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H{LARE(CHT B neo-adjuvant therapy DEEER

4. BFMETAKEBED down staging %
B & UTe neo-adjuvant therapy*
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(ES) BRETABBOSSRCB TE. & ARMEBE HD
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7o neo-adjunvant therapy Z{TWOEIBRHTIAES 8D, LS con-
versionPift L <HESNTUOD. BFTETEICNT S conversion
therapy (CDOTOEESRSTHE R WOEDD, FOLFOX+ FOLFIRIZ
DFEOPEBREA AL LI AV B LORGHRELE DEASHED

PR, SERUIBFEROB LEEBHFEODEREVDRTHERSNTL
3.
LI sion therapy &#i L, SIBRABERIGEOER T 0

AT RIBREOBEIZB VT, SRR AR
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W) ETH %L, TRIBBBETA FT4 2 ]1e8
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7"’?(275’ ThNTELD, LT LOMETESHE

IBSNTWahoTz,

VAR, AL SRR ORI LY, )

BABERIBEORIZL, SRS DREBRIZE Y EE
BN L, TRIECIBRTTRE & 7 B REB % #2BR ¥ 5 %
SN LTz, T XD BB T T4 conver-

STHREEL LTERINTW S, 1L, &Rl
BEREDLR EFTETKEREE Stage T b L < i
StagelITH 2 Z &b, HENZBITEHICL
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i, TOX) RUBRARBITETEICN TS
down staging % ¥ & L 7> neo-adjuvant therapy (2
DWTHHRT 5.

Conversion therapy

Conversion therapy & 1%, SEE R MEHLE
ETEREIE LN, HEUBRARE S HEr ST
W KIBESERT R E Y, IBEFEE TR
FEANEBITT A2 L% &2, R TEFIUCH

*—7— K KB#E, conversion therapy, 7 FEHRE, (LFRETHREE

* A neo-adjuvant therapy for locally advanced colorectal cancer aimed for down staging
** T.Tto, K. Okita, T. Nishidate, T. Furuhata (30#%) (5—#%4%), K. Yamashita, Y. Shinomura (#%) (%—M%b, Y. Sato
(F%HM) , J. Kato (%3%) (AR , K. Hirata (#d%) (E—44FD  ALIRERKEE.
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®1. ETKBECHT 39 FENABRRE LA L L —RAROKE

RER () LRl VA v BEH =T (%)  conversionEKE (%)

NO16966 (2008) FOLFOX/CapeOX 701 38 6.1
FOLFOX/CapeOX + Bmab 699 38 8.4

CRYSTAL (2009)% FOLFIRI 599 38.7 1.7
FOLFIRI + Cmab 599 46.9* 4.8*

OPUS (2009)? FOLFOX 73 37 4.1
(K-ras wild) FOLFOX + Cmab 61 61" 9.8*
COIN (2011)" FOLFOX/CapeOX 367 57 13.0
(K-ras wild) FOLFOX/CapeOX + Cmab 362 64 15.0
NORDIC VI (2012)® FLOX 97 46 8.0
(K-ras wild) FLOX + Cmab 97 47 11.0*
PRIME (2010)° FOLFOX 331 48 7.0
(K-ras wild) FOLFOX + Pmab 325 55* 8.3*

Bmab : bevacizumab, Cmab : cetuximab, Pmab : panitumumab, *p <0.05, "ROIER

Y LHBEIZVL OO, [RBEIEGETSA KT
4 ) (20104E /) 2B W T, [UIBRAEEHEST
FERIGRE RT3 B AL EBEDZR% L CUIR T RE
ERBIENDHBEIELTERENTVESY, 4
BARBEE R B ERE LTI, BT - B & o REE
EIRIER S, BEREGFEREZ EORFEFEHIT
NG, WIBRARERIGRE AT ANGEIC & D IR
BE& o 7o8h, EAEHETIARRUIBRTT RE & 4 MY
SNFMDHEAT SNEG & B L, #HELWE
BEGEPIE SN TWBEY, 22 TH BET#ETK
Rl RREREEELL VW StageId LI
StagelITH A EMh, HERUKBZITIZ LI
SFORBEOTREBIETETLLEEZONLLD,
conversion therapy ~O#AT% 5T 272 L b il
7 B AIZ L D) down staging % ® SR &
EEZLND,
I. %% &
FRREBRICBWTARABNREINTEY, »o
fRiEZHE E L CENTHERATRZ —iFEE s LT
DOALFFEEL Y X &, FOLFOX * bevacizu-
mab, CapeOX * bevacizumab, FOLFIRI =
bevacizumab, 5-FU + lleucovorin (LV) * beva-
cizumab B & U’ K-ras AR THNIE FOLFOX
+ cetuximab/panitumumab, FOLFIRI + cetuxi-
mab/panitumumab, & SIZEABMEICKEOH S
WA tegafur/uracil (UFT) + LV %:&R§ 5
ZENTEAL. LAL, conversion therapy % &

&L 72 neo-adjuvant therapylZdb o & b@ L7z
TALIDOWTIE, L ENTWE EIFWVZ W
OWBIRTH L. FICHEITETEICHT S con-
version therapy 12 2W &, FFERICHT5Fh
WG 2 MRETIcZ L, W IERASRE I
R&Nsn#THS. Conversion therapy & o &
THIZTIE, EEZHENLUKRETIEE T2 HE
Whzotz, LOEMEROS, 25252
HPEEFZROEEVIL LNV I AV BRT 20
PEF L., 5 FIEMGESETH S bevacizumab
&, cetuximab, panitumumabid, FNFNEEF
OIEBEND EREMEDREINTEY (D,
HHEEETRETHSL. IO TEMGRE
& . oxaliplatin, irinotecan # iV 72 L ¥ X Y D#
HE DDV TIEH 4 ORIREBRI T b T
5.

BEAT# B TI, oxaliplatin, irinotecan !l
bevacizumab % L, conversion &M EH 1L
21104 %, 80%&#FHmELTWwAH, CRYSTAL
L Tlk, FOLFIRIIC cetuximab #HFH L, &
R EWMTEATEE - 2EFHROAE 5T,
conversion EHE D cetuximabFFHBETRIFT
Ho7z. I KrasFFAERFICB VT, HERG
81220 % LL L DOIEEHME/ NG S 2B A,
FOLFIRI B¥T45 %, FOLFIRI + cetuximab T
64 % & E% W, cetuximab O FEEIEEE/NEHE
DWRIBENDFERE o2, KrasTERIO[F R
MEIFERFRE B2 L C FOLFOX & 5\ FOLFIRI
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a. bR, BEEE - TEREBIUA
AERE (REE) 28D NEIRARE & Bl S h
Twh %P, ERBEBEIZEOLW(EBERE
71 x 54 mm, CEA1{E60.4).

b. 1bZEE®E. mFOLFOX6 + cetuximab %
40— A (SBME) HAITL L ZABEOEH

LN e RO, BRABERNE BT, RO

EIBRAER TS T (JEHE48 x 4l mm,
CEAEI.D).

K 1. fEF. mFOLFOX6 + cetuximab TREFE/IHYES W ABMETEBEOSHI CT
+*2. BEBEICWT 3MiaT b MEHREEA DR E
HERZ T ik HEE () TR EL A TR R BEH pCR (%)
RTOG0012 (2006) * 5-FU + CPT-11 1.8Gy, 28 ~30Fr 53 26
EXPERT (2006)® CapeOX 1.8 Gy, 30Fr 70 24
CALGB89901 (2006) " 5-FU + OX 1.8 Gy, 28 Fr 32 25
Crane CH (2010)® CapeOX + Bmab 1.8 Gy, 28Fr 25 32
EXPERT-C (2012)* CapeOX + Cmab  1.45Gy, 25Fr/5.4Gy, 3Fr 46 16

Bmab : bevacizumab, Cmab : cetuximab, pCR : i HsE4 gy

2 cetuximab % ff f§ LU 72 CELIM B B T i
FOLFOX fEH# T L conversion ZEMEIC
BWC, FEEELRVLOORFRERTH-
7z, —77, panitumumab 2B L Tl conversion
therapy IZXI T 2|EFIIAL %L, GHBOMEE £
5720,

REWDBLEDHIE, bevacizumab 1213 oxalip-
latin i2 & 2 HiEEQMHIZI R RE SN L —
FHT, AMBIEREIES I, Mgk EORITERD
HY, WHREHEIEEILETH L. Cetuxi-
mab [ FMCKT T AL PR BEN R, 2
EFEWE TCOPMPE L S (K1), K-ras
BRGNS L A ELREREEZ L. k%
BFETKERICERT 2 L, KrasTERFT

& 11E FOLFOX & L < 1& FOLFIRIIZ cetuximab

DB, K-rasEEZR B TH I FOLFOX &
bevacizumab O 2% conversion # ¥ &4 9 2. T
FHREEZOND.

. LS s

EATERREICH LT, &I Tid total mesorec-
tal excision (TME) + I FEEIC & ) BRIF BT
HIHEIAE SN TV B A5, Bk CTEN B EE O 2
Y IS L SR DS neo-adjuvant therapy t
L CEEICHER SN, F%0EEBEITE
NTWAHY, Flt TIIFHPRESE & RaHRRE <‘:
DOBFFRICE Y, EHREERHZREBEEI TS S
TBY (2, chrRBITETEREICHT 2
conversion therapy S H T 5%&F 2 4 H 5.
EXPERT-C#ER” Tld, XELOX + it i =
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(RT) 2 cetuximab DI & B _FFeB5 8204 671, 2009
R &1, 49514 XELOX, XELOX + cetuximab, 7 Maughan TS, Adams RA, Smith CG et al : Addi
. tion of cetuximab to oxaliplatin-based first-line
XELOX + RT, XELOX + cetuximab + RT €% combination chemotherapy for treatment of
FITH0%, 70 %, 72 %, 89 % & cetuximab + advanced colorectal cancer ; results of the ran-
RTBERBECED o 72, —HC, BUAHRARED e fhase 3 MRC COIN trial. Lancet 3777
BUBEIEIEIC L), RefaPERNRE 5% 8) Tveit KM Guren T, Glimelius B et al : Phase Il
FELRTWIERFEMRD D 2 TIIEEINED, trial of cetuximab with continuous or intermittent
L REHEE ORITIRIIC P b 53, ke fluorouracil, leucovorin, an‘d oxallg)latm (nordic
.. 7% b |- 15 2 g 7 w FLOX) versus FLOX alone in firstline treatment
BHREDRERIZEZRORP oI ETIHELH of metastatic colorectal cancer ; the NORDIC-VI
A0 St WMEHREOEEIZ X S conversion study. J Clin Oncol 30 : 1755-1762, 2012
EREE, AR S L UM EED S E IS 9) DQulllard JY, Sler}a S, Cas§1dy Jetal : Ra{ndo~
- . R mized, phasell trial of panitumumab with infu-
WTIRE SN E 2N B sional fluorouracil, leucovorin, and oxaliplatin
_ (FOLFOX4) versus FOLFOX4 alone as first-line
bW treatment in patients with previously untreated
e [ e s . metastatic colorectal cancer ; the PRIME study. ]
TG § B LB R AR E DS RIL Clin Oncol 28 : 4697-4705, 2010
HEFLL, S5 s EPEErHERAE LY 10) Van Cutsem E, Rivera F, Berry S et al : Safety
. S - d efficacy of first-line bevacizumab with
conversion therapy &, G YIBERABEZ KIBHREIC an y
conversion therapy 2, %) PRARER R 5 FOLFOX, XELOX, FOLFIRI and fluoropyrimi-
EWOTREME 726 Lz, B RIT#EIT R dines in metastatic colorectal cancer ; the BEAT
1% 35 conversion therapy i, EREIERATER study. Ann Oncol 20 : 1842-1847, 2009
TENTEBES b VS, LY ARROR 11) Folprecht G, Gruenberger T, Bechstein WOft al:
O P, . . Tumour response and secondary resectability of
LCHEST ATREDIRESNS. LA L, &o colorectal liver metastases following neoadjuvant
LI BRRNRICEDI IR LVIAVHPET Lo chemotherapy with cetuximab : the CELIM ran-
EVoHICIEWEREZINETE LT, 51 g(c))lrr(;lsed phase 2 trial. Lancet Oncol 11 : 38-47,
FEM R BFgE RO 5D, 12) Sugihara K, Kobayashi H, Kato T et al : Indication
) and benefit of pelvic sidewall dissection for rectal
¢ 6O TH 6O SC ca{lcerj Dis Co}on Rectum 49 : 1663-1672, 2906
e T A (45 BB St e o e g 13) Glimelius B, Pahlman L, Cervantes A et al : Rectal
1) KBRS () k%ﬁ({_ﬁﬁ AFT A VEMm cancer ; ESMO Clinical Practice Guidelines for
i, 20104FMR, SFHAL, #2010 diagnosis, treatment and follow-up. Ann Oncol 21
2) Power DG, Kemeny NE : Chemotherapy for the [Suppl 5] : v82-v86, 2010
conversion of unresectable colorectal cancer liver 14) Yano H, Moran BJ : The incidence of lateral pelvic
metastases to resection. Crit Rev Oncol Hematol side-wall nodal involvement in low rectal cancer
79 - 251-264, 2011 may be similar in Japan and the West. Br ] Surg
3) Adam R, Delvart V, Pascal G et al : Rescue sur- 95 : 33-49, 2008
gery for unresectable colorectal liver metastases 15) Mohiuddin M, Winter K, Mitchell E et al : Rando-
downstaged by chemotherapy ; a model to predict mized phase I study of neoadjuvant combined-
long-term survival. Amf Surg 240 - 644-657, 2004 ) modality chemoradiation for distal rectal cancer ;
4) Saltz LB, Clarke S, Diaz-Rubio E et al : Bevaci- Radiation Therapy Oncology Group Trial 0012. J
zumab In combination with oxaliplatin-based che- Clin Oncol 24 : 650-655, 2006
motherapy as first-line therapy in metastatic colo- 16) Chau I, Brown G, Cunningham D et al : Neo-
rectal cancer : a randomized phase IIl study. J Clin adjuvant capecitabine and oxaliplatin followed by
Oncol 26 - 2013*20"19' 2008 ] ) ] synchronous chemoradiation and total mesorectal
5) Van Cutsem E, Kohne CH, Hitre E et al * Cetuxi- excision in magnetic resonance imaging-defined
mab and chemotherapy as initial treatment for poor-risk rectal cancer. J Clin Oncol 24 : 668-674,
metastatic colorectal cancer. N Engl ] Med 360 : 2006
1408-1417, 2009 17) Ryan DP, Niedzwiecki D, Hollis D et al : Phase I
6) Bokemeyer C, Bondarenko I, Makhson A et al : /I study of preoperative oxaliplatin, fluorouracil,
Fluorouracil, leucovorin, and oxaliplatin with and and external-beam radiation therapy in patients
without cetuximab in the first-line treatment of with locally advanced rectal cancer ; Cancer and
metastatic colorectal cancer. ] Clin Oncol 27 : 663~ Leukemia Group B 89901. J Clin Oncol 24 : 2557-
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2562, 2006
Crane CH, Eng C, Feig BW et al : Phase II trial of
neoadjuvant bevacizumab, capecitabine, and radio-

mab followed by total mesorectal excision in
patients with high-risk rectal cancer (EXPERT-
C) . J Clin Oncol 30 : 1620-1627, 2012

therapy for locally advanced rectal cancer. Int J 20) Park JH, Yoon SM, Yu CS et al : Randomized
Radiat Oncol Biol Phys 76 : 824-830, 2010 phase 3 trial comparing preoperative and postope-
19) Dewdney A, Cunningham D, Tabernero J et al : rative chemoradiotherapy with capecitabine for
Multicenter randomized phase I clinical trial com- locally advanced rectal cancer. Cancer 117 : 3703-
paring neoadjuvant oxaliplatin, capecitabine, and 3712, 2011
preoperative radiotherapy with or without cetuxi-
% % %
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Purpose
The present phase Il study was designed to investigate the noninferiority of S-1 alone and

superiority of gemcitabine plus S-1 compared with gemcitabine alone with respect to over-
all survival.

Patients and Methods

The participants were chemotherapy-naive patients with locally advanced or metastatic pancreatic
cancer. Patients were randomly assigned to receive only gemcitabine (1,000 mg/m? on days 1, 8,
and 15 of a 28-day cycle), only S-1 (80, 100, or 120 mg/d according to body-surface area on days
1 through 28 of a 42-day cycle), or gemcitabine plus S-1 (gemcitabine 1,000 mg/m? on days 1 and
8 plus S-1 60, 80, or 100 mg/d according to body-surface area on days 1 through 14 of a
21-day cycle).

Results
In the total of 834 enrolled patients, median overall survival was 8.8 months in the gemcitabine

group, 9.7 months in the S-1 group, and 10.1 months in the gemcitabine plus S-1 group. The
noninferiority of S-1 to gemcitabine was demonstrated (hazard ratio, 0.96; 97.5% Cl, 0.78 t0 1.18;
P < .001 for noninferiority), whereas the superiority of gemcitabine plus S-1 was not (hazard ratio,
0.88; 97.5% CI, 0.71 to 1.08; P = .15). All treatments were generally well tolerated, although
hematologic and Gl toxicities were more severe in the gemcitabine plus S-1 group than in the
gemcitabine group.

Conclusion

Monotherapy with S-1 demonstrated noninferiority to gemcitabine in overall survival with good
tolerability and presents a convenient oral alternative for locally advanced and metastatic
pancreatic cancer.

J Clin Oncol 31. © 2013 by American Society of Clinical Oncology

Fluorouracil/leucovorin plus irinotecan plus
oxaliplatin (FOLFIRINOX), a gemcitabine-free com-

Pancreatic cancer (PC) is currently the eighth lead-
ing cause of cancer-related mortality worldwide,
with an estimated 266,000 deaths in 2008." Gem-
citabine became the standard treatment for ad-
vanced PC, improving overall survival (OS)
compared with fluorouracil.” Although various
gemcitabine-based combination regimens have
been evaluated, only erlotinib added to gemcit-
abine showed a survival benefit over gemcitabine,
and that was marginal.®

bination regimen, has recently demonstrated a clear
survival benefit compared with gemcitabine for pa-
tients with metastatic PC who have a performance sta-
tus of 0 to 1.* However, because FOLFIRINOX is
associated with significant toxicity, this regimen
must be limited to patients with good performance
status and requires close monitoring,’

In Japan, clinical trials of S-1 (TS-1; Taiho
Pharmaceutical, Tokyo, Japan) have been con-
ducted since the early 2000s for patients with PC. S-1

®© 2013 by American Society of Clinical Oncology 1
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is an oral fluoropyrimidine derivative shown to be effective for gastric
and various other types of cancers.®” Phase I studies of S-1 as first-line
therapy for metastatic PC resulted in good response rates of 21.1% to
37.5%.%° Consequently, S-1 was approved for the indication of PC in
Japan in 2006. Development of gemcitabine plus S-1 (GS) studies have
also been initiated, mainly in Japan, and two phase II studies reported
high response rates of 44.4% to 48.5% and good median OS of 10.1 to
12.5 months.'%"!

Because S-1 and GS have shown promising activity in PC, the
present randomized phase III study (GEST [Gemcitabine and S-1
Trial] study) was designed to evaluate whether S-1 alone is noninferior
to gemcitabine and whether GS is superior to gemcitabine alone for
locally advanced and metastatic PC with respect to OS.

Study Design

This randomized phase I1I study, sponsored by Taiho Pharmaceutical in
Japan and TTY Biopharm in Taiwan, was conducted as a postmarketing study
in Japan and as a registration study in Taiwan and was in compliance with the
Declaration of Helsinki. Data were collected by a contract research organiza-
tion contracted by the sponsors and were analyzed by a bio-statistician (Y.O.).
An independent data and safety monitoring committee reviewed efficacy and
safety data. The study was approved by the ethics committee or institutional
review board of each participating center.

Patients

All patients provided written informed consent. Enrollment criteria were
locally advanced or metastatic PC, histologically or cytologically proven diag-
nosis of adenocarcinoma or adenosquamous carcinoma, no prior chemother-
apy or radiotherapy for PC, age of more than 20 years (the protocol was
amended to restrict the eligible age to << 80 years after four of the first eight
patients who were = 80 years experienced serious adverse events), an Eastern
Cooperative Oncology Group performance status score of 0 to 1, and adequate
organ functions (see Appendix, online only).

Treatment
Random assignment was performed centrally with stratification by ex-
tent of disease (locally advanced disease v metastatic disease) and institution

using the minimization method. Patients allocated to gemcitabine alone re-
ceived gemcitabine at a dose of 1,000 mg/m? intravenously over 30 minutes on
days 1, 8, and 15 of a 28-day cycle. Patients allocated to S-1 alone received S-1
orally twice daily at a dose according to the body-surface area (BSA) (< 1.25
m?, 80 mg/d; = 1.25 to < 1.5 m?, 100 mg/d; = 1.5 m?, 120 mg/d) on days 1
through 28 of a 42-day cycle. Patients allocated to GS received gemcitabine at
a dose of 1,000 mg/m”* on days 1 and 8 plus S-1 orally twice daily at a dose
according to the BSA (< 1.25 m%, 60 mg/d; = 1.25to < 1.5 m?, 80 mg/d; = 1.5
m?, 100 mg/d) on days 1 through 14 of a 21-day cycle. The dose levels of S-1
used in the GS group were based on the results of a previous phase I study of
GS, in which 1,000 mg/m? of gemcitabine was combined with 120 mg/d, 100
mg/d, and 80 mg/d of S-1. In that study, the rate of treatment withdrawal due
to adverse events was 41% (22 of 54 patients), the rate of grade 3 or worse
neutropenia was 80%, and the dose was reduced in 56% of the patients (30 of
54 patients).'’ Consequently, 20 mg/d lower doses of S-1 than those used in the
S-1 monotherapy group were used in the GS group in the present study.

In the event of predefined toxic events, protocol-specified treatment
modifications were permitted (see Appendix).

Assessments

Physical examinations, CBCs, and biochemistry tests were usually
checked at 2-week intervals in the S-1 group and at each time of administration
of gemcitabine both in the gemcitabine group and in the GS group. All adverse
events were assessed according to the Common Terminology Criteria for
Adverse Events, version 3.0. Computed tomography or magnetic resonance
imaging was performed every 6 weeks until disease progression, and response
wasassessed by the investigators according to the Response Evaluation Criteria
in Solid Tumors (RECIST), version 1.0.'2 Quality of life was assessed using the
EuroQol 5 Dimension questionnaire'® at baseline and 6, 12, 24, 48, and 72
weeks after the study treatment had begun.

Statistical Analysis

The primary end point was OS, defined as time from date of random
assignment to date of death from any cause. Secondary end points were
progression-free survival (PFS), objective response rate, safety, and quality of
life. PFS was counted from the date of random assignment to the date of death
without progression or of progression as confirmed by the investigator’s as-
sessment. The median OS was assumed to be 7.5 months in the gemcitabine
group, 8.0 months in the S-1 group, and 10.5 months in the GS group. To
maintain a one-sided significance level of .025 for the entire study while testing
two hypotheses (ie, noninferiority and superiority), the one-sided significance

- Patients enrolled
L (N=834)

: ~Assigned to receive (n=277) Assigned to receive S-1'(n = 280)
gemcrtabme S Drd notreceive S-1 ~ (n=8)
Did not receive (n=4) Adverse events  (n=7)

. gemcitabine before treatment

. Adverseevents - {n=4) Dlsease progression © (n=1)
Assessed . G Assessed LEaeEn
‘For overall and C(n=277) For.overall and . {n=280)
‘ progressnon free Eh progression- free : i
survival : s survival : :
; Fpr safety (n=273) For safety ; (n=272)

" For ;eSponse {(n=241) - Forresponse (n =248)

For quality of life (n=244) = Forquality of life - (n = 245)

‘A53|gned to receive GS (
-~ Excluded from the
- study because of '

_ informed consent

- 'Did not receive GS e
- Adverse svents before (n = 4)

violation =

(n=8) _ . ‘
Fig 1. CONSORT diagram. GS, gemcit-

treatment ; abine plus S-1.

. Withdrew consent : (n 3)

Dlsease progressmn (n = 1 b

“Assessed e

For overall and (n =275)

progress;on~free i e
- survival o
For safety (n=267)
For response o (n=242)
For quality of life: f (n=247)

2 © 2013 by American Society of Clinical Oncology

JOURNAL OF CLINICAL ONCOLOGY

Information downloaded from jco.ascopubs.org and provided by at Kokuritsu Gan Center on April 1, 2013 from
Copyright © 2013 American Sotfiétyl 80 @Hdical Oncology. All rights reserved.

— 812 —



GS or S-1 v Gemcitabine for Pancreatic Cancer

level for each comparison was set at .0125. The statistical considerations are
detailed in the Appendix.

The superiority of GS was evaluated by the stratified log-rank test. To
assess the noninferiority of S-1, we used the Cox proportional hazards model
to calculate two-sided, 97.5% Cls of the hazard ratio (HR). The noninferjority
margin of S-1 was set at 1.33; that is, the null hypothesis was that the median
OS with S-1 would be approximately 2 months shorter than with gemcitabine.
We decided this setting was justified considering the convenience of S-1 and
because there are few effective drugs for the disease. Furthermore, to interpret
the obtained data, the Bayesian analysis of the log HR on the basis of the
noninformative prior distribution was preplanned. Posterior probability with
log HR within a stricter threshold (log 1.15) was also calculated.'

In each assigned group, the time-to-event distribution was estimated
with the Kaplan-Meier method. The 95% CI of the median survival time was
calculated by the method of Brookmeyer and Crowly.'” In addition, the
Greenwood formula'® was used to calculate the 95% CI for survival rates. In
subgroup analyses, interaction tests were performed to assess the homogeneity
of the effect of treatment on OS.

The primary end point was analyzed for the full analysis set. All P value
evaluations were two-tailed. Data analyses were done with SAS, version 9.1.3
(SAS Institute, Cary, NC).

Patients

Between July 2007 and October 2009, a total of 834 patients were
enrolled from 75 institutions in Japan and Taiwan (768 in Japan and
66 in Taiwan). Two patients in the GS group were excluded from the
study because enrollment was conducted before obtaining written
informed consent. The remaining 832 patients were included in the
full analysis set and used to calculate OS and PFES (Fig 1). The three
treatment groups were well balanced with respect to demographic and
baseline characteristics (Table 1).

Study Treatment

The median duration of treatment was 2.6 months in the gem-
citabine group, 2.6 monthsin the S-1 group, and 4.3 months in the GS
group. The main reasons for treatment discontinuation were either
disease progression (202 patients [72.9%] in the gemcitabine group,

Table 1. Demographics and Baseline Characteristics of Patients (full-analysis set population)
Gemcitabine S-1 GS Total
(n = 277) (n = 280) (n = 275) (N = 832)
Characteristic No. % No. % No. % No. %

" Sex : : ' , o
Male 170i 614 170 60.7 158 57.5 498 59.9
Female 107 38.6 110 39.3 117 425 334 404

Age, years
< 65 134 48.4 145 51.8 137 49.8 416 50.0
=65 143 51.6 135 48.2 138 50.2 416 50.0

ECOG PS i o S S o s :
0 e 653 178 63.6 172 62.5° 531 63.8
1 : : o os 347 102 36.4 103 375 301 362

Extent of disease
Locally advanced 66 23.8 68 24.3 68 24.7 202 24.3
Metastatic 211 76.2 212 75.7 207 75.3 630 75.7
Type of tumor : e :
Adenocarcinoma , 272 98.2 276 -98.6 272 98.9 820 986
Adenosquamous carcinoma : : 5 1.8 4 1:4 30 1:1 12 14
Pancreas excision
No 254 91.7 264 94.3 248 90.2 766 92.1
Yes : 23 8.3 16 5.7 27 9.8 66 7.9
Tumor location” ey : : o :
Head y 44,0 110 393 116 422 348 418
Body ‘ S 88 31.8 124 443 102 37.1 314 37,7
Tail : 68 245 55 196 66 240 189 22,7
Biliary drainage
No 202 72.9 217 77.5 209 76.0 628 75.5
Yes 75 27.1 63 22.5 66 24.0 204 24.5
CEA, ng/mL : : : :
Median ' : 5.7 5.6 5.9 ' 57
1OR : 3.0-20.1 25184 2.5:20.7 2.6-19.5
CA19-9, U/mL
Median 1,044 726 441 712
IQR 52-5,002 64-5,000 45-5,090 55-5,002
CRP, mg/dL S g : :
Median 040 0.50 0.40 043
IoR = ; ‘ 011138, 0.18-1.57 S 0.15-1.60 0.15-1.57
Abbreviations: CA19-9, carbohydrate antigen 19-9; CEA, carcinoembryonic antigen; CRP, C-reactive protein; ECOG PS, Eastern Cooperative Oncology Group
performance status; GS, gemcitabine plus S-1; IQR, interquartile range.
*Including patients with tumors involving multiple sites.

WWW.jC0.07g
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215 [76.8%] in the S-1 group, and 162 [58.9%] in the GS group) or
adverse events (40 patients [14.4%] in the gemcitabine group, 38
[13.6%] in the S-1 group, and 76 [27.6%] in the GS group). The
median relative dose-intensity was 83.0% in the gemcitabine group,
96.1% in the S-1 group, and 83.3% for gemcitabine and 87.4% for S-1
in the GS group.

Survival

The median duration of follow-up for surviving patients was 18.4
months (range, 0.3 to 36.9 months) as of July 31, 2010. The analysis of
OS was based on 710 deaths (85.3%) among the 832 patients. The
median OS was 8.8 months (95% CI, 8.0 to 9.7) in the gemcitabine
group, 9.7 months (95% CI, 7.6 to 10.8) in the S-1 group, and 10.1
months (95% CI, 9.0 to 11.2) in the GS group (Fig 2A). OS rates at 12
and 24 months were respectively 35.4% and 9.2% in the gemcitabine
group, 38.7% and 12.7% in the S-1 group, and 40.7% and 14.5% in the
GS group. The noninferiority of S-1 to gemcitabine with respect to OS
was demonstrated (HR, 0.96; 97.5% CI, 0.78 to 1.18; P < .001 for

S-1 v Gemcitabine: Hazard ratio, 0.96 (97.5% Cl, 0.78 to 1.18)
P < .001 for noninferiority
GS v Gemcitabine: Hazard ratio, 0.88 (97.5% Cl, 0.71 to 1.08)
% P =15 for superiority
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Gemcitabine 277 82 25 10 3 0 0
S-1 280 73 19 6 3 2 1
GS 275 130 55 21 3 0 0

Fig 2. Kaplan-Meier estimates of (A) overall survival and (B) progression-free
survival according to treatment group. GS, gemcitabine plus S-1.
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noninferiority). The Bayesian posterior probability that the HR of S-1
relative to gemcitabine would be less than 1.15 was calculated to be
98% on the basis of the noninformative prior distribution. However,
GS failed to improve OS at a statistically significant level as compared
with gemcitabine (HR, 0.88; 97.5% CI, 0.71 to 1.08; P = .15).

The analysis of PFS was based on 793 events (95.3%) among the
832 patients. The median PFS was 4.1 months (95% CI, 3.0 to 4.4) in
the gemcitabine group, 3.8 months (95% CI, 2.9 to 4.2) in the S-1
group, and 5.7 months (95% CI, 5.4 to 6.7) in the GS group (Fig 2B).
PFS rates at 6 and 12 months were respectively 29.8% and 9.1% in the
gemcitabine group, 26.9% and 7.2% in the S-1 group, and 47.9% and
20.3% in the GS group. S-1 was shown to be noninferior to gemcit-
abine with respect to PES (HR, 1.09; 97.5% CI, 0.90 to 1.33; P = .02 for
noninferiority), and GS significantly improved PFS compared with
gemcitabine (HR, 0.66; 97.5% CI, 0.54 to 0.81; P < .001).

Subgroup analyses of survival according to pretreatment charac-
teristics showed no significant interaction between S-1 and gemcit-
abine in any subgroup (Fig 3A). However, GS showed a favorable HR
compared with gemcitabine in the subsets of patients with locally
advanced disease or patients with a performance status of 1 (Fig 3B).

Response to Therapy

The objective response rate was 13.3% (95% CI, 9.3 to 18.2) in
the gemcitabine group, 21.0% (95% CI, 16.1 to 26.6) in the S-1 group,
and 29.3% (95% CI, 23.7 to 35.5) in the GS group (Table 2). The
objective response rate was significantly higher in the S-1 group
(P = .02) and in the GS group (P < .001) than in the gemcit-
abine group.

Second-Line Chemotherapy

Second-line chemotherapy was performed in 184 patients
(66.4%) in the gemcitabine group, 185 (66.1%) in the S-1 group, and
172 (62.5%) in the GS group. In the gemcitabine group, 140 patients
(50.5%) received S-1 alone or S-1-based regimens, and in the S-1
group 162 (57.9%) received gemcitabine alone or gemcitabine-based
regimens as second-line chemotherapy. The most common second-
line regimens in the GS group were gemcitabine alone (61 patients),
GS (53 patients), S-1 alone (24 patients), irinotecan (six patients), and
fluorouracil/leucovorin plus oxaliplatin (four patients). In Japan and
Taiwan, the use of treatments such as erlotinib, oxaliplatin, and irino-
tecan for PC was not approved at the time of this study; hence
gemcitabine, S-1, or both were used in most patients as second-
line chemotherapy.

Adverse Events and Quality-Adjusted Life-Years

The major grade 3 or worse adverse events are listed in Table 3.
Patients in the gemcitabine group had significantly higher incidences
of grade 3 or worse leukopenia, neutropenia, thrombocytopenia, ele-
vated AST levels, and elevated ALT levels as compared with patients in
the S-1 group. However, the incidence of grade 3 or worse diarrhea
was higher in the S-1 group than in the gemcitabine group. Patients in
the GS group had significantly higher incidences of grade 3 or worse
leukopenia, neutropenia, thrombocytopenia, rash, diarrhea, vomit-
ing, and stomatitis than patients in the gemcitabine group.

There were three deaths considered possibly related to the proto-
col treatment (interstitial lung disease, sepsis, and acute hepatitis B) in
the gemcitabine group, one in the $-1 group (unknown cause), and
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four in the GS group (unknown cause associated with myelosuppres-
sion, cerebral infarction, cerebrovascular disorder, and interstitial
lung disease). The results of quality-adjusted life-years (QALYs) are in
the Appendix and the details of quality-of-life assessments will be
reported elsewhere.

The overall and PFS curves in the S-1 group were nearly identical to
those in the gemcitabine group, confirming the noninferiority of S-1

www.jco.org

to gemcitabine in terms of OS and PFS (Fig 2A, 2B). Toxicity profiles
of these two drugs differed slightly: gemcitabine tended to show he-
matologic toxicity, whereas S-1 tended to show GI toxicity. However,
both S-1 and gemcitabine were generally well tolerated. Furthermore,
the results of QALY evaluation demonstrated that S-1 and gemcit-
abine were equivalent. Hence our results suggest that S-1 can be used
as first-line therapy as a convenient oral alternative for locally ad-
vanced and metastatic PC. To the best of our knowledge, this is the first
phase IIT study to demonstrate the noninferiority of a single anticancer
agent to gemcitabine alone for locally advanced and metastatic PC.
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Table 2. Objective Response Rates (patients with measurable lesions)
Gemgitabine S-1 GS P
(n = 241) (n = 248) (n = 242) (x? test)
Variable No. % No. % No. % Gemcitabine v S-1 Gemcitabine v GS
‘Respon‘s‘e‘*" e e 5 T -
. Completeresponse .~~~ 1. 04 0 . 0 2 o8
“Partial response e 81 290 B2 210 B9 285
. Stable disease ke 494 . 105 4230 02 420
. Progressive disease -~ 1 75 311 89 278 87 00 B3 S
Objective response rate™ 32 13.3 52 21.0 71 29.3 .02 < .001
95% Cl 9310182 16.1 to 26.6 23.7t035.5
Disease controf ratet " 181 o B27 So1B7 0 B33 4730000 716 88
9% Cl 1 56.21068.8 57.01069.3 654t077.1 Sl
Abbreviation: GS, gemcitabine plus S-1.
*The objective response rate was defined as the proportion of patients who had a complete response or partial response.
1The disease control rate was defined as the proportion of patients who had a complete response, partial response, or stable disease.

At the time of planning this study, the participants of nearly all
phase III trials included both patients with locally advanced as well as
those with metastatic PC. However, because locally advanced and
metastatic diseases are two clinical entities, it is recently recommended
that patients with locally advanced disease should be studied sepa-
rately from those with metastatic disease.'” Although this study in-
cduded locally advanced disease, subgroup analysis of extent of disease
showed no significant interaction between S-1 and gemcitabine (Fig
3A). Moreover, the OS curve in the S-1 group was still similar to those
in the gemcitabine group in both locally advanced and metastatic
disease (Fig 4A, 4B). Regarding pathologic diagnosis, our study in-
cluded adenosquamous carcinoma, although its percentage was very
low (1.4% of whole population). When the data were reanalyzed after

excluding patients with adenosquamous carcinoma, the results for OS
for gemcitabine versus S-1 was unchanged (HR, 0.96; 95% CI, 0.81 to
1.15). The selection of one treatment over the other will depend
primarily on patient preference, clinical factors, or drug costs, as bio-
markers indicating effective use of S-1 or gemcitabine do not exist at
this time.

Regarding GS, the OS did not differ significantly from gemcit-
abine, although the PFS was significantly longer in the GS group.
Second-line chemotherapy mainly with S-1 in the gemcitabine group
may be one reason for this discrepancy. The median OS in the gem-
citabine group was 8.8 months, which is longer than those previously
reported for gemcitabine in other phase III studies for locally ad-
vanced and metastatic PC.>*'%?* Although the efficacy of second-line

Table 3. Grade 3 or Worse Adverse Events (safety population)
Gemcitabine S-1 GS P
(n = 273) (n = 272) (n = 267) (Fisher's exact test)
Event No. % No. % No. % Gemcitabine v S-1 Gemcitabine v GS
‘Hematologic - : : i Lo s o
Leukocytes 51 187 10 37 . 101 378 <001 <001
Neutrophils. 1127 410 24 88 . 186622 0 <001 [ o
Platelets - 30110 4 15 iiAs et L 05
Hemoglobin' 39 0 143 26 96 4 72 1 AR
Nonhematologic
ALT 41 15.0 16 5.9 29 10.9 < .001 .16
AST 41 15.0 21 7.7 32 12.0 .01 .32
Bilirubin 26 9.5 39 14.3 23 8.6 .09 77
Fatigue 10 3.7 18 6.6 13 4.9 13 .53
Rash 2 0.7 2 0.7 11 4. 1.00 .01
Anorexia 20 7.3 31 11.4 25 9.4 RN 44
Diarrhea 3 1.1 15 5.5 12 4.5 .004 .02
Mucositis/stomatitis 0 0.0 2 0.7 6 2.2 .25 .01
Nausea 5 1.8 5 1.8 12 4.5 1.00 .09
Vomiting 2 0.7 4 1.5 12 4.5 A5 .006
Febrile neutropenia 1 0.4 1 0.4 5 1.9 1.00 12
Infection with normal ANC 6 2.2 7 2.6 6 2.2 79 1.00
Pneumonitis 5 1.8 0 0.0 2 0.7 .06 .45
NOTE. Grades of adverse events were defined according to the Common Terminology Criteria for Adverse Events (version 3.0).
Abbreviations: ANC, absolute neutrophil count; GS, gemcitabine plus S-1.
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