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positive advanced gastric cancer

(2) A A=5YPS A8 119 55 phase II trialel o] o %

- A Randomised Phase II Double Placebo-Controlled study of Regorafenib in
Refractory Advanced Oesophago-Gastric Cancer(AOGC)

(3) Al AEHE A& e AdAAE A 37 3 =

S ARY AL BAT o JpIAENn AsEeE XP)awel by
(Sorafenib; Nexavar®) -8 Fol oJ%& Hlushes F219] w7 A I 4 U328

- A Phase 2, Multicenter Study of Cabazitaxel Single Agent Administered as a
1-Hour Intravenous Infusion Every 3 Weeks to Evaluate the Safety, Tolerability
and Anti-tumor activity in Patients with Advanced Gastric Adenocarcinoma Who
Have Failed Prior Chemotherapy Regimens

- A multicenter, randomized, open-label, phase III trial of S-1 and Cisplatin (3
weekly) versus S-1 and Oxaliplatin combination chemotherapy for first line
treatment of Advanced Gastric Cancer
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3 A4 o el MzL gdststawl protocol /i I (Development of new
protocols for cheomotherapy in gastric cancer)
A 20104 1€ 19 ~ 20129 12€ 31 290,000
A7) 7/ A -] 1d e 20109 19 19 ~ 20109 12€ 31¥ 115,000
(d4) 2= 20114 14 19 ~ 2011 124 319 115,000
A 20124 1€ 19 ~ 20129 12€ 31¥ 60,000
A k7] EES
FANR =
N ot StaE ashlv
SE | A 9¥ A9, gesteta
A ]l gko]
o= gastric cancer, clinical trial, chemotherapy
& ATEE
<HZFTHE>
A FE S ALE F& dolAd el Mz nAH Fsidtey t2EF U
<FAdxE Ex>
1 71E 9448 A& AlY
2) 71 QEAEY A AF IR
3 AMEE Fgsstan M-S A A7 F= QGAEY 718
4) AA5Y 485 A Fe QAP RA 78
5 @Al 23 2 54 oAFES 9 A% T AT
¢ T8 2 4y
D 71€ 93 A& A g JFAEY +3
(1) OT: % 570 A A& 8, 4] AA @4 55 45 & A7 A% F3
(2) SIT: & 471 B/A A% &, ) JA 934 55 g5 & A5 A% 53
2) 71E ARA R dT74HH &8
(D) F 77 =55 49 T2 AAARZE &9 §9 Ade] 2xg
(2) & 2/ =&& TSAAR 3N F4 Ade] 2xF
(3) & 3M =&S AAAR de F8 Aol Faste] 1/lE H accept ¥, U
2 270 review 5
NATAR FEIHAEY 78
1) ALE ez F 34 A 71 ste] APAE W Foln, o] F 1M v

AA A1 ARZA, 17 €]
#=1°] Nat Rev Clin
Oncol(11.963)0l =

4 5] 91 © ™ (accepted),

71k 4 7 2709] =] 77t Cancer

Res (IF 7.856)¢} Cancer

Chemother Pharmacol (IF

2.833)¢l submission¥] ¢

ol o
AT .

s Aoly goldl nA A Faetayel 49 AR 7)ol e =
[e)

al
7} U S ajel A ¢ S-1 vs. capecitabine £8<& v dk 24 A A
olA ol 14 3"°"§}§L° WO = capecitabine =+ S-13} cisplatine 2 o
slsta o 24 docetaxel T W ool 7|AL8E obAlE Wisle] AlEshe aWE M

st 24 4 At o ‘1% Ztz £ T 9.

TE ATE Fd MY A 1) "84 =4
A M= FIEst oy S MLste] 9] AEs W &9 4 T}
DAARY A8 4B THABAGAA £ Gobale] AmAse daEae] §H4 BRA/ANA BAT] ARYATE BF 0F
(1) A 8PS A43 1709 4= phase [ trialol o] oA A=
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Project Leader 11 Ju Choi

Associated Company

@ Objective
<Final objective>
To develop the new palliative chemotherapy in recurrent or metastatic gastric cancer

<The objective of this year>

1) Performance of clincial trials

2) Publication of results of clinical trials

3) Design or performance of investigator-initiated clinical trials

4) Clinical trials using new agents

5) Development of predictors for treatment outcomes of chemotherapy

@ Methods

1) Performance of clincial trials

(1) Investigator-initiate trial: a total of 5 clinical trials
(2) Sponsor-initiated trial: a total of 4 clinical trials

2) Publication of results of clinical trials
(1) As a corresponding author or first author: a total of 7 SCI journals
(2) As a coauthor: a total 23 of SCI journals
(3) As a first author: a total of 3 SCI journals — 1 accepted and 2 submitted

3) Design or performance of investigator-initiated clinical trials
(1) Currently, a total of 3 clinical trials are ongoing and among them, one clincial trial
is being performed in the multi-institutioal setting

4) Clinical trials using new agents
(1) One phase I trial : Preparing IRB submission
- A phase I-II study to assess the safety, efficacy and pharmacokinetic profile of
HM781-36B combined with Paclitaxel and Trastuzumab in patients with HER-2
positive advanced gastric cancer

(2) One phase II trial : preparing IRB submission
- A Randomised Phase II Double Placebo-Controlled study of Regorafenib in

Refractory Advanced Oesophago-Gastric Cancer(AOGC)

(3) Three phase II - III trial : ongoing
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- A Randomized Phase 1 Study of Capecitabine and Cisplatin (XP) +/- 2) Knowledge
. ®y - - . s B . . .
Sorafenib(Nexavar ") in Patients with Advanced Gastric Cancer = Development of the new chemotherapy in recurrent or metastatic gastric cancer
- A Phase 2, Multicenter Study of Cabazitaxel Single Agent Administered as a . o . . . .
= Evaluation of the association between genetic polymorphisms or protein expression and

1-Hour Intravenous Infusion Every 3 Weeks to Evaluate the Safety, Tolerability
and Anti-tumor activity in Patients with Advanced Gastric Adenocarcinoma Who
Have Failed Prior Chemotherapy Regimens

- A multicenter, randomized, open-label, phase III trial of S-1 and Cisplatin (3
weekly) versus S-1 and Oxaliplatin combination chemotherapy for first line
treatment of Advanced Gastric Cancer

treatment outcomes of chemotherapy

= Presentation of research at the international academic meeting

5) Development of predictors for treatment outcomes of chemotherapy
(1) Evaluation of association between genetic polymorphisms or expression of mRNA
and proteins of metabolic enzymes of chemotherapy including S-1, docetaxel,
cisplatin, oxaliplatin, or irinotecan and treatment outcomes

@ Achievement

1. Quantitative

Real/Objective Achievement rate (%)
SCI article number 7/9 78
IF sum 34.008/30 113

As a first author, 1 article
accepted in Nat Rev Clin
Oncol (IF 11.963), 1 article
submitted in Cancer Res
(IF 7.856), and 1 article
submitted in Cancer
Chemother Pharmacol (IF
2.833)

Others

# 1 article for a randomized phase II study of continuous versus intermittent S-1 plus oxaliplatin in
first-line treatment of patients with metastatic gastric carcinoma : in preparation

* 1 article for a randomized Phase II study of S-1 versus capecitabine as first-line chemotherapy in
the elderly and/or poor performance status patients with recurrent or metastatic gastric cancer :
in preparation

* 1 article for a randomized phase II study of docetaxel versus docetaxel plus cisplatin versus
docetaxel plus S-1 as second-line chemotherapy after cisplatin plus S-1 or capecitabine in

metastatic gastric cancer : in preparation

2. Qualitative
1) Clinical practice
= Improvement of patients’ survival and quality of life through developing the new
chemotherapy in recurrent or metastatic gastric cancer
* Development of personalized therapy through the study of genetic polymorphisms or

protein expression of metabolic enzymes
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- 2006.01.25 phamAlacokmAetch §tudy of 5-1 23/ not |07 ujstersrs] wrm metastatic gastric carcinoma g
166 combined with irinotecan and . , - _ A phase II study of S-1 ARANEFR
2006.09.18 o defined |08 ASCO I3 X 2007.05.21 " Lo
oxaliplatin in advanced ga =gz 264 9007 06,27 |combined with irinotecan and|  44/44 08" ASCO 3t
strointestinal malignancy = e oxaliplatin in recurrent or 08 o gk oF a3l




2013/02/18 14:57 C-8182

ESMO g% with oxaliplatin,
metastatic gastric carcinoma 11° Ann Oncol A4 S-fluorouracil, - leucovorin in| ., 09’ Br J Cancer#}'d
g patients with recurrent or ° L1 4
Phase I study of metastatic gastric cancer
B . . 712
2006.06.01 perioperative S-1 plus ) SPARSES Investigation of association
190 2006-10-27 docetaxel in patients with| 44/44 |SAYH, F/US between UGTIA
o localized —advanced  gastric 2009.03.16 polymorphisms and irinotecan| 80/120
cancer 395 2009'0 4'09 toxicity in Korean patients| (444 |SALH, F/US
A randomized phase II study ST \with  advanced  colorectal & 5 A)
of S-1 versus capecitabine as gastric cancer treated with
2007.05.21 first-line chemotherapy in the i . . FOLFIRI regimen
263 2007 05.28 elderly and/or poor| 107/107 |SA¢E, F/U% -
o performance status patients Trial of 3-weekly versus 64/80
with recurrent or metastatic 397 2009.04.06 |[5-weekly schedule of S-1 ARA |29 =
gastric cancer 2009.06.01 |plus cisplatin in  gastric %Zﬂ)] =
A randomized phase II study cancer
of continuous or intermittent _ -
- 2007.05.21 | . . A SA%E, F/UF A multi-centre, late phase II o)A B %
265 2007.07.10 .5*1 combined with oxal'lplét{r? 250/250 12°ASCO " 20021031 clinical trial of Genexol 6/5 Oczll % IJ(;]% —L:
In recurrent or metastatic 051 so0z12.11 |(Paclitaxel) and cisplatin for | (B8 |7 Sy P
iastncdcar_cm:;mi 0 sd 777 |patients with advanced A
randomized phase II study astric cancer
of docetaxel vs. docetaxel g
o SRNEET
2007.11.19 plus csiplatin - vs. doceta?<el ) Pemetrexed and cisplatin in 410 |1.° 193 e
296 plus S-1 as second-line| 72/144 |X& F : ; Az |06 ASCO T3
2008.11.17 . : " 2003.07.01 patients with advanced (A 08’ Cancer
chemotherapy afterA Cl§plat¥“ T 067 0. |gastric cancer: a Korean A
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: ¢ ! cancer study group Pharmacol
I;letastat(lic g?StglC canclf'r : A multicenter phase II study Adeg
randomize multicentre NN
) phase II trial of cape'citab%ne 5/10 OU,O Eﬂltéj?;fi} 5% An open-label randomized
114 2005.11.25 |vs S-1 as first-line (A4 |07 ASCO N multicentre phase II study of
2005.12.13 |treatment in elderly patients e s = trastuzumab in combination -
with metastatic or recurrent 5A) |08 BrJCancer A4 ih a fl imidi d 16/60 SASE, F/US
‘ . i3 2006.04.17 |V @ Huoropyrimidme an 08 GI ASCO ¥
unresectable gastric cancer 189 2006.08.29 cisplatin versus (BAA 09 ASCO 5
Phase II study of biweekly Chemqtherapy alOQe as . A 10‘Lancet A d a8
paclitaxel and cisplatin| -, /9 QAN EE f1r' st-line ther: apy in patients
125 2005.04.06 |combination chemotherapy in (A A 0["7’0] nDJ Ei‘in Oncol with 'HERZ positive advanced
20050411 |advanced  gastric  cancer:| " Xﬁ‘é& gastric cancer
Korea Japan Collaborative © s 0|0l AT/ T
) ) . HS IRB&QIY A e AM/EE b
Study Group Trial (NCCCTS)| Xl 2 Al &L - BT () +
AEH NC%%TS I_Rgfo;‘t%l H = ;E:XH li\%g ) =[] A double blind, randomized,
] ( )| AEARS A= multicenter, phase III study
of bevacizumab in
i . ] 92007.08.20 combination with capecitabine| 28/30 |YdAAIAFRE
2005.04.25 RhGA_Th - Registry of RAEES ] 284 20()8.()2.20 and cisplatin versus placebo | (44 % [11’JClinOncol
127 2005.05.02 GastrchCancer Treatment 44/44 07 ASCO W3 - in combination with =4) |([Aaar
Evaluation capecitabine and cisplatin, as
- first-line therapy in patients
950 2007.02.26 |A phase II trial of first-line] 840 |YFIANIFE with advanced gastric cancer
o 2007.04.11 |cetuximab in  combination| (&A% |08 GI ASCO %3t




2013/02/18 14:57 C-8182

A multicenter, single—arm, 23.71F A7 F= 94 AFY A% AHP
O] A} A] &) z7|=
2006.11.20 |Phase 2 study of AENY . 27138
229 2007.07.06 single-agent vinflunine in the 3/6 (sponsor: drug
o second-line treatment of development issue) 2.3.1. A Randomized Phase II Study of Continuous or Intermittent S-1
n patients with gastric cancer Combined with Oxaliplatin in Recurrent or Metastatic Gastric Carcinoma
e A randomized phase II study 1 o 2
A of PEP0Z, irinotecan, or m zAsH o7 A ALy T HolA 99t
2008.07.17 ?ﬁcetaxe'l o 2t1' Sel‘.cond'tﬁne w184 %
AVYN erapy 1n patients wi o) AF 4] & P .

3151 200812.16 |locally advanced or 16716 |42 N ¥ m ECOG 8 59 0-2 )
metastatic gastric or B RECIST (Response Evaluation Criteria in Solid Tumors)® measurable lesion 22
gastroesophageal junction non-measurable evaluable lesion
adenocarcinoma m A F9 A7) =
oz} g T A A A Absolute neutrophil count >1,500/mm”, Platelet >100,000/mm?®
i Aol glak Bhabel A AT WHFN<15 x FAFEA, AST/ALT <25 x A4E8A (Rbdele] 44, <5 x
sEe e gd eyt A Ay AL EFR])

2010.02.22 |22} (AZD2281 01 1] 5 .
’ 3] = o}E] Y A A} A} 3L

BT 1 20100426 |KU-0059436) + 542214 2830 |98 9% avletld =15 x gREeA
Hegawo a4 v, B AEA 52 dolA flctel disl C’]ﬁ Fotstetawl AmW Yol s (H, olHe] Bz
Hrrate FASuMA, olF & AygFddsistanio] A+ TF AHOZNE FHA 6/¥E Hod g5d Afolle T
w7H, Bl A 2 A = 7bs g et o Ae oxahplatm AR 5% B
A randomized phase I B AZFg e uabA] "ol glojef 3
study of capecitabine and (2) 2= w

520 2010.12.24 c1sp1at11.1 (XP) +/- . 12/294 |13 = B Induction chemotherapy 65-7]:

2011.12.25 |sorafenib(Nexavar®) in . . o ,
patients with advanced S-1 40 mg/m” bid days 1-14, oxahplatm 130 mg/m® day 1, every 3 weeks
gastric cancer B Induction chemotherapy # 65F7] ¥ progression 314 &2 A5 2 A @Zoz 2
A phase 2, multicenter study 9w A:
of cabazitaxel single agent (stratification factor: response to induction chemotherapy (CR/PR [incomplete response
administered as a 1-hour . B . B
. . . in non-measurable evaluable disease] vs. SD), and measurable vs. non-measurable
intravenous infusion every 3 .

2012.9.17 weeks to evaluate the safety, evaluable discase)

637 - tolerability and anti-tumor 0/6 Ay = - Arm A (continuous chemotherapy): S-1 + oxaliplatin @282 AW A 74A
activity in patients with 2] 2
advanced gastric - Arm B (intermittent chemotherapy): X &F# § AW A S-1 + oxaliplatin A 7
adenocarcinoma who Have
failed prior chemotherapy
regimens
A multicenter, randomized, c S-1 + Oxaliplatin until PD
open-label, phase III trial of =
S-1 and cisplatin (3 5-1+ N

641 2012.10.30 weekly) versus S-1 and 7 A A Qa8 = BCt =il Oxaliplatin CR/PR/SD _§

ol
o oxaliplatin combination SA =ee or X 6 cycles 5 ] e
chemotherapy for first line metastatic = Observation S-1 + Oxaliplatin at PD
treatment of advanced gastric
gastric cancer Caticen “
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(3) As =3 F ahe] 4 37t 0 13 5.2
B ogrsetay o 2FvIve AFE 9EEd Adse $¢ e Bt L 219 876
N o [ - ) 2 18 72
Arm BE A 657] & AR T < 6570t HFEH dEEd A9 Histology
m zte] @ H7k EORTC QLQ-C30, gastric module ST022 - X8 A, o]% 257]vlc} 9 Tubular adenocarcinoma, well differentiated 13 52
! Tubular adenocarcinoma, moderately differentiated 49 19.6
R Tubular adenocarcinoma, poorly differentiated 77 30.8
(4) CYP2A6 44 v A+ Signet ring cell carcinoma 96 384
B Tx dd A CYPA6 A7 taAds 8 a3 2 S430 dAani w7t Mucinous adenocarcinoma 10 4.0
Others 5 2.0
(N 2
5 g A 4 Metastatic organ site
B AT i 3 5 AAs] fal el e #xE didom g olHe wY Peritoneum 173 69.2
ol ey . Liver 65 26.0
Ay AT ARE Fug (4 5, A Clin Oncol 2005; 28(5):433-8, ¥ 5, B . .
1 T e ° m J Clin vnco ( ° v Distant abdominal lymph node 106 42.4
Cancer 2006; 94(10):1402-6): docetaxel/irinotecan - docetaxel/5-FU/cisplatin 3 65 Lung 17 6.8
7] B A A $e A F Ao AP wjkA] (B2 A3 FAE T QAE Number of metastatic organ site
1 93 39.2
712ve 27 15704, 179/ Eols. mEkA] 2 AFZS continuous chemotherapy 9 5 2.0
arm (arm A)<] Z°“£}—7W7h° 177142 7Hgstd g, o 938 A85E s Ay st >3 87 34.8
£ Aol did 90% BFES 7FW selection designoll A& o], intermittent arm} Pnsojbg)i:lm;g;ttrectomy o4 96
continuous arm<| hazard ratio® 122 7} ] (Z+zt T4 AE 717 140€ 3 1770 Total gastrectomy 24 96
), TR wA 2A & 11299 827} Bes R 657 dotsirey Hok 3o I Adjuvant chemotherapy 24 9.6
o 78 52 Hgoi gests dhxte] v &S oF 40%za AT W F 188" o] Fak
5 2) Ag Y A=
7b Ba3k 5%9 follow-up loss rates nH ¥ o F 19849 & (74 A=+T 999)

B 2012 5€97HA] HF S5 25089 gt 5 dWe] W §lo] induction chemotherapy

1)

7l Bad dAAT e Sok A 657 Fotsstey Sob 2etals fate] ujgo] 2
Al 53%E kA olo] 1ske] 20099 109 BHE SA45F F 2509 (7 AR +@
125W) 202 Z7HA7.
(6) A}
1) 2} A 2 baseline characteristics
B 2010 12¢ 21 Agd o A 250%  F 2509 (100.0%)°]  FAE TEH.
(2010-12-21 SALR)

B 3xo] FoF #5341 (W 24-69)H 3 FA7F 1627, o A7) 88 ol S (3 1) Patients
Continuous Intermittent

65715 nkzl #xk= 124 o] ¥ ) median number of cycle per patient® 65713 g (F
212971, 6771 A A& Fuste] F29 wiAE A E3k Algk 1268 (Progression:
114, Adverse events: 5%, follow up loss (2] #3] ¥3): 794) oA, 65F7] v}zl
124% % 3% -2 maintenance phase® ‘Wol7bA] Xahal e E L, F 121 0] 7249
v} g =)o 599 -2 continuous arm, 629 - intermittent arm S 2 84 = 91, Maintenance

phase® {ol7F 1219 3-#}9] baseline characteristics®= T3 #5 (& 2).

Characteristics arm, N(%) arm, N(%)
q = o] OJAlA =X = > :
E 1. AA 5549 #A9 934 53 (N=250) Patient enrolled 59 (100) 62 (100)
- Sex
_ Patients Male 37 (63) 44 (71)
Characteristics No. % Female 22 (37) 18 (29)
Patient enrolled 250 100 Age
Sex Median 54 53
Male 162 643 Range 28-68 29-69
Female 838 35.2 ECOG Performance status
Age A 0 5 (8) 10 (16)
Median 53 1 53 (90) 51 (82)
Range 24-69 2 12 1(2)
ECOG Performance status Disease status
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Recurrent 13 (22) 9 (15) Peripheral neuropathy 1(2) 14(24) 15(25) 0(0) 49) 6(10)
Initially metastatic 46 (78) 53 (85) Hypersensitivity 12) 0(0) 12) 0(0) 12) 12)
Measurability Treatment-related death 0(0) 1(2) 1(2) 0(0) 1(2) 1(2)
Measurable lesion 54 (92) 58 (94) */X0.05, Fisher's exact test; 'Unevaluable for AE d/t F/U loss (N=1); ‘Includes AE during
Non-measurable, evaluable lesion 5 (9) 4 (6) CFI
Metastatic organ site
Eie;;troneum ?g Egg; leg 2(25[81; ¥ 3014 HR%o], continuous arm®| AE-2 intermittent arme] 3HAFE R} fatigue,
Distant lymph node 21 (36) 20 (32) peripheral neuropathy7} A4 .2 folatA v S7FH e FdS woln, o= &) 4
Number of metastatic organ site Astet AAEE Ao B AAZ EORTC QLQ-C303} gastric module ST022E
é 2;2 (:12(11)) il) Eg(l); ol-&3k ako] 4 WUkt 23S (3F 49 ™).
>3 21 (36) 12 (19)

Response to induction chemothearapy

L X 4-1. QOLanalysisusingEORTC QLQ-C30 after 6 weeks after randomization
(at randomization)

CR 0 (0) 4 (7) 89 continuous intermittent P value
PR 47 (87) 42 (74) LSmean SE LSmean SE
SD 7 (13) 11 (19) Global health status/QoL
- E —
# 2. Maintenance phase® Wzl &= 444 4 (N = 121) Global health status/QoL 53.305 3.060 64.002 2.871 0.0118
Functional scales
Maintenance phase $+#} %, continuous arm< %3k 46 /Y (89 0.7 - 478)9) Physical functioning
Role functioning
o 22 uro)o ; i o _ : o =0}z )
A A5 Wekon | intermittent arm® chemo-free interval (CFD)& Z%3t 2.7 ¥ Emotional functioning 70,42 2027 83,441 1900 01544
(W9 05 - 219915 Cognitive functioning 84.551 2.055 86.595 1.927 0.4701
Social functioning 73.054 2.740 76.045 2.571 0.4281
1y Symptom scales/items
}olal el Qe =4
3 BESRaH 54 Fatigue 36.134 2541 25.536 2.384 0.0031
m 2012 5¥7tA] ggstg ey BHE SAl el Hrk e A= continuous Nausea and vomiting 7.049 1.667 4797 1563 0.3304
armel 4= 597, intermittent armolAE 620l e, o5 121ME Ao w dd Pain 11722 2151 11.018 2018 0812
induction phase**E] maintenance phase | 7]7Foll A Grade 3 ©]d9 SAT T2 A Dyspnoea 17886 2785 14.260 2611 03462
Insomnia
Al & O 3l 7+S (3
13t B&sh 25 GE 3 Appetite loss 26.959 3.582 14.943 3.360 0.0164
Constipation 16.526 3.188 14.791 2.991 0.6924
sorgeans pag = A B Diarrhoea 10.943 2.176 7.704 2.041 0.2811
E 3. Feksttayt 57 (Grade>3, per patient) (N=121) Financial difficulties 29.347 3.489 31.508 3272 0.6528
Maintenance arm Intermittent arm
¥ 4-2. QOLanalysisusing EORTC QLQ-C30 after 12 weeks after randomization
Cl1-6 Maintenance Total C1-6 | Reintroducti Total
(N=59) (N=59) (N=59) | (N=62) | on (N=44)" | (N=62)" 209l continuous intermittent P value
Neutropenia 14(24) 14(24) 21(36) | 20(32) 8(18) 23(37) LSmean Sl Lmezn____Si
Leukopenia a0 1 a0 | 1@ 30) 36) Global health status/Qol
Anemia 6(10) 6(10) 1007) | 36 26) 50) Global health status/QoL. | SOOI ST NG OTG N Go3 IO oSO
Thrombocytopenia 6(10) 9(15) 14(24) 10(16) 4(9) 14(23) Functional scales
Febrile neutropenia 0(0) 0(0) 0(0) 0(0) 1(2) 1(2) Physical functioning 74.299 2.056 80.484 1.928 0.0312
Hemorrhage 1(2) 2(3) 3(5) 1(2) 409) 4(6) Role functioning 68.203 3.037 81.314 2.849 0.0022
Fatigue 5(8) 13(22) 1729) | 20) 30 5@®) Emotional functioning 77.139 2704 78.951 2535 0.6285
Anorexia A7) 6(10) 10(17) 4(6) 6(14) 12(19) Cognitive functioning 81.860 2.343 83.963 2.197 0.5146
Nausea 0(0) 12 12 12 00 12) Social functioning 69.274 3.388 71.706 3.178 0.6018
Vomiting 0(0) 36) 36) | 20) 0(0) 4(6) Symptom scales/items
Diarrhea 1(2) 2(3) 3(5) 4(6) 2(5) 7(11)

-9- - 10 -
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Fatigue 35.642 2.611 27.969 2.449 0.0349

Nausea and vomiting 6.272 1.582 7.481 1.483 0.5812 5) AJE7)7H

Pai 15.520 2.79% 13.676 2.622 0.6314 _ . . . . o

Dj::pnoea 1;.760 2693 14798 g 07957 B AW Y X877 (progression-free survival): continuous arm-e S%gko]l 105701€ (95%

Insomnia 23.969 4.057 19523 3.805 0.5032 confidence interval (CI); 82 - 127)°]aL intermittent arme 7.2701€ (95% CL 6.1 -
Appetite loss 19507 3495 20833 3279 | 07827 83)% (P = 0.004) (19 2).

g?nsﬁpation 9.715 2.609 12.784 2447 0.3933 m dA AE77 continuous arme =94zko]l W67MY (95% CL 171 - 28.1)o]i
1arrhoea

Financial _difficulties 32.275 3.346 30265 3138 0.6627 intermittent arm& 22.778 4 (95% CL 154 - 30.0)9 (P = 0.31) (29 2).

b
B

Median 95%Cl P

P=0.006

e
19

. . . = Median 95% Cl P
I3 1.QO0Lanalysisusing gastric module ST022 = — Gontmiousam R TITWE _ — Continuousarm 226 17.1:281 031
g 0.8 ittentarm 7.2 6.1-8.3 Zos o ittentarm 227 15.4-30.0
| o z
- _ £ HR 0.57 (35% C1, 0.39.0.84) HR0.79 (95% C, 0.51-1.25)
STO022: 6 weeks after randomization STO22: 12 weeks after randomization . e ! 'g -
60 ™ 50 = continuous am 5 s
P0.04 =Intermittent am P=0.003 2 0.4 2 04
50 # Intermittent arm E %
i s
£ o
g
&

s
s

LS mean

12 2 8 48 60 : 10 20 30 40 50 60
Time {months)

a9 2. AzT BE 24 #3197

7 =2A3 AA AEE 2A

&o* dbon ﬁa 2.3.2. A Randomized Phase II Study of S-1 versus Capecitabine as First-line
Chemotherapy in the Elderly and/or Poor Performance Status Patients with

Recurrent or Metastatic Gastric Cancer
(1) W 2=

4) FF kg B AR ow SR AR F& dold A
B HF S=¥ 25099 #x P 2329 A measurable lesiono] S11aL o] T 225l A B 70-854: ECOG #3853 0-2 $& 65-694: ECOG 354
induction phasell &% W& H7t7} 7Hsst&. 1389l Fxtol A ¢ #fE, 1117 9 B RECISTE measurable lesion
ol A F-E BIE Bol AA FF WSS 534% U (F D). B A3 Fa Z7) 7%
Absolute neutrophil count >1,500/mm®, Platelet >100,000/mm°>
E 5 FF 08 97 ks BRAA Fastade dF FF W§ (N=232) G5 WYFH <15 x FFFEA, AST/ALT <25 x Z3F3A (Rbdele 3%, <5 x
N % 37874 3kA)
Complete response 13 5.6 dZ Ay oled <15 x AAAEH
153?;2113; (rifsseifsr:ese 17171 3;223 B AEA 52 Aol flckel sl ofd ekt ay AmHEe] gl (&, o]de Rz
Progressive disease 24 10.3 Lo Ayggggdsistafio] A T2 ANHozRE HA 6/1YE Ao duE AdE 5
Total 7 2 7b58 gy ol de S-1 3-8 capecitabine X8 5 E7138H

= ki
oo . .. . . . B A7Zbs o2 YA Aol glojof 3
3k induction phase 657] ©]%F intermittent armo 2 WA % o] progression A S-13} wAE o Aobx A gl st
oxaliplating AMAI=FE 32} % evaluable patients® 429Wo|lx, WHEES CR 0 (0%),

B T AEaos FA9 A
PR 3 (7%), SD 26 (62%), PD 13 (31%) %< A THE

-1 - -12 -



(stratification factor: 70-8541 vs. 65-694], ECOG &% 2 (0-1 vs. 2)

- S-1 arm: S-1 40 mg/rn2 bid days 1-14, every 3 weeks

- Capecitabine arm: capecitabine 1250 mg/m” bid days 1-14, every 3 weeks
() Aw &3 % &o 4 F7}
Fersietay i 277lnhe AHE VR Adeed F¢ wg Ht

&ke] A 97k EORTC QLQ-C30, gastric module ST022 - A& A, o]F 2F7|vjt} 3

(4) CYP2A6 074 B9y A

B g F A CYP2A6 F44 843 S-1 Als &3 9 FA3e] Aad F7t

B X 953+ open, non-comparative randomized phase II trial24 EA42 =28 93] 2
M2l simultaneous phase II trial® 2% Q3 7} X &0 diad]l Simon's two-stage
optimal designe] A& AL 24 A5 WollA A5 YARIL 10%2] null hypothesis
9} 25%9] alternative hypothesisE testdti= ZHoZ &9l 80%< powerst 5%<]
alpha-errorE % &3

B 1dAA 1899 A T 29 o]dte] FAF WhES HolW AwVF EdHolA =
A2 g Ad NS TUeA H. a2EA Ze Aol 29AR Aysy 7k AR
ol F 437 e #FAt SEH. 43" T 8% oo AL WSS Helw XmrF Z
2ol Aoz ARS WY, 10%< follow-up loss rateE elste] ZF A5w3 F 489
o] At Has (& Aol F 96 A

) A7
1) #2} 5 A 9 baseline characteristics

m 2010 07€ 139 AFE o &=k 1078 F 1078 (100%)9 =7 558 (S-1 ol
534, capecitabine ol 541)

B S-1779 FoF A#e 724 (M 64-81)% 3, capecitabine™2] F% A#HE-L 714 (H S

Foll Z}o] §1%1aL, capecitabine 3 S-1 %v}oﬂ/ﬂ BE Uz 3z}

I -

E 6 TAE X9 9433 54

S-1 Capecitabine

Characteristics N % N %
Patient enrolled 53 100 54 100
Sex

Male 39 735 44 814

Female 14 26.5 10 18.6
Age

Median 72 71

Range 64-81 65-78

_13_
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ECOG performance status

0 0 0 0 0
1 45 84.9 45 833
2 8 15.1 9 16.7
Histology
Tubular adenocarcinoma, well differentiated 6 11.3 3 5.6
Tubular adenocarcinoma, moderately differentiated 23 434 19 35.2
Tubular adenocarcinoma, poorly differentiated 17 32.1 20 37.0
Signet ring cell carcinoma 4 75 8 14.8
Mucinous adenocarcinoma 0 0 1 19
Papillary adenocarcinoma 1 1.9 1 1.9
Others 2 3.8 2 3.7
Metastatic organ site
Peritoneum 21 39.6 25 463
Liver 20 37.7 21 389
Abdominal lymph node 43 82.7 40 74.1
Others 25 47.2 27 50.0
Number of metastatic organ site
1 4 75 8 14.9
2 24 453 21 389
>3 25 47.2 25 463
Prior treatment
Gastrectomy 13 245 12 222
Adjuvant chemotherapy 1 1.8 4 7.4
2 Am AW 4w
B 529 10749 Ao A median number of cycle per patient® S-17& 4F7] (89

1-26), capecitabine2 5F7] ((H$ 1-32) 9=
3) ggstetaye 54
S-17-2 539, capecitabinew 2 548 2] 3hapo| A detalst e Wy Al EHAdo s 3

7} 7bsskdar S-1+oll A 3/4%9] neutropenia’l 2% (3.8%), capecitabineiol A 2

(3.8%)c] A&, Infection without neutropeniat:  S-1itolA 4 (75%),

capecitabinei ol /] 37 (5.6%), infection with neutropenia®™ S-1itoll 4wt 27 (3.8%) )

39S Febrile neutropeniats o= Tl X% YElUYA] &S AF3 54 mF % o

o] frofd Aol flAS.

B S-17o A= 3% o] 4] anorexia (20.8% vs. 74%, P = 0047), BE 5+
(39.6% vs. 16.7%, P = 0.008)3} tearing (50.9% vs. 27.8%, P = 0.014)°] capecitabine*
woh o &3 e

B Capecitabinei* ol A1 = S-1:*K.t} hand-foot syndrome°] U &3] A3 (RE 5FH
245% vs. 57.4%, P = 0.001; 3= ©]4 0.0% vs. 204%, P = 0.001). =3+ 3% o]io] &
TE S-1vRT ¥ £¢ AP HAFAS (38% vs. 14.8%, P = 0.050) (& 7)

9] vomiting

7. Fdstanie 54

_14_



S-1 (N=53) Capecitabine (N=54) Complete response 1 (20 1 (20
NCI-CTC NCI-CTC Partial response 13 (26.5) 13 (26.5)
1 2 3 4 1 2 3 4 Stable disease 18 (36.7) 22 (44.9)
o o o o o o o No Progressive disease 17 (34.7) 13 (26.5)
No (%) | No (%) | No (%) |No (%)| No (%) | No (%) |No (%) %) Not evaluable 4 5
Hematological
leukopenia 9(17.0) 2(3.8) 0 0 13(24.1) | 2(3.7) 0 0 5) MEI|
Neutropenia 11(20.8) | 4(7.5) 2(3.8) 0 10(185) | 6(11.1) | 1(1.9) | 1(1.9) AW A7 (g . o = ons o .
=) Zl F (t t SS DS-1e FEkel 4.1 MY (95% CL 24 - 5.8
Thrombocytopenia 8(15.1) 4(7.5) 1(1.9 | 1(1.9 | 13(24.1) | 1(1.9 0 0 87219712k (time to progression) kel He (9% )
Anemia 20(37.8) | 24(453) | 2(38) | 2(3.8) | 32(59.3) | 17(31.5) | 2(3.7) 0 o] 3l capecitabine 33719 (95% CI; 25 - 4.1)% (P = 0.959 by log-rank test). A
Non-hematological A AEINZEe S-1EAA F4EE 85 MD (95% CL 6.1 - 10.9), capecitabinei < 10.3
Stomatitis 15(28.3) 5(9.4) 0 0 14(26.0) | 12(22.2) | 2(3.7) 0 AE (95% CL 7.1 - 135) o121 (P = 0691 by log-rank ) (29 3)
Anorexia’ 15(283) |24(453) [11(208)] 0 [22(407) [ 21(389) | 4(74) | 0 i o) el (7= 0691 by log-rank test =k
Nausea 21(39.6) | 7(13.2) | 4(75) 0 19(35.2) | 9(16.7) | 1(1.9) 0
Vomiting ™ 15(28.3) | 6(11.3) 0 0 237 | 6(11.1) | 1(1.9) 0 29 3. 2T B2 BE 7} 2A
Diarrhea 19(35.8) | 7(13.2) | 3(5.7) 0 21(389) | 3(5.6) | 3(5.6) 0
Constipation 16(30.2) | 6(11.3) 0 0 21(389) | 3(56) 0 0
Hand-foot syndrome ™ | 13(24.5) 0 0 0 8(15.4) |12(22.2) |11(20.3)] 0
Alopecia 3(5.7) 0 0 0 5(9.3) 1(1.9) 0 0
Infection with ol o
. 0 1(1.9) 1(1.9) 0 0 0 0 0 1 - i
neutropenia ~ cmme L‘(‘
Infection without I Feeneorel b L
. 0 2(3.8) 2(3.8) 0 0 1(1.9) | 237 0 E | = i
neutropenia g | H z 1‘- 1
Febrile with i L 2" L
. 0 0 0 0 0 0 0 0 s b z b
neutropenia 4 3 P
Peripheral neuropathy 18(34.0) 0 0 0 16(29.6) 0 0 0 ;35 ‘71,‘ H 1
Fatigue 18(34.0) | 26(49.1) | 7(13.2) 0 22(40.7) | 17(31.5) | 8(14.8) 0 ] >Lu_‘ o2 i‘ a
Fluid retention 14(26.4) 2(3.8) 0 0 9(16.7) 2(3.7) 0 0 oo ‘77‘ - S
Tearing” 21(396) | 5094 | 109 | 0 |13@aD]| 267D | o0 0 —— =
Abdominal pain 24(45.3) | 14(26.4) | 2(3.8) 0 [19(35.2) | 9(16.7) | 7(13.0) | 1(1.9) Time to progression (months) m‘uo “ _ Ia(ﬂ’ﬂ mw‘u 0
Skin rash 7(13.2) 0 0 0 4(7.4) 0 0 0
Hemorrhage 1(1.9) 2(3.8) 1(1.9) 0 1(1.9) 3(5.6) | 1(1.9) 0
*P-values < 0.05 for > grade 3
*P-values < 0.05 for all grades
2.3.3. A Randomized Phase II Study of Docetaxel versus Docetaxel plus
4) TF% §kE cisplatin versus Docetaxel plus S-1 as Second-line Chemotherapy after
B S-17ol e F% g Hub 7hed 499 T 19olA & #ejol 135olA] FE #E) Cisplatin plus S-1 or Capecitabine in Metastatic Gastric Cancer
S Kol 286%9 W& X9, capecitabinew ol M= FF WS Hrt shed 499 F (1 o3 A
19elM ¢hd wael 138l & #alE B 286%9 we&Ss HAE (P = 1.000 B AR on d3E dold AY
by chi-square test) (3 8) m 184 oY
B ECOG T3 59 0-2
B RECIST (Response Evaluation Criteria in Solid Tumors)® measurable lesion
E 8 gAsa gl B TF m Aol 9lgkel U@ 12 Fetatste o R A S-1 S capecitabine + cisplatin X 3§ A
S-1 (N=49/53) Capecitabine (N=49/54) 2E e A APsAY A= FE F /1Y o AR

N (%) N (%)
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Absolute neutrophil count >1,500/mm®, Platelet >100,000/mm?®

g5 W F <15 x AANEH, AST/ALT <25 x AAAAEA (FHole] H$ <5 x

A oleld FaloldA 2 (Cer) =50 ml/min (24A12F = =38 A} Z& Aaka] AL
ofd =AHA So sFe e A8 ¥Yo gly

ol WAL A g HA =Fe] 30% v Rkek 8-

NCI CTCAE (version 3.0) 2% o]’¢e] =do] glojoF &

A7e e uBa Agkel glolok ¢

I e I = Al
stratification factor: study site, ECOG performance status (0-1 o 2), 9z} a¢bs}st g
Holl gk w3 o F (response U no response)
m ettt ay
Arm 1: docetaxel 75 mg/m2 on day 1 every 3 weeks
Arm 2: docetaxel 60 mg/rn2 + cisplatin 60 mg/m2 on day 1 every 3 weeks
Arm 3: docetaxel 60 mg/m> + S-1 30 mg/m’> bid on days 1 (evening) to 15
(morning) every 3 weeks
A5e AW 28 Al A A&

(3 Aw =33 B 4o 2 @7t

m Fopsist ey wf 2 7|vich FFEH ©EHG Algste FF vk Bt
m o] 4 7k EORTC QLQ-C30, gastric module ST022 - X8 A, o]F A 4 F7] &

Qtoll = v Fwjc}, o] Foll = 2F7|wit} B}
(4) CYP2A6, ERCC1, MDRI1 % 44 t&dA A+
B 2% g 23 2@ DNA F3: CYP2A6, ERCCI, MDRI 59 47 tdAz g

=
5 09 AES A8 R39Sy Any P

B g UEg WA M As &3 ¢ ARdS 4Ee ddste Al disl 90%
o] &S 717 Simons’ selection designe ©]-&3te], HA whg u
30% % 7FAske] = 13599 @x7F Hedhd 5% follow-up loss rates ¥3Hato] 3
T F 1449 (& N8 T 48%)9 Ayt g
(6) Az}
1) 2} S5 A 2 baseline characteristics
B 2012 119 79 @A AFE oY $hAb 1448 F 728 (50%) 9] $AF TEE. TA
32} & 1%L Docetaxe+S-1 woll wjgEqort, v A5 A4 FoAE A¥s
efficacy ¢} toxicity 230l A A9 3} <.
B Docetaxel alonew 9] % A#-2 564 (M9 34-68) 3L, Docetaxel+Cisplatini*9] %

AH L 554 (W9l 38-74), Docetaxel+S-1-9] 5% A#2 554 (M9 39-714)=2 Al

o
3
X
7
[
=
oo
o

s}

2
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=5
S

TAE &4 A2H 53 (N = 72)

Docetaxel

alone

Docetaxel +

Cisplatin

Docetaxel +

S-1

Patients (N=23)

Patients (N=24)

Patients (N=25)

Characteristics No. % No. % No. %
Patient enrolled 23 100 24 100 25 100
Sex
Male 18 78 21 87 15 60
Female 5 22 3 13 10 40
Age
Median 56 55 55
Range 34-68 38-74 39-71
ECOG performance status
0 2 9 1 4.2 0 0.0
1 21 91 23 95.8 25 100.0
Histology
Tubular adenocarcinoma, W/D 1 4.3 1 4.2 3 12.0
Tubular adenocarcinoma, M/D 7 30.5 4 16.6 6 24.0
Tubular adenocarcinoma, P/D 10 43.5 14 58.3 11 44.0
Signet ring cell carcinoma 2 8.7 5 20.8 5 20.0
Undifferentiated 3 13.0 0 0.0 0 0.0
Metastatic organ site
Peritoneum 9 39.1 11 45.8 8 32.0
Liver 8 34.8 8 33.3 6 24.0
Distant lymph node 9 39.1 6 25 8 32.0
Regional lymph node 13 56.5 10 41.6 13 52.0
Lung 0 0.0 0 0.0 3 12.0
Others 5 21.7 8 33.3 6 24.0
Number of metastatic organ site
1 5 21.8 4 16.7 4 16.0
2 11 47.8 11 45.8 11 44.0
>3 7 30.4 9 37.5 10 40.0
Prior treatment
Subtotal gastrectomy 1 4.3 4 16.6 4 16.0
Total gastrectomy 2 9.6 1 4.2 3 12.0
Adjuvant chemotherapy 6 26.1 5 20.8 4 16.0
Best overall response in the
first-line chemotherapy
PR 11 47.8 12 50.0 8 32.0
SD 7 30.4 8 33.3 9 36.0
PD 5 21.7 4 16.7 3 32.0
2) Aw WY A%
B Median number of cycle per patienti= Docetaxel alonew < 2F7] ( 1-10),

Docetaxel+Cisplatini* < 2571 (‘] 1-10), Docetaxel+S-12 2

3) gustgtanel 54
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N



B Docetaxel alonew”
R R I e R <R
3/A% neutropenia 7} 4% (17.4%)0l

WA Ekolal 39
(4.2%)°1 A 5% infection with neutropenia (pneumonia) 488} S.
A ®m 7h oM 174% vs.
S (P = 0617). YA A

I infection with neutropenia’} JUH FAES

237, Docetaxel+Cisplatin " 24, Docetaxel+S-1-2 24
7 #A-d" S dis) H7F vkE

| 4] Al S

125% vs. 8.3% 0.2 UENA, Al o

& mAel oAM= Al 2 el {93k Kol gl
2k 2y 4.3% vs. 29.2% vs. 29.2% (P = 0.044)=

B BE 559 nauseadl WA Al oA Z

el Docetaxel

EQow e (

3L
AR
n
R=8

4§07 Gt e (P -

}\)\ al 2‘3:] (8.700
neutropenia A& 2™ Docetaxel+cisplatin -2 6™ (25.0%)°l A 3/4%

9]3l x}ol=

alone oAl ddld 22 nausea
vomiting®l el A= Al ol A ZHZE 0.0% vs. 8.3% vs. 25.0% (P = 0.023)=
H

2o 7 #2184 Docetaxel+S-1 oA vomiting *
g3S w Docetaxel+S-1 ol A qt

= 0.009).

= 0.031). 28, & =

o

R4t

(125%)°] 3/4% febrile neutropenia %4, Docetaxel+S-1

sEeka,

39l Docetaxel alone ol A}
ol A 3/4% infection with

neutropenia
T 13

Febrile neutropenia

L2kg o] Weton weight loss

(20
EI RE =

EE SHY
Hol &
=

=

1Rs)

i

.8%) LERUA S A %
9] hemorrhagedl Tt
34 Docetaxel oA 5 Al W (13.0%)2] HAdo]l UEA, BAXCR {287
S gEiE Al e g 2
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Yol &

o,

Peripheral neuropathy 10 (43.5) 0 9 (37.5) 1(43) | 10 (41.7) 0
Hemorrhage” 3 (13.0) 2 (87) 0 0 0 0
Thrombosis-embolism 0 0 0 0 3 (125) | 3 (125)
Fluid retention 3 (13.0) 0 3 (12.5) 0 7 (29.2) 0
Tearing 1 (4.3 0 0 0 3 (125) 0
Skin rash 1 (4.3) 0 1 (42) 0 4 (16.7) 1 (4.2)
Dyspnea 3 (13.0) 0 2 (8.3) 0 2 (8.3) 0
Weight loss” 0 0 0 0 5 (20.8) 0
Nail change 3 (13.0) 0 2 (8.3) 0 3 (125) 0
Hypersensitivity 0 0 2 (83) 0 0 0
Pruritus 0 0 1 (4.2) 0 1 (4.2) 0
Headache 0 0 0 0 1 (4.2) 0
Myalgia 4 (174) 0 0 0 2 (8.3) 0
Dizziness 1 (4.3) 0 0 0 3 (125) 0
Taste alteration 1 (4.3) 0 1 (4.2) 0 2 (8.3) 0

rﬂé

o

=3

"P-values < 0.05 for all grades (P > 0.05 for >grade 3)

4) &

O

o N

FRiNo)

B Docetaxel alonew oA & £ W H7E 7H5d 219 T 19oA & #A&6E 2y

48%2] k&8-S H i, Docetaxel+Cisplatini* ol A= £ W& H7} 7hee 2% 5 3
ol & #ES 2ol 136%, Docetaxel+S-1wol = FF ks Hrb 7153 209
T 3WeA FiE #BEE B 150%9 WeE&S HS (P = 0609). 7 welAg
disease control rate (DCR; CR + PR + SD)> 7tZ} 33.3%, 455%, 55.0% 0 o(P =

0.375) (& 11)
E 11 & FFSgaqLo A % 328

Docetaxel alone Docetaxel + Cisplatin Docetaxel + S-1
(n=21/23) (n=22/24) (n=20/24)
N (%) N (%) N (%)
Complete response 0 (0.0) 0 (0.0) 0 (0.0)
Partial response 1 (4.8) 3 (13.6) 3 (15.0)
Stable disease 6 (28.6) 7 (31.8) 8 (50.0)
Progressive disease 14 (66.7) 12 (54.5) 9 (45.0)

o7 YERA] gFkom, 3% o]l HAA FEg AolE: UellE H4E A
(3£ 10).
E 10. Fgsgady 54 (N=71)
Dcetaxel (N=23) DP (N=24) DS-1 (N=24)
N (%) N (%) N (%)
All G=3 All G=3 All G=3

Neutropenia 4 (174) | 4 (174) | 6 (250) | 6 (25.0) | 4 (16.7) | 3 (12.5)
Leukopenia 1 (4.3) 1 (4.3) 2 (83) 1 (4.3) 0 0
Anemia 4 (17.4) 0 4 (16.7) 0 4 (16.7) 1 (4.2)
Thrombocytopenia 0 0 1 (4.2) 0 2 (8.3) 1 (4.2)
Febrile neutropenia 2 (8.7) 2 (8.7 3 (125 | 3 13.0) 1 (4.2) 1( 4.2)
Infection with

. 2 (87 2 (87 0 0 1 (4.2) 1 (4.2)
neutropenia
Infection without

. 3 (13.0) 2 (87) 0 0 2 (8.3) 1 (4.2)
neutropenia
Stomatitis 4 (174) 1 (4.3) 7 (29.2) 1 (4.3) 10 (41.7) | 3 (12.5)
Anorexia 15 (65.2) | 3 (13.0) | 13 (54.2) | 3 (13.0) | 19 (79.2) 1 (4.2)
Nausea” 1 (4.3) 0 7 (29.2) 1 (4.3) 7 (29.2) 0
Vomiting” 0 0 2 (83) 1 (4.3) 6 (25.0) 0
Diarrhea 7 (30.4) 0 5 (20.8) 0 9 (375) 2 (8.3)
Constipation 1 (4.3) 0 3 (12.5) 1 (4.3) 7 (29.2) 0
Abdominal pain 6 (26.1) 0 12 (50.0) | 2 (83) |11 (45.8) | 1 (4.2)
Fatigue 15 (65.2) 2 (87) 14 (583) | 4 (174) | 18 (75.0) 2 (83)
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= D vs. DP; 4.8% vs. 13.6%, P = 0.607 for RR, 33.3% vs. 45.5%, P

= 0416 for DCR

- D vs. DS-1; 48% vs. 15.0%, P = 0.343 for RR, 33.3% vs 55.0%, P = 0.162 for DCR
- DP vs. DS-1; 13.6% vs. 15.0%, P=1.000 for RR, 45.5% vs. 55.0%, P = 0.537 for DCR

=717k

AW A 7)17F (time to progression): Docetaxel alone & Fdzkol 15 /MY (95%
CL, 0.9 - 2.1)°]aL Docetaxel + Cisplatini*<= 1.6 7|9 (95% CI; 0.4 - 2.8), Docetaxel +
S-13+& 2570€E (95% CL 0.7 - 43) (P = 0. 242). A AE7]2 (overall survival)

& Docetaxel alonei©] F 47k 8871€¥ (95% CI; 6.1 - 11.5), Docetaxel + Cisplatini* -
6.1 /¥ (95% CI, 3.8 - 84), Docetaxel + S-1*2 7.0 /¥ (95% CL 4.1 - 9.9 (P

_20_
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- Docetaxel (D)

g ©Ww [|====s Docetaxel+cisplatin (DP)
% | — === Docetaxel+S-1 (DS-1)

2
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5
=
534 D vs. DP; P=0.514
g Dvs. DS-1; P=0.222
L DPvs. DS-1; P=0.115
. E= T
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Time to progression (months)

2.4

- Docetaxel (D)

g Mg |FEe=s Docetaxel+cisplatin (DP)
=° — = == Docetaxel+S-1 (DS-1)
2
S |
G
B
2 D vs. DP; P=0.142
231 D vs. DS-1; P=0.441
8 DP vs. DS-1; P=0.112
T

o ——

e Y G&o=e

| ——
L
e |
Q T T T T T T T
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Overall survival (months)
24. TP A5 AFHY 4F AR TF

2.4.1. Randomized Phase II Study of Continuous or Intermittent S-1 Combined

with Oxaliplatin in Recurrent or Metastatic Gastric Carcinoma

(1) CYP2A6 34 thyA

B 2012 11¥€ &4 A% 2509 3ol A CYP2A6, ERCC1, XRCC1 59 #+44 ttgA
AFE AT AW} AE At AAAAT FF F94 dPAel B A Av 24
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2.4.2. Randomized Phase II Study of S-1 versus Capecitabine as First-line
Chemotherapy in the Elderly and/or Poor Performance Status Patients with

Recurrent or Metastatic Gastric Cancer

(1) CYP2A6 #+44 o184

m 20129 11€ @A A€ 1074 F’WM Al CYP2A6 3% \/}é‘é ATE 9T AP
AE A7 AFEaL, CYP2A6 44 trddel me s 23 #48 A3 ¢4
(1)

2.4.3. Randomized Phase II Study of Docetaxel versus Docetaxel plus cisplatin
versus Docetaxel plus S-1 as Second-line Chemotherapy after Cisplatin plus

S-1 or Capecitabine in Metastatic Gastric Cancer

(1) CYP2A6, ERCC1 x4 v+34d

m 20124 119 @4 S48 29 B0 FA4 Gy AT A% A} AF Ae
A ARHAT FF BA SA FRAAS @ FA4 Gl mE AR A 2HS

SRR ED

25 718 71€ A7A F= /& 94 47 NI
(1) Investigation of association between UGTIA polymorphisms and irinotecan toxicity in
Korean patients with advanced colorectal & gastric cancer treated with FOLFIRI regimen
- AAA SR 1204 232 32 F 0% SAIg
(2) Trial of 3-weekly versus 5-weekly schedule of S-1 plus cisplatin in gastric cancer

- AAA SAZ 80 BE B4 F 649 SAY.

26. 4 A8dY HEE AT FFH A FHA £
(1) A x15HS A 83 phase I multicenter trial %]
B A I/II clinical trial to determine recommended dose and to assess the efficacy, safety
and pharmacokinetic profile of oral paclitaxel in patients with advanced/metastatic or

recurrent gastric cancer

- 108 53x 32 F 78 AT AA A guFHI, 32 24 #F Fel
(2) Al A188E 443 phase II & III multicenter trial A% 32 A3F F38

B Phase II study of ol- A Randomized Phase II Study of Capecitabine and Cisplatin

(XP) +/- Sorafenib(Nexavar®) in Patients with Advanced Gastric Cancer
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- AAAR SAZ 2949 F 124 SAE. dA AHHoE TA T 4-dihydroxypyridine (CDHP), potassium oxonate® T4 % o] <. Tegafurs 5-FUY prodrug©]
B A Phase 2, Multicenter Study of Cabazitaxel Single Agent Administered as a 1-Hour i CDHP+ 5-FUS #a#A7]= &F49 dihydropyrimidine dehydrogenases o Alste] 5-FU¢| &
Intravenous Infusion Every 3 Weeks to Evaluate the Safety, Tolerability and T, T W L FEE ASAAFTE 9EE 1, potassium oxonate = 5-FUl| 9]¢ 9143
Anti-tumor activity in Patients with Advanced Gastric Adenocarcinoma Who Have 5A4S gaAE 9288 3 S-1 A el ds o 26-49%9] EL vS& ¢
Failed Prior Chemotherapy Regimens e hdde HAn dAEe o vE FIAGe HEawel s FEd] AyEH dS

- 201249 99 179 IRB ¢l ©%ev, &35 649 SA <A<, (6-8). & A7 4ol S-1+docetaxel EH3Haetststa el #e Al 1/24 JddA7E A Ast
B A multicenter, randomized, open-label, phase III trial of S-1 and Cisplatin (3 A=d 66.7%9 -3 WHEEY 65/1Ee] FF AHFAYIZ, 13 TMLEY TG AENNES B
weekly) versus S-1 and Oxaliplatin combination chemotherapy for first line gom A LI wlg- nFAHoIRL. o] AFAIE British Journal of Canceroll A= &
treatment of Advanced Gastric Cancer (Br J Cancer 2008;98:1305-11). T3 W& 22 S-1/docetaxel®] AF e S-19 F2 o

- 20129 10¥ 30¥ IRB <l wtoew, AAA FA o<l Ab EAl CYP2A6 EAe 47 ddAdz #de] Ads. CYP2A6% S-19 4 A#<l
tegafur7} Aol A 5-FUZE H3ste o 8% G424, 71§44 tpdgdol weh a49 &4

wrb debe] 4 A S obAletdlell A £33 CYP2A6+4= %WEA gLl X m CYP2A6%7, 9,
x10& A=} PAaskEd], o83 variant alleleS 7FX #BAEL S-1/docetaxel 39133

Al Fok wkgo] WUrky (W/W vs. W/V vs. V/V = 79% vs. 65% vs. 30%; P = 0.04) T4 A4

w

A+4% 13 2 48
e A AAReR A EF & F st 53, felusmel: A £F dFoz

2011 ol e 19999 2008714 10id3ke] F A Eate] mEw 9 ko] F9 A

- o . TR AEI LI BLS (W/W vs. WV vs. V/V = 81782 vs. 69709 vs. 3170€E; P =
A ok F 190%5 2ABE] oF BAE 19]0]n, o] H9-el= 94%E AA st oF LAE 49 i : o _
0.0009). ©]# g CYP2A6 #d% tpdAel we & &3 Aol ® v S-1xF IF¢sista
o sFsl= wlg- Fag e (1), e AAl doz Qs Al U F 398 AAs e d&. A
Hel S-1/cisplatin Aol = H] S84 B2 H S, variant allele 7}W #2452 S-1/cisplatin &

O A 2R 5 Aol Adel ARE wol @sogort, o4 1 dFE vl

, 2
S Base] 1A gasstay Ad Adm FF AEA 13w @A
o
Z

getstay] Al TG wkgo] Wki (W/W vs. W/V 52 V/V = 69.2% vs. 409; P = 0.07) 5%

A BE7IE T A (W/W vs. WV 32 V/V = 112709 vs. 46715 P = 0.05).
E3] CYP2A6 &4 @4o] glojA= CYP2A6+4 4 5o wat 847 12 Afs] mos
w, X8 gy zolE ¢ FIEIS TIEHEE W/W vs. WV 4A4€]) vs. V/V &&
#1/%4 = 69.2% vs. 48.0% vs. 31.6%; P = 0.11); 5% 2HFAH 7] W/W vs. W/V (x4 A 9))
vs. V/V 32 x1/+4 = 112704 vs. 53719 vs. 35714; P = 0.01). ©23 A3 CYPA6 #+4
A oy BAE S8 S-18 et dugstane] Mg 5ds v A5 F dSE AA

-
ATE T ATAAIE AFel Avkd A BE AR A2 F dS A

5-fluorouracil (5-FU) & cisplating +3to2 3}
o} B0 20-50% AIFE AH3] B AT wHFa2Y N8 ARE HolA i 5.
weba] el el v A Fdgststayo] ko]l Algd Al

Aw wwd 34 dPATANE J1Eel £ AHEHE 5-FU + cisplatin 53k shek 2 vl
O

mlo

%
dgou gnos YU B4 xdstel AAHoR
o olelgel Ag 2. Webd HE BAAIUAE AAY ER S5 FRHGLY Aol

29

st g5 A
oz AZd. dA #A SAES Lusty, FA FH4 BFIA} A AR £ FA S-1%
capecitabine B3l g7t ¢hEE F CYP2A6 314 thgAe] we A8 4y RAg A3
sto] CYP2A6 1314 tt@d Aol 44 onlet FaAS os AAs A543 A 37 4742
#}+= Pharmacogenomics 741%‘01] 2009 Al A ¥ A2 (pharmacogenomics 2009;10:1147-55).

rﬁL
)

AP 9okl H MdE A2 Al F irinotecan, oxaliplatin, taxane (docetaxel,
paclitaxel), capecitabine, S-1 &2 $-F3% &35 Ho olE 744 o5& st HEd &

s
FEgstanio B3 g2 JFATF APH I dE 71 5-FUS A& A Fole A

B
_ 9] : s Zl’—l -7 5 E] ox\lé_x—lsiok;ﬂgg o%]_xr‘li/\a
SR oo cisplating AT Fol/TE A4 54 5o zdas ddel 99, Ao wEd 5-FU$} oxaliplatin @i 5-FU%} irinotecan®] 454 5% &3e} Folof 3hx A
_ _ 5SS 1#e W S-1 + irinotecan + oxaliplatin & ¢33 aw e WA oos 3 2
YA ol Aol 34 Hla JA A= 5-FU AEH AW Fo] + cisplatiny A FadgAd
}5 S Aoz spgsta B A7 oleld 34 FekEstaye didk 24 AAPE AF
capecitabine + cisplatin®] H|5:3 X8 35 7FHS B9 (3), & 9 34 vu 94 A=

3 oub glom 79%9 WA FY W& (14%9 shd@slek 64%9 FE#As)H 1027129 T4
RT3, 17604 AA AELolgE wWlf nFAHA AR A HAS vF AT
g2 o] 24 94 ATFEtE FAVE ey F Al wldl, target W2 median reduction %
e Bmow disfe] st ol T Fihe
Wk opuet, A} 9k Wwo b wal vl 26%9]

5-FU A4 A 207} capecitabine . &, cisplatin®] oxaliplatin® 2 thA]= =
(4). A Park 59 R ol ¢844, capecitabine + oxaliplatin® X &4 ¢kl Al 65%2] WH&-&

B T5AEE AIRAY AENN O $4 AR DHE BAD %4 FYU EF 549

4
X
o

HAZ AgdE S-1& A ZEL  fluoropyrimidne AE¢ A ZA  tegafur, 5-chloro-2,

- 23 - - 24 -



AN WA 2AAAAN FAR T AHde o) 34 Faket

eyl JEd ¥EY nd
£ wolF A oldF AA FF A7) 24 B Aa 99 Wae SAvs) s 23
A ol Mol4 fIgh ¥ ople #4 WA A BAE dAeR @ 4% A Addseie

MeRME F83 5 &S AAsts A FF o
ol 3 341 2l ¢

o] F2 =4S 3/4%9] neutropenia (66%)9 3%=9] febrile neutropenia (16%) 2. L& ol &
FAEL O Ay a2 G4 EEE 45 B, irnotecan®] tAMY] TR 49l
UGTIAY #4344 84S 459 leukopenia, neutropenia, 3/4%9] febrile neutropenia 43 ¢
ol AR ofAlotdlel £33 UGTIALx6S TAHoR FosiA 47 547 ##o] AN A
o Hlal, AFele] Eatw M UQlo] A irintoecan A ¥ TEo] Y A OE
UGT1A1%282 5439 d#Ado] flds 9). F§F oy UGTI
34 Fgststae SAo ugPdAAE vg oFste] ¢4
& AL T A

EAoldlon 7H &g Zlo] HE (18%), AL (14%) wolds. 53] 3F F719 A5=2A At
Folgl Fr)e] FAHel 11F712 49s] 21 As Ve BRAgel= Estar AFE
oxaliplatin®] €% ZE=7F wotr] wio] (283 mg/mYweek) (HE 23 7] oxaliplatin 85
mg/m®9] 79 425 mg/m’/week) peripheral neuropathy® ¥-z-go] w]$ o] 3me] =4 ¢
AL 2% 4% 11%9] Ao Ant BAEG S, ol A4 A= Anns of Oncolology A8

o] 2011 AIAH AS (Ann Oncol 2011;22:890-6).

>

o

23

£
ot

o,
ShA

%
o ot
i)
s
Jo
B3
ol
ol
[
R

oft

W, AW T Aoy Akl 1A FARGLWE YEES ST B el
g FPAAAT (10-1), L AH] AR A6 AL T ATHAA 9A 2
& ggststagon Aysl Aol gt P AR FAL oA wE @ e
2 A%AeR 5T FE dou o AR uge) BAs #) AL ALY + A A
B4 o8 FE g A4l oldd Am Azl de HHe Anshe vk thstel, @
2ol oshm dold el oF 30%e] Aol 3NHe Fesstay F AL v
T ook 60%S) At 6 AR F FuHAL, oF 0% QAL AS ASHAE (12

an, AP AL o F n4A Fsael AR el B AE ATH A4
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S-1 + oxaliplatin & ¢tsistaryy 3 18F (657]) F
APt wj7hA] FekststaME A&dts w3, A5 $E F AW AP A gA ARE AREE
o A9 wiAste], g fiekelAe] Feksistew] A= 7|kl did A AT

(randomized, phase II study)E 33} % 2.

[ Enrolled into induction phase (n=250) J

3 pts did not receive treatment
126 pts discontinued

ion (n=114)
pt's refusal (n=7)
adverse events (n=5)

[ Randomized into maintenance phase (n=121) J

[ Continuous arm (n=59) } [ Intermittent arm (n=62) }

13 pts did not resume SOX
pt’s refusal (n=5)
other chemotherapy according

to physician’s decision (n=5)
poor performance status (n=1)

G3 neuropathy (n=1)
surgery (n=1)

[ SOX reintroduction at PD (n=45, 78% of eligible pts) ]

2007 TEN-E AlFRske] 20109 12€ 21 AFE 25099 #A mErh AL, 20129
649 ASCOYA &t AL AnE B4ste] xRS SAE 2508 F, 39 #AE A
2E TA Gob ALERa, 1262 2] I (114%), 48 A7 AP AR (7Y), +248 6

) 59 olf® 657 AR 4R ooy, AR 4R Al ALHIE HrA 1218 T 599l
=

A (
B)og FA9 wiAEe] A3t AL Arm A 598 A4 AR A% 77E TSk 467
4 (9 07 - 478)0103, arm B 629 F, 482 g 24 DA 1A AHe] glen, 1392
A A G, mofe] AAd weh e Fdststanye] JA (G9), T Al FF

1
A9 22 AFWT 1%), F& (1) 59 olF= A7t olFojxx &Fgton, 454 45/62 =

=

i

T F JYAe] AgE AMstE A Hla) AW W] AFPS SANSE fFoldA AL
FAYAY7IF 10570E vs. 7.270€; Hazard ratio 057, 95% 413 3+ 039 - 0.84, P = 0.004).
gy, 9 Y "A AE S {9 Aolrh gldle (BFE 7IF 2267M€ vs. 2270%;
Hazard ratio 0.79, 95% A& +3F 051 - 1.25, P = 0.31). 54 #AclA], arm AE arm Bell v] 3
3/4% 9] T2 (29% vs. 8%, P = 00049 Tx AAWZE (25% vs. 10%, P = 0.014)°] FA Ao
2 fFoatA t w=& vER Jegod, e 3/4%0 FddtA ugddsts 542 arm B A
A GEA s A2H 072 S-1 + oxaliplatin &% 657] & ZAWo] AP A &gd x50

A Gt ams Adets slo] AWFAYYNS SR oY, AA AEVAE o A

s
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7t AN T A% Fassage Vs wx AFEFH 2L S4L FANAL, A8
Fo ¥ AAG ol el ANA e A AE UEe (2012 ASCO annual meeting %
H). @A del A Fol U ARE 7 ¥

54 o)4bel wmdFe] pnFo] mE SR Frleta gl
3, G wQols) Wol 471 ABOE A WAHE ol 329 271 654 o % AF WA

Avkn nadn Qg 99 FSolE 654 ol 4ol mel BT AA Ak B o 0%F A

Askal Q. v @AZEA AP ol tiE A Al oiFE 704 o4 ATFE A
9ste] =9l oF FAelA o A m FIet FAE Fo Zﬂfﬂf’ ATHA FRS =9 FAES &
3 FWASS A AAY D FEo] Aol Y oAl FAgo] AF wAdvE A
SO Q) A JAFELS olES Azt o &3] AFHoA ©. A7 wpel o] w2l
& Fape] 7 FbstaL A7) Wil oS oo R 3 I AFE Aldstd anAd Aw
W AT ey w3 JE T8k . AAA el thekAl #HE gt a e &3
A g #AE 548 oprlsta 53] w3l #FxbEo] olE HAd] tid Aol korw oF
S u7we] WE st a s Ay oy, wEbA w9l 9t FA ARE 9IS a3 o)
Al F5do] vhe grstata o o]l Algdh

A MLy AT fluoropyrimidine A<D #F¢hA9) S-13} capecitabinee @5 @y oz 234
91 kel A b 26-49%9F 19.4-34%9] =2 W& 53 kA BAS 53] ol A&
oAl = 943}101]*1 AA A=t sbssta Fort At Y FARA Fold wE FUFS
g il BAF FJellA mFE Azbe]l FUlE o] Ao WwERE A FHAE F AS Ao
2 7loE. mebA S-17 capecitabine T QW2 =l XA $9F Aol A G o] WA <k

<

AZHL 7HsAel . oo B AFAESL 664 o] =3 AN 9 FAES dFe
AR
o

2 S-17 capecitabine®] 7ot XS Hrtsty] 9@ ”Z-}f A 24 S AFE AlPstAe
o, 20100 7€ 139 AFE 10789 A BFIF A L2012 11€ Aldg E4olA

A& o] S-13} capecitabine X &+ Z+7} 7241, 714 2 /\qu] 13 AAES Yoz

S-17} capecitabine EF 93] 5% hHAd S HoA 3/4xe 54 wl§ W@ S-1-7
capecitabine > fAFSE A5 EHE FASIHA (WHS& 286% vs. 286%, P = 1.000, <4 &
W71 4109 vs. 3374, ok WAl AEZ 8571E vs. 1030€; P o=
0691, M= e F7Fe FFAEE deldlds. 3% ol4tel FAEwh wums] mW, S-17
anorexia’l capecitabine Rt FotA WE=ZF =9kal (208% vs. 74%. P = 0.047),
o WANMEZF AAZ] =S (0% vs. 204%, P = 0.001). FF

5
3
A7 59 2 547 AP A4S F3) S-13 capecitabine & ©]

’U
I
o
©
a1
©
ofy

capecitabine> 4% $
_‘

CYP2A6 4% t}s
e 55 MA”R A o

T3, dol A Sl 22 Fgsstae BE s ods] WES AuA A &g HT
2719 S wig 3% 4 ATE T Held Sk FACA HAe AA eyl Frim 23
FJorstst e S Aldshs Aol HAe] A A 8 (best supportive care)®h Al A RTH AE 7]
e AFE b Eel WMo, 24 Igyststaye] EE Age oA Wis AHH A

@e (7-19. @A Aoy Agel Hzel A G AEHE 24 FUBFLY oAE

oftt
0>~
= ® oA
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docetaxel, paclitaxel 52} taxane A€ 2FAl<9} irinotecan 5°] U&. Docetaxel®] Z$% g2 Ab
|5 kAl F shuE, 12 kAR AME-E = fluoropyrimine¥} cisplatin®} A2 thE A8 7] W&
7EA 7] wel mak viAde] glo] el fleke] 22 Feksistaiow wWol Ao fa

274 Fgststa e Fuststane] A F2 A yoR Qste] ol ARA A

W ookAle] Ard E3 uEtA H. 53] 7|Ed =FFHA &2 oAl 7E o] =FF oFA
(5 E9 fluoropyrimidine oxaliplatin, cisplatin 52| platinum Zﬂ*ﬂ)ﬂ W3 Qo] thE Hol

3 dFel Aok et A H ez AlgHaE oy, od did WEd T fle A

. L %5\} Fsistaniel B4 v &S wel g, 4 O]Eﬁf} B 2ol A
o]5o] HA|, 53| 7|x=Zd oAk WE Aol o]5eo] Aol A AFrt Fadh A< uw
A B AFE docetaxel s ZZFoR sho], 919k AEF AFol A docetaxel#} synergismo] 9
a4 cisplatin B S-1 539 ¥ 29 docetaxel T QW I vwE] Bzt &=
A ATE APstar g, B AFAE 13 FUstE 2 Aldl Z T fluoropyrimidine (S-13}
capecitabine)©] U cisplatin Sl W/deol AR FA-EIAM docetaxel?t cisplatin = S-13}9]
W axo] o5 okAldl i WS I EAIA, docetaxel BEH W ETE ¢ e &3E 7HA

S As e A E S 20129 119 dA AFH A 144% F 2% (50%)e] AU T
A ¥ AL, docetaxel alone (arm A)TollA 237, docetaxel+cisplatin  (arm B)woll Al 249
docetaxel+S-13 (arm C)oll A= 259 #x7F 2442 SAHNS. 24 Tl FF & F7hrt 7}
T FAEA WEE&S v BH arm AdAE 48% (1/21), arm BelA &= 13.6% (1/22),
ColA & 15.0% (12009 & #&lEs Heol Zb o ko] o3 o7k gl (P = 0.609).
ek Zb a9 disease control rates WuE RS welk: 7t 333%, 455%, 55.0% (P =
0.375) % docetaxel+S-1to] -9t S HolARE FAA fode glstA X 2 w9
W71 elv AA AE 7% AAl SAE FAE 1Y BAdAME foF 2ol i
T4 AHFAY7 1570Y vs. 16712 vs. 2570€E, P = 0242, =% AE 717 88714 vs. 6.1
MY vs. 7070€Y, P = 0.139). T3 28 SHME F9Fo] thsiA = docetaxel alone 0]
b vta, FEY AE A Fol docetaxel+S-1wtell A 7Hd Eok o), 3% o] Hzgo A=
2 A7t (S FF FUHE AR FHH 4SS, oy FAd g Fo 4 AR
< ¥ F A7E ZidE e A
ofdel A @acokatw, E AL ol ek FAelA  S-1/docetaxel, S-1/irinotecan/
oxaliplatin ¢ MZE Fsistayio] nFA A5 &yhel 73 FHAS MRS Bion
53] S-1/irinotecan/oxaliplatine A3 FF A aaol A=k Y B ehdws] g
2 ole mAA solEalew W oolgl e A M eH oz A

5\3
AL &9 CYP2A69 UGTIA #3475 b3 245 T3

o

i
o ¥

F

—~

)

il

A&, E3 S-17 irinotecan?] F £

S-1 2% Fststa ¥ irinotecan £ FAsstaiel A g gaet 54S v 5T oEN
AE 2 A5 7MedS AASAS. B AT Aol ZAsMY FF olHd {FHH vhE Al
wel Ascs WA e JFH AT7E Agsta o ol B AT A AFH HFe] 7t
e & AY. E=e S-1/oxaliplatin®] A4 A5 7|zkel] Wi A5 53 A& A7 v E F
AW712bE 592 gou, AA AE 7|t e WEE F4 Edu, 95 542 fodsA Fot
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A7) ol ake] A A slet AuES Wl mE Ao Ao S-13 capecitabineS H] nldkE Tl
A= olE st 7 7kl A fluoropyrimidine©] &¥ WolA = 2 zbo] st 012‘5"1, froleh Fa4
o BRE AR Aok dom, £F FFET T FAE WAME S-lo] $4T ARE welF
S % FF SA7F $REW CYP2A6% ERCCI 59 #4074 days Ar &3 9 543
o] ¥ ol sl F7F 24 9
4 4743 2 BESAE
1) 47487
Ph B 9 A ARsHEA = A 9 A%
REER
=7 s AULE) [VolNoy| 7
e (A A7) ° (})’agg ' -
3
Prognostic value of preoperative
clinical ~ staging assessed byPark SR (A1A#h), Kim 2010: 0610520
computed tomography inMJ, Ryu KW, Lee JH, Lee| Ann Surg 251(3’). =9 | 0710650
resectable gastric cancer patients:|JS, Nam BH, Choi IJ, Kim| (7492) 428*'%5 SCI | 0910040
a view point in the era of]YW A 1010180
preoperative treatment
) a5 ~ b5 -
Predictive factors for the efficacy l;f{kKS(xR)k( ﬂg'] é}hofﬂﬂl/‘%ﬂ Cancer %910"
of cetuximab plus chemotherapy CG. Lee Y Cho S]y Kim Chemother | 65(3): | =< | 0610520
as salvage therapy in metastatlcYW Ryu KW Lee Jﬁ Lee| Pharmacol | 579-87 SCI
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Abstract
Recently, the development of poly(adenosine diphosphate-ribose) polymerase (PARP) inhibitors as a synthetic lethality approach has

brought a major breakthrough in the treatment of breast cancer susceptibility gene (BRCA)-mutant cancers. Because sporadic cancers

have also been found to commanly have other defects in DNA repair. PARP inhibitors are under active clinical investigation in
combination with DMA-damaging therapeutics in a wide range of sporadic cancers. In this review, the authors discuss DNA repair
mechanisms and PARP as a therapeutic target and summarize an update on clinical trials of available PARP inhibitors and predictive
biomarkers for their efficacy.
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