Hsh&EE 42 (4) 1 347~354, 20004

= 2

Gemcitabine % M\ 7z BEa M 2 Al B b o F IO W T OGS
— A A 1 R i e % S 0 A —

TS > 5 — R RARBEIVE, SRR SR
R B MW EE #RE @R Wi e

FUBHIC: BRI FPREAROKEBTH Y, MMM IREC X2 FRoOUEIBIfF SN T
V5. Gemcitabine (LLF, GEM) 2 & 2 BEsgE M4 wiBhfbasieihns, Afr I RA R ICH 5§
BIEIDEWSPITT 728, GEM % FH 72 BT 2wl B L0 B 0 i i i & & O f#MT
AT, EFHIEE 2 AN E LCRE L. MREFE 1981 ES AH 5 2007 4E3 A &
TR R BT © UHEHT CTRESIBRA 2 5617 L 7B 213 B (WIBREE55%) X% L L, 9
2002 4E 1 A5 2007 4E 3 A £ TI2, BEUIBRMZRICA > 7+ =2 Fa vy MRS 80
FEB % GEM IC X 2 LA FEmE & L, Wamhihiti e LISRGBBIZE S 7z 133 5E bl % #5 8 BlgE
fEE L7, #BR  2AFNETAH L LALFHRER CIERRBIEIEICHTHBEICRET (p=
0.029 ; logrank ), N¥F— FIEIZ 0.785(95%CI : 0.642-0.949) TH - 7=. EHMLA T TIX, %
HFREE RL B, U ¥ SEilER RS, MIRGEREBEEG], MR B rme, BEEscEne
NWRGRBIZER XD b, GEM 58 CH RIS LA IE RA RSB bz, BE PRk
GEM #iBi b2t 3 AR R A D 5 2 & A3l CORB E N7z, MRS AT E %
BEo THMMMICYIERZ HIEL, Witk GEM #iBbF k2 i1 5 2 L IE PHREEICH ST

LEEZOLND.
FUBHIC 2007 AE O TIE, GEM DR B2 i B AL

FERE IO TFRAROBERTH Y, SHEHDKR
BOWHBBEED VEZR L THED N DT
W I FE CRERMICS T X F R SR
PR ORI TbC& 278, #HimT& 5
DX o7z AR, BRI B ALk &
L T Gemcitabine (PL'F, GEM) 2SSk S
ZOEREIHRESNRTEBY, AEZHIIBVT
DI HWLNTW A, GEM 13 FEY) BRIFERE 12X
T BRI E L TEORERE. SN T
W5, ZO—FT, BHRUIRENI T 55
bt & LToOBFRMEIZOWTIEINE TR
HTHo727. LHL, Oettle 5% Kosuge 512
X o TITb W7z KB 5 & 2L IR ERER
(randomized controlled trial : DL'F, RCT) T®,

<2008 41 10 H 22 H52 B > BURIGTRE « Kig B
T606-8507 HUHR T 2 R X B RE B I RUHT 54 HUHRK
FHALESE

M IEAG M (disease Free Survival 5 L
T, DFS) OEEMENFG T2 LA LRI
SNEHZDH P TEX . ZO—F T, 2008 4
American Society of Clinical Oncology (PLF,
ASCO) 128> T CONKO-001 Ot By A3
END T T, WS AR (overall sur-
vival ; BUF, OS) EEZDFICH L TR mAE S
NTWidoz. GEM & w7z BEmr b1t
FFRED OS IERW R ICHGTA0EI»EHL
PCT B0, ThE THEA2T- T &7 GEM
% 7 A el DAL 2L DR R & 2 D
R &2 47TV, EFHMEEE % OS & LT L7-.
Mg EFE

AL, 1981 4 8 A5 2007 42 3 H £ TIZig
R & W S 7z 38T HEFI D H B, HA4HEHC
THEYI B AN 2 Jiti 47 L 7= A B0 213 61 (L) B 3
55%) TdH 5. 2002 4 1 HH» 5 2007 43 H £ Tl
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GEM (2 & % i i B AL ik A AT & 72l
MBI LERGERE L L, ks bt &
W7 AR B TR B 58S S 7 133 SERT
BB L LTI 21T - 7.

GEM 2 & & fii 2 M B b s 3e i oo e 5 1k 1,
) WA CRSE OB RO TS, 2) B
BRI 2 B DAL ORI E 2 72 2 LaF
vy, 3) 18 L BT, BEYIBRICIN T & 5 & HIlT
ENb, 4) BB IC GEM 12 X ARt
FHPEHITICH LT, 1y 74— Farer b
PREON TS, 5) HEHELHFRELAE SRV,
6) MFEZFRMRAEICB VT, HmMEREL © 4,000/mm’
VLl A EREL - 2,000/mm® BLE, i /REL - 10
BH/mm’ P E, e :9g/dl Pk, BrYyLy
> 130mg/dl BT, F 7232 X Y 5me/dl BL
TIWETFLAD D, ASTBXLWALT : E#MEE
RO 5T, MGy L7 F= > @ IEwHEN,
& L7z Dot 2723 80 SER # (b 2p 5 a3
L7

e 5-PAMAEEINE, Witk 4 BEMNE L, &HHE
RIBYSE R EOBRIFICIZ S HET TORMGE T &
L7:. GEM 053512 L T3, BRI RED
REL, FMERESITERIHISNI LRI v
CEEEZBLEBRELL. AEHL L -3, 4
(Common Terminology Criteria for Adverse
Event : CTCAE v3.0) 2sHI&3, AL o~
TIAT Y ARMS - REET B0, KH5E
1% 800mg/m* & L, 45K RAF 2 AERFIZD T
¥ 1,000mg/m* " & U7z, $&5-RkE IR 3 H&
G 1 EBREE L, FEREHRICI DEFIZET
T 2% 5 1 EMARE, REKS ¥ TR R
5z wu & LT quality of life (BIF, QOL) %
BEH L7 GEMEZESHHEIZ 6 »HxBEEL L, &
ERBIL I G-b e Lz $72, 48T L
WIS~ — A —RE % & DAk HE, 12 8HICHE
OB E AL, 24 BHIC CT #4772, EFRHE
HiZOS &L, MM ClEET S & LD ITHMEST
F 7 & D@ RIRTNT b AT o 72, AL RED A
RN L, BRI R EOR o4&
SEBI % 0f 5 & L 7= (intension-to-treat population).

FAA I L CIBEEEW & - BRI I

B LT - BT X D EE - &I H B25, &
Wi 28 UC, WEGELRHE R PR - 4 R
Ea & HEET BN 2, BRI
TEARBEBUIBRAN 2, AR TR ARl & IRE L B &
L, SHICHERAREENG & L CRBIREB Y o3
HiSRiE 2 Srod 7R P ) > S ERE & B s
Mk & OIFEIIRE G 2 17H, Wb
BRI 2 AN A E LB L THfTLTw
5.

B HIZ, RBENEEE HITT 212H72> T,
R B (TN B 2SHBOT Gt & LT
Wi e % -l % 72 0 I P EMGESI 0 9 b
1990 4E LLE& & Z 1 LLRT o 9 B T 0 A IR AT %
1T 7z, #ith BA A A 1 Kaplan-Meier 3 C
BHL, M OBEIZIE logrank test 7 W
7z (&Y 7 b 1 JMP). SCBROMERIZILEE gk
Web (1983 4-~2008 4%), PubMed (1965~2008)
W, MEEZBOBO [RGB
BB [ 5 v 7 2 b TRERER ] &

[ pancreatic neoplasms |[ adjuvant therapy Il adju-
vant chemotherapy I[RCT] TH7- 7-.
B R

1. BEER

(L, ROBBISREIC BT 5 48 - M5 -
W 5 R ERAL - MR AIYAETTRE - V) O REIRES - O
BIRE % Table 1 12/R7.

2. R b

WEEI % 2 B 22 5 2 A H oI, GEMIZ &
5B e & AT L 2 7R 80 Bk 67 41
T, 13 PNIAPHEEARRIE R BE R L EOMH
THRGBRBEY S iz, 67 Bl GEM £ 5kt
Wik, 39183 H (#ipH : 15 HA*5 942 H) T,
Be 5 3 ERIH Y 1 BEAKEEAT 23 B, 2 P
51 BRED 46, 1 BE¥S 1 BREDS 40 #1T
Ho7z. 3IDHAVNICHES-HIE L ZRERNE 20 61T
HY, ZoOhIEFHIZ FICHEFLREERYE
T, Mitg itk o5 e iEfT 31 58.8% (47/80
Bl) Thotz. Tiz, TrHFEFLL, 9k
BR(G2LDIY = 341), AEASIGZ LT 540,
Wi (G2 LUF = 541), HMmERkEd (5125
HE$5G2:26]) ThHhoiz.
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Table 1

Characteristics of the patients

11(349)

Characteristics

Received adjuvant chemotherapy

No chemotherapy

with Gemcitabine (n = 80) (n =133
A%renean +SE) 672+10 65308
Ser);lale/ female 46/34 82/51
T‘L“éﬁé/'ﬁﬁityif’én 52/23 103/28
Pathological age 1/1/1/18/31/28 0/5/4/34/52/38
R 1o Jreastasis 16/37/15/12 58/26/26/21
Assessment of residual tumor 60/15/5 75/32/%

RO/R1/R2

* ; Classification of Pancreatic Carcinoma (2003)
Japan Pancreas Society

Fig. 1
of pancreatic cancer. a : intention-to-treat, b : on treatment

Survival curve for patients whether or not received adjuvant chemotherapy with gemcitabine after resection

a. Intention —to-Treat b. on treatment

1.0 1.0
0.9 - 0.9 -
08 p=0.029 0.8 - _ p=0.008
= - Hazard ratio 0.785 (95%Cl:0.642-0.949) — : Hazard ratio 0.763 (95%CI:0.612-0.936)
S >
= 0.7 2 0.7+
g g
2 0.6 2 0.6
B B
g 0.54 Gemeitabine g 0-54 Gemcitabine
i itabi _ n=67
04 (n=80) 04 (n=en
0.3+ 0.3
0.2 || L
027 1o chemotherapy “7 no chemotherapy
014 (n=133) 0.1 (n=133)
0.0 T T T T T T T T T T 0.0 T T T T T T T T T T
0 12 24 36 48 60 0 12 24 36 48 60
Months Months

3. A A

b 2% F R &R B8R E o A 72 A A Il R
(Kaplan-Meier) ®Wi#lb#k % Fig. 1a 12783, OS
R A ZIC BT (p=0.029 ; log-rank
¥, FoONY— FIix078 (95%CI : 0.642-
0949) TH o7z, fbF#E O MST i 211 »H
(95% 1SHEMIR (CI) ; 15.3~29.1), #BEIZR#HO

MST & 122 %*H (95%CI ; 102~16.8) T, 244
FRIIBOBD 41%, 271% THo72. B, #
BRI BT 54T H A 0 FII LS 8 T 53.8%,
FEMBIEHE T 34.6% TH Y, BHAIERIZILE:
PR T5.0%, FEBIZHHE T 195% Tho 7.

F 72, Mtk 2 S H LA E R R L 2 72
By b8 67 B (on treatment) 12 B W T,
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Table 2 Subgroup of patients survival between gemcitabine group and no chemotherapy

Clinical_ factors af_fecting No. of patients MST (mo) p-value
patients survival GEM no chemotherapy GEM no chemotherapy
All patients 80 133 21.1 122 0.029
Residual tumor RO 60 75 212 18.1 0.83
R1 15 32 21.1 9.6 0.027
Lymph node metastasis N (=) 15 58 197 147 089
yimp N (+) 65 75 21.1 9.2 0.0002
Portal vein i . PV (-) 53 90 19.7 14.7 0.67
I'ie 11 1nvasion
Ortal VeI mvasic PV(+) 2 40 250 85 0.0005
Extrapz_incre_atic nerve Pl (=) 37 64 19.8 16.8 0.996
plexus invasion Pl (+) 43 44 250 95 00018
Tumor location Pbt 23 28 25.0 236 0.76
Ph 52 103 19.8 11.7 0.015

Fig. 2 Survival curve for patients received adju-
vant chemotherapy with gemcitabine more than 3
months and less than 3 months.

10 - - .
09 -
08 = P<0.0001
.g 0.7
g 06 -
o More than 3 months
S 05 = (n=47)
o
>
O 04 -
03 o
| ] u
02 =
01 = Lessthan 3 months
(n=20)
s S L L
0 12 24 36 48 60

Months

Z® MST %221 »H (95%CI ; 153~308) T2
AEEAERS 481% L AEBBIG R ICH A RICH
HTh o7z (p=0008 ¥ — FH0763, 95%
CI : 0612-0.936) (Fig. 1b).

4. JERIA AT

BEOVER, ik, HE GO LR R
REE, MERFEITEB L O h2BET 2R
PHAESREE R 1) ¥ /N B AS 7 & DRt K11 L2 Tt 3 )
TR AAEHI % g L 72 (Table 2). € D#E R,

LR EIRE (RO/RL), ) Y 3HilE 04
(n (=) /n (+)), MRKEZHEOHE (pv (=) /pv
(+)), WEREPpHAREEEE (pl (=) /pl (+)), B
Fi 5 R AL (Ph/Pbt) @ 5 T2 B CHjRER 12
WAt FEMAA EAENRO SN2, 205 HT 2Bl
2 JERIRNTCl1d, FRBISHCTL ) FHRARTH
%5 RIL, n(+), pv(+), pl(+), Ph d&RKETIZ
BT, LFREHIRRBISH L VA RICT#
BiFCTHo7. —F, RO, n (=), pv (=), pl
(=), Pbt DZREFIZBTIEWRERI 30
FEEIRDON oz, AGH R I %2 A
5L, Rl n(+), pv (+), pl (+), Ph, B
\F BALFEHRERED MST 133D BD R0, n (-),

pv (=), pl (=), Pbt DFBEBILRD MST LTF
SENENDLETH o 7

5. GEM 5311 & 4 4 A= A7 101 1

A B LT 67 BlCB VT, 3 A H L
AR T & 7ML 3 2 A R ORI T THET L
72, Wi bRk 3 20 H UL LB o R A A
WE, 35 HRIEE L A EIC BT T (Fig. 2),
MST E24EHEFEHRIL BOBD217H &
479%, 84 7H & 168% TH Y, 3 1 HAKM#HD
REAEFI L DA TH -7 35 A K TLs:
WL T L2BHIE, G3 LE oA EH5 6 2 fi,
FIREHR 5 Bl % & 13PIEBEHLETH - 72
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Table 3 Multivariate analysis

Variable Category Hazard Ratio 95% CI p-value
Adjuvant yes vs. no 0.712 0.563—0.889 0.0024
Sex Fvs.M 0.802 0.663—0.965 0.0192
Tumor location Ph vs. not-Ph 1.361 1.087-1.741 0.0065
T 3-4vs. 1-2 1.96 1.18-4.00 0.0071

N yes vs. no 1.38 1.13-1.70 0.0018

R 2vs. 0-1 143 1.11-1.82 0.0043

6. LR EIFNT

MR AL e, AR (70 BL L), PRI,
$a G RN, T RT, N RT, MGk [T
RINT-CELERBNT 21T - 72. #HHE% Table 312
N TR LR, MR, SEERAL, T I
T, N W, R AF-A LT3 BB L 72
HTThoe.

7. BEOIBIC B B A PHE

JAMTIAC B 2 A PHE, (b i /R g2
FEDNEIC, BERONE 10/9 B, MR A0RE 2/8 B, BF
FEREREE 1/6 B, OB BT B HEREREE 3/5 1,
HAE R A B RYRE 1/5 B, BERENNESS 6/7 B, HE
FEP I 3/3 B, HAfHE (BHERIHELE R &) 6/
12 61, WALEW AR 0/4 B, PIRIMAEE 1/0
B, BB E L0 TH o7z FoRBlgEHoh
121, BRATS R0 ETNR TV,

z =

PEEIRIE~ND 7 7 — A b A5 v 71330 44
PYTHhHr I EIZEDLYIT R, LaL, AEH
BoznEF oz ATH, SRR TR
BENBIEFNL/=2D72010% BifR I &9, R
YIBRR O 5 AEAEFRIE, UPeoREBIZEE 20.1%
B, BBLAR20% UTEARARTHLY. Tz,
PEREART B DTSRI M D FEIE & e ~Hied T <,
ZOMBEFERE LTI, RTEREI 70%,
FFRFEDS 60% &t S Tw5”. PR #E %
W73 % 9 2T, HAVFHOYIBR B RA DD %
LI ONEVHETH Y, REYET
{INFTEF LT RMPHEOBRF I THNT
&7z, HVRHYYIER O A TR OV & R R % 1)
EEE RO, B4 REGRE M E
EIFAIZE S TRELRPETH 5.

TS O TR IR & H AR L 72 AR iR O T

D72, BIRMRARELEE LTI Tk
BHROR R L FREA RCT & LTHME SN T &
72 . 1985 412iE gastrointestinal tumor study
group (GITSG) @ RCT TR LF#E D
HHMEDOR &SNP, Lo L, 1999 4D European
organization for research and treatment of can-
cer (EORCT)® % 2001 4 European study
group for pancreatic cancer (SPAC-1)VI2 & 5%
RCT O#EH T, B R B SR E DA %)
HICHEMNRIERAIREINTEB Y, BB
Bl e LT, (LEE /RO A
LI T T2,

Gemcitabine (LLF, GEM) & 2001 4 4 H (2%
BT SNTLURAFRTH M S, FEUBRELT
TSR RS9 2 BRI IRIREE & L T2 DA R
LEINTWS, L2LEO—FT, S
BRI e LCoRMEIco Wt E
TARMWTH -7z, 2007 4F Oettle BN & > THH
& N7z RCT(CONKO-001) ®H ¥ Tix, GEM
ORI b & L COAMMEDOMGED 7 S
NTW5. ZOHEIC L UL, DFS IZBWT GEM
DRIEM M LRI 2 A L2, o IR
12X GEM % 5-#: T P<0.001 (Log-rank test) &

BRIERRBA LN L L, 0SIZDWT
BAEELRERGEIESNL TR (P=0061).
JE R TEHT Tl RO/RL, n (=) /n (+), TI-
2/T3-4 ® 3 HTFI2B VT DFS AR IZFED 5
n7ehs, OSERFRIFFEOONLZ o7, L
L, CONKO-001 Tix & 57 % 8057 S 4, 2008
4 ASCO T #éifli Rl A" Tld, GEMIZ X %
OS IERFN RO H AR E N7z (p=0.05 ; log-
rank). 7z, TAEIZBWTDH, 2007 4, Kosuge
5D H GEM MBI L #3:0 RCT 122w
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Fig. 3 Survival curve of patients resected pancre-
atic cancer without adjuvant chemotherapy before
and after 1990.

1.0

0.9

0.8 p=0.140

07 Hazard ratio 0.861 (95%CI:0.706-1.054)
0.6 =

0.5 =

Overall survival

after 1990
(n=78)

0.4 —
03 =

0.2 =
before 1990
0.1 = (n=55)

0.0 +——p—-"—Tp—v—-"T——T—

Months

THELTWAD, Zo#ED 2007 4 CONKO-
001" Dt & FEF TR FUE & 5RO 7248, kIR
HELHNTDFSERFRIIADO SN b DD,
OS IERAFIITH B AR ENRD S h o7z

Oettle 513 2007 4£ CONKO-001 12 B W
TOSIEERERBD SN HEHIZOW
T, FA Y TOREBRBIZ)SREETH - T
b, HRELZEICIE GEM o h.%, 2k, 3KkE
TLFEEE I T TB I L, F-BEHMS L
DEL T L) AP ER T 2 I H
0, BB EY o YD S, O
HaEIFTws. F72, Kosuge 53 2007 4E
CONKO-001 & MR E o7z IZDWT,
SEBFIBAIE TH - 72 B & IER GBI T2/
FERBIEREE LT O GEM BB O AL INb - 72
D TRROHIEHEBEL TS, WTFho#ikic
BT HBHENM R, &Y 5T ORES RIS
TV OS EERIEFBEO LTV RElE %
AL TEB DY, FH9E CONKO-001 Tid 2008 i
HeHE T OS IERAN R Sz,

Llnl, A DT o 72BEM RO R TIE, kil
D207 HEFTORCT TlImH EN L h o 72,
GEM i & #fi B b5 1> OS T RZ) R 558D 5
N7z, SRIOMETIE, FBBIZEREIC 2002 4 DT

DIEBID L EFENT VA 720, BEO TR
% 1990 4F LR, DAREIZ 70 CTAAE IR I BE L
Mixdio7z. ZORE, Mg - HER o
A - R EOREDL D D ERL L DITTHEY
X e BB 720, FERP ORI TIE p=
0.14 (log-rank #) L HFEEZRD TR (Fig.
3). ZoHhURftx, BoBD119H»H, 136 2 H
THO, {LNST & 2 BRI BI 54548
AR EEEFEE & X, better case & #
Ao, INHORENS, UBEToOREBILE
TEIIARBIZAZE T O LB IRBE L L CRETEIC
Meatul fg & Bl L7z

4, DFS TOMGHIIT D %0 7248, Gk
IR T 2B ML IEOE L E 2 2
&, OSEZRFTAZ L TEOERVPREBNERS
CHER, TOMRM AT o 72, FOBBIZEEIC R1/2
FEBIDS % VEAIA AR STV B AT i, Tl
MEE O S L, AR R IE R T 0 8
PRz BR L7282 Bt 728, RERAYITIH IR
MM RL 252 0wEEZON.

J& WAL F T O R RS RIS B T, RL
n (+), pv (+), pl (+), Ph, \ZBF L7
ERE O AEAF I R gLl (MST) 2%, BOBOD, RO,
n (=), pv (=), pl (=), Pbt OFBBLEHRED
MST (MNP FNLULETH o7z, 2O LIidsl
R OWEZMICB VT RI, N(+), PV(+), PL
(+), OFREEDLN S ETERICTLTD, &
R HE IR D 22 WHIBR & LAY T, AT
GEM 2 X 2 i b i a 179 2 L 45, BED
AR FAC O A3 5 v D WREME 2RI LT
W,

HHEICE LT, 32 AU Eommsbiit
FHERETIE, 30 H RO GBI A AR
AW 23 P<0.0001 (Log-rank test) & A &2 BT
Thorz. FHELTE L FRREOMBE, AHHEZR
EOWRT-H MK SN DS, WthoaIRED HE
MRIFTHY, 3MPHULLFEEEZRETE S
CEDNTHREECO LD L REEERIEL TV
5. F72, 3 A KME T, WAENERGC, B
R EZEATHWSEEEZ LN, HiBED4
HIREAR D720 GEM #i B L2225k e © &
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Efficacy of Adjuvant Chemotherapy with Gemcitabine after Resection of Pancreatic Cancer

Nobu Oshima, Michihiko Wada, Tatehiro Kajiwara® and Ryo Hosotani
Department of Surgery, Kobe City Medical Center General Hospital
Department of Surgery, Hamamatsu Rosai Hospital*

Pancreatic cancer has a dismal prognosis, although this may improved by curative surgery and adjuvant che-
motherapy, we undertook an observational study to clarify whether adjuvant chemotherapy with gemcit-
abine provides an overall survival advantage in patients undergoing curative resection for pancreatic cancer.
Patients and Methods : Subject were 213 patients undergoing curative resection for histologically verified
pancreatic cancer (resection rate : 55%) from August 1981 to March 2007. Of these, 133 without adjuvant che-
motherapy were assigned to a control group and 80 underwent adjuvant chemotherapy with gemcitabine in a
gemcitabine group (intension-to-treat). Survival was analyzed, and the two groups compared. Results : Me-
dian survival was 21.1 months in the gemcitabine group and 12.2 months in the control group. Overall survival
differed significantly between groups (p =0.029, log-rank) (hazard ratio : 0.785, 95%cCI : 0.642-0.949), and the
survival curve was significantly better in the gemcitabine group than in the control group in a subgroup of pa-
tients who showed unfavorable factors, i.e., microscopic residual tumor (R1), lymph node metastasis, portal
vein invasion, extrapancreatic nerve plexus invasion, and tumor of the pancreatic head. The survival curve for
patients undergoing adjuvant chemotherapy for longer than 3 months (n=47) was significantly better than
for those undergoing less than 3 months (n=20). Conclusions : Adjuvant chemotherapy with gemcitabine
significantly prolonged overall survival in patients undergoing curative resection for pancreatic cancer.
Key words : pancreatic cancer, adjuvant chemotherapy, gemcitabine, overall survival
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