hernia and corpus gastritis. Aliment Pharmacol Ther 2000; 14: 729-735
GE5v 5 L)

3) Fallone CA, Barkun AN, Friedman G, et al. Is Helicobacter pylori eradication associated with gastroe-
sophageal reflux disease? Am ] Gastroenterol 2000; 95: 914-920 (3E5 ¥ %' Ls)

4) Rokkas T, Ladas SD, Liatsos C, et al. Effectiveness of acid suppression in preventing gastroesophageal
reflux disease (GERD) after successful treatment of Helicobacter pylori infection. Digest Dis Sci 2001; 46:
1567-1572 (5 &' 1s)

5) El-Omar EM, Penman ID, Ardill JE, et al. Helicobacter pylori infection and abnormalities of acid secretion in
patients with duodenal ulcer disease. Gastroenterology 1995; 109: 681-691 (27— k)

6) Tefera S, Hatlebakk JG, Berstad A. The effect of Helicobacter pylori eradication on gastro- oesophageal
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7)

8)
9)

10)

11)

12)

reflux. Aliment Pharmacol Ther 1999; 13: 915-920 (37K — b)

Fukuchi T, Ashida K, Yamashita H, et al. Influence of cure of Helicobacter pylori infection on gastric acidity
and gastroesophageal reflux: study by 24-h pH monitoring in patients with gastric or duodenal ulcer. |
Gastroenterol 2005; 40: 350-360 (271~ — k)

Tsukada K, Katoh H, Miyazaki T, et al. Factors associated with the development of reflux esophagitis after
Helicobacter pylori eradication. Dig Dis Sci 2006; 51: 539-542 (3E5 > %' Lv)

Qian B, Ma S, Shang L, et al. Effects of Helicobacter pylori eradication on gastroesophageal reflux disease.
Helicobacter 2011; 16: 255-265 (£S5 >~ %' Ls)

Saad AM, Choudhary A, Bechtold ML. Effect of Helicobacter pylori treatment on gastroesophageal reflux
disease (GERD): meta-analysis of randomized controlled trials. Scand ] Gastroenterol 2012; 47: 129-135 (X
2)

Tan J, Wang Y, Sun X, et al. The effect of Helicobacter pylori eradication therapy on the development of gas-
troesophageal reflux disease. Am ] Med Sci 2015; 349: 364-371 (X %)

Xie T, Cui X, Zheng H, et al. Meta-analysis: eradication of Helicobacter pylori infection is associated with the
development of endoscopic gastroesophageal reflux disease. Eur ] Gastroenterol Hepatol 2013; 25: 1195-
1205 (X %)
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3R

1) Sugano K. Effect of Helicobacter pylori eradication on the incidence of gastric cancer: a systematic review
and meta-analysis. Gastric Cancer 2019; 22: 435-445 (X %)

2) Lee YC, Chiang TH, Chou CK, et al. Association Between Helicobacter pylori Eradication and Gastric Can-
cer Incidence: A Systematic Review and Meta-analysis. Gastroenterology 2016; 150: 1113-1124 (X %)

3) Doorakkers E, Lagergren J, Engstrand L, et al. Eradication of Helicobacter pylori and Gastric Cancer: A Sys-
tematic Review and Meta-analysis of Cohort Studies. ] Natl Cancer Inst 2016; 108: djw132 (X %)

4) Kamada T, Hata J, Sugiu K, et al. Clinical features of gastric cancer discovered after successful eradication
of Helicobacter pylori: results from a 9-year prospective follow-up study in Japan. Aliment Pharmacol Ther
2005; 21: 1121-1126 (FF> > ¥ Ls)

5) Take S, Mizuno M, Ishiki K, et al. The long-term risk of gastric cancer after the successful eradication of
Helicobacter pylori. ] Gastroenterol 2011; 46: 318-324 (2 7R— )

6) Kodama M, Murakami K, Okimoto T, et al. Histological characteristics of gastric mucosa prior to Helicobac-
ter pylori eradication may predict gastric cancer. Scand ] Gastroenterol 2013; 48: 1249-1256 (35 > %' L1)
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3CRR

1) Terano A, Arakawa T, Sugiyama T, et al. Rebamipide, a gastro-protective and anti-inflammatory drug,
promotes gastric ulcer healing following eradication therapy for Helicobacter pylori in a Japanese popula-
tion: a randomized, double-blind, placebo-controlled trial. ] Gastroenterol 2007; 42: 690-693 (5 > %' L)

2) Higuchi K, Fujiwara Y, Tominaga K, et al. Is eradication sufficient to heal gastric ulcers in patients infected
with Helicobacter pylori? a randomized, controlled, prospective study. Aliment Pharmacol Ther 2003; 17:
1117 (55 L)

3) Song KH, Lee YC, Fan DM, et al. Healing effects of rebamipide and omeprazole in Helicobacter pylori-posi-
tive gastric ulcer patients after eradication therapy: a randomized double-blind, multinational, multi-insti-
tutional comparative study. Digestion 2011; 84: 221-229 (5 > % 1)

4) Hiraishi H, Haruma K, Miwa H, et al. Clinical trial: irsogladine maleate, a mucosal protective drug, accel-
erates gastric ulcer healing after treatment for eradication of Helicobacter pylori infection: the results of a
multicentre, double-blind, randomized clinical trial (IMPACT study). Aliment Pharmacol Ther 2010; 31:
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2012; 47: 904911 (5 —2 3> FO—JL)
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BQ 5-6 (1) NSAIDs & (KRB 7 2 &Y v at) [#5 - ik
NSAIDs ;BB &EU S ADEWIXEH ?

B %
© NIREEN (CHEIBEDO AT SN 3I~5mm KEEVSA, TNULEEEET
B EDBL.

RSk

HE L OHADENIOWT, [THILHEGZIHET A I 4 >~ 2015 (SET4 2 W) J AR Hi7:
7 SRR S 72 v o 72, FREALRR A I IR IR £ CORBERIEZ V5 A, FEBEAGI % 8L 2
BRI R & S & L T D, NSAIDs O FRiRBie g L Ly A7 74 v 7 L
Y a—TId, WS 3mm U EDOKRE SOMBRIBZEE R SNRm P mDE L,
Wi 5mm YL EOKE SORBEKEZERE L EHRLTVD ) L2 > T, WK IR
DREEN3I~5mm Kz NS A, TNULZEREET L08R TH 5.

STHK
1) Yeomans ND, Naesdal J. Systematic review: ulcer definition in NSAID ulcer prevention trials. Aliment
Pharmacol Ther 2008; 27: 465-472 (X %)
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(1) NSAIDs ;&% (RR87 AU v Z2) [EZ - K]

BQ 5-7 (1) NSAIDs BB (ERE7 2 Y v at) [ - i
NSAIDs i &B0DU A JAF(X{@h ?

@ %X

o HMEEZEEIER, HEIWSSEERE, SRAE NSAIDs ¥ NSAIDs OHAE,
PUREEE - FUIVREPHEER 704 R, EXRRAKR—~OHAE, Snd,
EEREHEZRIZENERYXAIERFTHS.

fEaR

(AL B S HE A N T A4 >~ 2015 (SLET 48 2 W) | DB 3 72 70 SCHR R 1 70 2 o 72,
NSAIDs {8H D81 A 7 ¥ & LT, HALE I Z M- 72 EEE R D T oD, hEEE
DY A7 AT LTEEmE, BEOMAE, WEATaA FOH, SHE NSAIDs X 2 ffifH
DL ko> NSAIDs fli I, it - JuiiMIER 0 & 235 OB, H. pylori B, T4
BB T5H, CARAKA— NOHHABHITONL "0 CNODORTAEZ 5I13E, W
LEWIMD ) X7 258 £ % % 7. NSAIDs it O # 12, NSAIDs % 453 554121,
NSAIDs &% O BRI L OER Z ) LEIH 5.

3R

D
2)

3)

4)

5)

6)

7)

Gabriel SE, Jaakkimainen L, Bombardier C. Risk for serious gastrointestinal complications related to use of
nonsteroidal anti-inflammatory drugs: a meta-analysis. Ann Intern Med 1991; 115: 787-796 (X %)

Garcia Rodriguez LA, Jick H. Risk of upper gastrointestinal bleeding and perforation associated with indi-
vidual non-steroidal anti-inflammatory drugs. Lancet 1994; 343: 769-772 (r—23vbhO—JL)

Silverstein FE, Graham DY, Senior JR, et al. Misoprostol reduces serious gastrointestinal complications in
patients with rheumatoid arthritis receiving nonsteroidal anti-inflammatory drugs: a randomized, double-
blind, placebo-controlled trial. Ann Intern Med 1995; 123: 241-249 (GZFN)

Huang JQ, Sridhar S, Hunt RH. Role of Helicobacter pylori infection and non-steroidal anti-inflammatory
drugs in peptic-ulcer disease: a meta-analysis. Lancet 2002; 359: 14-22 (X %)

Boers M, Tangelder MJ, van Ingen H, et al. The rate of NSAID-induced endoscopic ulcers increases linear-
ly but not exponentially with age: a pooled analysis of 12 randomised trials. Ann Rheum Dis 2007; 66: 417-
418 (X %)

Etminan M, Lévesque L, Fitzgerald JM, et al. Risk of upper gastrointestinal bleeding with oral bisphospho-
nates and non steroidal anti-inflammatory drugs: a case-control study. Aliment Pharmacol Ther 2009; 29:
1188-1192 (5 —223 ¥ FO—JL)

Koch M, Dezi A, Tarquini M, et al. Prevention of non-steroidal anti-inflammatory drug-induced gastroin-
testinal mucosal injury: risk factors for serious complications. Dig Liver Dis 2000; 32: 138-151 (##&%7)
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BQ 5-8 (1) NSAIDs & (KRB 7 2 &Y v at) [#5 - ik
NSAIDs OfEfEIC & WiEE () RERICENG DD ?

@ &
© NSAIDs j&% (LHIM) DFRERGEYDFRICKVENHS.

RSN

NSAIDs %55 & il 7 & DG HHEDFEFFEIIC L 5 ) 27 DENZOVTIE, 4D AT F
) Y ARRE SN T VDS Y

EHFAEICE L TIE, COX-2 B BISESE & JERINY NSAIDs &K L7z AT~ T4 v 7
LEa—I2k %k, COX-2BIRMMIESRITH] S 22 IERINA NSAIDs (ZLE-N,  E5I84: AR
LLTw5BY

W7 EOAPHEICE LT, 12 028 T 14 M3H o NSAIDs (2350 2 Wtk, 22U
BOZHEPBTOI AT AT TF I I ADRLRENT VS, ZOKE, HMEREZS 77
O7xr%1ETHE3[0058 RETIZILHIIRATYZY 2010 EI28FEINTZY A
FRTFA v 7L a—IZBWT, EEHLE D) 27 OBGECIZEAR S R wa y ha—
IVBE & PR U 22 A fE BREE 2S8R NSATIDs T 4.5 %, COX-2 BRI ES T 1.88 15 TH -
72, EHIZHK NSAIDs IZBWTEDH Y, L aFxy 71428, A 770702238, V7
07 )7 3614% YaFiha804E ketorolac X 145415 TH -7 (E 1), F72 2012 4

100 5
@ 1454
n 104
o ] }8.00
u ] 5.12{5.14
& 7 ES 61 4.15 E4‘60 E E4.00
e | .
% J }2,12E2.23
142
] T T T T T T T T T T T
Tll' UH) < [ T‘I' [e0] LO — N Cl\ll g
£ Bl 4= T X or= T = g @
Ys S5 7t gt B, gr gt bLgLogo gt
7c 88 58 78 3R £g 2% 9% 58 88 *8
o BA T | - ]
7% % Ig 45 bf ¥s ¥3 is b3 "9 o
Q a 0 7 Q AR ] I Q I
= Y =2 =& T & =& = &= - s

1 NSAIDs [CKD EEBBEEELRmMD U XD
(Masso Gonzalez EL, et al. Arthritis Rheum 2010; 62: 1592-1601 2 KDFEZS Condl)
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(1) NSAIDs ;&% (RR87 AU v Z2) [EZ - K]

123 NSAIDs FEE R D22 fLIE BB RHALE I EOEPHED) A7 ICBET 527 7 F1) VAN
MG EINT, 16 MO NSAIDs DX EB AT 1.4~185 F THHEIC L > TY A7 DEDH S
ZEAIRENT Y

Xk

1) Hooper L, Brown TJ, Elliott R, et al. The effectiveness of five strategies for the prevention of gastrointesti-
nal toxicity induced by non-steroidal anti-inflammatory drugs: systematic review. BMJ 2004; 329: 948 (4
2)

2) Garcfa Rodriguez LA. Non-steroidal anti-inflammatory drugs, ulcers and risk: a collaborative meta-analy-
sis. Semin Arthritis Rheum 1997; 26 (6 Suppl 1): 16-20 (X %)

3) Massé Gonzélez EL, Patrignani P, Tacconelli S, et al. Variability among nonsteroidal antiinflammatory
drugs in risk of upper gastrointestinal bleeding. Arthritis Rheum 2010; 62: 1592-1601 (X %)

4) Castellsague J, Riera-Guardia N, Calingaert B, et al. Individual NSAIDs and upper gastrointestinal compli-
cations: a systematic review and meta-analysis of observational studies (the SOS project). Drug Saf 2012;

35:1127-1146 (£ %)
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BQ 5-9 (1) NSAIDs BE(EEE7 21 >a) [B2% - fikhE)

NSAIDs D2 5EIC & ViEE (W) FERISENHSH ?

@ %

® NSAIDs ;&% (HIM) DOFELR(F NSAIDs DIRSEICIKET D.

RSN

NSAIDs O$ 5812 & 2 EERL MO FERICE T 2851, DTFIORT £ ) IBCkomE
AHLTH Y, EEFEAR L) LS 2LV & & OB HEDOME 2% .

5 TEOWIZET 3 Fi%H D NSAIDs (2B % ik, 2ZEfLMEEE OIS X 2 HxHEREED 2 &
TV IARLRENT VS, ZOFRE, HEKAEICHNERED LA LEEDO Y A 7 Hi
MmLTw22b (E1).

2010 SEOECTH MR L 0 EAETHIML, 2o A7 AWML TWwiz2 20124E0 X ¥
7TF) Y AT, LS, LI S OEEAPHEICHET A X 7120w T §HE O
NSAIDs O & T OMM R HRE Sz, £ ORI TR L K LS
THXHERREA 2~3FF T hA L. CoMEToRARLSEHARO S v M4 7fHIZY /0
7xF v 27 75~100mg/H, £L 3% 7200mg/H, 1~ K24 50~100mg/H7%&T

Hotz?
14
mJ7JO7Jzv
12 1|m 7O+t
10 - AV RATT Y
B
Z g
D
rary
% 6
4 |
2 4
O d
K~hAE SAE

1 NSAIDs DIESEICKDIEEY R U DLE
(Garcia Rodriguez LA. Semin Arthritis Rheum 1997; 26 (6 Suppl 1): 16-20 " KD FFEZES CTindl)

TR
1) Garcia Rodriguez LA. Non-steroidal anti-inflammatory drugs, ulcers and risk: a collaborative meta-analy-
sis. Semin Arthritis Rheum 1997; 26 (6 Suppl 1): 16-20 (X %)
2) Mass6é Gonzélez EL, Patrignani P, Tacconelli S, et al. Variability among nonsteroidal antiinflammatory
drugs in risk of upper gastrointestinal bleeding. Arthritis Rheum 2010; 62: 1592-1601 (X %)
3) Castellsague J, Riera-Guardia N, Calingaert B, et al. Individual NSAIDs and upper gastrointestinal compli-

cations: a systematic review and meta-analysis of observational studies (the SOS project). Drug Saf 2012;
35:1127-1146 (X %)
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(1) NSAIDs ;&% (RR87 AU v Z2) [EZ - K]

BQ 5-10 (1) NSAIDs BB (EBB7 2 £ »at) @ - ik
NSAIDs OS5 L LFETES (L) BERICENSHIH ?
@ %

® NSAIDs #2155 & LR TIFHEBFHERICENTRL.

RS

[THALHEES 2 A A KT 4 > 2015 (BG4 2 MO | DR H 72 20 SCHk RS 1 7 2 o 72,

AR DWIDGRERR X - M IE R ERIR 2 S W E IR 2 RS LT P REIRN W72 5. Z o0k
EIEH G- TR G2 U CRIPGREE A, MAPREDLRWE SN TwD Y f/ilS ik
NSAIDs O# 0% 5., FEE#GOWIThICBW T ay bu— VT L THME O 2 ¥
7oy VvERKTTALHMEL TN Y BRIIRGHICBCT, 4V FA5 T ORI LA
HTHEBEORERIIBOBD 152%, 167% & =Dl o7z OWMEDNDH 5 2,

EERT VT4 TICF 7O Ft v 2R Uz #E L BTG U783 ORI B % gt
L7, 28 HUIN TR S-D 13 9 2% Modified Lanza score 23E 2o 7228, N 7
FRIZOWTEAWTH Y, FLEERERIRIN TRV

WINORERED S HEEFEICEH LT, BIETHRAERENBD TS L3V,

WA A BEICB L C, NSAIDs DfEII4 5 & AR DI AEAR O E NI BT 5 i 13K S
Nehroiz.

3R

1) Holt LP, Hawkins CF. Indomethacin: studies of absorption and of the use of indomethacin suppositories.
Br Med J 1965; 1 (5446): 1354-1356 (3ES > %' Ls)

2) BiH E OIASHERL HRRT, 13A BRI X 2 WWEONESIE X OWRBERIYMGES. Progress of
Digestive Endoscopy (ML N BLEE D HE %) 2006; 28: 24-28 (FES > 5 L)

3) dEfL FTAETTA KRR, (34 NSAIDs ENBGARERET ) v < F BE B 5 Hilicow
TORRRMIRET. R 7 < F 1998; 10: 130-141 (5 —2R 2 Y —X)

4) Lipscomb GR, Rees WD. Gastric mucosal injury and adaptation to oral and rectal administration of
naproxen. Aliment Pharmacol Ther 1996; 10: 133-138 (3£ 5 > 4 L1)
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BQ 5-11 (1) NSAIDs BB (KRB 7 2 £ v at) (@5 - wiE

Q‘S;NDS DERES L SHZSTES (W) FERICENHS

@ &
© NSAIDs ;&% (L) OFEEFZEIRSICKIVIENT 3.

RSk

NSAIDs DK H TOMALHES, By 2 712 LT, JE7 AE ) ¥ NSAIDs D HI
HoOMEIIMBE SN o7, NSAIDs &7 AE) Y OB, COX-2 BINWHEREEL 72
YOPEHOY) A7 OMETIE, HREREA NSAIDs 5.3, 7AY 1) » 3.9, NSAIDs &7 ALK
YHERTI27 LY A7 SRR L, COX-2#IRMHE 1, 7AEY ¥ 36, COX-2EIRMMAEL
TAEY VBT 145 £ ) A ER L2

2018 FEICKBIBLEF L T b T = R=ZA 2 FH L7=ARIRICBIT B 75— A3 bua— Vs
S Sz WAEMERES B L O EEHLE IO Y 22 (F v X)) 1, 3 v b= ViR
L C, NSAIDs, COX-2:ERMFHESE, LDA, P/, PigEBESEoLHRMAIcLy, £
neEN1# (138, 1.74), 2% (248, 3.95), 3#ILLL (452, 7.77) LV A7 B LA L2

3CRR

1) Lanas A, Garcia-Rodriguez LA, Arroyo MT, et al. Risk of upper gastrointestinal ulcer bleedingassociated
with selective cyclo-oxygenase-2 inhibitors, traditional non-aspirin non-steroidal anti-inflammatory drugs,
aspirin and combinations. Gut 2006; 55: 1731-1738 (y —23¥ O —)L)

2) Sugisaki N, Iwakiri R, Tsuruoka N, et al. A case-control study of the risk of upper gastrointestinal mucosal
injuries in patients prescribed concurrent NSAIDs and antithrombotic drugs based on data from the
Japanese national claims database of 13 million accumulated patients. ] Gastroenterol 2018; 53: 1253-1260
(r—23vbo—-0)
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(2) 3EERH NSAIDs &% [E%]

BQ 5-12 (2) 3ERIREY NSAIDs 355 [4&]
H. pylori BR&E;&%E T NSAIDs BEDBEXRIISESH ?
@ %

o EELAAIE, NSAIDs FRFICRVEE UTSEBICHE 3 H. pylori RER,
SHREEBHEL.

PR
EALTER BB AT A B 4 > 2015 (SET 45 2 WO | AR B 72 7 SCRRAGE 13 7 0o 7.
NSAIDs #kfed 5 F COEBEREIE, H. pylori BPOFEIEEINZVE I TV Y
& 512 H. pylori BRH X NSAIDs EAAHICHEE L 52 2V ET2MENL W (R 1)*° BED
BIES 2L OWME Y oL, YA L HiREeRET 2 L oM d%n (HERETE 2w,

7= 1 NSAIDs 5D 8 BSRENDRE SBROTE
RRBIE/ #BIE CEREE%)

s REE k4 PPl PP BRE

1996 Parro @ ALL 28/35 (80) 28/35 (88) U
GU 18/21 (76) 16/21 (90) U
DU 12/14 (86) 12/14 (91) U

1998 Chan @ ALL 77/93 (83) 88/102 (86) U
GU 31/43 (72) 46/55 (84) U
DU 39/43 (90) 37/40 (92) 2N

FRES PP

1998 Hawkey © ALL 39/44 (89) 37/37 (100) 2N"]
GU 15/21 (72) 20/20 (100) &b (p = 0.006)
DU 26/26 (100) 20/20 (100) U

ALL : 288, GU: Bi&% DU : +iEmES

TR

1) Agrawal NM, Campbell DR, Safdi MA, et al. Superiority of lansoprazole vs ranitidine in healing nons-
teroidal anti-inflammatory drug-associated gastric ulcers: results of a double-blind, randomized, multicen-
ter study: NSAID-Associated Gastric Ulcer Study Group. Arch Intern Med 2000; 160: 1455-1461 (5> %' Ls)

2) Bianchi Porro G, Parente F, Imbesi V, et al. Role of Helicobacter pylori in ulcer healing and recurrence of
gastric and duodenal ulcers in longterm NSAID users: response to omeprazole dual therapy. Gut 1996; 39:
2226 (54 L)

3) Chan FK, Sung JJ, Suen R, et al. Does eradication of Helicobacter pylori impair healing of nonsteroidal anti-
inflammatory drug associated bleeding peptic ulcers? a prospective randomized study. Aliment Pharma-
col Ther 1998; 12: 1201-1205 (5 > %' Lv)

4) Hawkey CJ, Tulassay Z, Szczepanski L, et al. Randomised controlled trial of Helicobacter pylori eradication
in patients on non-steroidal anti-inflammatory drugs: HELP NSAIDs study. Lancet 1998; 352: 1016-1021
(5v5L)
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) 5-1 (2) FERIREY NSAIDs 355 [Fa%]

NSAIDs EBD;BEE EDKSICITINEN ?

o NSAIDs [FHHIEL, JTEBRDRSEHIRT .
(B (58 (B=EE 100%), IEFVALNIL: A
® NSAIDs BIEAARTOTREIRIZE, FH—TIREE UT PPl Z#3E9 3.
(B (58 (BEEL 100%), IEFVALANIL: A

RSN
1. NSAIDs O EICKDiERm=E

NSAIDs PARHIZ A 1 5 Higds, + i81E55E NSAIDs HIED A THEEIEE S 5 (BiK
BrDEWR 1438 1 47~61%, 838 1 90%, + IEBIEEOHRER 48 0 42%"?). NSAIDs
OHIEF 73RBS & B T =F Y VIEERE 300mg/ H%5-To 4 BRI, HEETIAE
N0 2, T ARBES CRPILIC X DA BICHEES ER LY T2F Y VB
300mg/ H¥ G- Cofo#E Tix, B, +oEEEE QIS4 BBEERTIE -7
A, 8 A HIL NSAIDs HIkC & ) EH L7272

2. NSAIDs f#fiiig 5 T CDBRR

TURAYT5 Yy (PG) BATHL IV THA =800 ug/ HELG-TOH S, + 18
BEOWEEFRIE 7 7R L THRBICEETH -2 IV 7uX b—VoRfEHE LT, T
FIDHIE L ShTBY, 800pug/HOBGTIE 11.4%, 400pug/HTH 8.4% T FRIDEINEH 23
BENTWED )

NSAIDs #kfieix 5 F T PPL & H:RA (K 277V =)V 20mg, 40mg/H vs. 7 =F ¥ VIR
Hi300mg/H® 7>V 7IV—15mg, 30mg/H vs. 7 =F T Y Hilgi 300mg/H »¥) @ 8
F W 5T OWBHERA R Z B L 72 RCT # WA TRA Y 750 Y A 2470 72/ T,
PPI 25 HoRA & 0 BB OBRREIABEISH W Z EAVRShz 2 (p<0.001) (B 1).

PPI & PG ##| (£ 2 75— )V 20mg, 40mg/H vs. 3V 77U A M= 800pug/H?) » 8
TOHEBHGEA RO LBHGE TIE, BERENA A TF V=) 20mg/HT87%, IV 7u
A b=V 800 pg/ H T 73% & 4 F\Z PPL TR R E Ao 72 (p=0.004). F7-FEHIC8HT
O+ IR ESHAEAROMET TS, BB 277V =)V 20mg/ H T 93%, 40mg/
HT89%, IV 7HAM=IV800ug/HT77% LA PPI CIHHANRIE 22> 72 (p<0.001).

K27 7H 0BG, T TIRBEGERARICET 2 2 o5 THHEBRO RCT 2 £ L7k
Wi&Ad 5. 2 OHE OHLMEES O BHE R T NSAIDs/LDA IRHBIS & EhTh ) (HiEs
T10%, T3 T81%), K/ 7IF ¥ (20mg) T vV 7T =) (30mg) 23+ % IS
HATRENT WS . B TIZAR 7 754 O NSAIDs BRI T 2 =7 v AR
FEALELRL, SBBAICRCT TLET Y ADEMPEING.
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(2) 3EERH NSAIDs &% [E%]

PPI H-RA Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Agrawal 2000 37 118 54 115 23.1% 052[0.30, 0.88] ——
Campbell 2002 75 226 113 225 466% 049[0.34, 0.72] -
Goldstein 2007 21 138 33 139 172% 058[0.31, 1.06] —
Yeomans 1998 9 67 25 70 130% 0.28[0.12, 066] —_—
Total (95% CI) 549 549 1000% 0.48[0.37, 0.63] ¢
Total events 142 225
Heterogeneity: Chi*=1.97, df=3 (P=0.58); I°’=0% 1 1 ! |
Test for overall effect; Z=5.42 (P<0,00001) 001 0l ! 10 100
PPI D& H.RA H'E%D

B 1

3R

2)
3)
4)

5)

6)

7)

8)

9)

10)

NSAIDs fit#t FTD PPl & H.RA OESBSEDIROLLE (X7 F U R)

Jaszewski R, Graham DY, Stromatt SC. Treatment of nosteroidal antiinflammatory drug-induced gastric
ulcers with misoprostol: a double-blind multicenter study. Dig Dis Sci 1992; 37: 1820-1824 (5 %' L)
Tildesley G, Ehsanullah RS, Wood JR. Ranitidine in the treatment of gastric and duodenal ulcers associat-
ed with non-steroidal anti-inflammatory drugs. Br ] Rheumatol 1993; 32; 474-478 (5 ¥ %' L»)
Lancaster-Smith MJ, Jaderberg ME, Jackson DA. Ranitidine in the treatment of non-steroidal anti-inflam-
matory drug associated gastric and duodenal ulcers. Gut 1991; 32: 252-255 (5 ¥ %' L)

Roth S, Agrawal N, Mahowald M, et al. Misoprostol heals gastroduodenal injury in patients with rheuma-
toid arthritis receiving aspirin. Arch Intern Med 1989; 149: 775-779 (5 ¥ %' Ls)

Hawkey CJ, Karrasch JA, Szczepanski L, et al. Omeprazole compared with misoprostol for ulcers associat-
ed with nonsteroidal antiinflammatory drugs: Omeprazole versus Misoprostol for NSAID-induced Ulcer
Management (OMNIUM) Study Group. N Engl ] Med 1998; 338: 727-734 (5 > %' Lv)

Yeomans ND, Tulassay Z, Juhdsz L, et al. A comparison of omeprazole with ranitidine for ulcers associat-
ed with nonsteroidal antiinflammatory drugs: Acid Suppression Trial: Ranitidine versus Omeprazole for
NSAID-associated Ulcer Treatment (ASTRONAUT) Study Group. N Engl ] Med 1998; 338: 719-726 (5 >
5 1)

Agrawal NM, Campbell DR, Safdi MA, et al. Superiority of lansoprazole vs ranitidine in healing nons-
teroidal anti-inflammatory drug-associated gastric ulcers: results of a double-blind, randomized, multicen-
ter study: NSAID-Associated Gastric Ulcer Study Group. Arch Intern Med 2000; 160: 1455-1461 (5> %' Ls)
Campbell DR, Haber MM, Sheldon E, et al. Effect of H. pylori status on gastric ulcer healing in patients
continuing nonsteroidal anti-inflammatory therapy and receiving treatment with lansoprazole or raniti-
dine. Am ] Gastroenterol 2002; 97: 2208-2214 (5 > %' L.)

Goldstein JL, Johanson JF, Hawkey CJ, et al. Clinical trial: healing of NSAID-associated gastric ulcers in
patients continuing NSAID therapy: a randomized study comparing ranitidine with esomeprazole. Ali-
ment Pharmacol Ther 2007; 15: 1101-1111 (5 > %" L)

Miwa H, Uedo N, Watari J, et al. Randomised clinical trial: efficacy and safety of vonoprazan vs. lansopra-
zole in patients with gastric or duodenal ulcers - results from two phase 3, non-inferiority randomised
controlled trials. Aliment Pharmacol Ther 2017; 45: 240-252 (5 > %" L1)
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) 5-2 (2) SERIREY NSAIDs S [F55)

NSAIDs 5 8E T H. pylori BEDIES, EBEFHE LT
EoBEzHRETIN?

® NSAIDs #5588 FERI (NSAID-naive) TlF, EBEFEETEHERIOD H. pylori
BREIFITS K SHETS.
(RS : 8 (§EE 100%), IEFVALANIL: A

RSN

NSAIDs #45- 8T H. pylori Btk DO%E OWBETH & L CORBHEROANEIETH A5 7
F 1 3 AAT2005 4E & 2012 A 2 S XN T VWS V2 WTROBE TS, NSAIDs #5604
RTOBRREHRIC X B2 EBEHRETHRIROMET &, NSAIDs B4 & # (NSAID-naive) &
NSAIDs #%5-F1 OHEBI T D54 F DR R OB O TN AT b T 5. NSAIDs %5
BIDOLARTIZ, BREERE T 2B TRITb L o7 T bR L K LA B IS ER )
T LTz, NSAIDs Bl#sF € # (NSAID-naive) TlEZ OMHMAEEE T, REIGHRE THEZIC
BB B L7245, NSAIDs 5 OHEBI TR EHEREZ1T-o T 7o RE WKL TH
BEEREOMENIEO SN Lo (B 1, K 2). UEDOXHZ2HDOAZTF) AT
IFIZFRRDAERATVR SN, NSAIDs fis 7 &£ # (NSAID-naive) TO BRI IGHANEE; TR ICA
OIS D TH S A, NSAIDs 5 OEF CIEBRREBBFEO AT IR EN TRV,
NSAIDs % 5-H OEFI THHiBHE L PPI (F 2 75 V=)V 20mg/ H) OWES FHixh# % g L 72
RCT Ti&, PPIABREIEHR L D DA RISEERELZ IR LA TH S LHE ST 5 2

Study Eradication No eradication OR (fixed) Weight OR (fixed)

or sub-cetegory n/N n/N 95% ClI % 95% CI

Chan (1997) 3/50 12/50 —— 32.55 0.20 (0.05, 0.77)
Chan (2002) 5/51 15/49 — 39.82 0.25 (0.08, 0.74)
Labenz (2002) 2/161 10171 +—s—+— 27.64 0.20 (0.04, 0.94)
Total (95% CI) 262 270 - 100.00 0.22 (0.10, 0.46)

Total events: 10 (Eradication), 37 (No eradication)
Test for heterogeneity: X°=0.07, df.=2 (p0=0.97); F=0%
Test for overall effect; 7=3.99 (p<0.0001)

| | | |

T T T

01 02 05 1 2 5 10
Eradication No eradication

1 NSAIDs Bt FEE (NSAID-naive) TORREBEE 75 ROBSINHEIFIRDLE
(Tang CL, et al. Helicobacter 2012; 17: 286-296 2 KD FFEEE CEns)
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(2) FEERH NSAIDs &% [FBA)

Study Eradication No eradication OR (fixed) Weight OR (fixed)
or sub-cetegory n/N n/N 95% CI % 95% ClI
Hawkey (1998) 19/127 21/140 — 43.62 1.00 (051, 1.95)
Lai (2003) 5/70 6/70 —_— 14.30 0.82 (0.24, 2.82)
You (2006) 2/51 9/49 «—— 22.65 0.18 (0.04, 0.89)
de Leest (2007) 6/155 8/160 —_— 1943 0.77 (0.26, 2.26)
Total (95% ClI) 403 419 L = 100.00 0.74 (046, 1.20)
Total events: 32 (Eradication), 44 (No eradication)
Test for heterogeneity: X°=3.79, df. =3 (p=0.28); ’=20.9%
Test for overall effect: 7=1.22 (p=0.22) L ‘ ‘ L

01 02 05 1 2 5 10

Eradication No eradication

2 NSAIDs 53 DERI T DREBEE 75 TROBESINHINRDLLE
(Tang CL, et al. Helicobacter 2012; 17: 286-296 @ KD FFE=ZS TEnE)

3R

1) Vergara M, Catalan M, Gisbert JP, et al. Meta-analysis: role of Helicobacter pylori eradication in the preven-
tion of peptic ulcer in NSAID users. Aliment Pharmacol Ther 2005; 21: 1411-1418 (X %)

2) Tang CL, Ye F, Liu W, et al. Eradication of Helicobacter pylori infection reduces the incidence of peptic ulcer
disease in patients using nonsteroidal anti-inflammatory drugs: a meta-analysis. Helicobacter 2012; 17:

286-296 (X %)
3)

Chan FK, Chung SC, Suen BY, et al. Preventing recurrent upper gastrointestinal bleeding in patients with

Helicobacter pylori infection who are taking low-dose aspirin or naproxen. N Engl ] Med 2001; 344: 967-973
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%ﬁﬂﬂ)ﬁﬁﬁb“#btﬁ%l:ﬁ”% NSAIDs ‘EEFEETFIaEIEE
\ H

® NSAIDs ‘EEDFEFHIFEBEHEREN ZVERE CESVWTHOUETH Y, PPI
LB FHZTILIRERT D.
[(HEEDEE : 55 (BEE 100%), TEFVAUANIL: A
(NSAIDs BRRBITODER—XFRIC PPl IXRFREASN)

RS

NSAIDs %% 3 M LL E3 G- SN TV B TOFRIICET A2 AT~ T4 v 7 LE2— (8 64%
O study 2SEBIEAEZ L) TI&, W% EOEEAIHED FFIE PG A, JERZH T 2 B,
TR ORI PPL PG B, NN BEE, O REESEO PRI PPL PG
BHB L O HRADPARERENT NS )

EBEED 2 Wl O—RFRIIRIZB T, PGRA (I V71X b—)L 800pug/H)* PPIL(CH
AT F =) 20mg/ H)? Tl NSAIDs Fli# 5 COHEE;, T IREARE~O BRI %380
5%, HRA (5 =F ¥ V3N 300mg/ H) TIEH#ES & 0+ EEG IRz 20722
NSAIDs ® 3 # H UL LRI G-61ToO— KPR R, PG #A (I Y7o R b= 400~
800pug/H)® PPI(*+ AT TV —)20mg, 40mg/H)? BLOEMHEHRA(7 7 EF T ¥
80mg/H)Y % ED RCT R A ¥ 75 Y ATOHMEIHE SN TV, BEOMAEREORIRK
BHEVHDLH 5.

Scally 5D # ¥ 7 F1) ¥ R XL, PPIIE UGIB FRizhEA, PG R HRA (2 A ZITHE
NTHY, ZORRIENSAIDs RABTHRMTHL " L7zd-T, UGB FRHDzDIZd
PPI % 85—1CHESE T 5.

B L Z 7% IR D 2 WY 7~ F LA BEEREOBANRIIBNT, =
VAT T —=) 20~40mg 5 T TOIHERI NSAIDs (£ 7717 = > 1,800mg/H, +7'1
¥+ ¥ 750mg/ H) & COX-2 BIRMWIHESR (£ 1L a3+ 7 200mg/ H) OMALTEEE A 2 2
2B LT RCT 2335 Sz, 2O LDA & PSL OF M H2b 53, IERIA NSAIDs
L L COX-2 BIRMBHESE TH LRGSR A7 KT 25 2 LA7%RER T2

A D 7 WIEFIAT 0% & TN B RICH VT, L3I ¥ K 300mg/ H TOFRIRERT,
12 HE OB B THIEE, T HEEEOFEMHRIRIEI Yy 7 X b= 600pug/HE
RS THoHILAREINTVS

BB, K CQ THIMMAIVR SNZZHANL TN T NSAIDs S O—RFHHICBIT 2 831%, B
BHE 2o TV,
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BREEE, BMESHEEREN %S EREN NSAIDs ZiRAY
58, BETFHBEESTEHIN?

O EEEEREDH DEED NSAIDs ;BEDFRAICIE, PPl &E#EL, R/ SS5Y
VEERTS.  [#EE0EE : §F (BEE 100%), IEFVALANIL: B ]
o HMMSEEHEREDSH B EED NSAIDs HIMMMEESEDBERETRICIE, COX-2

BIRMIBEEER(C PPl (HEAEHIET 3.
(B (58 (B=EE 100%), IEFVALANIL: B )

PRER

PG #HA (3 V783 A F =)L 400~800 ug/ H) OFREIE A ¥ 7F ) P ATRENTED 2
F 7 EBEAB O & B KL TO RCT TPG A (I v 7ua X b—1800pug/H) & PPL(F v
79V =) 15mg/H, 30mg/H) & OEIELE K S, BHiEGEHE TR PG #HH
PPI X DA EICH S, BT RGRETHARIIWE O THEAZ D Rho72% Ll
IVTHAM-VORWERE LT, THIZHEEL SN TBEY, 800pug/HOHL TIE 11.4%,
400 pg/ HTH 84% T FHDEIERSHE ShTWD Y F/2, A T7F ) VAP Tbh, IV
TaA b= VORWEHO THIET 7 XK & H UM bR EEATH AR CBIN L, PG #5)C
1 PPI & He#g LR @ drop out 3%\ Z & s ST b 2

R HRA (77 EF Y2 80mg/H)> TORCT R A% 7F1) ¥ & 2L ) NSAIDs &%
FRRIRITREN TV 2.

TBi%hR D head to head comparisons D X ¥ 7+ ¥ A Tid, HEHTIEPPIE IV TH R
F=AVTHEZERL, THBEE CTIEPPIAFI Y THBA F—=VIZHE-> T3 2 PPIO
NSAIDs ##5; K FBiRh R A 2> 5 0 RCT 2% 2012 412 2 MR STz 50 A%
AT HBITO 24 BBIFIZHE T, 77K (PiRF3mE) 1L TF v 77V =) 15mg
OWBHFETFHRRIME SN TVD Y Tz, WHEHROEY A7 BHTO 24 BREIZHBW
T, 79ERICHLTTY AT TV =)V 20mg OFEVIESFHRETHAEI S S Tw5 9 &
72, NA U AZREZBT B COX-2 BIRM L FHS G- ORI T, NSAIDs (2 & & PR 5235
WL EE,S, £HIC200mgx2/HOtLaxy 72%5L, HEL LTIV ATT YV —
V20mgx2/HE7237 7 L RE AT -ME A% Sz 13 7 o R MTEE S O F e
&, TV XTI VHEHBE0%, 7Tt AREE89I% (p=0.0004) &, HILPEESFEIEO TP
RIETV ATV CHEICE P72 SRHDORCT DAY T+ Y A% MAIAT-
7R, PPLORWVIEEHRETHAEAVR SN 10 (B 1), EEEABIToO PPI & PG B
(FRATF7V—=20mg/H vs. IV THBAM—=1400pug/H), PPI & H,RA (X X 75 V' —
20mg/ H vs. 7 =5 ¥ Vi 300mg/ H) & O HiEERER RCT T b PPI DS 38 F Bizh £ 28
HRECEP o724 Scally 5D X % 751 ¥ A2 X UE, PPLIE UGIB FHizh#2s, PG %
HRA IZHRAEFECERTEY, O3 NSAIDs IRAPICHFEMETH S L7zh > T,
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(2) FEERH NSAIDs &% [FBA)

PPI Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Chan 2007 0 187 12 136 11.0% 0.04[0.00, 0.62]
Sugano 2012 (Esome) 7 173 60 168 51.4% 0.08[0.03, 0.17] ——
Sugano 2012 (Lanso) 15 168 46 162 376% 0.25[0.13, 046] —a—
Total (95% CI) 478 466 1000% 0.14[0.08, 0.22] <&
Total events 22 118
Heterogeneity: Chi’=6.23, df=2 (P=0.04); P=68% f | } {
Test for overall effect: Z=8.16 (P<0.00001) 001 01 I 10 100

Favours [PPI] Favours [Placebo]

1 NSAIDs BB XFEHICET 2 PPl DBSBETIHIRICEBIDXAY7FUTIR

€10, 55%
o
O
° 8
B 3.3%* 3.4%"
ks il
= 06
C
o
5
g 4]
o
< 1
= 2
o 1
=
2 0 x :
L SUVTSV=ILIR TIYY R/ TSTY
15 mg 10 mg 20 mg
2 SYUVISY—=)bibmg ER/ FSHY
10mg, 20mg HAT®D NSAIDs BEEBH
EDHEHRET
(Mizokami V, et al. Gut 2018; 67: 1042-1051 '@ £b
a5 Condl)

UGIB FFin 72912 b PPI % 85— ICHESE T 5.

HEMAH T, K 77% 2 (10mg, 20mg) O NSAIDs &5 58T Hizh R8I L T PPI (5
YV 7TV =) 15mg) & DGR ARG SNz, ZoWmETIE, 24 LN TOBEE IR
KT 5¥ Y 20mg, 10mg, V75V =) 15mg T, ZhEh34%, 3.3%, 55%Tdh
0, FMMEEEAHEHERELR ) TS9O PPI(T vV 75—V 15mg) (ST %95
PWATRENTZ Y (B 2). %A TIFVDORCTRAZTFY) VAPLETH 5.

LI ¥ F 300mg/ H CTOFREHERT, 12 @MOBEICBWTHIES, HEEEoRE
PHIRIRIZ IV THA P = 600 pg/HEAFETHZ 2 EAVRINT WS, HEL MO
HOABIZOVTRERAEDIRIN TV n Y,
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(2) FEERH NSAIDs &% [FBA)

4 5-5 (2) IE3BIRAY NSAIDs &E [FBE)

=ME NSAIDs, HMEE, BEEAFO4M4F, EXRAKRR—
hOHAE, SRESKIUVESLBSHEZRT SEFEICSNT,
NSAIDs BEFHIEEDLSICITSIREN?

o EERTOA R, MIMEEMHARBITIE, NSAIDs ;BB FBHIC COX-2 FEiRHIBE
EROERAZHETD.
[HEEEDAS | 18 (B=EE 100%), IETVAUANIL: B ]
O EHMED IV EERSHIEZT I DEETIE, NSAIDs ;BB FE5IC PPl Z#fR
g3. [HEED#ES | 18 (§EE 100%), IEFVAUANIL: A
(NSAIDs BRRBITD;BBE— X TR PPl (F{RIRERHM)

RS

A & B 2 712D\ T, 114,835 B TORBEEFH L HE Sz 2 OfEE,
IR NSAIDs LA 71 4 F, JrlefEsE, P/ MEESEHIC X > THIMEEE D) A 7 5%
BRENZHIINS 2 A%, COX-2 BIRMLEFESRETIIPHICL 2 ) A7 3L 2w Z EpvREhiz

BEZ 7% AR PR e W) v < F AR EOBENRIZBNT, T
VAT F V= 20~40mg 5 T TOIHERA NSAIDs (1 77127 = > 1,800mg/H, F+ 70
FX ¥ 750mg/H) & COX-2 BIWHESE (L L 3% 7 200mg/H) OHILTEEE A 22
I LCToORCT 2% Sz, ZOREPSL OBFHICBWTH, JERIN NSAIDs & Il L
COX-2 IR PHESE CH BISTHALEREE AR ) A 72K T § 5 2 L AVREN T %28 PSL HF
19“@%’*#% S5BREEE L LB WTF— ¥ ThbH 2

HhE OB Z: EOEPHETFICDOWTIL, PPI? PG ## Y TOREIVREN TV

Scally SDORXFTF) AL, PPLIE UGIB FHigh#2%, PG R HRA ICHAGEL J%
nNTHBY, Z2OxRIEINSAIDs RABITLRBERTH 5 ° L7zd> T, UGB FHiD7-DI2d
PPI % 85—1CHE3E$ 5.

R TIHFEELTIE, BAEE TICI NSAIDs © & LDA ” TOEEHIETFHiRhE &tk
BAETPRICE L COFREDS RCT THE SN TS, 5K 759 ®, NSAIDs & Hilil
3R PSLAFH, S#ELZEDNA DV AIPITORCTICLLZZET VAN LENS.

NSAIDs & LDA DO BfEFE O LS PRIICBI L Tid, CQ5-14, CQ5-15 &M E iz,

B, A CQ THMIEIVR SN/-3ANTTXT NSAIDs &5 O—R TRl BT A2P%31%, b
FHE o T,

TR
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(3) BRH NSAIDs (COX-2 ZIRMPEHER) /&5

BQ 5-13 (3) EIREY NSAIDs (COX-2 RIRMPAER) AS
NSAIDs [3iDMEA N hEigilce83dh ?
@ %

®NSAIDs [F—fZICDMEA N b ZEIIS B BH, DIMEA XY hDUR T
HDEMRE, HEICK>TERS.

mES5

COX-2 B ES I, — M DIME A X D 2S5 2 &M 5N TS, Hammad
5D 28 T NEGE L2 RHBRATIE, COX-2 BIRMRLERBITNEL, HFHLTVwARVwa Y
b= VERIZHAR T A X2 b OFEERE C, = R 2.11 (95%CI 1.04~4.26) & ik
LTw3 Y —J%, COX-2 BIRMMERDFIICZ L - T, LIMEA XY DY A7 OFFiAH
FIZLoTRE S, U LT, EROIEERY NSAIDs IRAFICBIT 20081 XY o
FEAHE, v ha—)VEE GEIRAE) ICHARTAYF— R 2.24 (95%CT1 1.13~4.42) L) A7 H
ABEIEWEWVI LY D3 DT, NH— FH 147 (95%CI0.76~2.84) &Ml #IA HA1X
LnEWIHIIHE? bH D, ZOFHEiDEN L, A R OIEEIRT NSAIDs % X $I2H T
TRl L7272 & Z 2 5, MBINIEHIi§ 2 & 0ME A XY b A 7 I3FHAN L - TRE
5. BT Sz, 850 11 ADHTHBL NSAIDs BAI#, % 8,000 02 L iiliZE (AMI) ZEHEf)
ERG L Lzak— PPUEFIIRATZECIE, @ (184 HULEIRA & L) @ NSAIDs Ik & O
AMIFHEY) A7 % 1 & LT 28 il NSAIDs HiRHZ O A v Ak e s L7z % (B 1), Rf
ZETIE, F7EFEYORMICED AMIRE) A7 N5 L LTBY, DIMEA XY b
DRENLHRNETEINETORE Y LEBLDERERL TS, SHUICELTIE, REFZEHN
TOF7aFxtr 1 HiGaaBER (500mg) @ 1.2 5 & ) L2 \WIEHIAS 80% (204/255) & Eh
TWZEPBRL TS EEZ NS, AWFETH 1 HIRGRIBERD 1.2 LT D7V —
7T AMIZHEY A 7 OENNEEED T e o 72,

/2, kLaxy T Turky, 477072V (TRTCONENRLY AT TV =) 20~
40mg/ H % BER) 12 & 2008 4 R B % FlE L 72 KBBL RCT (K4 8,000 #1) Tld, L
aFYTEFTUF L DHETA N2 PEERICHEATEDT (2.3% vs. 25%, adjusted />
F— FH 093, 95%CI10.76~1.13), HiIfiZ & OMELFREEY 2 7 ZAFIAET T2 (1.1% vs.
1.5%, adjusted /NF— FI0.71, 95%CI10.54~0.93) &5 L72% AWZETDH, tLaxry 7
tFr7udtrol HEG5#IE 200mg & 750mg TH Y, F7udtroflEEzBi Twi.
E 51T, MIMMREHEERICT ALY ¥ @0mg/H) &=V X7V =) (20mg/H) I, L2
F37(200mg/H) L IEF7uF 1> (1,000mg/ H) % 8)01 L7z RCT (5# 256 #1)° TDH,
18 » HOBIZMMT, vl axy7HeF7Tud VEETOLME A X MERICHEEZITRR
D3 (4.4% vs.55%, p=0543), FHALEFLIMAIE) 273t ad s TR CTEL 572 (5.6% vs.
12.3%, p=0008) LH Y, HHEOFTEF L L, L IF T T LERBREOLIME A XY b
| EE TR D 5.
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Current use of: Zw X (95%Cl)

m Pooled patient level estimate
® Meta-analysis estimate by random effects model

Ketorolac |

Oxaprozin - l
0 1 2 3
7w Xt (95%CH)

1 NSAIDs Bl AMI #fED XD DS
(Masclee GMC, et al. PLoS One 2018; 13: e0204746 @ £b3|H)
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) 5-6 (3) 3IREY NSAIDs (COX-2 SRIRAIBAE %) 7

NSAIDs ;BBEFRETFLIC COX-2 ZIRMAZFEIERAM ?

o NSAIDs BEREDFRSIC COX-2 BIRIUAEEDEREHET 3.
(g s 8 (§=FE 100%), TEFVALANIL: A

RSk

COX-2 BIRMRLEII X 2 HALTEEE ORIEIC DO W T NSAIDs R 7 5 L REEZ AR & L7z
RCT 22 Haf s TBY), TEF Y ADHENELFHETE S (TEF Y ALANVA).

Bk Tld, COX-2 @INAYRHESR (2 L aF 2 7 12 rofecoxib ** valdecoxib *® luminacoxib ”®,
etoricoxib ) ZZHEDIIHNCEI L TIIHEHR D NSAIDs & A% Tdh 1) 2035 B+ - ieliass
DFIEFIIEETH D 2 L, HEEB LT ZHEBEGO MM L TS, PPI & NSAIDs
DOPEFIEEE COX-2 BN PHESE HEE & % i3 % L IZIZFRBREOFIIETH ), COX-2 %
R BEEIE DM T R EAFEH ST b 00 2012 E LD TIZ, COX-2 3EIRMYRH &R
H#E & NSAIDs HARBECTO LR L 22 MaHd & S e o 7248, COX-2 R Y B & 38 &
NSAIDs & PPI % §FH L 72 #5438 4. NSAIDs HLBEE 12 Ib-X, NSAIDs & PPI o B I #E,
COX-2 IR B SE AR, PPI & COX-2 BIRMHEIEOPHAILE - T ZHEES O %iE
ORI X BN, BEEIC X AEILOTIERIMRN L HHE ST 5 (NSAIDs & PPI
OBEREE, COX-2 BIRMFAESE & PPI OB AR CIIES ORISR, HEHC X 2 Mm%, HEIC
I B RILOFRERICEIIRD SN ho72)? 7z, MALTEEECPE ) EE LA IHEDOME A
Hy, BHET7ACY VIRHBZICBII2Laxy 7L X 75— VI ONREEO R
PFIESR, B LM E &OEEAIHEIIHREOFTux by ey 2 75— VNIREE &
BB LUABIIAR L, MRS BEELRAIHEO T2 2 LM RINTWS (p=
0.008) . WKIZHB T S 2010 4F F TIIHRR I N7z COX-2 BINWRHESE & NSAIDs @ _EFfH bk
T O FEAERAPE & Mead U 7ol (MR JLBGAER) 2B L, BIRE - T IREsIcosL <
MEIICAZT7F) Y A% &, BilEEB L O+ HBEBEEORERIT L D12 COX-2 BEINWI
EIEDIT ) PMEKERTH -7z (B 1)1570190 F7-0 224, PAZE, LA & ORE R E
BABHEDTIEY A 7 W72, FRERICBWTHILEEEOREDO T2 Z8 T 5 &
COX-2 FIRWHESE DM 2 He2E5 5 (B 2)07

—%, HRTREFERF V54 T2 EL, ElaFy7uFyrur e vz 2 B
HLCH - TBBBEOIEO A Y NHEL W CEEIi L 72 RCT Tk, vl a3
FUTU T 2 VIR THBICHEERIERN D Loz HEIN TS E 72, HRADOH
iV w<~FRELEBEEEEEE 2SR E Lz axyTudry o7 s O E
BITEH 2 IR L 72 L ¥ 2 — T, W3EH AR GOmEMahR) (2% Th ), IHLEA X2+
ZbwTtklbafxy7dudyruy oy EHELARIED? -7 (p=0.039) L BTV 2 .
%8B, HRTOHEE [THLTEES BT A K54 > 2015 (&ET4 2 M) | DRI 72 72 STkl
E Mo 7243, 2013 4F F T2 COX-2 IR BHEIE & NSAIDs D FEREMH L 2 M) L 7 s
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(3) BRH NSAIDs (COX-2 ZIRMPEHER) /&5

a . BE%
COX2-inhibitor ~ NSAIDs Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% ClI
Emery 1999 5 212 24 213 33% 021008, 0.54] 1999 —
Simon 1999 17 423 29 137 93% 0.19[0.11, 0.33] 1999 ——
Laine 1999 17 364 40 167 104% 0.19[0.11, 0.33] 1999 —-—
Hawkey 2000 30 369 85 187 21.0% 0.18[0.12, 0.26] 2000 -
Goldstein 2001 13 269 76 257 94% 0.16[0.09, 0.29] 2001 ——
Sikes 2002 11299 40 294 7.1% 0.27[0.14, 052] 2002 ——
Kivitz 2002 16 547 16 183 66% 0.33[0.17, 0.66] 2002 ——
Pavelka 2003 10 483 31 239 6.2% 0‘16[0‘08, 0.32] 2003 —
Hawkey 2003 13 219 48 220 88% 0.27[0.15, 049] 2003 ——
Kivitz 2004 14 419 29 199 79% 0.23[0.12, 042] 2004 —
Hawkey 2004 20 763 22 248 86% 0.30[0.16, 053] 2004 ——
Cheung 2010 2 434 14 435 14% 0.14[0.03, 063] 2 —_—
Total (95% Cl) 4801 2779 100.0% 0.21[0.18, 0.25] ¢
Total events 168 454
Heterogeneity: Tau?=0.00; Chie=7.05, df=11 (P=0.80); P=0% f f : {
Test for overall effect; Z=17.57 (P<0.00001) 001 01 ] 10 100

Favours COX2-inhibitor - Favours NSAIDs
b +ZIEEES

COX2-inhibitor  NSAIDs Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV,Fixed, 95% Cl Year IV, Fixed, 95% Cl
Laine 1999 5 364 10 167 7.3% 0.23[0.08, 0.66] 1999 —
Simon 1999 6 423 8 187 76% 024[0.09, 0.69] 1999 —_—
Emery 1999 4 212 15 218  7.0% 027[0.09, 0.81] 1999 —
Hawkey 2000 15 369 10 187 135% 0.76[0.35, 1.66] 2000 ——
Goldstein 2001 9 269 19 267 137% 047[0.22, 1.02] 2001 —a—
Kivitz 2002 5 b47 2 183 3.1% 084[0.16, 4.27] 2002 —_—
Sikes 2002 3 299 13 294  53% 023[0.07, 0.79] 2002 —_—
Hawkey 2003 2 219 11 220 37% 0.18[0.04, 0.81] 2003 —_—
Pavelka 2003 12 483 14 239 144% 042[0.20, 0.90] 2003 —a—
Hawkey 2004 9 763 20 248 137% 0.15[0.07, 0.32] 2004 —
Kivitz 2004 4 632 2 199 29% 068[012. 3.41] 2004 —_—
Cheung 2010 9 377 6 360 79% 1.43[052, 3.98] 2010 —r—
Total (95% CI) 4957 2719 100.0% 0.38[0.29, 0.51] ¢
Total events 83 130
Heterogeneity; Chi’=2047, df=11 (P=0.04); P=46% f f } {
Test for overal effect: Z=6.60 (P<0.00001) 001 01 I 10 100

Favours COX2-inhibitor - Favours NSAIDs

1 BEKICHIF D COX-2 BREFEZFE NSAIDs DEBHAERDER

(I 2 FeHaRER) Z4BRE L, BHEICAZ 7 F ) Y A%4T) &, Wk & FRRICH - i85S
DIFFERIE COX-2 BIRMFLEI DT ) AR FERTH - 72 (K 3)3%)

VL&D, NSAIDs {EEFRED TR COX-2 BIRWIESRIIAHATH 0, HILEFRE ORI
RORTHR L, BWEICE) 9L, B%E, Wil S OREELREEAIEOTFHICL AN TH 5.
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COX2-inhibitor ~ NSAIDs Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% ClI

Langman 1999 2 3357 31664 40% 031[0.05, 1.86] 1999 —

Silverstein 2000 113987 203981 157% O 55[0 26, 1.14] 2000 —=—

Goldstein 2000 2 6376 92768 5.3% 0(002 045] 2000 ——=—o

Bombardier 2000 64047 374029 128% 0.16[0.07, 0.38] 2000 —

Schnitzer 2004 299117 809127 258% O 86[0 24, 0.55] 2004 —-—

Goldstein 2004 8 4362 112099 119% 0.35[0.14, 0.87] 2004 —

Ramey 2005 1938226 232215 19.3% O 57[0 31, 1.04] 2005 —

Singh 2006 2 8800 74394 50% 0.14[0.08, 0.69] 2006

Total (95% CI) 43272 30177 100.0% 0.33[0.23, 0.49] 2 2

Total events 79 190

Heterogeneity; Tau?=0.10; Chi*=10.97, df=7 (P=0.14); P=36% 1 1 1 |
Test for overall effect; Z=5.66 (P<0.00001) 001 01 I 10 100

Favours COX2-inhibitor - Favours NSAIDs
B2 EKICHBFD COX-2 & RIIPAERE NSAIDs DEEEBRSHIE (ZFFL, FHE,

m) DLLER
COX2-inhibitor ~ NSAIDs Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
Abe 2006 1 382 3 389 29.1% 0.34[0.04, 3.25] 2006 _—
Sugawara 2006 0 377 2 380 16.1% OEO[OO], 4.18] 2006 <
Kikuchi 2009 0 425 3 421 169% 0.14[0.01, 2.73] 2009 <«
Sakamoto 2013 174 21 79 378% 005[001. 0.35] 2013 +—=——
Total (95% CI) 1258 1266 100.0% 0.13[0.04, 0.44] P
Total events 2 29
Heterogeneity; Tau?=0.00; Chi*=1.71, df=3 (P=0.63); I’=0% 1 1 | |
Test for overall effect: Z=3.29 (P=0.0010) 001 01 W 10 100

Favours COX2-inhibitor - Favours NSAIDs

3 BRFICHIFSD COX-2 FRIPAEZFELE NSAIDs DiEBFHAERD LR

3CRR

1) Emery P, Zeidler H, Kvien TK, et al. Celecoxib versus diclofenac in long-term management of rheumatoid
arthritis: randomized double-blind comparison. Lancet 1999; 354: 2106-2111 (5 > %' L»)

2) Goldstein JL, Correa P, Zhao WW, et al. Reduced incidence of gastroduodenal ulcers with celecoxib, a
novel cyclooxygenase-2 inhibitor, compared to naproxen in patients with arthritis. Am J Gastroenterol
2001; 96: 1019-1027 (5 > ¥ L1)

3) Laine L, Harper S, Simon T, et al. A randomized trial comparing the effect of rofecoxib, a cyclooxygenase
2-specific inhibitor, with that of ibuprofen on the gastroduodenal mucosa of patients with osteoarthritis:
Rofecoxib Osteoarthritis Endoscopy Study Group. Gastroenterology 1999; 117: 776-783 (5 > %" Ls)

4) Hawkey CJ, Laine L, Simon T, et al. Incidence of gastroduodenal ulcers in patients with rheumatoid arthri-
tis after 12 weeks of rofecoxib, naproxen, or placebo: a multicentre, randomised, double blind study. Gut
2003; 52: 820-826 (5 v %' L)

5) Pavelka K, Recker DP, Verburg KM. Valdecoxib is as effective as diclofenac in the management of
rheumatoid arthritis with a lower incidence of gastroduodenal ulcers: results of a 26-week trial. Rheuma-
tology 2003; 42: 1207-1215 (5~ ¥ L)

6) Goldstein JL, Eisen GM, Agrawal N, et al. Reduced incidence of upper gastrointestinal ulcer complications
with the COX-2 selective inhibitor, valdecoxib. Aliment Pharmacol Ther 2004; 20: 527-538 (5 > %" 1)

7) Hawkey CC, Svoboda P, Fiedorowicz-Fabrycy IF, et al. Gastroduodenal safety and tolerability of lumiracoxib com-
pared with Ibuprofen and celecoxib in patients with osteoarthritis. ] Rheumatol 2004; 31: 1804-1810 (5 > %' 1)
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10)
11)

12)

13)

14)

15)

16)

17)

18)

19)

20)
21)

22)

23)

24)
25)

26)

27)

28)

29)
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Hawkey CJ, Weinstein WM, Stricker K, et al. Clinical trial: comparison of the gastrointestinal safety of
lumiracoxib with tradional nonselective nonsteroidal anti inflammatory drugs early after the initation of
treatment: findings from the Therapeutic Arthritis Research and Gastrointetinal Event Trial. Aliment Phar-
macol Ther 2008; 27: 838-845 (27K — k)

Hunt RH, Harper S, Watson D], et al. The gastrointestinal safety of the COX-2 selective inhibitor etoricoxib
assessed by both endoscopy and analysis of upper gastrointestinal events. Am ] Gastroenterol 2003; 98:
1725-1733 (5 ¥ 9 1»)

Lai KC, Chu KM, Hui WM, et al. Celecoxib compared with lansoprazole and naproxen to prevent gas-
trointestinal ulcer complications. Am ] Med 2005; 118: 1271-1278 (5~ %' L.)

Chan FK, Hung LC, Suen BY, et al. Celecoxib versus diclofenac and omeprazole in reducing the risk of
recurrent ulcer bleeding in patients with arthritis. N Engl ] Med 2002; 347: 2104-2110 (5v45 L)
Bakhriansyah M, Souverein PC, de Boer A, et al. Gastrointestinal toxicity among patients taking selective
COX-2 inhibitors or conventional NSAIDs, alone or combined with proton pump inhibitors: a case-control
study. Pharmacoepidemiol Drug Saf 2017; 26: 1141-1148 (37Rk— )

Chan FKL, Ching JYL, Tse YK, et al. Gastrointestinal safety of celecoxib versus naproxen in patients with
cardiothrombotic diseases and arthritis after upper gastrointestinal bleeding (CONCERN): an industry-
independent, double-blind, double-dummy, randomised trial. Lancet 2017; 389: 2375-2382 (GZFN)
Simon LS, Weaver AL, Graham DY, et al. Anti-inflammatory and upper gastrointestinal effects of celecox-
ib in rheumatoid arthritis: a randomized controlled trial. JAMA 1999; 282: 1921-1928 (5 ¥ % L1)

Hawkey C, Laine L, Simon T, et al. Comparison of the effect of rofecoxib (a cyclooxygenase 2 inhibitor),
ibuprofen, and placebo on the gastroduodenal mucosa of patients with osteoarthritis: a randomized, dou-
ble-blind, placebo-controlled trial: the Rofecoxib Osteoarthritis Endoscopy Multinational Study Group.
Arthritis Rheum 2000; 43: 370-377 (5~ 8 1)

Sikes DH, Agrawal NM, Zhao WW, et al. Incidence of gastroduodenal ulcers associated with valdecoxib
compared with that of ibuprofen and diclofenac in patients with osteoarthritis. Eur ] Gastroenterol Hepa-
tol 2002; 14: 1101-1111 (5 ¥ ¥ L)

Kivitz A, Eisen G, Zhao WW, et al. Randomized placebo-controlled trial comparing efficacy and safety of
valdecoxib with naproxen in patients with osteoarthritis. ] Fam Pract 2002; 51: 530-537 (5 > %" L»)

Kivitz AJ, Nayiager S, Schimansky T, et al. Reduced incidence of gastroduodenal ulcers associated with
lumiracoxib compared with ibuprofen in patients with rheumatoid arthritis. Aliment Pharmacol Ther
2004; 19: 1189-1198 (5 v %' L»)

Cheung R, Cheng TT, Dong Y, et al. Incidence of gastroduodenal ulcers during treatment with celecoxib or
diclofenac: pooled results from three 12-week trials in Chinese patients with osteoarthritis or rheumatoid
arthritis. Int ] Rheum Dis. 2010; 13: 151-157 (5 > % L1)

Goldstein JL, Eisen GM, Agrawal N, et al. Reduced incidence of upper gastrointestinal ulcer complications
with the COX-2 selective inhibitor, valdecoxib. Aliment Pharmacol Ther 2004; 20: 527-538 (5~ %" L)
Langman M]J, Jensen DM, Watson D], et al. Adverse upper gastrointestinal effects of rofecoxib compared
with NSAIDs. JAMA 1999; 282: 1929-1933 (5 >~ % L1)

Ramey DR, Watson DJ, Yu C, et al. The incidence of upper gastrointestinal adverse events in clinical trials
of etoricoxib vs non-selective NSAIDs: an updated combined analysis. Curr Med Res Opin 2005; 21: 715-
722 (5 V5 L)

Silverstein FE, Faich G, Goldstein JL, et al. Gastrointestinal toxicity with celecoxib vs nonsteroidal anti-
inflammatory drugs for osteoarthritis and rheumatoid arthritis: the CLASS study: a randomized con-
trolled trial: Celecoxib Long-term Arthritis Safety Study. JAMA 2000; 284: 1247-1255 (5 ¥ %' L.)
Bombardier C, Laine L, Reicin A, et al. Comparison of upper gastrointestinal toxicity of rofecoxib and naprox-
en in patients with rheumatoid arthritis: VIGOR Study Group. N Engl ] Med 2000; 343: 1520-1528 (5 > % 1)
Goldstein JL, Silverstein FE, Agrawal NM, et al. Reduced risk of upper gastrointestinal ulcer complications
with celecoxib, a novel COX-2 inhibitor. Am J Gastroenterol 2000; 95: 1681-1690 (5 > %" Lx)

Schnitzer TJ, Burmester GR, Mysler E, et al. Comparison of lumiracoxib with naproxen and ibuprofen in
the Therapeutic Arthritis Research and Gastrointestinal Event Trial (TARGET), reduction in ulcer compli-
cations: randomised controlled trial. Lancet 2004; 364: 665-674 (5 > %' L\)

Singh G, Fort JG, Goldstein JL, et al; SUCCESS-I Investigators. Celecoxib versus naproxen and diclofenac
in osteoarthritis patients: SUCCESS-I Study. Am ] Med 2006; 119: 255-266 (5 > % L1)

Sakamoto C, Kawai T, Nakamura S, et al. Comparison of gastroduodenal ulcer incidence in healthy Japan-
ese subjects taking celecoxib or loxoprofen evaluated by endoscopy: a placebo-controlled, double-blind 2-
week study. Aliment Pharmacol Ther 2013; 37: 346-354 (5 > % L1)

Sakamoto C, Soen S. Efficacy and safety of the selective cyclooxygenase-2 inhibitor celecoxib in the treat-
ment of rheumatoid arthritis and osteoarthritis in Japan. Digestion 2011; 83: 108-123 (X %)
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) 5-7 (3) 3IREY NSAIDs (COX-2 SRIRAIBAE %) 7

COX-2 FIRNFREERAGICERRE T AEEHNE ?

o B+ 1B EBERDIRVEE TIHEE FHEOHAIIHNERLZWVLY, B+
Sl EE VEBHMOEHIREN S 2 EBETIE PPl LKL DEERETIHAERT
ST EZHETD.
(B (58 (B=EE 100%), IEFVAULANIL: B )

RSN

COX-2 BIWFLESE D HARE I & 77 2 RO B+ 3B REORIED ) A 7 % g
L7 RCT (&t #H&te) T, HAMEHR O H T ZBEEE OB AL 0~6.0%TH 5 ™0 %
NOSDRCT #HH L7z AF T F ) Y AT, COX-2 BINWIHERMME L 75 AT, Bt
TR RS ORIERICAH E LA IEO o2 Y (B 1), 72720, COX-2 BRI FHESEPIIR
W2 BT % H. pylori BHeD H + 8 EE; O FHEN O EIIN 5 2 Tid v,

—J5C, COX-2 IR EIE o FE kg & PP PEIRE O LT, PPI OBFHAYH + 380
EEOFIERZAREICHHIT 2 LIy WA H 27 F/2, B HEBEGBLOBMAEDDH 5
GHTIE, COX-2 BIRMWRLERE O MMM NE X Y & PPIBHIEEDZ 9 AN 5 i 2 A 75 (3]
THEVIWMENDH LY Ay NT—=2 25T F Y T ATIE, COX-2 BIWRHLESE + PPI P B
A%, COX-2 FEIN 1 BH 2= 348 o0 A I BE R ¢ 2k @ NSAIDs + PPI ff T2 & & LR LT, L3RI
AL RIS E DO FSE 2 H IR T 5 L E STV 9

DT EDS, COX-2 FIRAY PRI I E T 3B 10 5 1) 2 7 o8k
Vb oo, PPIOFHHIC &) BT BRSO F8iE R &S MO e I3 A B S b,

COX-2 BIRMIEEE TSR Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Feng GS 2008 19 511 17 518 60.6% 1.13[0.58, 2.19]
Goldstein JL 2003 0 62 2 62 92%  0.19[001, 4.12] <
Goldstein JL 2006 1 6] 160 37% 098[0.06, 16.09]
Sakamoto C 2013 176 1 37 49%  048[0.03, 7.89]
Simon LS 1998 0 64 0 32 Not estimable
Simon LS 1999 23 693 4 231 215% 1.95[0.67, 5.69] -
Total (95% CI) 1467 935 100.0% 1.18[0.70, 1.98] L 2
Total events 44 25
Heterogeneity: Chi*=2.61, df=4 (P=0.62); I°’=0% f f | {
Test for overall effect: Z=0.63 (P=0.53) 001 0.1 W 10 100

Favours [COX-2 ERIPEZE] Favours [JZif]

1 COX-2 ERMMAERE TS RNERBOB T HBIEEBHEY A DLEE
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(3) BRH NSAIDs (COX-2 ZIRMPEHER) /&5

ZFD72%, FICEH T TIREEES X OB BINOBAEO D 5 X 7 BETIZ, COX-2 BEIRW
PSRRI LB 58 A PREE & LCPPL 2T 2 2 &Mt s . 22750, A/ 75
W &G L7280 COX-2 BRI ESENIRIFIC B 5 B T iR BHEER S I Mo FRish 5
LTI\,

Xk

1) Simon LS, Lanza FL, Lipsky PE, et al. Preliminary study of the safety and efficacy of SC-58635, a novel
cyclooxygenase 2 inhibitor: efficacy and safety in two placebo-controlled trials in osteoarthritis and
rheumatoid arthritis, and studies of gastrointestinal and platelet effects. Arthritis Rheum 1998; 41: 1591-
1602 (5> 8 L)

2) Simon LS, Weaver AL, Graham DY, et al. Anti-inflammatory and upper gastrointestinal effects of celecox-
ib in rheumatoid arthritis: a randomized controlled trial. JAMA 1999; 282: 1921-1928 (5 v % Lx)

3) Goldstein JL, Kivitz AJ, Verburg KM, et al. A comparison of the upper gastrointestinal mucosal effects of
valdecoxib, naproxen and placebo in healthy elderly subjects. Aliment Pharmacol Ther 2003; 18: 125-132
(Zv5L)

4) Goldstein JL, Aisenberg ], Lanza F, et al. A multicenter, randomized, double-blind, active-comparator,
placebo-controlled, parallel-group comparison of the incidence of endoscopic gastric and duodenal ulcer
rates with valdecoxib or naproxen in healthy subjects aged 65 to 75 years. Clin Ther 2006; 28: 340-351 (5~
5L

5) Feng GS, Ma JL, Wong BC, et al. Celecoxib-related gastroduodenal ulcer and cardiovascular events in a
randomized trial for gastric cancer prevention. World J Gastroenterol 2008; 14: 4535-4539 (5 ¥ %' 1»)

6) Sakamoto C, Kawai T, Nakamura S, et al. Comparison of gastroduodenal ulcer incidence in healthy Japan-
ese subjects taking celecoxib or loxoprofen evaluated by endoscopy: a placebo-controlled, double-blind 2-
week study. Aliment Pharmacol Ther 2013; 37: 346-354 (5~ %' L.)

7)  Scheiman JM, Yeomans ND, Talley NJ, et al. Prevention of ulcers by esomeprazole in at-risk patients using
non-selective NSAIDs and COX-2 inhibitors. Am J Gastroenterol 2006; 101: 701-710 (5 > 4" 1)

8) Chan FK, Wong VW, Suen BY, et al. Combination of a cyclo-oxygenase-2 inhibitor and a proton-pump
inhibitor for prevention of recurrent ulcer bleeding in patients at very high risk: a double-blind, ran-
domised trial. Lancet 2007; 369: 1621-1626 (5 > %' L)

9) Yuan JQ, Tsoi KK, Yang M, et al. Systematic review with network meta-analysis: comparative effective-
ness and safety of strategies for preventing NSAID-associated gastrointestinal toxicity. Aliment Pharmacol
Ther 2016; 43: 1262-1275 (X %)
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)5-8 (4) AR 7 2 E1) > (LDA)RB (A%
ERAE7AEVUY (LDA) BEDBERFEDKSICITINEN?

o LDA [FTTRE/RBR W (AEEE 9°(C LDA ;&85 % PPl CAET D E&HERT 5.
(g s 8 (§=FE 100%), TEFVALANIL: A

AR5

LDA PR 5-A AL 5 L % G20 7B B €, INHREERY IR L iE#R 412 PPT (28~
k75— 40mg/ H) DHIFEIC LDA #fied L < 1X7 7 LR 512813 % RCT IZBWT, 30
H#%OMALMEESE M Ic g E AR N TRy (B 1)) —FT, KRBRICBIT S 30
H#% OB CHEE KRG L& 25, LDA #éfieix 58 1.3%, 77 R #9.0%TH Y LDA
B GIENE T T AR E IR L TR Z A RIIK TS TS, 512, 56 HEOLIEL
KIZBWT D LDA fkkifx 58 1.3%, 77 LR 129% Th ) LDA #5513 7 F L KRB
IR L TR AR T S TWwAh. LDA fkfidt 513 PPL # 3 % 2 & TIHb M
BFHBMOMIIZAD 5T, R TEEARIETIETVWL Y —J, LDA EEOHERE
IV X T 5V =) 40mg/ HHMEE L LDA ffiedk 5122 X 77V =) 40mg/ HBFH L 72812
B % 8 EBOMALEESHESE, =V 27TV =) 40mg/ H HAH S 82.5%, LDA Hkfitx

0.5
Log-rank test (p=0.25)
J\HF—Rt 1.9 (95%CI 0.6~6.0)
0.4+
0.31
— 72U
024 TZER

Proportion of Recurrent Upper Gl Bleeding

1 PPIHBAKRSICHITD LDAMEIRSEHETSE
INEDE SRR MEDRST
SV LHBICBVT, BIEEEBHMZRDIHZED PRI T
>V =)L 40mg/R) DHARSICHIFD 30 HUADBEEEBRHIME
& LDA iR 583 & IS RBETESE TH oI
(Sung JJY, et al. Ann Intern Med 2010; 152: 1-9 V KD 3FE
"B CEnH)
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(4) BERE7 AU (LDA)ES [BE]

BAZZI 27— WO L7282 815% & A5 TH A RCT 25 SN T3 2 L7zd- T,
LDA (Z W HEZ IR ) fR3E-43712 LDA {&¥%5 % PPI T3 5 2 & 235 5.

Xk

1) Sung JJY, Lau JYW, Ching JYL, et al. Continuation of low-dose aspirin therapy in peptic ulcer bleeding.
Ann Intern Med 2010;152: 1-9 (S > %' L)

2) Liu CP, Chen WC, Lai KH, et al; Formosa Acid-Related Disease (FARD) Study Group. Esomeprazole alone
compared with esomeprazole plus aspirin for the treatment of aspirin-related peptic ulcers. Am J Gas-
troenterol 2012; 107: 1022-1029 (5 ¥ %' L.)
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BQ 5-14 (4) ERET 2L~ (LDA)EE [F55)

EAE7 AU (LDA) IRAEETIZ, BEEEEREE, BR
RiFg\Lh?

@ %
o LDA ZRAY 2 BB FHEEEBRLER, BRENSRL.

RSk
[THALEEG 2 HE A A K74 > 2015 (SET4E 2 W) | DA HT 72 2 SOk 13 7 A2 o 72,

LDA ZJIRH LT3 REFIZ BT 2 EERHALE 5 & OB O W TSN 2 MG 217 o 723
BT, BN 11%E0MESH LY T2, HLEREEGESEKE LTASL EIEF
WCERICEELTWD oM Y 4 H 5. 512, LDA Wk 1,454 Bl 9 5 29.2% 2085 Atk
B%% 6.5% \TIHLMERS 2 RO 7 HINTIEgE ¥ 258 0, LDA BRAH Tl b s, A9
EOPRNEER 2.

3CHR

1) Yeomans ND, Lanas Al, Talley NJ, et al. Prevalence and incidence of gastroduodenal ulcers during treat-
ment with vascular protective doses of aspirin. Aliment Pharmacol Ther 2005; 22: 795-801 (4 —2 3> b
o—JL)

2) Niv Y, Battler A, Abuksis G, et al. Endoscopy in asymptomatic minidose aspirin consumers. Dig Dis Sci
2005; 50: 78-80 (5 —2 3 FO—JL)

3) Uemura N, Sugano K, Hiraishi H, et al; MAGIC Study Group. Risk factor profiles, drug usage, and preva-
lence of aspirin-associated gastroduodenal injuries among high-risk cardiovascular Japanese patients: the
results from the MAGIC study. ] Gastroenterol 2014; 49: 814-824 (1&H7)
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BQ 5-

(4) BERE7 XU (LDA)ES [FB]

15 (4) EFE7 2 E > (LDA)EE [F6)

EREE7 AV Y (LDA) RAETIF, EENEEEHMmMYR T,
SRR\ ?

@ %X

o DA ZBRF Y 3 BETIF LEBEEELHMU R T, SEEAFL.

fEaR

LSS ZHEA A KT 4 > 2015 (BG4 2 MO | DR H 72 2 SCHR RS 1 R 2 o 72,
HALPEESS B L L2 & S LS S PHED R AT LDA O GICX DV ETE L2 EAVREN
Twa Y HARIZBIF2HE Tl LDA I X AL Hiid NSAIDs 4B L O H AR TOM L4
FEomwa¥xy a7 2y ERETHY, HRATIZRMOY 27 ZRCRAICK L TRERWZ &
ARIEEN (T 1)2 LDA WIREFEICBT 2 LM LSO ) 2 7133 v ba— VB L g
LCEW Fy X 1.96, 95%CI1.75~2.19)°. 72, LDA ZEMICIA LT a4, £1%
DEE THLEIMAE UAMRELEZIME L TWE Y E512, AFT7F Y Y ATOMRITIX
LDA I X AT LI D ) A 71X 1.68 525 25 & %> T b 7 {HLE IO ) A 71X LDA
WIREZE T Y ba— L e L THIML (F v X155, 95%CI1.27~1.90), LDA £ 70t
K7V (v X1 1.86, 95%CI1.49~2.31) 3 & OBigtEISE & LDA OPEH (+ v A1 1.93,
95%CI 1.42~2.61) 1% LDA HAh & ik L LB IO Y 2 7 % LA S, EEHimoBaAs £
ORMMARD Y A7 % ERASE5% DEXY), LDA ZRAT 288, Ll L& mm
A7, BHEEEVwEVZ 5.

3CRK

D

3)

4)

5)
6)
7)

8)

Garcia Rodriguez LA, Herndndez-Diaz S, de Abajo FJ. Association between aspirin and upper gastroin-

testinal complications: systemic review of epidemiologic studies. Br J Clin Pharmacol 2001; 52: 563-571 (X
2)

Sakamoto C, Sugano K, Ota S, et al. Case-control study on the association of upper gastrointestinal bleed-
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i 2T say BTy Fgtpt
Ferr=/TJTF 11 25 0.9 0.8 (0.3~1.9)
FAEUY 2 23 23 2.1 55 (25~11.9)

regular 18 15 2.6 7.7 (32~18.7)
= 325mg/ H 0 0 —
< 325mg/ 3 16 13 2.6 8.2 (8.3~20.7)
HAERH 2 2 =
occasional 5 8 1.3 20 (0.5~85)
JEFZZAEU > NSAIDs 21k 28 21 3.0 6.1 (2.7~13.4)
regular 20 11 4.0 7.3 (2.8~18.7)
SHE"" 12 6 4.4 7.4 (2.3~23.9)
KRE 7 S 52 16.8 (2.7~104.3)
HAEAREH 1 2 =
occasional 8 10 1.8 41 (1.2~145)
OFv70O07xI> 2k 10 6 3.4 59 (1.5~22.7)
regular 8 4 4.1 52 (1.2~22.7)
= 180mg/ H S 2 =
< 180mg/ H 2 2 =
HE1H 1 0 =
occasional 2 2 -
JoO7JIro 2 10 3 6.9 10.9 (2.5~48.4)
regular 7 2 =
= 750mg/ H 4 0 —
< 750mg/H & 1 —
HEARH 0 1 =
occasional 8 1 =

Y1 HEFWRSEET 75~800mg, I~ hO—JLET 150~ 1,350mg

COESmUOYTFO 1 BRVEE OV TJOTJ T V0BEAE2 180meg/ H, YoOTJIFIDEE= 756me/ B, 7
VEOFVALDEEZ27meg/ B, 47071 0H&=2600mg/H, ThRZIDEFEE=400meg/ B . 7
NJOJTV0HE= 150meg/H. YL O VDHE=240me/H, 725/ 7071 V0K &= 225meg/ H.
XOFTAHLDEBEE=Z 10me/ H, OEFIVALDEE=Z 12mg/ H

regular 8% 7 HED S5 4 B EDER

occasional 1 8% 7 HED S5 3 HUWDEA

LDA [CKD EESHEEEHIMIE NSAIDs 2B L00F Y TJOT TV EFAFETHD.

(Sakamoto C, et al. Eur J Clin Pharmacol 20086: 62: 765-772 © #&Z(/ER)
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BQ 5-16 (4) ERE7 X E 1~ (LDA)EE [F55]

ERE7ZEY Y (LDA) RFIEICH1F 3 NSAIDs 1251385
SEDURITELIFBN ?

@ %X

® DA & NSAIDs A&, HIN*EEZ=SHHEMY X T Z55H3.

RS

HALE L% £ o 72 B ERTEALEIRZE C A L725E B & KPR B0 LDA & NSAIDs ORIk
OFMTA 5, LDA & NSAIDs OPF BT 2THLE IO A v XHiE 3.8 (95%CI 1.8~7.8) (p<
0.001) EHWIMLTWB 2 EMEFEINTVL Y T/, LDARMAEIZBIT A2MET, LDA &
NSAIDs Off HIZTH L IMLOIAE) A7 B b EHEL TS 2 X512, NSAIDs & LDA
OB B B AL ES C0E 9 L IO Fs A EA1E, NSAIDs H 5 & Fi L <
LTw2 % PLEkXD), LDA & NSAIDs OftHI AR E 2 & i) 2 7 %2 55D 5.
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ERE7ZAEYV Y (LDA) [REETIF ED &L SBHAEZRLN
¥, HEEERFRER, BRENMELLEIN?

® | DA [CXZHIEMEBDFHER, BREOANHCIF, PPl FTzlE H.RA OFHA
ZHERT D. (MRS (5@ (BEFE 100%), IEFVALANIL: A
(LDA BRABITOEZD—RTFBIIC PP, H:RA [F{REERST)
(LDA BRABITOER D X FRAIC HRA (FIREREFHS)

RSN

LDA I H.RA 295 2 & TIHALEREDO Y A7 2 LT I35 2 4 75 Y ABHE SN
Twb Y X512, LDA W PPINRZ BT 2 & CIHALIEEE O A2 # KT SE5 A5 T
F) Y ADHE LN (F 1)% PPI & HRA TLEHILEOEE/CSADFRiZHE LAY
7F) VAT, PPIOARMEIHE SN TWD Y —FT, Chan 5® RCT* Ti&, LDA iRH
HOITRT T 20mg &7 7EF YV 4A0mg ODIELT, 12 7 HHEOEEFREE A A
EALNTHWRWV, Mo bDAFTFY YAV EBRET 5720, &FENb 6 mOPEREHXE T
NTHAE L7, ZRCEFERCEZMZ, HEERE O PRIICOWTORA Y 7)) Y A E{To72.
CDYATRTA v 7 LEa—IEam s Rl L& 237, i ER SO ERE oM
WEIHEA L7z, TORGR, FEFER LU D FO/- 8 THETL72L 25, PPLIZ H:RA &1
B L CHALEES O FRiIC A BB TV (FEXfERREE 0.34, 95%C10.14~0.80) (B 1 13%

PPI Control 0dds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% Cl
Bhatt DL 2010 21876 61885 30% 0330 07, 1.66] —
Lai KC 2002 1 82 9 61 45% 009001, 077]
Ng FH 2010 0 65 6 65 32% 0.07[OOO, 1.27] —_—
NgFH2012 1 163 5 148 26% 0.18[002 153] s e
Sanuki T 2012 9 176 20 85 128% 0.18[0.08, 040] —
Scheiman 2011 191623 53 804 352% 0.17(0.10, 0.29] ——
Sugono K 2011 6 226 53 235 254% 0.09[0.04, 0.22] ——
Yeomans N 2008 8 493 27 498 133% 0.29[0.13, 0.64] —
Total (95% CI) 4684 3781 1000% 0.16[0.12, 0.28] ¢
Total events 46 179
Heterogeneity: X°=4.89, df=7 (P=0.67); ’=0% f | } {
Test for overall effect; Z=10.52 (P<0.00001) 001 0l I 10 100
Favours PP Favours Control

1 LDA BBERERDRSY
PPIEZZtmR, HRABULIET T 7L — bEEE U OB EIEEERERDE N30T
(Mo C, et al. World J Gastroenterol 2015; 21: 5382-5392 @ £D35|H)
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PPI H.RA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95%Cl Year M-H, Random, 95% Cl
Ng 20109 0 65 6 65 254% 008[000 1.34] 2010 ——=—-
Ng 2012 0 163 5 148 251% 008[0.00, 148] 2012 ~— ——=——r
Chan2017% 8 138 9 132 495% 085[0.34, 2.14] 2017 ——
Total (95% CI) 366 345 100.0% 0.26[0.04, 1.81] e
Total events 8 20
Heterogeneity: Tau?=1.79; Chi’=4.91, df=2 (P=0.09); P=59% 1 1 1 1
Test for overall effect: Z=1.36 (P=0.17) 0.001 01 W 10 1000
Favours PP Favours H.RA

2 LDAEBFRETICHITS PPI SKU H.RA DBER

PPl & HRA [CBIF 2L EBFRERFEEF CH ol
(X@t 4. 6. 11 KDAFT7F U RZRHT)

HDIRET (5B

F (p.193) 1Z3BF) . Mo HD A ¥ T7F ) YAV ENT WS 2#§& Chan 50 RCT Y ®
3 M DYFEF S RE L PPI DA RIS D WTHBEICA ¥ 75 ) ¥ XA %47 7288, GisCHos
5L, PPl & HRA OB O FHisIRICAEEEIALN R o/ (B 2). LAL%
B0, FEGIE 724 RV MNREREDD %, SHRORBIELRCT OB I X DR RITLH)
L9 5.

VLX), LDA X Z2THEPRE OSSR, HHRFEOWHIICIE PPL £ 7213 H.RA G TH
HDOTHIRET .

%3, LDA JRMABITOEEEO—KTFiIZ PPI, H.RA &, fREEFIA 2.

TBoEATH 5, [MEHET AEY VBRI BT 2 5 F 7213 - i85 o s s
THEHWREZPPLIE, 7YV 7 7YV =V 15mg AF 74 20mg 777V —)5mg
(10mg) T 5. LDA RFAFITOEEO ZRFHIC HRA &, RBEHAA % .
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) 5-10 (4) KRB 7 21 > (LDA)EE [FH5)

ERE7ZAEV Y (LDA) IRAETIR ED &L SIHHAEZRLN
(¥, LERHEELMAEER, BREMELLEIH?

O LDA [C&L D EERHEEHMDFEER, HREOIIHEICIF, PPl XFR/ TS
Y DHAZHET S.
[HERDES 58 (BEE 100%), TEFVAUANIL: A
(LDA BRABITOHMD—R, —RFB5IC PPl, R/ FS5Y U I(HMRRERMN)

RS

LDA I HoRA Z I $ % 2 & THALE MO ) A7 # KT &5 A7 TFH ) Y APHEGE I,
PPI R CHALE IO Y 227 ZIL T EEL A7 T7FY VAL MEIR TS 2 X512, Lk
HALEHIMO ) A 7 DAL TFIZDWT PP & HoRA THIEKL7Z A 5 75 ¥ A Tld PPI oA
ZMELTWB Y —F T, Chan 5D RCT? Tlx, LDARMAF DI XRT IV~ 20mg &
7 7EF TV A0mg OHIKT, 12 » %O FRELE BIMOFHEEEICHRAIAONTWE
W, Mo bDAFTFY YAV ERGET 5720, &FEN5 6 mMOPEREmLE TXTHAL..
ZIUCHEEF L (1 RSOk CRGEERSCEMAE L 72) 2z, RSB R IILoFFiicoWwT
DAFTTFN) AR T2, TOYVATIRT A v 27 VY 2 — I3 CAEFIK @ L - 9e s 237
W, EFEDSN ORI REERE O Y EAUER L. T OME, WiER UL D S0 72 13 o)
L72& 25, PPLIE HLRA & B L C REHALE IR OF P2 BICENL TW 2 17 GHXHE R
J0.27, 95%CI10.16~0.46) (1B 2 135K (p.193) ICHH). Mo LOFmL Y DA F T7F 1) ¥ A
WZHIH &N TW B WREFRC 3 M, PPL & H,RA Z LB L7 35553 3 Ma A T >o®, 247

PPI H:RA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight MH,Random, 95%Cl Year M-H, Random, 95% Cl
Ng 20107 0 65 5 65 42% 009001 1.61] 2010 _—
Tunggal 2011'® 0 44 2 44 38% 0.20[0071, 405] 2011 —_—
Yano 2012 0 65 1 65 34% 033[0.01, 803] 2012 —_—
Ng 20129 3 163 12 148 22.3% 023[0.07 0.79] 2012 —e
Wang Z 2013 '® 10 163 14 77 59.0% 0.34[0.16, 078] 20183 -
Chan 20179 1138 4 132 7.3% 0.24[003 2.11] 2017 —_—
Total (95% CI) 638 531 100.0% 0.28[0.16, 0.50] <*
Total events 14 38
Heterogeneity: Tau?=0.00; Chi*=1.06, df=5 (P=0.96); I’=0% f | } {
Test for overall effect; Z=4.25 (P<0.0001) 0.001 01 I 10 1000
Favours PPI Favours H.RA

1 LDA LEEGEIEBEMFRLICHIFD PPl HKRU H.RA OBEMMEDIRET (5553

PPIE HRA S U C EBEEEERMAERDE T Z3RH 1.
(X@t 5. 7.9, 12, 16, 18 KD XFF7F UV RZN#T)
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(@]
)

----- SV TISV—=)L 15 mg
NS TS 10 mg
— R/ TZTF> 20 mg

Cumulative incidence of stomach
or duodenal bleeding (%)
ol
1

(@]
I

O 56 112 168 224 280 336 392 448 504
Days

2 FEEIEERMORKRIERES
LDAEEBRIDHICBITDR ./ TS 10mg B LU 20mg itV IS5V —)b
15mg 80D 24 BB LURHRSHER (thRfE 52 8) [CBWWT EEALEHRIEE 7
wEstlleETa, VTSV —)L 15mg BFR/ IS5 10mg BB KU 20mg 8
KOHMEENSL, R/ TST 10mg HXU 20mg DHMMBEDE Z/FIHEIRIERN
MENTWVD.
(Kawai T, et al. Gut 2018: 67: 1033-1041 '9 KD HEFES )

F) T AR TAER, PPIIE HRA & M L C B L MO FRIA BITEN Tz 579121619
(R B EE 0.28, 95%CI0.16~0.50) (B 1).

E5I, MHLHEEEMAEDOD 5 LDA WIREZ I LT, vV 7= VNt R 75
2 NHREEC LR i o R R R 2 WBRGT L 2@ LTk, K 759 ¥ 10mg #f
(log-rank test, p=0.018) B X U 20mg & (p=0.019) 137 >V 77V —VEEEHEKL T, AEIC
EEBHALE M ARV Z LA SN TBY, K 7592 10mg B L U 20mg @ L
THALE I AR ORI AR S Tw 2 (B 2)Y,

PLEX Y, PPLE/EAR Y 799y OfHIE, LDA 2R T % BEICB W CHLE RO Y
A7 B#ETFEELDT, 179 )T 5.

%8B, LDA MBI coOmIMO—K, ZRKFBHIZPPL K 7IH 1%, REBGEA .
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LECHIEELMEREEN S 2 BEEMBERAEZ AEVU Y (LDA) =
y§g§%e,Ewgamﬁmﬁemunw,ﬁwMﬁwn<
DD

® DA (&2 EERHEE L MODBRINGC(E, BREICHIIZ T PPl RS H#ELE
9I5. (B (58 (B=EE 100%), IEFVAULANIL: B )
(LDA BRE#ITOEIMD —RFFA(C PPl (F{RFREESY)

o DA [CK D LEREIEERMDBREUNGCIE, BREICIA T H.RA DIXS5ZIRE
£9 3. [HEEEDRS : 55 (BEE 100%), IEFYALANIL: C)
(LDA BRE#ITOEMD —xFR5(C HRA (F{RFREFESY)

PRER

LDA IZ & % R MR O H 2 BHE BT, ik 6 » H DNOMLYERE 2 5
DOFHRIMIE H. pylori BREREE + X 77 V= VEGRETHAETSH Y, RCTIZX D H. pylori FRRIZ
L MMOHIFEFHRIRITRENT VS Y E 51T, H. pylori BEREICHEET 5 LDA 12X % il
PEEBHFIE PPLIC L DA BICHHI S D 2 EAVRIN TS 2 — /T, Ng bid, EEHAL
HIMM O 2§ 2 BHED 50~70% % i3 B85 £ 721305 AJERIT, LDA OIRAIZIZ T
77EF I 80mg /XY T TV =) 20mg T 48 FM > FERIHALE T O SHEE & bk L7

0.20+
Log-rank p=0.16
2
'g 0154y | e T7EFIVE
Q@ — SNTSV—)LE
o]
o
G 0.104
C
9
e
S 0.051
a N
[y ————— .+...l
PR L ,
0.00 #++ x : -
0 2 4 6 8 10 12 (B)
J4x0-F v

1 EEREIEEBRBMODFRESR
SEEMEEEMOBERENGHDBEICBVT, LDADRBICMZTSINTS
V=)L 20mg BETFEF I A0mE BT 12 h BEOD LESHEEB MmO
BEZHERUIEETD, INTSVIBET7EF IV VEFASECH o
(Chan FK, et al. Gastroenterology 2017; 152: 105-110 ¥ £DFFA
kX&)
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ETHT77%vs. 0% (p=0.0289) THY, PPIASHRA &0 LEHLEFLmMEZEH L7229 &
I, HALHEES I OB D D 5 BEICB VT, LDA OIRICIATINT SV =)L 20mg
TEL77EFY Y A0mg HET 12 » HHEO FEHILE IO HE % ) L 7-MET ik, 9 X7
5= VEEN0.7%, 77 EF YV UBEIZ31% T, PPLAYHRA & 0 b EEHEALE R HILE b
PN Z 7228, BEAIASN P72 (B 1)) —T, RIS BnPEEZ R e Lz
R TIW r OAREOFE T .

DkXY, LDA WX % EEHELE LMo TR, BRREICIZ CTPPIOKG ZHESEL,
H.RA OFH-ZIR—ET 5.

7B, LDARABICOMIMO K FHilC PPI, HoRA &, PREGE 257\,
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HREHEEN S 2 BENMEAE? ALV V (LDA) ZiRAY %1%
8, LD&LSICEEBRRETFHIIN?

o DA [C&K B LEBEEEEHOBFRIHEIC(E, PPI XN/ FSY U DERS%Z
RIS, (MRS (5@ (BEFE 100%), IEFVALANIL: A
o LDA [C &2 EESHIEEEBOBFEIIFICIF, H.RA DRSZIRRT 3.
[HEEDEE : 55 (BEE 100%), TEFVAULANIL: C]
(LDA BRRBI TOER DR T-BAIC H:RA IS REREFST)

RSN

LDA RSB0 H 2 BEINY VTSV — VL 7 7 2TV VBRI BT A1
L IIMIMOEIREEZMRFT LA, NY b TF V= VEHOBEREFHREIE N EZRL
Twa Y F72, Chan 5OMEITIE, LDA R ME‘EMAEDH 5 BE T LDA RATO
TRTITV—=N20mg &7 7EFY Y 40mg DT, 12 7 HHEOEEFHIHEBEIX 7.0%
(8/114) vs.8.6% (9/105) THEZEIIALNEh -7 (p=0.668)2 F7z, HLMEBHEEDD 2
LDA PRAERE S 2 BFICH LT, TV V753V —VEERTY 7 7 v+ — ML Helg Ui bk
BHRRAET SETVDE Y E512, FRTIV= VD BIFTY X757 =)L 93 LDA
PR AR SS BEAE BB 2 B 2 BB RN A I TH 5 RCT 235 S Twab. LDA IC
X B WHALYEE S O PR OIS % PPI AR 2 MEt L7z RCT # 4/ L, 25770 ¥
AR MBEIATo 72458, PPLIZ T T8 EK, #7700 F— b LIEF 7L v E KL Tk
MBS HRROE T 2807279 (B 1). X512, IRNTIV—LVOMERL 768 TOEY
TR ENTWS Y —JT, Taha 5913, LDA HKGHIONMEMETE X Z47%H 5

PPI Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
lwakiri 20149 6 301 32 151 295% 0.08[003, 0.19] — =
Sanuki 2012% 9 176 20 65 195% 0.12[0.05, 0.28] —
Sugano 20119 6 226 B3 235 357% 0.09[0.04, 0.22] ——
Sugano 20149 2 182 22 182 163% 0.08[0.02, 0.35] s —
Total (95% CI) 885 633 100.0% 0.09[0.06, 0.15] <o
Total events 23 127 f t } {
Heterogeneity: ChiP=062, df=3 (P=0.89); P=0% 001 0l ‘ 10100
Test for overall effect: Z=9.67 (P<0.00001) Fevours PPI Fevours Control

1 BEEEBBERROGR
PPIGTSTR, 4 I7IL—hoULBF I/ Y ERBRU THILIEBRBREDE TR
(Xt 3~6 KD X5 F7F U REHEHT)
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(@]
]

""" SV TS5V—=)L 15 mg
RS TIZH 10 mg
— R/ 7ZY> 20 mg

Cumulative incidence of gastric
or duodenal ulcer recurrence (%)
ol
1

(@]
|

O 56 112 168 224 280 336 392 448 504
Days
2 HbHEEEBRORERER
BB DB S LDA PREEICH LT, 52V TS5V LB R/ TS5 VR
R (LR ORISR AR Lo e C 5, R 755> 10me B (Iogrank

test, p=0.039) 3TV ISV—ILEEHER U OB EEEEEREZR TIE
(Kawai T, et al. Gut 2018; 67: 1033-1041 2 KD HHEFES TinH)

53% 2 BiEYF F 7213 T IRIREIRER % R0 A ER 2 W4 & LT, LDA 75~325mg/ H MARkIC
77EFTA0mg D LIEZT 7 R2 AL, 12 BRICHENESERELZEITL2E 2
B, T7EFVUHTET IR LKL CEH, TGO ELARIHH T2 L
EHEL TS, 612, A/ TIF 2V 10mg BLO20mg B L T 2V 7TV =) 15mg #EIC
B D 2UBHEOBEOTRERTLI2E A, KT ITH Y 10mg BiE 05%, 20mg BTt
15%, 7>V 75— 15mg B 2.8% L A% Tdh - 7245, %512, MG AR (hyfii 52
H)IZBWTIE, K/ 7 F% 2 10mg B (log-rank test, p=0.039) 17 >V 75 V=) 15mg &f
EHE L CTAHBREGOMREMH 2R L Tws (K 2)°.

Vb XD, LDAIZ & 2 REHALIERSG O MFIHNCIE, PP 723K 779 b 247
) XML, HRA OG- ZIRET S

BBEATH 5, MEHRT A CHRERIB 2 Bl 723 38 o mIs
TRHWRZERZ, Y 7I7V—=V1bmg »F Y745 20mg, 777V —)5mg
(10mg), K/ 7I% ¥ 10mg TH5%. 7%=, LDA ABITOEEE O KFPIIC H.RA X, &
RSB 23 72 .

TR

1) Ng FH, Wong SY, Lam KF, et al. Famotidine is inferior to pantoprazole in preventing recurrence of
aspirin-related peptic ulcers or erosions. Gastroenterology 2010; 138: 82-88 (5~ %' L»)

2) Chan FK, Kyaw M, Tanigawa T, et al. Similar Efficacy of Proton-Pump Inhibitors vs H2-Receptor Antago-
nists in Reducing Risk of Upper Gastrointestinal Bleeding or Ulcers in High-Risk Users of Low-Dose
Aspirin. Gastroenterology 2017; 152: 105-110 (5 %" L)

3) Sugano K, Matsumoto Y, Itabashi T, et al. Lansoprazole for secondary prevention of gastric or duodenal
ulcers associated with long-term low-dose aspirin therapy: results of a prospective, multicenter, double-
blind, randomized, double-dummy, active-controlled trial. ] Gastroenterol 2011; 46: 724-735 (5 > %" 1)

4) SanukiT, Fujita T, Kutsumi H, et al; Care Study Group. Rabeprazole reduces the recurrence risk of peptic
ulcers associated with low-dose aspirin in patients with cardiovascular or cerebrovascular disease: a
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5)

6)

7)

8)

9)

prospective randomized active-controlled trial. ] Gastroenterol 2012; 47: 1186-1197 (5 > %' L»)

Iwakiri R, Higuchi K, Fujishiro M, et al. Randomized clinical trial: prevention of recurrence of peptic
ulcers by rabeprazole in patients taking low-dose aspirin. Aliment Pharmacol Ther 2014; 40: 780-795 (5 >
5 L)

Sugano K, Choi MG, Lin JT, et al; LAVENDER Study Group. Multinational, double-blind, randomised,
placebo-controlled, prospective study of esomeprazole in the prevention of recurrent peptic ulcer in low-
dose acetylsalicylic acid users: the LAVENDER study. Gut 2014; 63: 1061-1068 (5 > %" L1)

Fujishiro M, Higuchi K, Kato M, et al. Long-term efficacy and safety of rabeprazole in patients taking low-
dose aspirin with a history of peptic ulcers: a phase 2/3, randomized, parallel-group, multicenter, exten-
sion clinical trial. ] Clin Biochem Nutr 2015; 56: 228-239 (5 ¥ %' L)

Taha AS, McCloskey C, Prasad R, et al. Famotidine for the prevention of peptic ulcers and oesophagitis in
patients taking low-dose aspirin (FAMOUS): a phase I, randomised, double-blind, placebo-controlled
trial. Lancet 2009; 374: 119-125 (5 %' Lx)

Kawai T, Oda K, Funao N, et al. Vonoprazan prevents low-dose aspirin-associated ulcer recurrence: ran-
domized phase 3 study. Gut 2018; 67: 1033-1041 (5 > %' 1)
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) 5-13 (4) KRB 7 21 > (LDA)EE [FH5)

BREHEENIEVEBENMEAE? ALY V (LDA) ZiRA Y %15
8, BRERETFHRELHEN?

o L DA M HIEIE BB FREED—XRFHIC PPl DIR5Z{T5 K SHRET S ((RIR

BRI . [(HERDMS @ 38 (§FF82%), IEFVALUANIL: A
AR

B X E 9% 25RO R VEES 2 xf R & LC, LDAWIRIC7 7 €5 Y > 20mg/H
LT 7LV ¥ 150mg/HAPHL, 12 HBICNBSEREZIGITL-L2S, 77EFY
YHEDOAT 12 BEHONBEE R 27 OIKF (Lanza score OISl : $5-5i 0.89 2> 5 5-# 0.39
WIKF (p=0.006)) 2727z F72, LDA ZIRH L T2 % B X OB T 5 8% (HbrER
PR 2 LB LZ 73%) 12TV A 75— 40mg, 20mg b LLIETILREHLLL, 268
BN BB R MG L7225, TV AT TV =)L 40mg T 1.5% (95%CI 0.6~
24%), 20mg T 1.1% (95%CI10.3~1.9%), 7IEARTIL74% (95%CI55~9.3%) DFEAHT
HY, TIATIFTV=NVIET T RELB L CEERERE AT S5 (p<0.0001) 2 &
MHEINTWS 2 2512, LRI O % WEEBI 25 95% & M A 3125w T, LDA
BLU s u¥ 7Ly, JiBEBREEZ AT 2EMAICTY 27T —)b 20mg 58 L 7 7 €
F TV A0mg HGHET 17~19 WHEOEEGIHED AR LKL 72 L 2hH, ZYRXT TV -
BHHET0.6%, 77 FF T VHETO61%DOFRAEREZED, TV AT 7V = VIRGHTEE G
it &2 Bl L 72 RCT 23 ST b (logrank test, p=0.0052, /N — FIH 0.095, 95%CI 0.005
~0.504)°.

L7:2%5 T, LDABRMHILIEESFEEDO—K TR PPLOHKG 2179 L H#IET 5. HL
VEES AR A3 70 WIE BB O S Tl 22 WAS, LDA IH & v ) s ) A 2 D d B HERIT
OIFALEEE AL L VO FROBERME L ZE LU CHEE Lz, 72720, BHEBERICLS LDA #
G A7 DOKRES, PPLEMRG D) 27 2B 2L IHK L CRiET 5.

%3, LDA RHBITOEEFEO—KFBIZPPL K2 7792, HRA X, REGEH .

TR

1) Takeuchi T, Ota K, Harada S, et al. Comparison of teprenone and famotidine against gastroduodenal
mucosal damage in patients taking low-dose aspirin. ] Gastroenterol Hepatol 2014; 29 (Suppl 4): 11-15 (5
VY L)

2) Scheiman JM, Devereaux PJ, Herlitz J, et al. Prevention of peptic ulcers with esomeprazole in patients at
risk of ulcer development treated with low-dose acetylsalicylic acid: a randomised,controlled trial
(OBERON). Heart 2011: 97: 797-802 (5 > %' 1)

3) Ng FH, Tunggal P, Chu WM, et al. Esomeprazole compared with famotidine in the prevention of upper
gastrointestinal bleeding in patients with acute coronary syndrome or myocardial infarction. Am J Gas-
troenterol 2012; 107: 389-396 (5 > %' L\)
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) 5-14 (4) ERE7 21~ (LDA)EE (55

ERE7 AU Y (LDA) IRREICE 5 COX-2 ERIBER
[FEED NSAIDs KWEBURITZTFIFEM?

o DA IRAZEIC COX-2 BIRMEEERZH L2 &, LDARBEICERED
NSAIDs ZHE T 2B ICLERTHIEEICH T 28BS JO0HMDOYU X JETF
3. (EEmias (58 (BEE 100%), TIEFVALARNIL: A

o L DA BRFEI(C NSAIDs RSN RER, HEMEEERY X I HhEELTO
EBETIF, BEBEEURIEETIEZEHIC, ELOFT T E PPIDHA
EHERT D. [(HEEEDARS 58 (BEE 100%), ITEFVALANIL: A
(LDA BRFEBITOESED—X TR PPl (F{RFRERS)

RSk

LDA BRAH#Z B 5 COX-2 BRI ES OGS L D W bk SR m 3 % 79 23,
Z OFIESRIE LDA 1B O NSAIDs 2P 3 286 £ 013w #% —F T, LDA & COX-2 %
RYFLESEOPEH D L < 1Z LDA &liH O NSAIDs (2 PPI Z P L7235 & oMitEEED ) 2 2
WHSETHDHETELRCT VDA F 703t L0ME A XY bANDOFEER v & Ot
DTN LDARMICIZ T, L3y 7ICPPI Z0H Lz#EE > 7 0%+ 22 PPI % BF
AL 728 EIEALE L MOFFREREZ 18 » HHMMGEIL72& 25, 2L ax I TRHICBWTHSRE
Wiz 720 (B 1), GIEA XY POREICIZEEZRD o720 X512, BXZ4H%D

IN
o
J

TLIFITE
— FJOFEVE

Log-rank test : p=0.008
Crude HR 0.44 (95%CIl 0.23~0.82) : p=0.010

W
(@]
I

(@]
I

Cumulative proportions of recurrent
upper gastrointestinal bleeding (%)
n
@]

1

(@]

9 12 15 18(A)
Jx0—-F v

(@]
(03]
(0]

1 LEEBEtELEMOREBHREE

18 nAEICHIFZ EEEEERMORBEHEREE, CLIFVI#L6%, 70
FEUEE 12.3%CThole (p=0.008).
(Chan FKL, et al. Lancet 2017; 389: 2375-2382 '9 LD F#HFEAE Chnd,)
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(4) BERE7 XU (LDA)ES [FB]

LDA ZIRAL CWABEZEMICELaFY T, F7udrt sy Liidf 777z iy
AT G =) 20~40mg ZHFH L, EE L BIHLEGEORAEMEZ KL 25, Lo
FITBEF TR B OV = FI 071, 95%C1054~0.93, p=0.01) BLXOM 7707 =
YHE ONVF— FIL0.65, 95%CI0.50~0.85, p=0.002) & Mg U CAH EICFAHE O % 720,
L aF Y TR OMELZEEICELTHF a3y LA 7787 2 v LOMIZEITRD
Zedrolz W COX-2 BIRMFHER S X UNEH O NSAIDs DR IX, L&A XY F oY 227 B
X OHHEZBINS 5252 LDA R ZET 2.0 4 XY s DY A7 D EEND COX-
2 IR BE R H O NSAIDs DPEHIE, American College of Gastroenterology (ACG) ® 7
A4 84 VTR A PHEOBEER 3 UL ED ) 227 2 A5 2 bIEEE ) A7 08
HIIHThEVE I |EL TS Y L7205 7T, LDA JRMHEIC NSAIDs B H# 5- 250 B 7z,
HALMEES ) A 7 AT O BE TR, HILEGE) A7 2K FEE572012, L aF
7L PPl OB EHESRET 5.

%8B, LDA BB TOEEO—KFHIC PPLIE, RBEM 2w, BBEHTh 5, [MHE
TAEY YGRS BIEE £ 723 iR O WS ] CREMWEEZR PPLIE, TV
77V = 15mg, AF T AL 20mg TNT TV —)5mg(10mg) ThH5b.

3CRK

1) Silverstein FE, Faich G, Goldstein JL, et al. Gastrointestinal toxicity with celecoxib vs non-steroidal anti-
inflammatory drugs for osteoarthritis and rheumatoid arthritis. JAMA 2000; 284: 1247-1255 (5 >~ %' Ls)

2) Laine L, Maller ES, Yu C, et al. Ulcer formation with low-dose enteric-coated aspirin and the effect of
COX-2 selective inhibition: a double-blind trial. Gastroenterology 2004; 127: 395-402 (5v45 L)

3) Lanas A, Garcia-Rodriguez LA, Arroyo MT, et al; Asociacién Espaiiola de Gastroenterologfa. Risk of
upper gastrointestinal ulcer bleeding associated with selective cyclo-oxygenase-2 inhibitors, traditional
non-aspirin non-steroidal anti-inflammatory drugs, aspirin and combinations. Gut 2006; 55: 1731-1738
(r—223vbho—-J)

4) Strand V. Are COX-2 inhibitors preferable to non-selective non-steroidal anti-inflammatory drugs in
patients with risk of cardiovascular events taking low-dose aspirin. Lancet 2007; 370: 2138-2151 (X %)

5) Goldstein J, Lowry SC, Lanza FL, et al. The impact of low-dose aspirin on endoscopic gastric and duode-
nal ulcer rates in users of a non-selective non-steroidal anti-inflammatory drug or a cyclo-oxygenase-2-
selective inhibitor. Alm Pharmacol Ter 2006; 23: 1489-1498 (5 v %" 1)

6) Goldstein JL, Cryber B, Amer F, et al. Celecoxib plus aspirin versus naproxen and lansoprazole plus
aspirin: a randomized, double-blind, endoscopic trial. Clin Gasrtroenterol Hepatol 2007; 5: 1167-1174 (&
VL)

7) Lanza FL, Chan FKL, Quigley EMM. Guidelines for prevention of NSAID-related ulcer complications. Am
] Gastroenterol 2009; 104: 728-738 (H'4 K54 V)

8) Kearney PM, Baigent C, Godwin J, et al. Do selective cyclo-oxygenase-2 inhibitors and traditional non-
steroidal anti-inflammatory drugs increase the risk of atherothrombosis? Meta-analysis of randomised tri-
als. BMJ 2006; 332: 1302-1308 (X %)

9) Bhala N, Emberson J, Merhi A, et al; Coxib and traditional NSAID Trialists’ (CNT) Collaboration. Vascular
and upper gastrointestinal effects of non-steroidal anti-inflammatory drugs: meta-analyses of individual
participant data from randomised trials. Lancet 2013; 382: 769-779 (X %)

10) Chan FKL, Ching JYL, Tse YK, et al. Gastrointestinal safety of celecoxib versus naproxen in patients with
cardiothrombotic diseases and arthritis after upper gastrointestinal bleeding (CONCERN): an industry-
independent, double-blind, double-dummy, randomised trial. Lancet 2017; 389: 2375-2382 (5 > %' s)

11) Nissen SE, Yeomans ND, Solomon DH, et al. Cardiovascular Safety of Celecoxib, Naproxen, or Ibuprofen
for Arthritis. N Engl ] Med 2016; 375: 2519-2529 (5 > % L.)

12) Mcgettigan P, Henry D. Cardiovascular risk and inhibition of cyclooxygenase: a systematic review of the
observational studies of selective and nonselective inhibitors of cyclooxygenase 2. JAMA 2006; 296: 1633-
1644 (£ %)
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) 5-15 (4) {EAB7 21 > (LDA)EE [FH5)

{EFAE7 AV Y (LDA) ERFRAEICH1FS NSAIDs {#FEFD PPI
ZEZEITBHh?

® LDA & NSAIDs HRIC K 2EBBFETFRICIE LDA &L I+ T PPI Off
FAZ#ETS. [HREOES @ (§BE 100%), IEFVALANIL: A]
(LDA BRABITOD:ERED—XFRA(C PPl [X{RIERSY)

RSN

LDA & NSAIDs OB BT 2EEFRRTPHICEHLT, 7YY 77V — Vo PG #
#H & RSO T EPHERINY, F7aF k& LDA DHFHICBIF A2V X 75—
OFITRERRRZETESETVS2 X512, DA LtLaxF I 7o LIZLDA &
FTUXLNIT VT T =V LG OALEESE AR S FETH S 2 LlEA
NV IO A7 OFEEFIT LDA #kfet G- 2 25 5720, HILHEEREO Y A7 2L L ik
SN A7 DHHEFIIE, ACGOHA FIA4 Y TEF7uFrt VICPPLEHERL TV Y
L2LADS, F7ufxtrbllidf 7772 afy 7I0IMEA XY b5t
IZEZRDTBHT 59 LDA Lt L axy 7oL, O NSAIDs & i3 5 5412k~
TS I 5B LI Y 22 2 FIF5Z &5, LDA & NSAIDs BEHIC & 515
FEFHIIELL IF Y TICPPIOBHAPHHTH LD T ) L HHERT S, —FHT, LDA &
NSAIDs i HIC & 5 TFHICBIT AR ) T35 OFNEICOWTHL N R YTV A
3L TELT, LDA, NSAIDs EIC L 25— K PRIICOWTOH LRI YTV R
BoS5N TV,

%8B, LDA RABICTOESO—K T PPLIE, fRBuEA 2. RBEATH 5, [MEHE
T A YPGB B B F 223 T IR O W] CRE T REZ PPTIE, TV
77V =) 15mg, AFT T4 20mg TNTTV—)5mg(10mg) THb.

LR

1) Goldstein JL, Huang B, Amer F, et al. Ulcer recurrence in high-risk patients receiving non-steroidalanti-inflam-
matory drugs plus low-dose aspirin: results of a post Hoc subanalysis. Clin Ther 2004; 26: 1637-1643 (5 > %' 1)

2) Goldstein JL, Hochberg MC, Fort JG, et al. Clinical trial: the incidence of NSAID-associated endoscopic
gastric ulcers in patients treated with PN 400 (naproxen plus esomeprazole magnesium) vs. enteric-coated
naproxen alone. Aliment Pharmacol Ther 2010; 32: 401-413 (5 > %' L.)

3) Goldstein JL, Cryer B, Amer F, et al. Celecoxib plus aspirin versus naproxen and lansoprazole plus aspirin:
a randomized, double-blind, endoscopic trial. Clinical Gastroenterology and Hepatology 2007; 5: 1167-
174 (5% L)

4) Lanza FL, Chan FKL, Quigley EMM. Guidelines for prevention of NSAID-related ulcer complications. Am
] Gastroenterol 2009; 104: 728-738 (H4 K54 )

5) Chan FKL, Ching JYL, Tse YK, et al. Gastrointestinal safety of celecoxib versus naproxen in patients with
cardiothrombotic diseases and arthritis after upper gastrointestinal bleeding (CONCERN): an industry-
independent, double-blind, double-dummy, randomised trial. Lancet 2017; 389: 2375-2382 (5 > %' L)

6) Nissen SE, Yeomans ND, Solomon DH, et al. Cardiovascular Safety of Celecoxib, Naproxen, or Ibuprofen
for Arthritis. N Engl ] Med 2016; 375: 2519-2529 (5 > %' Ls)
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(5) ZDftbDFEH)

BQ 5-17 (5) Z DHDEY
NSAIDs LISISEBFREY AT Z5H2FENXah ?
@ %

o 7L VROVEE, HEE (DYIJORRIFZFEIR+ANNUVFY—N+TILA
OY35Y)b, @7IL70935V)VER]) SLONERNEO S =BV IAHE
EFRNBEREURTEZEHS.

ARES
NSAIDs PAMZIEES A R 7 %25 DIEPNIT I OWT, [THIbEEESHEI A N5 4~
2015 (BLET45 2 WO | AR 72 72 SO 13 22 A o 7.

1. LY ROVEE

H. pylori &Gt % ROV L7 2 30 5 & L72if9E T, EARA S 2 — PREAORETDH
527V yFuryBREEHAERG T HG, RESNZT LY Fo Y REFRGRIGETOT L
YN YRR L LT, B OFRERDSAH EIKD 5 72 (3.3% vs. 214%, p=0.015)".
BHBEOBBIH L THW O AHEGREICEWTIR, Ve ryBR7LY PR rBiE
BT LD o 72 2%, SEEIRFFETR 2 2 72 656 UL EDOBEE T —y X— 2% [
W —A3 Y b=V AYF 4T, CARAKRS— PEMTE B LE RO ) A 27134y
AW 1.01(072~143) & A Leho7zt L L, ZoOMGIING EEHELE R TH ) H
LPEEE Tld v, D2ER 5%, Miyake 5745 NSAIDs % 3 » HEL Bikfi L TR L T2 B3
o~ FREENRE LA E IR— MIEET-oTBY, HILEEEOY A2 25D
DX AR AFRR— b [F v X229 (1.09~4.81) ], B2 [+ v X1t 2.71 (1.13~6.53)], 60 %
DAl [+ v X 2.58 (1.03~6.49) ] &£ OFERATREN TV S °).

2. EE (OYI2ORRAT 7R+ AMMUFY—M+DILA0O935VIL, @2ILAODSY

JL&3R)

YZARAT IR, AR PLEY—LF, BIOTAVFUY S UV EGHT ALEEE
72ET7NVA Ty T YVIVEMOLEREICB T, A TIV - LR =F Y U
PRS2 L, EBERERENTILARBID IAFILT LI E25, s OPREEITHIL
HWIEEIEDOY A7 2@ b 2 LA RERZ0

3. BROEO S ZYBRDIAHEEE

TYR=IT3DDT = N=AZ M L THTONI R r =23y F o=V A Y T 1
(r—24862%4, I¥ bu— 19448 %) IZBWT, BERIL T b = > FIY SAHBLEIE (selec-
tive serotonin reuptake inhibitors : SSRI) S # T, HALTEESEIELEY X 7 H3F » X 1.50
(95%CI1.18~1.90) & 15H-L, PPI 2495 &4 v X1 0.76 (0.46~1.25) &) A7 HS EFHET,
SSRI ASHALMEIESE D) A7 % FA-SEL T EATRBEINT WS . bAED I, Ttatsu 5005
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F—AA41%, A PA— VR A/THOr—Aa Y FO—IVAYF4 PGSR, ZOMETIE
SSRI &Y A7 % bA SR Hdr o7 YW, H. pylori 47 &2 DM 2 7 1200ToFHifiiE 145
TlE %\,

3CRR

1

2)

3)

4)

5)

6)

7)

8)

Marshall JK, Thabane M, James C. Randomized active and placebo-controlled endoscopy study of a novel
protected formulation of oral alendronate. Dig Dis Sci 2006; 51: 864-868 (5 > %' L1)

Lanza FL, Hunt RH, Thomson AB, et al. Endoscopic comparison of esophageal and gastroduodenal effects
of risedronate and alendronate in postmenopausal women. Gastroenterology 2000; 119: 631-638 (5 > %'
L)

Thomson AB, Marshall JK, Hunt RH, et al; Risedronate Endoscopy Study Group. 14 day endoscopy study
comparing risedronate and alendronate in postmenopausal women stratified by Helicobacter pylori status. |
Rheumatol 2002; 29: 1965-1974 (5~ 4" L\)

Etminan M, Lévesque L, Fitzgerald JM, et al. Risk of upper gastrointestinal bisphosphonates and non
steroidal anti-inflammatory drugs: a case-control study. Aliment Pharamacol Ther 2009; 29: 1188-1192 (2
r—H)

Miyake K, Kusunoki M, Shinji Y, et al. Bisphosphonate increases risk of gastroduodenal ulcer in rheuma-
toid arthritis patients on long-term nonsteroidal anti-inflammatory drug therapy. J Gastroenterol 2009; 44:
113-120 (37R— b)

Sartori S, Trevisani L, Nielsen I, et al. Randomized trial of omeprazole or ranitidine versus placebo in the
prevention of chemotherapy-induced gastroduodenal injury. ] Clin Oncol 2000; 18: 463-467 (5 > % L.)
Dall M, de Muckadell OBS, Lassen AT, et al. There is an association between selective serotonin reuptake
inhibitor use and uncomplicated peptic ulcers: a population-based case-control study. Aliment Pharama-
col Ther 2010; 32: 1383-1391 (y —R 3> bO—IL)

Itatsu T, Nagahara A, Hojo M, et al. Use of selective serotonin reuptake inhibitors and upper gastrointesti-
nal disease. Intern Med 2011; 50: 713-737 (4 —2 3 ¥ rO—)JL)
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BQ 5-18 (5) % DHDEEY
EEAT0O4 PSS EIEEEERE (BF) OUAIAFHN?

@ %X

o EERTOA R, HEEEEHEDY RTRAF LIRS,

RS

WA T4 M5, HEEESTE (F5) 0V A7 WF2IConT, [THLHEE A
A 854 > 2015 (SETE 2 i) J LR HT 72 72 STk 1 70 22 o 7.

1983 FEICIBH S N7z Messer 5 VDA F 7 F 1) ¥ ATIE, MAEEEI AT 71 3Bk BE 2 70
A NIBIERE 3,135 B, xtHRHE 2,976 ) OFFNT 24T\, BEEZA L TW/-DRMEEA T2 4 NiF
1 3,064 B 55 1 (1.8%) \kf L, xHEEE 2,897 B 23 B (0.8%) T - 7z & it L7z (Hixf
fabRlE 2.3, 95%CI1.4~3.7, p<0.001). ZOFEENS, FEEAT A FIEHILHEES & HLE
Mo 227 28NS 5 Lm0 72. LA L Conn 521319854, THOX ¥ 71 ¥ A2
DWT, BEEOXKN GEEMERER, JEar bo— VB EEAEND T RS Tu v
BhaEEnTnd, BEI T REEEORRE, M GEREDRHE, RABO ~EHE R E I
MR PR SBRAL) BB 2 L 2L, BRI R E R A PR L CHMGT L7 & 2 AR REDS
ol L7,

E 512 Conn 5 Y 1E, 1994 4EICHi 727 A 5 7 F 1) ¥ AT 93 OMAELE Y A1 —HE MR
TENT & ATV, AR E OFIEIR 7 5 & R 3,267 B 9 1 (0.3%) LW A 51 4 N 58
3,335 B 13 41 (0.4%) TH -7z (F v A 1.2, 95%C10.8~2.1, p>0.25) Z &5, WLHER
B E AT O FOTNLEIET, BHATOA FEGPHEEE R HETIIHREEE R
HRETRBRVERRO T2, TNOEDXFTF ) VADDL, OBHIZHE SN Conn b DK
RAESERA L.

Piper 5 Y D7 —A3 Y bu—)VA¥ 74 TlE, FRIOBEAT A FIRABIOWILEES 74
DOAREBREE I 2.0(95%CI 1.3~3.0) TH - 7245, FEIZZFD) A 27 1L NSAIDs %t L T 2%
BITOARBMLTBY, BHAT a4 FEFCEEME L 723G 4.4 (95%C12.0~9.7) TH -
72. NSAIDs FEGER IO ERREE L 1.1 (95%CI10.5~2.1) C, FEAT 0L FTIdRdHL F
T NSAIDs 25EB R LML TW 22 DR ENTW 5,

TR

1) Messer ], Reitman D, Sacks HS, et al. Association of adrenocorticosteroid therapy and peptic ulcer disease.
N Engl ] Med 1983; 309: 21-24 (X %)

2) Conn HO, Poynard T. Adrenocorticosteroid administration and peptic ulcer: a critical analysis. ] Chronic
Dis 1985; 38: 457-468 (X %)

3) Conn HO, Poynard T. Corticosteroids and peptic ulcer: meta-analysis of adverse events during steroid
therapy. ] Intern Med 1994; 236: 619-632 (X %)

4) Piper JM, Ray WA, Daugherty JR, et al. Corticosteroid use and peptic ulcer disease: role of nonsteroidal
anti-inflammatory drugs. Ann Intern Med 1991; 114: 735-740 (y —2 3> O —JL)
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BQ 6-1
JE H. pylori » 3E NSAIDs i&EDEEIF &S5 H ?

B %
o H. pylori BRI FICRSE UBBHRMIEHS LTLBRNT, BAICHSIIIE
H. pylori - 3£ NSAIDs SBEDALRS % 6 AR EE DI R SRS H0
12%, +THBEERAD 11%THY, 7I7DlbitSERICENL TS,

PSR

JF H. pylori - JF NSAIDs #5518, 2 RKREDENETH 2 HILEEG ORI TH ), D%
D) A7 HFHBEER T L. BHORF L LT, CrohnH, Zollinger-Ellison Ji fi#
(AN REAETES;), &Y [ Helicobacter heilmannii 7% & non-H. pylori Helicobacter species
(NHPH), 7 A VA (FRZHA b xTay 4V A) RLEMERe], dFRERVEEBAE, SHEYME (Cush-
ing %) & B (Curling &%) B X O ICU B2 EHEELHEA ML A, LHEBA LA
H3d 5. Crohn JilEAFR TIZBUE 10 J3 ANIT 27 AFLEE, Zollinger-Ellison JEfBAE 13 100 /5 AL 2
AEEE STV DD, MORTF-OHERIANTHS. ZLTINLORTFBH S TIE R,
KiB5r DI H. pylori - I NSAIDs {855 (3T YS (idiopathic peptic ulcer : IPU) & IFIZI5.
& B EBANEERD H. pylori AR O 72 LB L T IPU OBEERINASTRD H T
WD TREMED S 5 720 BIC & 51350 &SR & v, JLRHRIC BV TR 1990 4EAA 59 T
IPU RS2 RD 30~40% L i SNCw7z % LA LERYO AR Z G4 7 27 Hildih 5 0
T IPU OB 5 722 0B Tn2 (R 1)7% 72L& 213FWHED Hung 513
IPU %% 4.1% (1997~1998 4F) 5 18.8% (2000 /) ~E & L L7z &g LT h ) 2002~2009
40 5,000 B % 8 2 5 HALHEESS 2 #5T L7 Wong O T IPU A513.8% %15 5 . [Wlfk
WCHARIZBOWTUHTOME TIZ IPU X 0.9~26% 2L EF 5 L SNTW722599 2012~2013 4F
DT =% TIPU ¥ 12.0% (FRFEMEBEEF 12.2%, FRFEME+ 305 EEF 11.1%) ([ZWML Twb &
Wi SN2z H. pylori Btk (7213 HRERR) 12582E5 5 TPU & H. pylori RIEHD TPU % IX
M % FFRITOWT Ootani H O TIEZEMiZ ME D&V TPU X 1.7% (2/116) & S 11/116 i3
Fiffi 2t o TV 72D RGBT ETE T b AR O H. pylori HFAEL 72O TR BV LERETWS Y
7, ORI BT B HE L IPU 2 FMiOAMCL Y XFILTE 5T, Hido Kanno 5D
TIIBRRW % IPU BEDSE I C d o 72 M H O FIH I 213 o 72 1)

LR

1) Laine L, Hopkins RJ, Girardi LS. Has the impact of Helicobacter pylori therapy on ulcer recurrence in the
United States been overstated? A meta-analysis of rigorously designed trials. Am J Gastroenterol 1998; 93:
1409-1415 (X %)

2) Jyotheeswaran S, Shah AN, Jin HO, et al. Prevalence of Helicobacter pylori in peptic ulcer patients in greater
Rochester, NY: is empirical triple therapy justified? Am ] Gastroenterol 1998; 93: 574-578 (27— k)

3) Ciociola AA, McSorley DJ, Turner K, et al. Helicobacter pylori infection rates in duodenal ulcer patients in
the United States may be lower than previously estimated. Am J Gastroenterol 1999; 94: 1834-1840 (X %)

4) Hung LC, Ching JY, Sung J], et al. Long-term outcome of Helicobacter pylori-negative idiopathic bleeding
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F1 BHEFICHITDIEFRIEESDEE
SR T Study design Sire”r%'gg e o
Asia-Pacific
Tsuji H © 1999 BA Prospective cohort 1995~1997 1.8% (6/335)
(GU 2.3%, DU 0.9%)
Higuchi K 7 1999 B Cross-sectional  Not mentioned 2.4% (8/338)
(gXT DU)
Nishikawa K & 2000 B Cross-sectional 1992~ 1997 1.3% (5/398)
(GU 1.6%, DU 0.7%)
Kamada T © 2003 HZ Cross-sectional Past 8 years 1.3% (6/464)
(gXT DU)
OotaniH 'V 2006 [SEN Prospective cohort 2000~2002 11.2% (13/116)
(IPUM 11/13 hiZEHads DR
R, 2/13 BEMREL)
Kanno T '© 2015 Hz Prospective cohort 2012~2013 12.0 % (46/382) (GU
12.2%, DU 1.1%) (IPU
23/486 W' ZEffadp D B R Z5E
L), 23/46 h&EiEEL)
Chan HL '@ 2001 BB Prospective cohort 1997~1998 4.1% (40/977)
Xia HH '@ 2001 5B Prospective cohort 1997~1999 17.4% (104/599)
(gXT DU)
Chu KM ¥ 2005 &5 Prospective cohort 1996 ~2002 23% (309/1,343)
Hung LC ¥ 2005 &5E Prospective cohort 2000 18.8% (120/638)
Wong GL ® 2012 &5 Prospective cohort  2002~2009 13.8% (663/4.827)
Borody TJ '® 1991 #—AK3U7 Prospective cohort Not mentioned 0.3% (1/302)
Xia HH '© 2000 7#—AKZU7 Prospective cohort Not mentioned 43% (21/48)
Jang HJ '” 2008 LIS Prospective cohort 2004 ~2005 22.2% (199/895)
Kang JM '® 2012 i Prospective cohort 2006~2008 16.2% (28/173)
Chen TS '@ 2010 =p) Prospective cohort 2003~2004 8.1% (51/626)
(¥ DU)
Chang CY 22 2011 =) Prospective cohort 2007 ~2008 17.2% (35/204)
Yakoob J 2" 2006 JEFERIYY Retrospective 1999~2000 28.5% (62/217)
(gXT DU)
Ong TZ 2 2006 YK=L Prospective cohort 2002~2004 11.0% (66/600)
Goneka MK &2 2011 Ak Prospective cohort 2008 ~2009 39.1% (50/128)
(GU 45.9%, DU 29.6%)
Uyanikoglu A 29 2012 V] Cross-sectional 2002~2009 12.1% (17/140)
Kiatpapan P 2® 2017 A Retrospective  2003~2013 5.4% (71/1,.310)
North America
LaineL " 1998 KE Meta-analysis of 7 Not mentioned 19.6% (33/168)
studies
Jyotheeswaran S 2 1998 KE Retrospective 1993~1996 39.1% (106/271)
(GU 39.3%, DU 39.6%)
Ciociola AA © 1999 KE Meta-analysisof 6 1991 ~1995 27.4% (657/2.394)

(¥XTDU)



5)

6)
7)
8)
9)

10)

11)
12)

13)

14)
15)
16)
17)
18)
19)
20)
21)

22)

23)
24)

25)

ulcers: a prospective cohort study. Gastroenterology 2005; 128: 1845-1850 (37— )

Wong GL, Au KW, Lo AO, et al. Gastroprotective therapy does not improve outcomes of patients with
Helicobacter pylori-negative idiopathic bleeding ulcers. Clin Gastroenterol Hepatol 2012; 10: 1124-1129 (3
r—H)

Tsuji H, Kohli Y, Fukumitsu S, et al. Helicobacter pylori-negative gastric and duodenal ulcers. ] Gastroen-
terol 1999; 34: 455-460 (DR — k)

Higuchi K, Arakawa T, Fujiwara Y, et al. Is Helicobacter pylori-negative duodenal ulcer masked by the high
prevalence of H. pylori infection in the general population? Am J Gastroenterol 1999; 94: 3083-3084 (1&H#7)
Nishikawa K, Sugiyama T, Kato M, et al. Non-Helicobacter pylori and non-NSAID peptic ulcer disease in
the Japanese population. Eur J Gastroenterol Hepatol 2000; 12: 635-640 (%[#7)

Kamada T, Haruma K, Kusunoki H, et al. Significance of an exaggerated meal-stimulated gastrin response
in pathogenesis of Helicobacter pylori-negative duodenal ulcer. Dig Dis Sci 2003; 48: 644-651 (1)

Kanno T, lijima K, Abe Y, et al. A multicenter prospective study on the prevalence of Helicobacter pylori-
negative and nonsteroidal anti-inflammatory drugs-negative idiopathic peptic ulcers in Japan. ] Gastroen-
terol Hepatol 2015; 30: 842-848 (2 7R— 1)

Ootani H, Iwakiri R, Shimoda R, et al. Role of Helicobacter pylori infection and nonsteroidal anti-inflamma-
tory drug use in bleeding peptic ulcers in Japan. ] Gastroenterol 2006; 41: 41-46 (37R— b)

Chan HL, Wu JC, Chan FK, et al. Is non-Helicobacter pylori, non-NSAID peptic ulcer a common cause of
upper GI bleeding? A prospective study of 977 patients. Gastrointest Endosc 2001; 53: 438-442 (37K — b)
Xia HH, Wong BC, Wong KW, et al. Clinical and endoscopic characteristics of non-Helicobacter pylori, non-
NSAID duodenal ulcers: a long-term prospective study. Aliment Pharmacol Ther 2001; 15: 1875-1882 (2
R—H)

Chu KM, Kwok KF, Law S, et al. Patients with Helicobacter pylori positive and negative duodenal ulcers
have distinct clinical characteristics. World ] Gastroenterol 2005; 11: 3518-3522 (3 7K— k)

Borody TJ, George LL, Brandl S, et al. Helicobacter pylori-negative duodenal ulcer. Am J Gastroenterol 1991;
86: 1154-1157 (27K — k)

Xia HH, Kalantar JS, Mitchell HM, et al. Can helicobacter pylori serology still be applied as a surrogate
marker to identify peptic ulcer disease in dyspepsia? Aliment Pharmacol Ther 2000; 14: 615-624 (27R— )
Jang HJ, Choi MH, Shin WG, et al. Has peptic ulcer disease changed during the past ten years in Korea? A
prospective multi-center study. Dig Dis Sci 2008; 53: 1527-1531 (27— I)

Kang JM, Seo PJ, Kim N, et al. Analysis of direct medical care costs of peptic ulcer disease in a Korean ter-
tiary medical center. Scand ] Gastroenterol 2012; 47: 36-42 (2R—1H)

Chen TS, Luo JC, Chang FY. Prevalence of Helicobacter pylori infection in duodenal ulcer and gastro-duo-
denal ulcer diseases in Taiwan. ] Gastroenterol Hepatol 2010; 25: 919-922 (3R—1H)

Chang CY, Wu MS, Lee CT, et al. Prospective survey for the etiology and outcome of peptic ulcer bleed-
ing: a community based study in southern Taiwan. ] Formos Med Assoc 2011; 110: 223-229 (37— b)
Yakoob J, Jafri W, Jafri N, et al. Prevalence of non-Helicobacter pylori duodenal ulcer in Karachi, Pakistan.
World ] Gastroenterol 2005; 11: 3562-3565 (37K — k)

Ong TZ, Hawkey CJ, Ho KY. Nonsteroidal anti-inflammatory drug use is a significant cause of peptic
ulcer disease in a tertiary hospital in Singapore: a prospective study. J Clin Gastroenterol 2006; 40: 795-800
(2R—1)

Goenka MK, Majumder S, Sethy PK, et al. Helicobacter pylori negative, non-steroidal anti-inflammatory
drugnegative peptic ulcers in India. Indian ] Gastroenterol 2011; 30: 33-37 (37— )

Uyanikoglu A, Danalioglu A, Akyuz F, et al. Etiological factors of duodenal and gastric ulcers. Turk ] Gas-
troenterol 2012; 23: 99-103 (A& Hf)

Kiatpapan P, Vilaichone RK, Chotivitayatarakorn P, et al. Gastric Cancer and Gastrointestinal Stromal
Tumors Could be Causes of non-Helicobacter Pylori non-NSAIDs Peptic Ulcers in Thailand. Asian Pac |
Cancer Prev. 2017; 18: 155-157 (237K — b)
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BQ 6-2

JE H. pylori » 3E NSAIDs ;BB DREPHERE( I h ?

@ %
®3E H. pylori - 3 NSAIDs ;BB DERAICE Crohn &, Zollinger-Ellison fE{&
B, R, FEHRMBEE SANSIUDENIANVRE, ZNSHEHESH
TRUVFRMEEEN 2. HRMEEEDREICIIEWITE SHAX N M

iE, BHERETTEDRESHRESNTVS.

PRER

3k H. pylori - JF NSAIDs #5513, 2 KREDENETH 2 LIRS ORI TH Y, D%,
BHEED) A7 WFBEEIN T 5. BAORF & LT, Crohn i, Zollinger-Ellison JifE#
(AN Y REANEY), &3 [Helicobacter heilmannii 7% & non-H. pylori Helicobacter species
(NHPH), 74 VA (HIZBOTIHTHA b ATaT AV A) L WfEE], dFmRekiE e, 5
kM55 (Cushing 1#%5) R4z & #5 (Curling #45) 3 X OV ICU 5% EHE L HEA ML X, L
A SV AL EDRDH L. TLTINLORTFHHL N TIEAR Y, JE H pylori - JE NSAIDs {8355
VAR SS (idiopathic peptic ulcer © IPU) & I 5. NSAIDs WA O BERUR LR H. pylori

BAZWOBE DD Y 9 H7280, I H. pylori - IE NSAIDs IHEEOZ WKL CTIdE T, OTC
l:%ncn':&‘ ExED Lo & LIREORI 72 iP5 i 2 3l 7 L 7 — il
BP0 2 7 2 F R LI 2 & T8O H. pylorz &AL W & FEFEL ’ﬁ5 CLENVEETH .

NHPH (3BUE 30 FELL EFE ST ), ABILEEGE & L THIZEIZAERT % gastric
Helicobacter spp. & Jfs & iFlig (2 E 12 H$ % enterohepatic Helicobacter spp. 7(/'?'] SN, B

HICEHT 2 NHPH 2 L 212 FOFICO R URELEEZ AT 5 2 LD A6N TS

IPU EAREBI ORI S 2008, FRige U CTIRILITHE, w7 A MY YIdE, HHEiITHE, &
RRYFER, B, KR ERERE OGS S 22 L2 F RIS L TV A WTREMEDRR S Tws 0
R E U Crlin R CBIRAEI LM 2 F5 0 B IIHE L9 < °0) MIIRIETCHESE & 0 5 P4
ALY 22 & 78 BER~T IR EREE AL & v o 2B ShTw s 0 L
L, IPUICHT 2N oHE b MBI/ A b DIl &%), iR ) A7 OFTICIE X
DRBB L MEDOWME TN LD XS T F 1) Y AWE NS,

TR

1) Quan C, Talley NJ. Management of peptic ulcer disease not related to Helicobacter pylori or NSAIDs. Am |
Gastroenterol 2002; 97: 2950-2961 (+&#fr)

2) Harris AW, Gummett PA, Phull PS, et al. Recurrence of duodenal ulcer after Helicobacter pylori eradication
is related to high acid output. Aliment Pharmacol Ther 1997; 11: 331-334 (4 —2 3> O —JL)

3)  McColl KEL, EI-Nujumi AM, Chittajallu RS, et al. A study of the pathogenesis of Helicobacter pylori nega-
tive chronic duodenal ulceration. Gut 1993; 34: 762-768 (4 — 23 kO —JL)

4)  Freston JW. Helicobacter pylori-negative peptic ulcers: frequency and implications for management. ] Gas-
troenterol 2000; 35 (Suppl 12): 29-32 (1#&#f)

5) Chan HL, Wu JC, Chan FK, et al. Is non-Helicobacter pylori, non-NSAID peptic ulcer a common cause of
upper GI bleeding? A prospective study of 977 patients. Gastrointest Endosc 2001; 53: 438-442 (27K — b)
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6)

7)
8)

9)

Kanno T, Iijima K, Abe Y, et al. A multicenter prospective study on the prevalence of Helicobacter pylori-
negative and nonsteroidal anti-inflammatory drugs-negative idiopathic peptic ulcers in Japan. ] Gastroen-
terol Hepatol 2015; 30: 842-848 (2 7R — 1)

Luo JC, Leu HB, Hou MC, et al. Cirrhotic patients at increased risk of peptic ulcer bleeding: a nationwide
population-based cohort study. Aliment Pharmacol Ther 2012; 36: 542-550 (27— )

Chang SS, Hu HY. Helicobacter pylori is not the predominant etiology for liver cirrhosis patients with peptic
ulcer disease. Eur J Gastroenterol Hepatol 2013; 25: 159-165 (37K — b)

Tijima K, Kanno T, Abe Y, et al. Preferential location of idiopathic peptic ulcers. Scand ] Gastroenterol 2016;
51: 782-787 (37— )
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) 6-1
%E [)—I pylori « 3E NSAIDs EBEDGBEIFEDKLSICITOINE
\ H

®3JE H. pylori - 3E NSAIDs ;EEDIHR/EES PPl ZEIRT 2 K 5 ITIRET 3.
[(#EZDiES 1 5§ (BEXE 100%), IEFVAULANIL : C ]
o3k H. pylori + 3F NSAIDs ;&BD;aREBEFFRAICIF PPl Ffz(d HRA 2R
TBDLIICIRRT .
[(#EEmiES 1 5§ (BEZE 100%), TEFVAULANIL: C ]

s

Ik H. pylori + IF NSAIDs i&#; D 9 H BQ 6-1 (2Rl S Mz DO R F O &1 Z 2o 5
BT 2W0MEATH . TSV S M AEFEMEE BB W TRWITER S A+
VIFEDSTRO HNTEY Y PPIAHEOE RIS L L TIRESNS. LA L, Kanno HITX
SAFOHE T, PP T To 12 38 £ TOEBHAERDY H. pylori 855D 95.0% 2 H L TH
FEMERSE T 77.4% LK 2 SRS GICHEN KRS . T2 5§ 5 & U1 2 BRI W5
T bR 7 7% (VPZ) b PPLIAKRICHRI & & 2 5N 5 DA 200

72, WHEBEOMHHFEBBETICHEE L (DL L DRRERGOMETH L. FE
Hung 512X 2% LRREMEESE O 12 7 HRERCTO RIETIEHIE 134% &, BREGEHE 2772 H
pylori WHHZ BT 5 25% & D g L Sz ® FBRICEE Yoon © D#idiTld 5 4 THEFEME
TS AR B FEEE 16.0% (2% L C H. pylori #5513 1.9%", A TH Kanno 54718 » H D5
FDGERVEESS T 13.9% & BRBEERE 2172 Hopylori 85D 21% L D mwE B L722 &5
IV Wong O OFRFEVE I Mk S & Witk H. pylori I8 BT 2 1R 7 MG TRk
AR RREREEE, BRMESEEAT 42.3% T H. pylori 85D 11.2% £ D EW72EF TR, H
HMLER & ARFE AR AT MR B T <, BRI SR 512 X 2 158 7B & e 2 e 42
AT RELBRTVS Y L2aL, Wong HDRIRI O BERIC L 2 38— MFJETIE,
H.RA % PPI Z BRI AT LTWTD, Lado 2RI LT IEESHERIC BT %
HFHMEPHECRETICREG L e o2l W) #MiE2 LTW5E 0 7272, ZoHKIIBITS
H.RA % PPI D7 (Z A2 E] D A1) Tld 2 SHBEM OB L 20T, ZHHEFITLS
REIPRETE 2w,

BRI 72A%, ik Wong 512 & 0 J5 PR S B3 23k LT PPL & HL.RA 5 TFBi%)
R B L 72 RCT A3y S 7z, ARG TN O NSAIDs O EEL T 5. 24 » H
BIZ B 2 REHEALE Mo B AERIEPPI(T ¥V 75V =) 30mg 1 H 1) T0.88%
(95%CI0.08~4.37%), H:RA (7 7EF Y ¥ 40mg1 H 1 1) TiE 2.63% (95%CI0.71~6.91%)
WHZoNTEY, RRIGMHEMICHRREZZRBOLRP 572 (p=0.336)". TD7-DBIRHTIX
HADOTFETF P PP £ 7213 HoRA 28R & 72 5.
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3)
4)
5)

6)
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Kanno T, Iijima K, Abe Y, et al. Helicobacter pylori-negative and non-steroidal anti-inflammatory drugs-
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Yoon H, Kim SG, Jung HC, et al. High Recurrence Rate of Idiopathic Peptic Ulcers in Long-Term Follow-
up. Gut Liver 2013; 7: 175-181 (27K — I)

Wong GL, Wong VW, Chan Y, et al. High incidence of mortality and recurrent bleeding in patients with
Helicobacter pylori-negative idiopathic bleeding ulcers. Gastroenterology 2009; 137: 525-531 (37— b)
Wong GL, Au KW, Lo AO, et al. Gastroprotective therapy does not improve outcomes of patients with
Helicobacter pylori-negative idiopathic bleeding ulcers. Clin Gastroenterol Hepatol 2012; 10: 1124-1129 (3
K—H)

Wong GLH, Lau LHS, Ching JYL, et al. Prevention of recurrent idiopathic gastroduodenal ulcer bleeding:
a double-blind, randomised trial. Gut 2019; 69: 652-657 (5 v % L) [F&FREARIFI3C@k)
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FRQ 6-1
B+ IS EE OA AR T ?

@B &

O RFHNEEL UTC PPI FCFZ VY ORX M—ILMREE L THN BN, M
PHRIMEFERG EMAREEZ T T EREBRDRRZITL, REFHGE FOE
BRFMENGECFINZERT 3.

fEaR

HFERRIZ B\ TR R SRS 215 R BE, 0 U D12, IR L 5 EF 2 b b+ 4k
Wi h3dp &, — BN+ B EREBIIR (CA) S & EIGHEEIIR (SMA) RO W %> & L
2 Z I WEIMATHICE G EE R DN T A, SRS X UHISC TR RS L7220, it
ARG OIS S RCT, a4 — MIZE, JEFRIIZEIE TR LD 5, fEblHs &
L CHEBER 2 b 2RI L 14 BlERR T &7z (R 1)

FEIRE L CRBS % & GWEIEE QIR il &, 12V 72 0 R A Fk A 2 &A% S 7z,

WHLBEAT B TIRERIRERIC 35 X SHEE S 2B, B0 DAL O JE 2R B o ¥ 1 2 FE AR 122
AR Z BE D BILE L T2 b D% h o 7z, BPETHE QS 1k = G H i 0 %8
W EEAR ORI 0, X2 MARTEARAE LS & ) BB DA% S TG OB TR T LTy
BB ST T iREREERZ (ADML) (ICHEBLL 72 b ORBERHKRE Lavwdb0bdh s, 18
PHAEIR O B IMLPE+ 38 CIIENIRB LS D ) 2 7 2485 CA 1 XU SMA DREkRZEZ
BT BREBIAWE SN TS 8

PAFRI IR & L CHEHCIAE L & IR IHIEE OB G AT b T W B 7%, Hit & I R
SN B ERRERIS BTl Z P05 2 BRR A 22 AR PR IS B L TR S 2 Tld v, i id e
DHIBEREOBE AL IV 7O X b= VA REIZH 72, RFIEHROATRRL 72D D L
7% { Z ORIMAENTERLHFHIMAT RN 21T TV 281035 o 72 RILBIR IR & 0F
BITIEPAPRLEDEINS NS,

FRICBVEISAE O REIMAYEE DI B + ARSI LT, MARE R EOWREKEDN D 5
MRtk SHICE S, EELTHRICHLLLEND L.

TR

1) Vallieres E, Jamieson C, Haber GB, et al. Pancreatoduodenal necrosis after endoscopic injection of cyano-
acrylate to treat a bleeding duodenal ulcer: a case report. Surgery 1989; 106: 901-903 (5 —2 > 1) —X)

2) Cheah WK, So ], Chong SM, et al. Duodenal ulcer perforation following cyanoacrylate injection.
Endoscopy 2000; 32: S23 (5 —2R ¥ Y —X)

3) Jang ES, Jeong SH, Kim JW, et al. A case of acute ischemic duodenal ulcer associated with superior mesen-
teric artery dissection after transarterial chemoembolization for hepatocellular carcinoma. Cardiovasc
Intervent Radiol 2009; 32: 367-370 (5 — X 1) — X)

4) Force T, MacDonald D, Eade OE, et al. Ischemic gastritis and duodenitis. Dig Dis Sci 1980; 25: 307-310
(r=2vy—2)

5) Julka RN, Aduli F, Lamps LW, et al. Ischemic duodenal ulcer, an unusual presentation of sickle cell dis-
ease. ] Natl Med Assoc 2008; 100: 339-341 (5 —2 > Y —X)
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&1 RO+ IERESAES

= g | PR ; ==y H. pylori BEORU
Sk RITEE A MR 8 FEIR EMDRER EREE ety NSAIDs 28
Force T5 % 1980 69 it BTEBIC BEOKEDR BIRICTES sMmME M0 Z#EL  Z8EL  HRAZBAUK
LEES =] RERND S E ht. 3HE(CmE
FoHMRE ERECRERT
R HCAB &
U SMA (TTFE
Vallieres E 5 " 1989 b2 uit +EBES Y7/7oY Y7 /FLU Crohnis Rl EEgL Fiir (BEEERIcE
IEM&ICE L—hTLm U—hZEZO ENRUEETZ
BERODES mMENE+= TR IBRIT)
B 108 & KBRS
HBIRREN AR ENRE T
=
Yakubu A 5 ¥ 1994 62 S +TEBICE BEECHUL MBI NV BEE SELL  EELL F (Hm3Y s
a5 fRER D DBRMT  %EL) O— L CEFHRE
% 1 @EEEIC e =7 19)X15)
KEMm
Gomez-RubioM5® 1995 57 S T 7 M [C 6 2BMEK< CAS & U BE BE# THAL 2yV] PPIZER Leh
dcm K D& ER #EE SMADSEN SRELE WEELFl (I
5 A %2 &)\ )CR4)
Bakker RC 5 ” 1997 39 i B+HB~ZR 8»AMKEL CAS & U HELL (B &b SEEL PPIEERULRED
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