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< SUMMARY >

Purpose&
Contents

<Objective>
To prove preventive effect of proton pump inhibitor in gastric cancer
bleeding

<Methods>
1) Patients
Inclusion criteria
® Histologically proven primary gastric adenocarcinoma
@ Aged 18 year old
@ Plan for palliative chemotherapy without prior chemotherapy or under
chemotherapy for
less than 2 months
@ Cancer staging: metastatic (TxNxM1) or locally advanced unresectable
gastric cancer
(T4NxMx with unresectable), or T2-3NxMx with inoperable condition
® Performance status (PS) of 0 to 2 on Eastern Cooperative Oncology Group
(ECOG) scale
® Adequate organ functions defined as indicated below:
(a) WBC > 3000/mm3, (b) Hb 9.0 g/dL regardless of any transfusion history,
(c) Platelet =100,000/mm3, (d) AST/ALT < 2.5 x UNL (=< 5 x UNL if liver
metastases are present) (e)Total bilirubin <1.5x UNL (f) Cr <1.5 x UNL
@ Written informed consent

2) Methods
@ Double-blinded, placebo-controlled, prospective randomized design
@ Treatment Plan: After randomization, patients will receive either
following medication.

- Treatment arm: Proton pump inhibitor (PPI1) of lansoprazole 30 mg qd

- Placebo arm: Placebo for PPl (Same shape and number as PPI)
@ Primary endpoint: time-to- bleeding event

Definition of bleeding event (need to be confirmed by attending medical
personnel)

(a) Hematemesis

(b) Melena

(c) Sudden decrease in hemoglobin level




Purpose&
Contents

<Statistical Methods>
: Sample size calculation
™ Risk of bleeding 30 %
@ Relative risk reduction by PPl 50% (Chan, et al., Lancet, 2007; Chan, et
al., NEJM, 2005)
- Test significance level (alpha error): 5%

Statistical power: 90%
- 2 Sided Test
Calculated sample size: 167 per group¥Sample calculation formula: based

on log-rank test(Freedman LS, Statistics in Medicine 1982, Collett D,
Chapman & Hall)

- Total bleeding event required: 68s

- Drop out rate: 15%
® Expected sample size: total 394 patients
® Subgroup analysis: according to tumor type and response to chemotherapy
® Censor

- Death

- Discontinuation of study medication due to follow up loss, transfer for
supportive care, or poor oral intake of any reason (intestinal obstruction,
or poor general condition, etc)

Results

* Total enrollment: 130 patients
NCC: 125 patients, Other site: 5 patients
Final outcomes: 127 patients included

Primary outcome: tumor bleeding

. 7.8% (5/64 patients) in treatment group

© 9.5% (6/63 patients) in placebo

© Until 4 months after treatment

(0 bleeding event in treatment group, 4 bleeding events in placebo group)

Secondary outcomes

: Proportion of transfusion more than 5 units
- 26.6% (17/64 patients) in treatment group
- 15.9% (10/63 patients) in placebo group

: EGD for suspicion of bleeding event
- 10.9% (7 patients) in treatment group
- 14.3% (9 patients) in placebo group

. Overall survival (Median 0S)
- 11.7 months in treatment group
- 11.0 months in placebo




« Selection of high-risk patients of tumor bleeding in inoperable gastric
cancer patients
* Reduction of patients who had delay of ongoing chemotherapy and those who

Expected had morbidity due to tumor bleeding

Contribution |+ provide an evidence of proton-pump inhibitor use for tumor bleeding in

inoperable gastric cancer patients

. Unresectablelproton pump )
Keywor ds Gastric Cancer ] o cancer bleeding
gastric cancer inhibitor
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AT LRI o JHR

1. ei7o HZ=E

HA 27lset M 92t Aol Z2E HE Mo ot S £ 4o g0t 3Y

2. Aol Hey
1) fltnt &€

=4 AR e £ T4 ULEAM 0| XHX|St= H|E2 5%E EIEICE (Cotton et
al., Br Med J 1973; Peterson et al., NEJM 1981). /&t &XlollM EEo0| LIEtL= H| S0 CisiM=
& 2™ JUX| L2, Moreno-Otero a2 |t BHAL 4274 F 36H (8.4%)0lAM EEO| FIA2E
gtedstdctn Eask df Aot (J Surg Oncol 1987). CHES| &Eo| US mf wMst= EEH SAT=
el &l EE0| XEHE < FRols LMoz 20| FX| Zot, AMEZE /g EXtoAMe B
ZE2 nagrt =Hds Jtsdol =ot

ok 2l et etXtolMe] EE2 HREE2 Z9 HITL 1A o|M2R FHEJE o LEH=dH], O
Ao 14 M=EJ|2HE Hotn E0EQdct (Savides et al., Endoscopy 1996; Allum, et al., Br J

o Alen =22l WAZ S Als Z2t7F MEH0l (Loftus, et

94), MEL2o 2ol i< =ct. oM & Ao tHFEE2 0olX 674
ol
AN

al., Mayo Clin Proc, 19 ,
2 oltfoll= &&st Mol JA204(Allum, et al., Br J Surg 1990), dct =4€o| 5H MEEES 30

2! o|iholl 33%0|Lt = o =Cto 2 XCHSavides et al., Endoscopy 1996). CHZE &=&Eo| X%
2 2HE0| 55.6%-F =/0{(Moreno-Otero, et al., J Surg Oncol 1987), Yct LA|AX o=z X|& X =27}
A SSHCE stz ol = 80%0llAM K EEH 0| “E*'}:'if&EF_' H o=k Loftus, et al., Mayo Clin Proc
1994) .
E, oM 2 B4
I

(=]
=
ol oz{®of, EEEO

Il

—

s AMHE shxjoll A LIERLIA, o 37} Lpe | (AlZE el XEs
C|

2) ZTZ2E HZ AqAH e 28 oy

Z2E H=Z XK (proton pump inhibitor, PPI) = &S| HMIE (parietal cell) ol U=
proton pump ¢l H',K'-ATPase XsHE Sl &t 2H|E ZAAIF|= 2folct. PPIE ALE3SH0 fIL pH
£ 6.00/&422 =0|= Z2o £ FodM 2 Mol Hxl=, MdE X0l ehdst gt of
25t Ol 72 2AO|X|E =

IxMozs= 9 Alo|x|7§|-

HE f nH>|

Tgte2M &8 daAlZich
0| el glend, PPl off 2olsf FSO|Lt MAtRt 22

= A
-Jones, Lancet, 1994). O|2X 2o =2 PP| 7} QIth pHE &7}

o

-

Al Ct2 2ol S0 HeE & = Ao}, AMNMoZ Cf=2 2k=29| pharmacokinetics o P&
= Bt ketoconazole, digoxin O|2lol= He|l glct &e{x Jct. PPI = Z+e| cytochrome

P-450 (CYP) =20 2|5t01 CHAIEEZ, CYP enzymeol|l <2|at0 CHAR=|=warfarin, diazepam,
phenytoine HMHE XAAZItsH0l UL}, omeprazole O[]0l lansoprazole, pantoprazole,
rabepraozle S CYP system®| Ct2 Z A A (isoenzyme)E ALESIEZR CHE 2k=0| &0l Heo
U0y, omeprazolel] AROE ol EZCt X UAct (Gugler, et al., Gastroenterology
985). PPl & HF 22| gHet k2 A4SZAE0| gle A2 Yo UL, XM o ALE=HD

U Mt 4S2Z0| glctl YHA UC

LI




PPI Fofof ofet &FoiEat £€ oet 2ots o8] dFollM 22 & Hb
I

r
r

F
omeprazoles HFsot= Aol £ HHe s
= Ao Z E=RACt (Lau at al., NEJM 2007). 2+ ofzl, 2stMH
& "ol thst AlA |2 Foll omeprazole2 HFst= ZRoles MEEO| HAEUCH (Lau et
al., NEJM 2000). E8<l&o| =2 &XjollM= COX2 inhibitor TFE0il H|5t0 PPl (esomeprazole)
2 0| Foist= TolM EE9 fl"ol sXs| ZAsk= Zol En=[AcHChan et al., Lancet
2007). A, |

Sofstol A FEBel Ly
gl gl

gt

2 AL SEs5to{of diA &8 ol =2 &XoflAl= lansoprazole
£ = Jctn 2= HE M (Lai et al., NEJM 2002), PPlI=

ofz] LM Zste| £ ot ¥ X =0 FEeo| LS AUCE.

oM o2t AR Xw/7F Bt 22X RJAcH(Sakita, et al., Gastroenterology
1971). & X2 E st ¢ BZ3 EXjoM WX o2 PPIE 20| AISME I, £€ F280| M
1, obtMsi | =8 %7F Ects 21U AR, (Wohrer, et al., Scan J Gastroenterol 2005) ¢
gto] tHE &2 A X[t Mt EtXtol| CHslof o A pp| ALZ0| EE S ZEo|l=7tol|l &5t0i= ot
E7F gict.
AMZ £L0| oplxls= Eo e XA daollAM PPIE M85t 2L, 0|2 ALEol| st
o MAMS AF= MMAM2=Z otxl A= Ho| glct. Esh 2|t BAtE0| EE2 Dy
T =7t o] EXAZE MR £E oY |82 PPIE At8sts Aol &1 A=X|of st oF
T dt gict. & A7= oMo ME A|AE Ho| gicks MolA nFMIF FHelMdo| 2 od7o(n,
AF atolM M2 5+ As X2 ZAHE ofEE = e A7z MztEc
3. Ao U ¥ At
1) dA7e HE % 2

(1) A+ ==

DA otststeis e MM STtsth FEAM fleh XA Z2E HIZ AMMHE F0{5t04
2t E&of st oflYtEntE Y

A. Primary endpoint
- time-to-bleeding event
B. Secondary endpoint
- Transfusion requirement; packed RBC unit (even primary endpoint criteria are not met,
evaluation for prevention of chronic blood loss from tumor can be evaluated by this
parameter)
- Number of endoscopy (EGD) to evaluate tumor bleeding
- Number of endoscopic treatment for cancer bleeding
(2) A7 et M-
- MEI|E
® Histologically proven primary gastric adenocarcinoma
@ Age =18 years

@ Plan for palliative chemotherapy without prior chemotherapy or under chemotherapy for

less than 2 months




@ Cancer staging: metastatic (TxNxM1) or locally advanced unresectable gastric cancer
(T4NxMx with unresectable), or T2-3NxMx with inoperable condition
® Performance status (PS) of 0 to 2 on Eastern Cooperative Oncology Group (ECOG) scale
(® Adequate organ functions defined as indicated below:
(a) WBC > 3000/mm3, (b) Ho 9.0 g/dL regardless of any transfusion history, (c) Platelet
>100,000/mm3, (d) AST/ALT < 2.5 x UNL (< 5 x UNL if liver metastases are present)
(e)Total bilirubin =1.5x UNL (f) Cr =1.5 x UNL

@ Written informed consent

- Hel7|&

(® Other malignancy within the past 3 years except adequately treated non-melanomatous skin

cancer or carcinoma in situ of the cervix

@ Patients with significant or uncontrolled gastrointestinal bleeding in the past two weeks

without evidence of resolution documented by endoscopy or colonoscopy

® Previous subtotal gastrectomy or total gastrectomy

@ Patient with a plan forneo—adjuvant chemotherapy

® Lack of physical integrity of the upper gastrointestinal tract or malabsorption syndrome,

or inability to take oral medication

® Allergy history to proton pump inhibitor

@ Serious concurrent infection or nonmalignant illness that is uncontrolled or whose

control

may be jeopardized by complications of study therapy

Inadequate cardiovascular function:
(@) New York Heart Association class IIl or IV heart disease, (b) Unstable angina or
myocardial infarction within the past 6 months, (¢) History of significant ventricular
arrhythmia requiring medication with antiarrhythmics or significant conduction system
abnormal ity

@ Requirement for therapeutic anticoagulant therapy, aspirin or non - steroidal anti -

inflammatory agents

@ Requirement for therapeutic corticosteroid; the use of dexamethasone as anti-emetics or a

premedication of chemotherapy-associated hypersensitivity is not an exclusion criteria

@ Need for PPl maintenance treatment for uncontrolled reflux esophagitis or active peptic

ulcer

@ Psychiatric disorder that would preclude compliance




@ Pregnant or breast-feeding women

@ Untreated folate or vitamine B12 deficiency anemia

@ Bone marrow metastasis, or evidence of microangiopathic hemolytic anemia (MAHA)

(3) AT

A. Design: Prospective placebo-controlled randomized

394 inoperable AGC patients in chemoTX, randomization

PPl group (n=196)

Placebo group (n=196)

B. Treatment and follow up schedule

Every 3 weeks 12 month
C bbby

| I
Eligibility

EGD: if bleeding suspected

active drug or
placebo

@ Multicenter, double-blinded, placebo-controlled, prospective randomized design

@ Treatment Plan: After randomization, patients will receive either following medication.

— Treatment arm: Proton pump inhibitor (PPI) of lansoprazole 30 mg qd
- Placebo arm: Placebo for PPl (Same shape and number as PPI)

@ Primary endpoint: time-to- bleeding event

Definition of bleeding event (need to be confirmed by attending medical personnel)
(a) Hematemesis (EE¥)
(b) Melena (SAHE)

(¢) Sudden decrease in hemoglobin level

- 10| 2.0 g/dL O|&F ZtA with EGD finding of cancer bleeding (cancer bleeding Forrest
criteria la, b, Ila, b)




- 330l 3.0 g/dL o|& Z+ASID with EGD finding of cancer bleeding (cancer bleeding
Forrest criteria la, b, Ila, b)
@ Secondary end point
(a) Transfusion requirement; packed RBC unit
(evaluation for prevention of chronic bleeding)
(b) Number of endoscopy to evaluate tumor bleeding

(¢) Number of endoscopic treatment for cancer bleeding

® Fol low-up:
(@ A SE Al tHMX MY ol EE, €y SF 2 gd=d, 715, H. pylori 2Y, WA

74

o

My
i

(&2 /IR, =&stH Z7/), CT stageE 7| Setct.

0

(b) Chemotherapy= schedule ol w2l 1-33F ZtH o =2 stof, A Skt oefollA X &st= CBC
tCh, (33 2+242| CBCVF gle Z=oll F2F AAl sto})

stol &€& 22l follow-up F7|oll SEF0{ Aleict.

i

A}

0fo
rot

a

02

(c) 3x0OlCt 947 ZtS A} interviews Al
2z follow-up =28t A=R0ol= 3F0ict ™St interview

- hematemesis, melena 045

-2 22 225 check (Pill count; MO{E 70% O|At 28)
- 2kE olatEtE V|E

(d) 3Foict A7 ZtSAfchart review; CBC &2l lab Z3b, XukE 2Fx| (aspirin, NSAIDs,

steroid, warfarin, low-molecular weight heparin, feroba), transfusion 0% %' pRBC 7H=,

erythropoietin FAF Sl= LIAA & CT 22 718§

)

o

(e) A7t =5 28U, 58, 23 2E 342 Ao MM, Y E5H, 2SETA

2 XZAXM S (almagel, phosgel,newlanta, stillen, mucosta, domperidon, ganaton, buscopan)

o o

18+5kod, PPl (omeprazole, lansoprazole, esomeprazole, rabeprazole, pantoprazole, etc),

o

misoprostol, sucralfate, H2-blocker (famotidine, ranitidine, cimetidine, nizatidine,
etc) = AMESIX| 2.
® WAIZ AAL

MY, B

Jjob

(a) o] AFolM B2 XH3t= F7| WHAE HAte elen], 20| 2 =& F42(

. WA XE
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- Cancer ulcer bleeding description® Forrest classificationg 0|30 Sk, active
bleeding (spurting, oozing), non-bleeding visible vessel, clot with underlying vessel,

flat pigmented spot, clean base (Lau, et al., NEJM 2007)




- O|&oM active bleeding (spurting, oozing), non-bleeding visible vessel, clot with
underlying vessel= &82l &M1& ¢l&sto{, Flat pigmented spot, clean base= &2l &A
2 F g5tk g=ct.

@ =<

(2) Hemoglobin < 8 g/dL

(b) Hemoglobin level: 8-10 g/dL with dyspnea, dizziness, or angina symptom

(¢) According to primary protocol for chemotherapy

(4) Study Treatment
- < PPI> & lansoprazole 30 mg (1/day) during chemotherapy,
- <Placebo> &: lansoprazole 22|& (1/day) during chemotherapy,

enrol| E EXE ez X2 F OFCZ LIF0o Z2E HI XA FoiZn tzo=z
Hi™Esct, Z2E HIZ AMEHes 482 5tF o HY 535t bleeding event off =2 mi7tX|
=Sgcoct, 2 2 2on Mygez oSO El #(eF (International Good Manufacturing
Practice Guidelines for Pharmaceuticals) & S&3tAH ECt.

AE HE 30mg HE
2. lansoprazole
+)-2-[[[3-methy|-4-(2,2,2-trifluoroethoxy)-2-pyridyl Imethyl Jsul finy!l ]Jbenzimidazole

’\0?.: L

| |
Py

VE olok ™Md




- Calculated sample size: 167 per group
Sample calculation formula: based on log-rank test(Freedman LS, Statistics in Medicine
1982, Collett D, Chapman & Hall)
- Total bleeding event required: 68s
- Drop out rate: 15%
®@ Expected sample size: total 394 & (Z+ & & 197d)
@ Subgroup analysis: according to tumor type and response to chemotherapy
® Censor
- Death
- Discontinuation of study medication due to follow up loss, transfer for supportive care,

or poor oral intake of any reason (intestinal obstruction, or poor general condition, etc)

- ZZFEAMo| Al7|: bleeding eventZ} 40 case = US | AAIE

=

- stHo| ZZ7F E2AM S AlAISI0d [DMC [independent data monitoring committee]2l reviews

nz
o

- =7| &2 (early stopping)oll CHEF FolM2 Peto & Haybittle (1976)0l Z7H35l01 fixed

level (p<0.001)S XME%t.

(ep)
Ao
=

e

- Primary variable: Kaplan-Meier method with comparison using log-rank test and covariate
adjustment using Cox regression model

- &M EAM2 |TT (intention to treat) 2 PP (per protocol) 241 Hlo|Ef M Eol| cHsH 2tz

o =lof 243 5 HO|2IE AlE 22 =RF &Mo| Y= mEHAE o 1Fo| marE.
- PP EA MEL U REM BAS 9ol AIRE. P sE=D DA MH/He J|E o

Al A=lMel chE HEol thsl Schet /8 Ater glo] Al S Eotdl 2& = Y€XA=S0| o] O&

DAL A Aol e T 4 AYs 422 3T ol4 =8 AT (2 PP,

histamine-receptor antagonist, misoprostol, sucralfate)




D. Independent Data Monitoring Committee (IDMC) &
- 0] 7= SEAHQ HEol |IDMCE FAMstH, ols HAE 1 UX| A2 ALl SAH AR
TAECt.
- O] #{&AZ[olM= interim analysisZztol| w2} 77} AL TIH = 0{of st=X] of{H =7|
2 EZ|ojof SHEXIE ZE™St, EOAE |RBoll M ZEEict.

o1 =2 HA K|

dstoll AM protocol+=E0| E2et Zoll= ofo 2tstod EIAof 3 eHstod

r
u
_I_
:

H&g 4+ UCh

- Interim analysis ZZt= ATXIAH MBI X| L=cC}.

O ALESRUN B £E

= AR 2zt £ St YRILEM /0| A5t Hlg2 5%E EEUCt (Cotton et al., Br Med
J 1973; Peterson et al., NEJM 1981). /& &XiofA ZEo| LIEILLE H| g0 isiMeE Z i UX| 22
o, Moreno-Otero 52 €&t &X} 4274 & 36 (8.4%)0llM EE0| FHASZ wWasiQicty EsH dE Ut
(J Surg Oncol 1987). CHEel £&o| US mf LMst= EE ZAz= Hal, 22 £8o| X&=e= =
= Aoz w0l X gtot, MAMZ 2t stAtoAM el BY EE 2 HAHIt =S JhsMo| =ob EF
2let stXlofMe] EE2 R 22 Zd (Il 1A o|Mez XS uf LiEI=H, o] H=Ro 14 M=
7|12tE ®ctn 2 0=t (Savides et al., Endoscopy 1996; Allum, et al., Br J Surg 1990).

O & £€9 HAIE X

2letollMel B 282 L5HM Aot 2l HAE BN Als 5ot MEHAolod (Loftus, et al., Mayo
Clin Proc, 1994), XMEE2o| 2/&o| i =cCt. oM EE stXtel HHEE2 o|H 671€ oo = EE"F
Mol A2o{(Allum, et al., Br J Surg 1990), chk £&o| =M MELE2 302 O[Lholl 33%0[-t =of of<
=Cto 22 M ch(Savides et al., Endoscopy 1996). CHZF &=&o| X|=HE EE0| 55.6%-F =04 (Moreno-Otero,
et al., J Surg Oncol 1987), At HA|ZAH =2 X X=7F MZ5ICt slo{ T 0|F 80%0llM ZHZE0| L
stot HnEdch(Loftus, et al., Mayo Clin Proc 1994). &, fIgolME= &8 A2 2L = &tx}
Ol A LtEHIA], o =7} Lt LAIZ Al X8 &0| ofa{®H, MEEEO| ¢ =ct & £ Act o[ A
TETE HE| 2o 9 £E2 YAIE XZE 92 113Ho| X2 MMg EM5H Zu}p FAM 2 etstxiof
M UAE XEE X200 258 dHelg golsiqict. §3 ©7[81 wWHol X2 WA|Zol =1t o|dct. 1
But, MEES EIt =1, WAE AEF V| MEEO U= FR MES HLUCKHKim, et al. J

Gastroenterol Hepatol 2013).

A2 ZEHOANS T2E I ANHe HE

Z2E HZ AHA (proton pump inhibitor, PPI) = f&atel HAME (parietal cell) ol = proton
pump 1 H' K'-ATPase M3llE Sl & 2H|E ZA|7|= 2Folct. PPIE ARESI0] #|Ul pHE 6.00|422 =
& EoAM €™ "Mool Fxl=, MME g@™o| otdst =k o|2{Et o|FE fAo|X|E &

=
= =
go| DT EXOIA SHE ofsts SHOR AIE £ o0, ZIAMORE 9| MoK HY ARE




PPl Fofol ost ALRLIE I £E ofdt 23t= 0i2] Aol B = v Aot EEM A5HM Y &t
Aol M LHAA x[=2 Toll omeprazoles HFot= o 8 HEo SXo| HRFHD, HAH Xze EHe
Mo| ZaEsE Hez 2Ect (Lau at al., NEJM 2007). 23t of 2}, LSt L Eol st LHAIZA

%2 Fof omeprazoleg HMFst= dole= MEEo0| ZAEAct (Lau et al., NEJM 2000). EEQIEo| =2

M 28 2I8l0l £2 BRIIME lansoprazole FOI510] Y BEBel wyS FY 4 Uckn BDE up 3

O{A (Lai et al., NEJM 2002), PPI= 0{2] 2td Aol £& ole & X 2o 7Seo| AS=UC.

ozt AR X7l =ctn 24X JAcHSakita, et al., Gastroenterology 1971).

letol = MY &
ot X2 E oh= 2l BZZF &XjoM olHMo=Z PPIE Zo| AFERE o, &Y FzHg0| M1, NS, &
SLIF Ects ETF AR 2L}, (Wohrer, et al., Scan J Gastroenterol 2005) £lete| thEEE RX|5t=
f{Melh sXiof cisto] of & PPl AlBO| EE S Eo|=7toll &stoi= ofd EIIUt gict
O & d79 29
Al thstod A

(1) &xt SH
® S™ 71zk: 2000 108 ~ 20144 48

® ZEAME S
- Enroll : 125"
Study end point : 11H
Withdrawal of consent : 29
- Death : 3 (Death after discontinued follow-up : 90%)

- Operation : 5%
- Physician Decision for drop out : 26
- Lost to follow-up : 43Y
- Screen failure : 267H
® EP7|& SH™
~Enroll : 5%
-Withdrawal of consent : 5%
(2) & a2 Sl €8 o5 ofef: Study end point 11H

101-008 M/38
Enroll 12/04/2009




06/16/2010 Hematemesis 100cc —>0bservation

06/18/2010 Hematemesis 50cc -> Injection for endoscopic hemostasis (Forrest Ib)

101-014 F/72
Enroll 01/13/2010
05/13/2010 Melena 50 cc —> Coagulation for endoscopic hemostasis (Forrest Ib)

*x enrol |7 05/18/2009 melena Hx(+)

101-029 M/53

Enroll 10/06/2010

10/25/2010 Hematemesis 15cc(AMl AF) —> Transfusion & Observation
10/25/2010 Melena 400 —> L-tube irrigation & Transfusion

11/01/2010 Coagulation for endoscopic hemostasis (Forrest type Ila——> la)

*x enrol |7 01/06/2010 melena Hx(+)

101-032 M/51
Enroll 10/28/2010
03/28/2011 Hematemesis 800 cc ->EGD 4f No active or recent bleeding evidence —->

Observation

101-042 M/58

Enroll 12/27/2010

04/01/2011 Melena 100cc —>0bservation

04/03/2011 Melena 300cc —>EGD Forrest |lb —> Observation

101-070 M/63

Enroll 01/16/2012

02/12/2013 Melena 100cc—> EGD&F No evidence of bleeding evidence(Forrest I11)
—>Transfusion & Observation

*x enrol |7 12/25//2011 Hematemesis Hx(+)

101-079 M/60
Enroll 04/05/2012

01/22/2013 Melena —> Coagulation for endoscopic hemostasis(Forrest |1b)

101-097 F/55

Enroll 01/21/2013

03/20/2014 Melena, hemoglobin decrease —>Transfusion & L-tube irrigation & dark gray
color®| food material 2= 204, fresh blood & HOIX| 2£US. ->EGDA No evidence of

tumor bleeding [Forrest I11] —> Transfusion & Observation

101-104 M/43
Enroll 07/16/2013
08/21/2013 Melena 100 cc -> EGDAF No evidence of recent bleeding(Forrest 1I1) -

Observation
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*x enrol |7 06/18/2013 melena Hx(+)
101-106 M/56

Enroll 08/07/2013
02/24/2014 Melena 100 cc, hemoglobin decrease —> L-tube irrigation & active bleeding &1

0| food material 2FAF ->EGDAF No evidence of recent bleeding(Forrest I11) —=> Transfusion
101-108 M/52

Enroll 09/09/2013

10/31/2014 Melena 50 cc, hemoglobin decrease -> EGDAF No evidence of recent

bleeding(Forrest I11) -> Transfusion
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o
5

’\340' — Lansoprazole
o
o ---- Placebo
= 30_
3 P=0.519 by the log-rank test
o
o
5 201 B ————
& i
S i
P u.-uu--u-a.———-a’
104
WU |
i
tu.l
ruuu]
-
0 u T T T 1
0 6 12 18 24
. Time (month

No at risk ( )

Lansoprazole 64 35 19 10 6

Placebo 63 29 13 7 1

- X2 AR T F3 7|z W2 £ £ UMEE ofelfel Eel ZCh.

- A HENK X ZTOIM EE0| WMSIX] UL, UFoME 4HoM EHo| USRS,
e, 8o & UME2 X2 ZoM 0%, ST 8.0%2 X2 F0M & 2o g2
SHA ZAASIES (A= 0.042)

- SkX|gh, 570 M RE = 22z ek Alolo] £ Y ER Xo|7} |lIAS.

= o]l ok

AR F A% el | e i .

Total, | Bleeding, Cumulative . Total, | Bleeding, Cumulative . p
no no incidence, % no no incidence, %

A7 A= 64 - - 63 - -

1 714 57 0 0 55 1 1.6 0.321
2 714 52 0 0 52 2 3.5
s 0.159
3 Y 49 0 0 47 2 3.5
4 ML 45 0 0 41 4 8.0 0.042
5 714 41 1 2.4 36 4 8.0
- 0.162
6 7/N<¥ 35 1 2.4 29 4 8.0
7 704 34 2 53 25 5 11.6
8 7N< 31 2 53 24 5 11.6 0.210
9 7i< 31 2 53 20 5 11.6
10 7MY 27 3 8.9 15 5 11.6
11 7MY 25 3 8.9 13 5 11.6 0.351
12 MY 19 3 8.9 13 5 11.6
*Calculated from the Kaplan-Meier analysis
P values was calculated by the log-rank test.

_12_




® Secondary end-point

(48.4%), *1

(P~ 0.652)
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(14.3%) 0|

= (P 0.570)

Ztoll %xfo|E EO|X| g
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- WAl MEE £ 2

MET|2E
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ofl M 11.770E, SleFZolM 11.074 ol
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| Kaplan-Meier

]
(P=0.610 by the log

s

rank test).

Lansoprazole

P=0.610 by the log-rank test

(%) [eAIAINS |[eJaAQ

Time (month)

No at risk

17
16

31

47

Lansoprazole 64

52 30

63

Placebo
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2| ok Ml E{ T o4 = QFL|| 11} Al 3} (n=244)
2008%1 72! ~ 20103 10!

n=11,4%

n=27,11%
.n=16,7%

B Melena,Hematemesis (+)

B Hemoglobin decrease +
melena,hematemesis (+)

Hemoglobin decrease

® Follow up
n=190,78%

(5) M E7lstt e EEaXtoM HZ £ AT S™AIAES(Blatchford score, Rockal |

score) | F8Mol cist AT

- Glasgow-Blatchford score, preendoscopic Rockall and full Rockall score & AME{za =€

Al X2t ZstX|of et /I EE Hotste ol R8¢ A|lAECR iy US.

- DTEIGMEAM HH ZSItstt fIgez SAXZRE g€ FHAUE Fol Y Xt £ e

Z Yo '—H%J Al Blatchford score?t Rockal | score systemO| =&, LiA|A X2 E= MME 59
HEE oFste ool #&840| JA=XE H|WStIAL .

Rall
Hl
e
FO
rol-
Ral
%

- 2010 FEl 20154 G%DRI SRAXRE 2 Qs 2 SXE T EYSH(EMY, EF)oz Yo
I
o

=
, Rockall scoreE 3tl, &X o|=0| =&, WWAH R =,
=
E

o o
ol

F10 score system

A TSN gltERlM WAIZ XBE KEEWIL 240 wHee ZHsYon, 53] ®y(g1 wiel
|

srpHoldct. aBfL, MELHS YTt 21, WAE AEF =7 MELH A= B4 4

0:

o 2o =St E=ZE2 20134 o|= 25 |etglof FHez wWEEALD, =228 Jouranl | of

Gatroenterology and Hepatologyoll ofzel Zo| ZEsSIQCE.

=& XM=: Outcome of endoscopic therapy for cancer bleeding in patients with unresectdble

gastric cancer. J Gastroenterol Hepatol. 2013 Sep;28(9):1489-95 [IF 3.325]

BACKGROUND AND AIM: Gastric cancer bleeding is not rare complication in patients With

_14_
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advanced gastric cancer (AGC). The aim of this study was to evaluate the efficacy and clinical
outcomes of endoscopic therapy (ET) for upper gastrointestinal bleeding (UGIB) from unresectable
AGC.

METHODS: Data from 113 patients with UGIB from unresectable AGC who underwent ET at
the National Cancer Center, Korea were analyzed retrospectively. Success rates of endoscopic
hemostasis, rebleeding rates, mortality at 30 days, and overall survival (OS) rate after initial

hemostasis were investigated.

RESULTS: The initial hemostasis rate was 92.9% (105/113). Electrocoagulation was the most
common method used (92.0%, 104/113), and combination ET was required in 34 patients (30.1%).
Rebleeding occurred in 43 patients (41.0%); 3-day and 30-day rebleeding rates were 18.1% and
29.5%, respectively. Multivariate logistic regression analysis showed that transfusion of packed red
blood cells (> 5 units) was associated with early rebleeding (< 3 days after initial hemostasis)
(odd ratio, 4.75; 95% confidential interval, 1.45-1557; P = 0.010). ET was attempted in 18
patients with rebleeding; hemostasis was achieved in 88.9%. The 30-day mortality rate after
initial bleeding event was 15.9%. Median OS after initial hemostasis was 3.2 months. OS was
lower for patients with early rebleeding than for those with late rebleeding (> 3 days after

initial hemostasis) or without rebleeding (1.0, 3.1, and 4.3 months, respectively; P = 0.004).

CONCLUSIONS: Endoscopic therapy, primarily endoscopic electrocoagulation, achieved a high
initial hemostasis rate for UGIB in patients with unresectable AGC. However, rebleeding

frequently occurred, and early rebleeding was associated with poor survival.

=20 52 Z3

Figure 1. Flowchart of patients who underwent endoscopic therapy (ET) as primary treatment of
upper gastrointestinal bleeding because of

unresectable advanced gastric cancer. AGC, advanced gastric cancer; EGD,
esophagogastroduodenoscopy; TAE, transarterial embolization.

Figure 2. Incidence of rebleeding after initial hemostasis of bleeding. Rebleeding rates were
18.1%, 21.0%, and 29.5% in 3, 7, 30 days.
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675 Underwent EGD for suspected UGIB
because of AGC
from May 2001 to April 2012

Exclude (n=562):
252 Conservative treatment

165 No endoscopic stigmata
137 Resectable AGC

113 (16.7%) ET as a primary treatment of 8 Received ET as a salvage treatment
bleeding from AGC
| ]
| 105/113 (92.9%) Initial hemostasis I | 8/113 (7.1%) Failed hemostasis
| 43/105 (41.0%) Rebleeding | 2 Repeat ET
3TAE
3 Conservative treatment
[ } l
19/43 (44.2%) Early rebleeding 24/43 (55.8%) Late rebleeding | 1 Failed hemostasis |
(<3 days after hemostasis) (>3 days after hemostasis)
6 Repeat ET 12 Repeat ET | 1 Surgery |
4 Surgery 1TAE
9 Conservative treatment 11 Conservative treatment
10 50
8
8 1 40

30

20

Number of patients
4]

Cumulative incidence of rebleeding (%)

1 IH 11 1l 1
0.

1 2 3 4567889 101112131415161?1819202122232425262?282930
Time to rebleeding, days after initial hemostasis (n = 105)

olotel LAY HA % £ 98 XS HIIS0] olAmE ALBO| ZEIAMMS Fols WS 21

%

FOZ UWAE 2okel Y Zo Hf7F A1 impact =2 endoscopydl HH BHUS.

=& AM=: Aspirin use and the risk of bleeding after endoscopic submucosal dissection in

patients with gastric neoplasms Endoscopy 2012;44(2) :114-21

Background and aims. The risk of bleeding after endoscopic submucosal dissection (ESD) in
patients with early gastric neoplasms who do not discontinue aspirin for the procedure has not

been established. This study aimed to investigate whether post-ESD gastric bleeding is increased
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100+

80+

60+

404

Cumulative survival rate (%)

20+

0 6 12 18 24
Overall survival after initial hemostasis (months)

Figure 3 Overall survival (OS) after initial hemostasis. Median OS in
patients who experienced early rebleeding (= 3 days after initial hemo-
stasis) was significantly lower than that of patients who experienced
late rebleeding (>3 days after initial hemostasis) or no rebleeding
{median OS; 1.0 months vs 3.1 months vs 4.3 months; P=0.004,
log-rank test). (—— no rebleeding (n=B62}, (wmwmw= ) late rebleeding
{n=24); | | early rebleeding (n=19).

in patients who take aspirin.

Patients and methods: Patients who underwent ESD for early gastric neoplasms at the National
Cancer Center Hospital between November 2008 and January 2011 were enrolled into the study.
The risk of post-ESD bleeding was evaluated using Poisson regression analysis.

Results: We divided a total of 514 patients into three groups according to aspirin intake: patients
who never used aspirin (n=439), patients who interrupted aspirin use for 7 days or more (n=56),
and patients who continuously used aspirin (n=19). Of the 514 patients, post-ESD bleeding
occurred in 4.1% (21/514). Post-ESD bleeding was more frequent in continuous aspirin users (4/19
[21.1%]) than in those who never used aspirin (15/439 [3.4%]) (P=0.006) and those with
interrupted aspirin use (2/56 [3.6%]) (P=0.033). Multivariate analysis showed that aspirin use alone
was associated with post-ESD bleeding (relative risk (RR) 4.49; 95% CI, 1.09-18.38). The
resumption of clopidogrel combined with aspirin use (RR 26.71; 95% CI, 7.09-100.53) and increased
iatrogenic ulcer size (RR 1.52; 95% CI, 1.14-2.02) were significantly associated with post-ESD
bleeding.

Conclusions: Continuous aspirin use increases the risk of bleeding after gastric ESD. Aspirin use

should be stopped in patients with a low risk for thromboembolic disease to minimize bleeding

complications.
C. & =22 £20| E7I=55t0{ &ARXZE Y= XSS UANCZE EE€3 2 71 dxdel gyHIe
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=& M=: Effect of chemotherapy on the outcome of self-expandable metallic stents in gastric
cancer patients with malignant outlet obstruction

Background and aims: Chemotherapy has been suggested to affect pyloric stent outcome. This
study aimed to investigate the association between the response to chemotherapy and pyloric
stent outcome.

Patients and methods: One hundred thirteen patients with inoperable gastric cancer who
received chemotherapy after pyloric stent insertion at the National Cancer Center Hospital were
retrospectively analyzed. Chemotherapy response was assessed with the Response Evaluation
Criteria in Solid Tumors. Cox proportional hazards model was used to evaluate the effect of
chemotherapy response on the complications of stents.

Results: The stent migration rate was 159% (18/113), and the re-stenosis rate was 30.1%
(34/113). The response rates to chemotherapy were higher in the first-line than salvage
(second-line or more) chemotherapy (44.8% (26/58) vs. 3.6% (2/55), p<0.001). The proportion of
long time-to-progression (more than 8 weeks, long TTP) was higher in the first-line than savage
chemotherapy (81.0% (47/58) vs. 61.8% (34/55), p=0.036), too. Although, the response to
chemotherapy was not associated with stent migration or re-stenosis, a long TTP (adjusted
HR=0.29, 95%CI 0.13-0.67) and first-line chemotherapy (adjusted HR=0.45, 95%CI 0.22-0.93) were
the protective factors for re-stenosis in the multivariate analysis. In patients who received
first-line chemotherapy, the median duration of patency of covered and uncovered stents were 20
(95% CI: 11-29) and 33 (95% CI: 18-48) weeks, respectively (p=0.317).

Conclusions: The long TTP and first-line chemotherapy were the significant protective factors
for re-stenosis. In chemotherapy—naive gastric cancer patients with pyloric obstruction, insertion

of uncovered stent followed by chemotherapy can be considered to increase stent patency.

P

(7) =5%¢x
A. H 62k} cHetasy| LAl A SHE FAH stsf 5|2 20134 o= A3517|5H5| (Digestive Disease Week)
Z& H=: OQutcome of endoscopic therapy for cancer bleeding in patients with unresectable

gastric cancer
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BACKGROUND & AIMS:Upper gastrointestinal bleeding (UGIB) is not rare clinical event in
inoperable advanced gastric cancer (AGC) patients. The role of endoscopic therapy for the
treatment of gastric cancer bleeding has remained to be investigated.

METHODS: We reviewed retrospectively the medical records of all 113 patients received
endoscopic therapy as a primary treatment of UGIB from unresectable AGC at National Cancer
Center, Korea from May 2001 to April 2012. Initial success rate of endoscopic hemostasis,
rebleeding and treatments for rebleeding, overall survival (OS) after initial successful hemostasis,
30-day and 1-year mortality after UGIB from unresectable AGC were investigated.

RESULTS: Most patients had stage IV disease (97.3%) and presented with melena or
hematemesis (85.0%). Initial successful hemostasis was achieved in 105 patients (92.9%) and
coagulation using argon plasma or hemostatic forceps was the most commonly applied method for
hemostasis (92.0%). Rebleeding occurred in 43 patients (41.0%), and more than half of the
rebleeding (22 patients, 51.2%) occurred within 7 days after initial hemostasis. Endoscopic therapy
was repeated in nineteen of the rebleeding patients and successful hemostasis was achieved in
89.5%. The median OS after initial hemostasis was 3.2 months and patients with early-rebleeding
(< 72 hours after successful hemostasis, n= 19) showed a poor OS than those with
late-rebleeding (> 72 hours after successful hemostasis, n= 24) or without rebleeding (n= 62) (1.0
vs. 3.1 vs. 4.3 months, respectively, P=0.001). Thirty-day and 1-year mortality rate after UGIB
from AGC were 15.9% and 77.09, respectively.

CONCLUSIONS: Endoscopic therapy achieved high initial hemostasis rate for UGIB in
unresectable AGC patients. However, rebleeding frequently occurred and early rebleeding was

associated with poor expected survival.

B. 2014A o|= 2317|535 (Digestive Disease Week)
ZE& HI=: Risk Scoring Systems in Predicting Intervention and Clinical OQutcomes of Bleeding

in Patients with Unresectable Gastric Cancer

BACKGROUND & AIMS: Pre-endoscopic Rockall score (RS), full RS, and Glasgow-Blatchford
bleeding Score (GBS) are increasingly used to stratify the risk in patients with upper
gastrointestinal bleeding (UGIB). The aim of this study was to evaluate the efficacy of those
bleeding risk scoring systems in patients with UGIB due to unresectable advanced gastric cancer
(AGOC).

METHODS: We reviewed retrospectively the medical records of patients presenting with UGIB
due to unresectable AGC at the National Cancer Center, Korea from May 2001 to June 2012.
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Pre-endoscopic RS, full RS and GBS were calculated. The area under the receiver operating
characteristics—curve (AUC) was used to assess the performance of these scores to predict the
need for interventions and clinical outcomes.

RESULTS: During the study period, 355 patients who presented with UGIB from unresectable
AGC received endoscopy. Of these, interventions were needed in 118 (33.2%). A total of 115
patients (32.4%) underwent endoscopic therapy, 2 (0.6%) required transarterial embolization and
one (0.3%) underwent surgery as an initial treatment. Full RS was useful to predict the need for
intervention (AUC 0.77, P< 0.001) and 7-day mortality after bleeding (AUC 0.67, P= 0.024).
However, pre-endoscopic RS, full RS and GBS were not useful for the prediction of rebleeding
after initial hemostasis (AUC 0.49, 054 and 0.54, respectively), the need for admission more than
3 days (AUC 057, 0.64 and 0.62, respectively) and 30-day mortality (AUC 051, 0.53 and 0.59,
respectively).

CONCLUSIONS: Full RS might be useful in predicting the need for interventions and 7-day

mortality of patients presented with UGIB due to unresectable AGC.
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Title: Effect of proton pump inhibitor on prevention of gastric cancer bleeding: a randomized
controlled trial

Background/Aim: Tumor bleeding is a major complication in inoperable advanced gastric cancer patients. The aim of
this study was to investigate the effect of proton-pump inhibitor on the prevention of tumor bleeding.

Methods: This study was a prospective double-blind, randomized, placebo-controlled trial. Patients who had inoperable
advanced gastric cancer were randomly assigned to receive oral lansoprazole (30 mg once a day) or placebo until
bleeding event. The primary endpoint was occurrence of tumor bleeding event, and the secondary endpoints were
transfusion requirement and overall survival (OS). Initially, calculated sample sizes were 197 patients for each treatment
arm.

Result: From October 2009 to April 2014, 64 patients were randomly assigned to receive lansoprazole (lansoprazole
group) and 63 to receive placebo (placebo group). Because of low recruitment rate, this study stopped recruitment
prematurely in April 2014 and the randomized patients were followed up until April 2015. During the median
follow-up of 6.4 months (interquartile range, 3.1-12.8 months), tumor bleeding rates were 7.8% (5/64 patients) in the
lansoprazole group and 9.5% in the placebo (6/63 patients) group. The cumulative incidence rate of tumor bleeding
was not different between the both groups (12-month tumor bleeding incidence, 8.9% in the lansoprazole group vs.
11.6% in the placebo group; P=0.519 by the log-rank test). There were no significant differences between the
lansoprazole group and the placebo group in the proportion of patients who required transfusion (48.4% vs. 44.4%;
P=0.652) and those who received transfusion more than 5 units (26.6% and 15.9%; P=0.141). Median OS rates were
11.7 months in the lansoprazole group and 11.0 months in the placebo group and OS was not different between the
both groups (P=0.610 by the log-rank test).

Conclusions: Maintaining lansoprazole in inoperable advanced gastric cancer patients did not significantly reduce the

incidence of tumor bleeding.
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Background and study aim: The sk of bleeding
after endoscopic submucosal dissection (ESD] in
pabients with early gastric neoplasms who do not
discontinue aspirin for the procedure has not
been established. We aimed o investigate
whether post-ESD gastric bleeding is increased
in patients who ke aspinn

Padents and methods: Patients who undensent
ESD for early gasiric neoplasms at the Mational
Cancer Cemter Hospital, Korea between Movem-
ber 2008 and January 2001 were enrolled. The
risk of post-ESD bleeding was evaluated using
Poizson regresion analysis

Results: Wi categorized 514 patients into three
Eroups acoomling to aspirin intake at the time of
the pmcedure: patients who never used aspinn
(n=439), patients who interrupted aspinin use
for 7 days or more (n=56) and patients whao
contmuonsly wused aspirin (n=191 Post-ESD

bleeding ocourred in 41 % (21 (514 ) overall, and
was mome frequent in continuous aspirin users
(419 [21.12]) than in those who never used as-
pirin {15/430 |34 %]} (P=0.006) 2nd those with
interrupted aspinn wse (2756 [36X]) (P=-0.033)
Multivariate analysis showed that use of aspirin
by itsell was associated with post-ESD bleeding
{melative risk [RR] 449; 95% confidence inferval
| 95%C1) 1,09 -18 38). The resumption of dopido-
grel combined with aspirin use (RR 26.71, 8530
7.09-100.53), and increased iatrogenic uker size
{RR 152 95%C1 1.14-202), were significantly
assocated with post-ESD bleeding.

Conclusions: Contmious aspirin use increases
the risk of bleeding after gastric ESD. Aspirin use
should be stopped in patients with a low risk for
thromboembaolic disease to minimize bleeding
complications.

Introduction

¥

The use of antiplatelst medications, incuding as-
pirin, for various cardiovasoular diseases has in-
creased over the past decade |1). While aspinn is
a very effective antiplatelet therapy for thmom-
boembalic diseases | 23], it increases the ind-
dence of gastrointestinal bleeding (4] Therdfore,
pabients who ame taking aspirin appear o have
an increased risk of both hemomhage afer endo-
soopic procedures and thromboembolic events
after medication cessation 5],

The American Sodety for Gastrointestinal Endos-
copy (ASGE] and the British Sodety for Gastroen-
terology issued guidelines in 2009 and 2008,
rﬁpu"tivd].r. for the management of anticoagm-
lant and antiplatelet therapy for endoscopic pro-
cedures |6,7 ] These guidelines state that “aspirin
may be contimued for all endoscopic procodures,
such as polypectomy or hiliary sphincterotomy
[6.7 17 The risk of bleeding after polypectomy in
the stomach (7.2%) |&] is higher than that after

polypectomy in the colon (O7%-33%) [9-11).
In general, the risk of bleed ing after comeenticnal
endoscopic mucosal resection (EMR} at22%1 12]
iz much higher than the risk of bleeding after a
simple polypectomy (07%-103%) [&11,13] A
though endoscopic submucosal dissecton (ESDN
has advantages compared with comentional
EMR, particularly with respect to en bloc resec
tiom, curative resection, and loal mourrence, ESD
iz azsociated with a higher inddence of bleeding
complications (odds mto 2220, 9550 158-3.07)
| 141 Thus, patients taking aspirin at the Gime of
gastric ESD ame momr kely to bleed than those
whao undergo colonic polypectomy or EME. The
publizhed guidelines do not include staements
about the risk of hleeding after gasiric EMR or
ESD 671

Given these observations, we imvestigated wheth-
o1 post-ESD mstric bleeding is more likaly to oc
cur in patients taking aspirin at the time of the
procedune and atempted to determing the risk
factors for post-ESDbleeding.

ChoSdetal fepon use and Seeding =k afher B0 n matens with gast=c reoplasms . Endoocopy A1 12 £4: 114-121
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Introduction

Abstract

Background and Aim: Gastric cancer bleeding is not rare complication in paticnts with
sdvanced gastric cancer [AGC). The aim of this study was to evaluate the cfficacy and
clinical outcomes of endoscopic therapy (ET) for upper gastrointestinal bleeding (UGIB)
from unresectable AGC.

Methods: Data from 113 patienis with UGIB from unresectable AGC who underwent ET
at the Mational Cancer Centes, Korea were analyzed retrospectively. Success rates of
endoscopic hemostasis, rebleeding rates. mortality at 30 days, and overall survival (05)
rate after initial hemostasis were investipated.

Results: The initial hemostasis rate was 92.9% ([058/113). Electrocongulation was the
most common method used (9208, 104/113), and combination ET was required in 34
patients {30.1%). Rebleeding occurred in 43 patients (41.09%): 3-day and 30-day rebleeding
rates were 18.1% and 29.5% respectively. Multivariate logistic regression analysis showed
that transfusion of packed red blood cells {> 5 units) was associated with early rebleeding
(= 3 days after imtial hemostasis) (odd ratio, 4.75; 93% confidential interval, [ 45-13.57;
P=0.010). ET was attempted in |8 paticats with rebleeding; hemostasis was achieved in
88.9%_ The 30-day mortality rate after inital bleeding event was 13,95, Median OS5 after
initial hemostasis was 3.2 months. 08 was lower for patients with carly rebleeding than for
those with late rebleeding (> 3 days after initizl hemostasis) or without rebleeding (1.0, 3.1,
and 4.3 months, respectively; P= 0.004),

Conclusions: ET, primanly endoscopic electrocoagulution, achieved a high initial hemo-
siasis rate for UGIB in patients with unresectable AGC. However, reblecding frequently
occurred, and carly rebleeding was associated with poor survival.

of UGIB.* Guidelines for the management of UGIB recommend
ET &s a primary treatment.® " ET also appears to be useful for UGI

Gastrointestinal malignancies account for up to 5% of acute upper
gastrointestinal bleeding (UGIB) events. and primary gasinc
adenocarcinoma is the most common cause of malignant UGIR.™
Studies have shown that 8% of patients with gastric cancer
undergo urgent endoscopy for hematemesis.” and UGIB is the
third most common acuie complication requiring urgent surgery
and hospitalization® However, treatment outcomes of UGIR
because of advanced gastric cancer (AGC) hove been reported
rarely. Although surgical treatmeat has been shown o control
UGIB because of AGC and improve survival,® most patients
present with advanced-stage unresectable cancer® Patients with
UGIB because of AGC have poer prognosis: median survival after
1 bleeding event 15 1 3-3.0 months *47

Endascopic therapy (ET) involving mjections. electrocoagula-
tion, or clipping has proven to be effective in treating most causes

Joumnal of Gastroeniemlogy and Hepatclogy 28 (200131 14B3-1435

tumor bleeding; initial hemostasis was achieved in 67-100% of
patients treated with ET*%%" Despite this high rate of initial
hemostasis. ET is associated with high rates of rebleeding (80%)
and 30-day monality (43%).47 These findings were obtained from
only a few studies with fewer than |5 cases of ET including UGI
malignancies other than gastnic cancer and were published more
than 15 vears ago ™'Y A recent study with o relatively lorge
number of gastric cancer cases (n=45) reponed o quite low
success raie of endoscopic hemostasis (31% ). and therefore, tran-
sarterial embolizanon (TAE) has to been used in the remaining
%% of gastric cancer bleeding as a salvage treatment after ET
failure '

To date, no randomized controlled trials or large siudies have
been camied ouwt: thus, the role of ET in treating UGIBE becanse
of AGC is unclear. In the present study., we evaluated clinical

1489
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Background and study alm: Chemotherapy has
been sugpested to affect the outcome of pylonc
stent placement. This study aimed to investigate
the assoriation betwesn the response to chemo-
therapy and pylonc stent outoome.

Patents and methods: Diata from 113 pabients
with inoperable gastric cancer who received che-
mothempy after pyloric stent placement at the
Mational Cancer Center hospital were analyzed
mtrospectively. Chemothempy response was as-
sezsed using the Response Evaluation Criteria in
Solid Tumors. A Cox proportional hazards model
was used to evaluate the effect of chemotherapy
response on the complications of stents.

Results: The stent migration rate was 159 % ( 18/
113]) and the re-stenosis rate was 3015 (34/113)
The mesponse rates to chemotherapy wene higher
in the first-line group than in the salvage chemo-
therapy group (second-line or more) (44 8% |36/
58] wvs. 36X [2/55], respectively; P<0001) The
proportion of patients with long time-to-prgres-
=ion (> 8 weeks) waz also higher in the first-line

than the salvage chemotherapy group (B1.0%
[47/58] wv=. 618X |34/55] regpectivdy; P=-
0036). Although, the response to chemotherapy
was not assodated with stent migration or re-ste-
nosis, a long Gme-to-progression (adjusted ha-
zard mtio [aHR]=029, 95% confidence interval
|C1] Q13-067) and fArsHine chemotherapy
(aHR =045, 95571 022-093) wer protedive
factors against re-stenosis in the multivariate
analysiz. In patients who received first-line che-
motherapy, the median duration of patency of cov-
ered and uncovered stents was 20 weeks (9550
11 -29)and 3 3weeks (95 401 18 - 48), respectively
(P=0317)

Conclusions : A long ime-to-progression and first-
line chemot herapywen significant protective fac
o= against re-stenosis. In chemotherapy-naive
EastTic cancer patients with pyloric obstruction,
placement of an uncovered stent B lowed by che-
maotherapycan be considered to increase stent pa-
tency.

Introduction

¥

Malignant pyloric obstruction causes intractable
womiting, nausea, and poor ol intake, whichare
blowed by malnutrition and dehydration. Al-
though stent insertion has excellent technical
(97 %) and clinical ( 87%) suocess rates inthe relief
af gas tric outlet chetructon (GO0) symptoms |1],
re-stenosis due to tumor ingrowth and migration
of the stent is troublesome |2- 4] Recent retro-
spective studies have shown that chemotherapy
is associated with prolonged stent patency in pa-
Hents with malignant pylonc obstrucion [5-71
Chemotherapy has been associated with stent mi-
gration, a process known to cause the re-develop-
ment of GO0 symptoms [6,7 ] A reduction of tu-
mar mass in respons o chemotherapy may also
affect the likelihood of stent re-stenosis. Response
mtes of combination chemotherapy for inoper-

able advanced gasiric cancer mnged from 0% -
48 % in recent Phase 1 trials [B- 11] However,
previous reports are limited in their evaluation of
the assodation between chemotherapy and stent
outcome because of frequent loss to follow-up
and incomplete evaluation fbr stent patency in
patients who did not receive chemotherapy

The aim of this study was to evaluate whether the
tumor mesponse after chemotherapy affects the
outcome of stents in patients with gastric cancer
patients and ocutlet obstruction.

Methods

¥

Study population

A total of 263 patients underwent stent insertion
for malignant pyloric obstructon at the Matonal
Cancer Center hospital in Goyang between August
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