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Significance of non—surgical treatment in the management of
locally advanced pancreatic cancer

Kentaro SUDO, Taketo Y AMAGUCHI, Kazuyoshi NAKAMURA, Taro HARA,
Katsushi SEZA, Shuichi HIRONAKA, Tadamichi DENDA, Keiko MINASHI,
Takuto SUZUKI, Nei SOMA, Nami NAKAMURA, Yoshiyasu KITAGAWA, Emiri KITA,
Chiaki INAGAKI", Osamu KAINUMA, Akihiro CHO, Hiroshi YAMAMOTO?,
Kazuo HATANO®Y, Takashi UNO”, Motohisa TADA, Rintaro MIKATA,
Takeshi ISHIHARA, and Osamu YOKOSUKA®

Key words: Locally advanced pancreatic cancer, Gemcitabine, S-1, Chemoradiotherapy,
Long—term survivor

In recent years, prognosis of patients with unresectable locally advanced pancreatic cancer (LAPC)
has improved because of improvements in chemoradiotherapy (CRT) or chemotherapy. Several clinical
studies on CRT or chemotherapy have shown favorable efficacy with median survival more than 15
months, In addition, some studies have reported the use of CRT or chemotherapy to convert unre-
sectable disease to resectable status in patients with LAPC. However, there is still limited evidence for
the treatment of LAPC, and the role of CRT remains controversial. In this report, we reviewed the out-
come of CRT in our facilities, and considered the significance of non—surgical treatment for LAPC. The
median survival time was 154 months, and 3~year and 5~year survival rate were 175% and 6.7%, re-
spectively. There were some long—term survivors after CRT in our cohort of patients. In this report, we
also reviewed the outcome of surgery after CRT or chemotherapy in patients with LAPC, and consid-
ered the significance of such multidisciplinary approach to improve patient outcome.
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FOLFIRINOX : The Phase III Study for Metastatic

Pancreatic Cancer

Shinichi Ohkawa
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72 G-CSF 13 FOLFIRINOX RET 425%, GEM AST - ALT L5 73 208 <0001
il ers 6.6 41 NS

MTo3%IckR s/

Quality of life (QOL) : EORTC »#F¥MCH 5
QLQ-C30% Till5z L 72 QOL i, base line DB TIE
MR ERBEIALINE D o7 L LIGHERGE
6% HOWE T, FOLFIRINOX BET 31 %ML L7z
L3N0, GEM BT 66%IC k7.

. HEROFHE
[ EI AP SN CIERR LSRR L, 1997 4 “Li)k

GEM A¥key drug & ST &7z GEM % base & L7z
PEHERIZ BV TOE— GEM (25 U TS 2 5R L7

GEM + erlotinib P L1, K TiE Moore 52 O #
Hie, Mo CERICHEIUREE S LA, HARTIE
""" Atk (D%.Ubk@*ﬂf ZHERIDS AN, 2011 AR L H R
<Tlfﬁ7bn.b&f>bhto

F72S-1 % GEM &L % GEST kR7 231 12
WA BHAARTHUOTOHEMMARE LTfikbh, S

1 ko GEM IZH 3 B3RS EAUR S Lz T
T2 DAHETIEBTE, B ORISR ORI &
LT GEM, GEM +erlotinib. S-1 & 3 fifii o ihilAs
FHET D, LALINS Vg BTG iBRg
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A 5. HEHRIZBWTEAEIIEZ SO OWRAEL IR
L. Wi oREsE o A fif, Hﬁ:ﬁa%ﬂ*‘ﬁﬂb PS, MEO®HmA A
BB life style R EF BB LTI L Z XS,
DX BRIRMORT, FOLFIRINOX 3#D5 <
Nz R &K & L i F BN LE
PRz e H b, ﬁéﬁ ‘fk ot B RGO
F 7 a2k LT NCCN @ guideline (28 # I
RRE N, 2 LoETHEA LS LA T
HY, AN X BHREHPL oL BRI &b,
bhicmv/x/amb FERLORHIANN 2
WELH I UERSH L, & I grade 3 DL DU ER
WA R EE IR T, BB ERA B A SR,
G-CSF ## 40% LA LR S hTwb, F9E5
UL QOL R A 5 HIAZAMIE AL R
FEREE L ) 7T F L O SHE)E Z AUEEE
PEL Ry, RO RICH BT 5 WL TH
BHe TDE AT ENE, FOLFRINOX IR ifi ##
DEBN N TIEELRREILELEEZ O D,

IV. BRHREDSERORRTE

FOLFIRINOX (&4 TICHA T bR, i

WIFSREE S M B A REMEATE Voo PSHTRL L, &%ﬁ
Moo Te AR EICR ZOREL 2o h
LUTHEMED B b, KA S 1D, Wl biiko

HELE, TXRTOBHEORTL - &
BRI/ LTI TH H 2 L E W v, — T,
AR, BEEIRT, RN % &% < ORAEIR
AT AHERICB VT, FAET FOLFIRINOX #tik
DS & Za#le S ED L BT L PIRATH
Bo HHEOEKIZBOWT L E2OMIBIZoWTIE, PSR

E LW B

U Y e B ﬁ%ﬁmﬁ\ﬁ*iﬁ@k?‘iLbe\és &, hfrER
WP LT W DHERLR EOWBIRBEIZTE S
HHTHAHEI L, EBEMHEIZEBELYZE, K- MEE

73-‘*‘42»3'2%”’3 IhBIEREREETLE, WBE LD
DL RHEEEZLNL, TTICHHSH
awéw% ZBWTh, FEEmO 0% BIEORSIC

L7§\ L\}’%M'Jr);h— Qiﬁ) U

A ik L 72 L

YA (modmcd FOLFIRINOX) D RHERR O HL
DL ALNT WS, ) IVFLOHEHEREDL S
WOFEBNI R L TRk 5250 g 4 D 207 & OMEED

WETHAH,D LI,
LLE, RRHZEEND - 25

L.

VLI NRL L TR
QAL

2)

6)
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YTHY, IhoEREELT

HREEBMIC A o7z bR b,
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YIRS REMETT - PRI BT B UFT BT8R 5
Gemcitabine P HIALAAIRTE O % i i e 7] 565 10 AR B X8R

KR ERACBIE, BORIVBE RS, WAmRER

e ECT EBAEET KR EET £ W AT RE KT

AOBORT O HEET BE MEY R A 5T LR
#OE B M A

(Jpn J Cancer Chemother 38(5): 789-792, May, 2()1ij

Multicenter Phase Il Study of Pre-Administered Uracil/Tegafur (UFT) Plus Gemcitabine for Unresectable/Recur-
rent Pancreatic Cancer: Shoji Nakamori*', Wakio Endo™, Hiroki Ozato*?, Takashi Shibata™®, Yutaka Takeda™, Ken
Tohno™®, Yasunori Hasuike™, Seizo Masutani®®, Takashi Morimoto™*®, Yuichirou Doki*’, Masaki Mori*® and Morito
Monden** (Pancreatic Cancer Study Group, Dept. of Gastroenterological Surgery, Graduate School of Medicine, Osaka
University, *'Dept. of Surgery, Osaka National Hospital, **Dept. of Surgery, Saiseikai Senri Hospital, **Dept. of Surgery, Sakai
Municipal Hospital, ™" Dept. of Surgery, Toyonaka Municipal Hospital, **Dept. of Surgery, Kansai Rosai Hospital, **Dept. of
Surgery, NTT Hospital West, *"Dept. of Surgery, Nishinomiya Municipal Hospital, **Dept. of Surgery, Yao Municipal
Hospital, ** Dept. of Gastroenterological Surgery, Graduate School of Medicine, Osaka University)
Summary

Our objective was to evaluate the efficacy and toxicity of the pre-administration of UFT (uracil/tegafur: prodrug of 5-FU)
and GEM combination therapy for unresectable/recurrent pancreatic cancer in the outpatient setting. UFT (250 mg/m?*/day)
was orally administered from day 1 through day 6 and from day 8 through 13, and GEM (800 mg/m?, div/30 min) was
administered on day 7 and 14, with a one-week rest every 3 weeks based on results of the previous phase I study. Thirty-six
pts (24 male, 12 female) were enrolled (median age, 63. 8yrs). There were 8 partial responses (25%). Eighteen pts (56%)
had stable disease, and 6 pts (19%) had a progression. The median survival time was 7. 0 months (range 1. 5-66). Grade 3
toxicities were leucopenia (17%), thrombocytopenia (3%), nausea (3%), and liver dysfunctions (3%). There were no
Grade 4 toxicities. Pre-administered UFT plus GM is a promising treatment for unresectable/recurrent pancreatic cancer in the
outpatient setting. Key words: Pancreatic cancer, UFT, Gemcitabine, Combination therapy, Phase II study (Received Aug.
10, 2010/ Accepted Sep. 29, 2010)

5 UBRAED X UERBEER ST S UPT 1745 gemcitabine (GEM) S$fHALSREOR SIS X OHEE % BEd
572 MRt R T ABRRBRE T - 720 8 L HEBRICCHEMNRE L 8172 UFT 250 mg/m® (day 1~6, 8~13), GEM
800 mg/m”* (day 7, 14), 1BKED 3BE 1 3 —RETEHEERY ¥V 2 — WIS THAT Lize 36 WIAEHEN, graded OF
EHRLUIRDT, MEFHEEE LT, grade 3 ®FEIMERED 17% (6/36), M/MEA 3% (1/36), JEIMMEFMEE LT, grade
3 OWRA - Wk 3% (1/36), FFRRAEEE 3% (1/36) 287, BHHRIE 5%, S0%EHFEHEIZ7.000Th o7 WERR
BESEAT - THRBRICH L, FBRGEHE L LCo UFT %115 GEM b3k 0Ret, AR s .

RSB AR v & — - AR S NTT 78 FARRBE - 418

2 BEAeT B - SR ORI R - AR

W BYER - AR B R - AR

O AR - SR 0 RBREE R - LER

BV SRR - AR

HHESE: T 540-0006 KBl o kI 2-1-14 B BERE R IR - > 7 — - 418}

EY;I ;f,‘:{‘( ﬁ_«_ -
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PR T oA EC L BEIMER IS A48, FEIFE RO
BB HEE, DERTROETHETH AL Z LML, &
51, M BT - 723 T b R B OBREEE ¢
YIRBEENE, TRBICTT 228N HEE LTofks
BEOMT PRI NS,

5, AR AT R Lo A Sk L LT, B
7t gemcitabine (GEM) »3--8RE L LCHEMITS
NTwa, L L, HEE coPgEEmizbs
PFEHT Y THYY, GEM & RS PO
VAEEND, BAEE TIC GEM 2k LEHI0A
st B S, GEM & 4T NI TH % erloti-
nib & OPAME—REHEEE D > THELRE SR
TwaY, LaL, 208 EbTH2HHESTTHY,

TV,

—7, UFT X 5-FU & 70 F5 v 7 TH 5 tegafur I&
5-FU O 52 R RO MEACH 5 uracll %A
TREIBURAICH D, BRI 5 ERES I AHIRERIC B
WT 20% 2 M A BEEFIRE SR TV LEATH
%%, GEM & UFT ofulisah RIEBUERE & & h 2t
nAA, MEEHmEESh, UFT &5 I1C8 5
GEM WGHAN R BR B TMERICB W THE ST
A% 7z, IHOIFIEANC X ARIEHERMTH Y,
A TOEBE T HCLR TV,

QOL % HHR L 72 1G4 0 ISP 8 B AT 75 S8R 1
BWTC, B TR AR R BHRFIEOMLIIER
THhh, bhbhid UFT BATHFICE % GEM & Ot
I & 55 T MRS fr iR o Sl B 2
WELY, SHZORSNEAMEEFHET 2720, £
Jti ke 2 [ 565 T ARRRR AR 2 4T o 720

. HEBLOHE

1. % %

AKERBRIEE MR L AF9E & LT 2003 4 6 H ~2004 4F
5 ADMICHER S iz EIE, O BEERSHKS £ 72
RIILES TR & B S N W RE - TSR RE ),

LA VEEG] (FIIER: 4,000~12,000/mm?, IFrpBRE:
2,000/mm*LL L, MfihEE: 100,000/mm* A E, ~E S
O¥r:9.5g/dL Bk, AST, ALT: HifkPI2kie LR 2
RBUT, M%7 L7F=:1.5mg/dL BLF, BUN:25
mg/dL LF), ® 3% H L EOEFI S,

TR

® PS (Karnofsky) #4350 BLE0%EH, @ 20 #ELE 80 5%
EFHBOREF, © RFFEIZOVWTHEOEB L NHER, @
RECHERASTT R il & L 72,

LB, BRAAEE LT, @SR iRAEE, ME S
Mise% A3 %6, @ BHBRIGEL G 2R, @ 2
v o= VRGOS, BelaE, REIRE X OERER
6 DA LNOLHIEEL T 2R, @ 3 bu—vH
W AERE = A AIEH, & WO EERL AT A
B, © i, BIhB L RO EEFAEEL0H
HER, @ BELER T LIVE—2 8T 5, ® WL
WM E AT AN, @ EEAAIEEL T
ZAEGI, O Fofh, ERELSARBREZEICERT L0
VA & LA & L,

FEBIBR O, AR O MR T 20% &
L. BEEWES%, axs—=0.05 FTI—=02%&
L7zsdy, DEUERIRLL 33l & i Uiz, 72, B4t -
HErERBL, HEEARE B[SWE L, £z, %4l
(o Cid [NCI-Common Toxicity Criteria Version
2.0, April 30, 1999 HAGER JCOG R-#5 2 MY 125w
FEAG L, SNEEAD R ORI B A OWFA R 2
72 OFHAA FF A4 Y RECIST 74 FI4 )V ICHhEn
EFA L 720

2. BB FH ik

TR ICB»Ti S h7: URT 250 mg/m”,
GEM 800 mg/m D% 5-F 240 %, UFT 34 1~6 H,
8~13 HIZH IS L, GEM 1354 7 v & 2 B Ak
WIERL, 3047 14 B HEiE L. 38
Hix GEM, UFT & b4R3EL, Zha 1 2—X (3AM)
EL (Fig 1), TR Y kBt 5 21T - 72,

o # R

1. MROER

ABBRITE 2003 4F 6 H ~2004 4F 5 A % T 36 #A
BERsh, SPEKTH o7z, Bk 24 8, it 12 41T
RO IE 64 IR TH o Joo 24 FUITEAREBITH
D, 12 PNIYBREFFBITH - 720 FM LI OGRS
T TREBNE LB, RIGHED D - 7HERIZ S WD Y,
2 ONFIEIBATES] 24 Bl 4 BIBURFAL SRR AT

f 1
Day 1 7 14 21
GEM
800 mg/m* i 2
UFT Sy Somemsven f
250 mg/m? 1~6 8§~13 15~21

Fig.1 Schedule of pre-administrated UFT plus gem-
citabine
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Table1l Base line characteristics of the patients

Sex
Male 24 (67%)
Female 12 (33%)

Age (years)

Average (range) 64 (53~76)
Performance status

100. 90 20 (56%)

80, 70 15 (41%)

60, 50 1 (3%)
Previous surgery

No 24 (67%)

Yes 12 (33%)
Previous Therapy

None 31 (86%)

CRT 4 (11%)

GEM alone 1 (3%)

fibh, 141 GEM HAWRESITb LTz, Wk
FBREMEFHUAOIBRITTOA TR 52
(Table 1) @PNZDWTEHEVEDOFMHATEETH - 726

2. #5RR

Hifra— 2 omR{EiE 5.5 72— A (FEH: 1~24 9 —
R) Tholze REEWRERICARGRE LTERSH
TIEBIA 11 Bld - 728, BRI SRER~BIT
Shiz,

3. FEER

Table 2 12RT & 9512 grade 3 Pl b o i j 0084 1%
grade 3 O EIMLERIKA 6 B (19%), MBRA 161 (3 %)
Td o I2o grade 3 P EOIEMEFLEIL, grade 3 DIEE -
Wit 140 (3%), NFERREERE 18 (3%) %30, rfu?f&?
WSS X O EmMEFENEE & b grade 4 0)%]’5‘&
btk ol T, AEFELICLYHRBPIL& i:o?’:
FEFNERRD b d o 72

4. MEEEHR

RO BWAREITPRBEERI L > T2 3 -2 ko

WES TN o2 4B R R E, BITRICED - HE
DWFENERI N LRSI ND 2 32— AL LRk §E
T -7z 32 9P % FUBE AR sl & L7z, CR
0 %1, PR 81 (25%), SD 18 %l (56%), PD 6 ] (19%)
T, BNEIL25%, B P u—VERE 8% TH o7z,
B, &36PUIBIT S 0% EHEAFHMIZ 5 H (3.2
2 H: 14~480 H) T, 50% A& FFHH (MST) £ 214 H (7.0
7 H:44~2,071 H) Tho7z (Fig. 2). RELLEHNII,
PR RSSO UCRGEIRES 6 o — A M7, TR
BUBREIT, 20 2ELBICHFH 4280 S-1 25
L7 b 2 fAT L7 R CTH - Ao FETHERIAS
MST BBICEP LT WA 2D, ZORBEFED 15
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Table2 Adverse events (n=36)

Hematological toxicity
Leucopenia
Thrombocytopenia

o~
<o
&

6 (19%)
1%( 3%)

Non-hematological toxicity
Nausea/vomiting 1 (3%) 0 (0%)
Liver dysfunction 1 (3%) 0 (0%)

*: same patients expressed thrombocytopenia

0 (0%)
0 (0%)

100 -
80
T 60-
z
jus
2]
5 401
20 L&
] I
——
0 — . ,
0 1,000 2,000

Days after registry
Fig.2 Overall survival (n==36)

EHOTH MST IKEWERD LNl d o7z,

m % =8

BRI A58 E L LT GEM 2R & h
TWw57S, HATOWEDRIE, 2hFCRIEHER
TE25-FU KRB L OWE EH 00, Wi
MR 5D TER V. L7zd o T, WA REETTIE
T A RN O BT, GEM % key drug &
LT, 5-FUY R 75 F F RABHE?, 5 FEY
W L OBRBREDRA SN T E o LA L &R
5, IhITOLIH, FRAHETGEM HAIZ X 5k
AR E2RECEETL DT R, ENHRBCHE—
GEM HRIZH L CHREMICH B AR D bz
DFRREES VN L O ARED GEM BANIHT 5
iﬁiﬁﬁaﬁﬁﬁﬁs‘i@@i&% b2 0.32ATHY, HEHE
WAA T4 P ICBWTHKE O NCCN (The Na-
tional Comprehensive Cancer Network) Clinical Prac-
tice Guidelines in Oncology” IZBWTH, KK GEM K
HMOBBPUBRAREHREREOE—BIRE 2o Twh,

VBRARERIEICBIT S GEM E OBFEDIZEA Y
I EFHHICE L TERE2AESRERO RV 00,
GEM BAOGE L) b FEEROBEREIH VI L
PHESINTEY, ARZLEL T HMELREH 2 ET
B lbBv, PRABRLGETRELNSE LGE
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HEMEFOEZHTHTH B/ REEL AR L L
Hid, QOL ZUETAH FTHEETHILEZOND,
KHRERD 50% MM AT LI L 3 2 AT, BEROKH
BERRRBRIC BT 5 GEM MAIBD 2~3.7 1 H ' &
FFMELE 2SN, 72, MST IR 7.0%H (214 A)
Th, THETITbNTEBEOREBERBE T
GEM HHI#ED MST @ 5~6.1 »H>* "W L iR L Td
RRRIFTHY, EELAEHRDIILALRDLNE
Motz b, QOLEZEE L FRHRBHEEL RS
WD H 56

87 MST #3 & W -ER4 0 UFT & GEM O ff
FREE O 8 A EREBREE ' Tid, GEMBXOUFT ®
K5 R, bhubhdsite Lo E XY SN
58THH GEM 1,000 mg/m*, UFT 390~400 mg/m”
LRELTHEY, RRBRICHAHERR ORI LS
<, BEIPRHE Y TlA BHER BN TR 40% ORI AT
BRIk & 7o T b,
KEBTI i};i, u@%%#%m

HTE, UFT%%N%@

m®, GEM 800 mg/m”* 2:\:\’)4"?—5‘?%1? X ")1&:@‘4"" BT
b HSEOBEHRERIHE O, FEHRRIE %%W%M(T
BRIENTELOMS L, &6, UFT EikD
5-FU ZOFLFEA & LT, RITHEEINALST D
BERANORBEIG AR b, GEM & OPFH RN A H
EENTwLETY, 2ok BEET RO
GEST BB Of B2 Ry bavads, Thi
TOHTHRBERY 2R, HEFELOBER
JEiE GEM HARO B4 & 0 Al ”ﬁ‘%wu LRSI NT
BY, BEME V) FHICB T AREREOA R
HeEhizbnEEZLNE
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ments in survival and clinical benefit with gemcitabine
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SEERfE 4 & & - 2 BEISN T 5 Gemcitabine/
FHT—I « FXAFVIL - FFTIFTIAY YL
BoaAl (S-1) PRREERO GBS

woA B E MR BO& K B A
BOR & e £ f F W R fH— KR
mom oE & OB ok A O O®m A

2R BEIEDTEIRT BEHEBHTCEEISICHELL, 1 WEREEORENFERELET .
S[E gemcitabine (GEM)/S-1 AL (GS BX) Ei7 - EHEGBERE 14 BIDRBERET®R
£T 5. BTYEF 4A3% T, 14 fl2ETO progression-free survival (PFS) B KU overall survival
(08) F186HBLU 261 HT, 6 HEABLU 1 H#EFRIEL 71% BRU21% TH oz, &
DO5BCAISSEDS0B L EETEHCBHDPFSBLU0S(F, &4 2385HBLU 323
Hé, FHETHICHNERICGERZRDE. BEERTHILEICESOEG 2 810H TRELKICDWVT
BREEGD . BENGEBEEITDEED | JAES UT GS BEANHRETIND.

B HEE « B, L3 EE. gemcitabine, S-1

FU&IZ

PR IR D FRABOEMT, 0 b4EEFE
EH 9% EIME SR TWA., FRAIHE—RIE I
BCELBEETHLY, PRARERIRETHSR
RA#80% % 505, WERARER K LTkt
2 % AT b ., 1997 4E 12 Burris H5VA%5-
fluorouracil (5-FU) & O ILEER T gemcitabine
(GEM) CHEREGHRPBD O EMEL
TLR, GEM 2B B Akl Eik e
Lo THH, GEM THH L7230 Ee] 0 17
B g (median survival time; MST) & 7.1
AR EHREEINTHEY., LA LENSWERAEE
BIOFHIICEZHMET 2 ICEERCOPHRT
HY, WHAHITBSENFERLE T 2ENOFRIL
EHWARRBERD. T2, 0L hEEFER
FEBI T 1 RILFFREDRG L 2o 7256102
KRB BITTA LN TELWIER DS, 1
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WIEBENBBEOFREBRET A, 0L L2HFE
A, BENEREZ LS o BRICHT 5
EASAY Y ¥ —DWEERE LT, HFETOR
FRBIT b oD, FHEIMIC GEM/ 5747 —
N ERXAFT YN FFTINHY T AREH (S
D feHE#E (GSHEE) £#fT)H) 2L LTna,
S Ja b b Ui 2007~2010 4612 GS L % 17 -
TZREBNZDWT, ZDRBREDHE A 1 S BT 2
1oz
| WREF®

2007~2010 FF IR L - B ENEB 2 AT 5
FIECGSHEEX AT LA 4Bl 2R s L.
ZO5 B AFNIEHEFT RS, 25T 108
EH{RZH B PET-CT 3 L EERCT) LB
BEx—h—PbBRESZH L BEFEROE
T2 LT, BBCBTLINERBEREOFMELE
WAE L iz, KBS OG5 HEY (Table 1)
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Table 1. KEEIRCHMIZ BT 5 FEB O €%

HX i O kAR

HO WE#erioin
H1 BB 4 MRUF 0o KIED* 5em BUF
HX HI1. H3 L4

H3 R 5 Ll Lo RRED Sem £ R %
SCHR3) & DI

GEM
1000mg/

GEM
1000mg/red

day2l

dayl

day8 dayl4

Dayi~14 5~1 80mg/miiR Dayt5~21 {k3

Figure 1. GSHBO®HEAr Vo — (Likd) 08

L7).

ERAL, ZodmTH3 LB SN AENE BE
s LTER LA CSEEOL Y X VI
Ueno & ®#HFICH2 %, S1 (60mg/m’/day) #
day 1 25 day 14 B LU GEM (1000mg/m*) %
day 1, 825 L, day 1545 day 21 $CO7
HEZEREEL L, oh#z 1 a—2k L7z"(Figure
1).

AL 2 Kaplan-Meier SEIZCEHB L, A&
FEMELL log rank test TIT o 72,

BFEE R, 2007 4E 3 H~2010 48 5 H 2R
L 7-C0BR A BEEIE (stage TVD) 14 1 (A% 7 41,
LR T B, AR 39~T76 5%) R E L7z, ECOG
performance status (PS) (2025108 L7 1
DABITH o7z, BEEOWOAMITIEREE 4 6, B
AEB 3B, EEEER 2 B, BHARERD L IZEEEA
58I CTh o7z RSN OERER L) > 738 10
B, B 4@, BEEE3GI 360, W36l PRI
16, WEE1PBLUHA 1 TH o7 (Table
2).
HHEHT O MR CIXEEN B L2 K LTy
GTP, ALP, CRPA#&BME T, BEE~— 7 — &

(38)

HAM R SMEE B108%  F12%

Table 2. BEEE (n=14)

P51 Bk 77
iy e (GEBH) 565 (39~ 76)
ECOG PS 0/1 10/4
JFUE B R - HHE 5
TR 4
JREARER 3
JEETE R 2
DS ORERE U2 5E GER) 10
Rl 4
g 3
e 3
i 3
Z O 3
CA199 8 15 Y/l 1272
Table 3. HERTIMEMENR (h=14)
rp i i pH Wz o e il
WBC 7300 /W (4500 ~ 9200) (3500 ~ 8500)
Hb 132 g/dl (93~ 159) (115~ 150)
Plt  225x10% /wl (14.3 ~ 336> 10% (15 ~ 35 10%)
GOT 285 TU/1 (20 ~ 126) (2~ 39)
GPT 32510/ (12 ~ 98) (2~ 39
T-Bil 06 mg/dl (0.3 ~ 1.0) 02~ 10)
YyGTP 113 10U/l (47 ~ 501) (8 ~ 64)
ALP 418 TU/1 (195 ~ 1167) (96 ~ 310)
IAMY 4351071 (16~ 84) (40 ~ 130)
CRP 0.83 mg/d! (0.07 ~ 340) (00 ~03)
CEA 44.6 ng/ml (2.7 ~ 1176) (0~43)
CA199 13560 U/mi (2~ 557000) (0~ 37

CA19-9 A% 14 Bl 12 B1C, B X O'CEA 2814 4
B 10 BT LR LTz (Table 3).
n # 2B

1. HFAR

14 BHIZ BT 5 GS FEO#E S EUE 114 0 —
AT, FOPRWEIZEI—RATHoz 14#h
complete response (CR) 1T GS # H: 4k %t vh
L% B < 13 61T GSBESRIL STz, GS
OB A 11 FIAEHOME, BLU2
BIHEERRIZ L BT TH o2, O GSEE
DI E o J2 13 WO BB L LTI
FTERBITL, —F, HIEEOPSA0~103
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Figure 2. A. GSBELZFT -7 1480 PES (n=14). B. GS#EA T o7z 148D 0S (n=14).

CA19-9{8 FEE (n=8)
1.0 w"““i €419-91€ T (n=8) 1.0+~ Madian OS: 323day
- i Median PFS: 238.5day . 959601207 ~424day)
0.8 959%C1 (40~ 282day) 0.8+
= - & - CA19-93R{E FHE(n=q)
= ol = edian 051 123d:
= 0.6 = 0.6 | ;;%cm:s)g:zzz::y;
] . CALS-93FIE F B (n=4) p=0.0028 | T
5044 Median PFS: 44day 2 04—
R g 95%CH{39~ 138day) N
0.2+ i 0.2+
0.0 T i I f 0.0 - R T (i A T
0 100 200 300 400 50 100 150 200 250 300 350 400 450 500
A days B days
Figure 3. A. CAI99 O TE LI TREO PFS. B, CA199 T LIHKTH® OS.

¢ GEM HBRES, B L O 1 Bl ClRBHREN
fThhi.

%34 %€ 1X Response Evaluation Criteria in
Solid Tumors (RECIST) v1.1 IZ# U THiw,
CR/partial response (PR)/stable disease (SD)/
progression disease (PD) 2% 4 1/5/3/5, &%l
# (response rate) A¥43% (6/14), BL U CR+
PR+SD Tir 3N 5 disease control rate 7% 64%
(9/14) T, £/, 6 W AEFEEBLITIEERF
id, &4 71% (10/14) BEXU21% (3/14) T
Hotz. CAI99ZZFDMES 50% LI KT L5
BITHEBICEFHBIWETL Z LML TE
DI, Z®50% YT ERRBEE OGRS R T
KT 1Oo0RBEL L TUEbDRL TV, SHObA
OO TIX CAIVED LA D7 1241
18 T CALOOME D 50% ML EDIE T 23 o
7z,

(39)

14 B4k c O mIEE A LM (progression-free
survival : PFS) 13186 H (95% R HEIX [ : 40~
247 H), B X LW (overall survival 5 OS)
12261 H (95% 5EIXH : 162~358 H) Tdh -
7z (Figure 2A, B). ¥ 72, CAI99KTE L F
BEOBEEIMESRTHEIELHY, FHD
Nhhid CAI99OETHAIBEL LCT2# (KT
BESPILIFETREAH) W, £BICBUT S
PFS B XU OS # ILa) L7z, KTHEB X U3
KTHETOPFSIZEFNFN2385 HB LU 44 H
T (p=00028), —FH, OSWEFNFN32WHB
LU123 H Th o 7z (p=00009) (Figure 3A,
B). ZOEMEE CAISHD 50% Lh EALTF 25
MOBEMRB LT FEFHOBELZY B

EERRBLTEDY, ThEITOHELETITARK
WTHoT2.
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Table 4. HEHEZ

Grade 2ELT  Grade 3 Grade 4
F I Bk e 2 3 (21%) 6 (43%) 1 (7%)
BRI A 2 (14%) 3(21%) 1 (7%)
Fgliin 9 (64%) 0 0
FEEAPELT b B A — 3 (21%) 0
it/ MR 0 3 (21%) 0
BRI 7 (50%) 0 0
R 6 (43%) 0 0
e 4 1 ( 7%) 1(7%) 0
Lg% 0 1(7%) 0
PRI 1 7%) 1 (7%) ©
K5 1 (7%) 0 0
2. HERER

HEHL L Common Terminology Criteria for
Adverse Events (CTCAE) v4.0 12 CEEli 2 47 -
72. Grade 3 Pl Lo mdsHM & LT, HILBREA,
EFHRER A B & CIVMEBA & 221 50% (14
JEFIHR 7 61), 29% (14 EPIP 46)) BLU21%
(14 EBIFR 3 6)) <R 7z, Grade 3 BLEO#AH
R % D7z A B 5 B 3 FHISEEE A BRI
BHETH - 7z, Grade 3 DL oI5 2 i
RONE PREBBEZS4 7% (4EFIF 1
Bl F 7 (Table4).

HERERIZLIBRGEOHERZIAITITD
n, 209 %S1EGEM O DR ED 2 6,
TOHWIZS1 DADEEN LHITH - 7.

m = =

MR D TR RO TH 80% 23U A

RERIREB TR RN, FAFMEMIBYTLH
?’5?{7‘%’7 <, THOHUBRARESI R 2 EFE I L
CUICERR LD AT S5, B bEfEs L
T, 1997 4E 12 Burris & 285-FU & @ L AR
T GEM OF % iy UCLLR, GEM Bk
EHERE L RGROBERRE LTNESIT R
Twa. +0%, BEIC “one-decade” 29FE L,
COMIZGEM #X—2 & L7838 F &F % HEH
(O TFENER D ED) OMAE DL CHRIKSR
PIThbN2A, GEM BT LA 5 G &
R I kAT E T O GEM +erlotinib,
GEM + capecitabine £ £ U 5-FU, leucovorin, ox-

(40)

HARM LR SMes 1085 125

aliplatin, irinotecan Pt H % & & X 5%
FOLFIRINOX @ 3 & @ & T, KR, GEM H
FREDPERERE LTCOMNBEIITIZ®E T - T
b, ZO3IEKDOERABIZONTD, GEM+er-
lotinib? 12 oW T OS ST 2 2 BB O EE T
L 2> d erlotinib 2 & fili 2 EH TH 5 = &,
GEM + capecitabine” " IZ oW T 3R T h iz
FRERRERD 9 B 1 R TO &K positive data T, 5%
% 2 KL negative data Th o722 &, E5HZ
FOLFIRINOX®PIZoWTIE BRIF R BEEETH
AH0(PFS64 A H, OS111 2 H, 25 31%),
FUPBE,POBHETHLI L L, BERICHL
TRBBEONOEH ZERHED L VAV THBHT
X0, RFEIEBOTRWTRLRERELE LT
DM EHFT LI T > TR VONHENTH
5.

—F, A CIEBEREEEL L TGEM I
T 2006 4R 12 S-1 AMEBOEH & 42 0, GEM sl

WA 2WRHEE LTRS vwbhTwa, L
P LaNs, YRR ETREL SR E L
SIHEAMICL 2 ETHRABRTEI RS F 211~
375%, PFS 26~37 #H., MST 56~92 47 H¢&
GEM B.Al % LR 2 G BEER S, F s,
SIEGEM % #l & & b 72 BIHME KR K
BRIty 2R %)) 38 189~485%, 14E 4 fF K
27.3~501%, MST 79~125 % H & GEM HAH
B Sl HAE X5 RE S HEBEEIREN
Twa, 722010 48 o K [ B R EE 2 4 <k
GEM H. %] & GSIE = @ £ i % % I M 2 B
(GEMSAP study) O If#NT 258k & 2, GEM
BEORBIZBWTPFSE367 Ha544 4
(p=0036) L HEICGSHEEHTHEHIEFTH -
72 2o R RBOBEEEEEL
T, MED» ALY & — TSRS S 5
b e UCRRL, BT 2 o IS ERiEg
DAFTHhDTr — 2 LT 1 kEEL GEM
T, BLUOGEM AIRHO 2 KiEHEL S1 Tt
LTwa., LZAD, BENEBETL L
WX ZOEGTERIEO THRL {, BENERE
PUCIR - 7 A OMEIEA SN E VL OO,
HBERE & DR BB EFHN 47~54 %
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ERR234F12H
Table 5. YIBRASEREGEICHT 5 GS WEO L2 BRBEOME
N ; Response  Median Median 1 year
Number of  ECOGPS  Locally advanced/ ) 2 Author
patients (0~1/2~4) Distant metastasis if){/}:)? ( mlgggl s) (,mfg}%hs) sury 2%2% rate (year)
33 3172 0/33 485 54 125 54 Nakamura'®
(2006)
54 44 59 10.1 354 Ueno?
(2007)
32 17/15 3729 44 49 7.9 — Lee!?
(2009)
22 22/0 3/19 273 46 85 27.3 Kim!¥
(2009)
38 29 54 84 34 Oh'®
(2010)
53 0 4% 60% 15/38 189 54 14.1 50.1 Nakaiz®
(phase III) (2010)
14 14/0 0714 43 6.2 87 214 Our study
(2010

H)PPE ) XML Al e TFRIENS, £
72, SO XD ST L RIBERIER) & o o
HTO2REBEAFPELL LI EBTFHS
h, 1 RIEFROEBIFREEATHEEZLN
5 BEMBEE2ETLIREOZOL ) ZERE
AT, RBEIRCHEL T H3 ICHL T 5 i
OFEtE LTCGSEETHZ LICLTwaS. 4
F o 14 Bl COME TIXERFA43%, PFS 7362
HH, MST 2587 # H, BXU 1 EAFEN21%
Tholz. FRObhbhOEE? 2 THE
SN GSEBEOBRBFERBLILBEL AL E, &
%2, PES BIX O MST XN CoHEH &3
BRI C, 1EEAGFRLZ TP TH- TV
(Table5). 7275, Th I COMREH CILEBE
BOIUAICEIETEESTR E LTEETY
LZOIZR LT, SHobhbORE ClEER
BEEAETARELZT2 R E L TCnE. ZOK
BIESEFEE2 AT 5B L TGS EED
MO THBTHALZ LERBLTWS, 72, A
FEHLIZOWTD, Grade 3L EomEHEEZ 7
Bl (50%) THEDDDODOHIEIZE S 7-01% 24
(14%) T, 5% 12 %1 (86%) \ZHETTRETH D,
BB (tolerability) OB THREIXZWEEZ
bha. 7275, GS#EEIE GEM BAH 5 vt S

(41)

BH LB L CHEEELPL VEIICH D, Lee
LPEGSEEERIT - ot R % PSHNC 284
i (PS0~1&PS2) #H0SEHELALLEA
PS 2HTEEBIE -ERELTWE. bh
bhORICBWTH, BENEEY AT SR
DOHETPS 0~1 DA% xfg & LT GS #E% 1T
LTBH, PS2LLEDEMICH L Tid GEM Bl
WX BHEBERMELTWAE. Lzd > TGS #E
i, BEOEFIREICHEEL, PS 0~1 DfERIC
RoTHifTENALI AV EEZLNS,
¥ & ®

GS BHEOMESITIZ oW, [YWEBRREE#RST
e (RPT#E4T UXEER ) 128§ % Gemcitabine
$ /TS-1 9 1:/Gemcitabine + TS-1 BF I 8 3 0
I AHMAE A LI B3 Bk ] (Gemcitabine and
TS-1 Trial : GEST) OfERIEHFEL Tldd 5 5%
P ELFHRITBO THRLVBERERZYH
THBEEICTH 1 REEE LTGSEEIZLD
DOFRP LY 5 5.

A LA BEES 5 2558 DRI I
“L

X @
1) Burris HA 3rd, Moore MJ, Anderson J, et al : Im-
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Gemcitabine plus S-1 combination therapy (GS therapy) for pancreatic cancer patients
with high-grade hepatic metastasis

Toshihiko MATSUMOTO, Satoru TAKE]JL, Akinori ASAGI, Takeshi KAJIWARA,
Tomohiro NISHINA, Shinichirou HORI, Yoshiou IKEDA, Seijin NADANO and Haruo IGUCHI"
Y Department of Gastroenterology, National Hospital Organization Shikoku Cancer Center

Pancreatic cancer shows the worst prognosis among the solid tumors, and survival for patients with high-
grade liver metastasis is estimated at around a few months. We reported the effects of combination therapy
with gemcitabine and S-1 (GS therapy) on pancreatic cancer patients with high-grade hepatic metastasis. Pa-
tients with severe metastatic pancreatic cancer received chemotherapy comprising S-1 (30mg/m?* p.o. b.id,
days 1-14) and gemcitabine (1000mg/m® on days 1 and 8), repeated every 3 weeks. Fourteen patients (7 men,
7 women) received treatment at a mean age of 56.5 years (range, 39-76 years), achieving complete response
in 1 patient, partial response in 5 patients, and stable disease in 3 patients and progressive disease in 5 pa-
tients. The response rate was thus 43%. Median progression-free survival was 186 days (95% confidence in-
terval, 40-247 days). Median overall survival was 261 days (95% confidence interval, 162-358 days). GS ther-
apy appears to be well-tolerated and effective in patients with high-grade hepatic metastasis.

(43)
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