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Project Summary

Development of new protocols for palliative chemotherapy in

Title of Project ) .
recurrent or metastatic gastric cancer

Key Words recurrent or metastatic gastric cancer, clinical trial, chemotherapy

Project Leader Sook Ryun Park

Associated Company

@ Objective

1) To develop the new palliative chemotherapy in recurrent or metastatic gastric cancer

2) To predict of treatment outcomes of chemotherapy through the association study
between genetic polymorphisms or mRNA/protein expression of metabolic enzymes of
chemotherapeutic agents and clinical outcomes

€ Methods

1) Performance of clincial trials

(1) Investigator-initiate trial: a total of 5 clinical trials
(2) Sponsor—initiated trial: a total of 6 clinical trials

2) Publication of results of clinical trials

(1) As a corresponding author or first author: a total of 6 SCI journals
(2) As a coauthor: a total 15 of SCI journals
(3) As a corresponding author or first author: a total of 4 SCI journals—in sumission or

revision

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 been performed in the multi-institutioal setting

4) Clinical trials using new agents
(1) Two phase I global trials —ongoing
- Phase I study of sunitinib malate in combination with cisplatin/capecitabine or
oxaliplatin/capecitabine in patients with advanced gastric cancer
- Phase I study of axitinib in combination with cisplatin/capecitabine in patients
with advanced gastric cancer

(2) One multicenter phase I trial - IRB approval and initiation
- A T/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

(3) One global phase II trial - preparing IRB submission

- Phase II study of olaparib in gastric cancer

(4) Four ongoing phase II or phase III trials using new agents




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, or irinotecan and treatment outcomes

€ Achievment

1. Quantitative

T g/ E g g4 = (%)
SCI =& HF 6/4 150
IF & 25.916/16 162
A 2719 =io] 27 Ann
Surg Oncol (IF 3.898)<}
Cancer Chemother Pharmacol
e A (IF ?.740)01] submission ¥ ©]
revisionz©] ™ th& 271¢]
=%0] J Clin Oncol (IF
17.157)¢} Cancer (IF5.238)
submission® ©] &
* oFEehA AW HEE w11 dA Y Foln AsHy #HE AEEY CYP2A6 A
g s X3 = 382, AR T5 F F4 #FS gsi2=2 201097 2011 A TR

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
2) Knowledge
= Development of the new chemotherapy in recurrent or metastatic gastric cancer
= FEvaluation of the association between genetic polymorphisms or protein expression and
treatment outcomes of chemotherapy
= Presentation of research at the international academic meeting
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2002.10.31 . . . 04’OncolRep A d &
051 2002.12.11 (paclitaxel) and cisplatin for | (A4 5
B patients with advanced A
gastric cancer
Pemetrexed and cisplatin in 410 |3 EF:R
0 2003.07.01 patier'lts with advanced (FAA 0 ’, ASCO &%
PR 067 9003.10.17 gastric cancer: a Korean SA4) |08 Cancer
74 cancer study group Chemother
multicenter phase II study Pharmacol A d &%
An open-label randomized
multicentre phase II study
of trastuzumab in
combination with a 4660 |=ASE U
129 2006.04.17 ﬂ.uorop'»yrlmldme and AAA |08 GI A,SCO g
2006.08.29 |cisplatin versus =a) |09 ASCO 3
chemotherapy alone as
first-line therapy in patients
with HERZ positive
advanced gastric cancer
HS IRBsOoI Y o= AM/=E D
(NCCCTS)| Xz A& B B (F)
A double blind, randomized,
multicenter, phase III study
of bevacizumab in
combl.natl.on with ‘ . 98/30
934 2007.08.20 |capecitabine anq cisplatin AR S99, FUE
2008.02.20 |versus placebo in =)

combination with
capecitabine and cisplatin, as
first-line therapy in patients
with advanced gastric




cancer

A phase III study of
comparing adjuvant
chemotherapy consisting of
capecitabine/oxaliplatin
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2.3.1. Phase I/II Study of S-1 Combined with Weekly Docetaxel in Patients

with Metastatic Gastric Carcinoma
(1) g 3=

ECOG F3 59 0-2
RECIST (Response Evaluation Criteria in Solid Tumors)® measurable lesion
499 1o 47 Il

Absolute neutrophil count >1 500/mm3 Platelet >100 000/mm3

oq= H1ﬂ£lﬂ]<2—]/ﬂ—/\1— ;‘(] AST/ALT <25 x 24)\P/K1—'6]—x]
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B S-1 bid days 1-14, docetaxel day 1, 8, every 3 weeks, H 12F7]7}4]

B Phase | 3 &% dAd HA 1/3 SA0A 1F7]5<¢ &A1 =4 (dose-limiting
toxicity)e] WERE W 71X &S S7HAIFE (R 1)

B Phase II: phase Io|A Z2A " A% &% (recommended dose)2 A&

E1 €% 94
43 oA S-1 (mg/m”/day) Docetaxel (mg/m”)
1 60 25
2 70 25
3 70 30
4 80 30
5 80 35
6 90 35
7 90 40

* S-12 3FF F HOo=E o] Folx il docetaxel day 1, day 89

it
2
it}

B 3rsielany w 257wtk H3FYH @EE A Aldste] T4 vke Bt
B v F=7]vlk NCI-CTC version 2.0°0.% =4 %7}
B 8= A 549 Ao 1577] st LA =

74 o] A& 5= 4% 9 neutropenia

3/4% 9] febrile neutropenia << infection with neutropenia

E9] thrombocytopenia &2 3/4%9 &8 & FWsle 3%=9 thrombocytopenia
3/4% 9] vl NELA A4

15715t Agd Fekststamieol 75%01d& wx

(4) CYP2A6 34 @4 A+

a
o
o,
Ho

B Tx d AF: CYP2A6 44 vdd3 A5 ZAxete] Aus 37t
(5) A 32+ 4= (phase 1)
B 2 7= Simon's two-stage optimal designs ©]-&3te] Py=0.3, P1=0.5, a-error=0.05,
B-error=02% 7} 392
B AN 15 e &2 & 59 o]dte] #Aprt whe-S Holw A&7}
A A Y AdE T J. 229A B2 deole 2HAE s F 468
o A7t EH. 467 T 197 olde $AvF wES HolW A57F ZHAQ Aow
AZS Y. 10%9 follow-up loss rateE #lsle] & 5299 a7 astge
6) 23
1) 32 54 2 baseline characteristics
B phase [°] ¥ 309, phase IIo] & 524 9] A7} SA4F
B 329 F4 32 phase I, I 242 504 (H9 27-71), 534 ((H9 23-7009 = (£ 2)



Z 2 549 349 d88 53

Characteristic Phase I Phase II
No. of patients 30 52
Median age, years (range) 50  (27-71) 53 (23-70)
Gender

Male 20 (66.7%) 38 (73.1%)
Female 10 (33.3%) 14 (26.9%)
ECOG performance status

0 2 (6.7%) 3 (5.8%)
1 28 (93.3%) 49  (94.2%)
Metastatic organ site

Abdominal lymph node 25 (83.3%) 49  (94.2%)
Peritoneum 19 (63.3%) 26 (50.0%)
Liver 8  (26.7%) 18 (34.6%)
Others 14 (46.7%) 13 (25.0%)
No. of metastatic organ site

1 4 (13.3%) 7 (13.5%)
2 17 (56.7%) 23 (44.2%)
>3 9  (30.0%) 22 (42.3%)
Prior treatment

Total gastrectomy 1 (3.3%) 0 (0%)
Subtotal gastrectomy 2 (6.7%) 3 (5.8%)
Adjuvant 5-FU + MMC 3 (10.0%) 0 (0%)
Adjuvant doxifluridine + RT I (3.3%) 0 (0%)

ECOG = Eastern Cooperative Oncology  Group; 5-FU = 5-fluorouracil, MMC = mitomycin C; RT
= radiotherapy.

2) A =AY A &% (maximum tolerated dose), H 48 % (recommended dose)
1ol &A% 54 (= AST A5)S B oF A7

SA &A= 7 A 3-olA &FAT SA 0] glde. Al 7 &FEANA 3% T 2
&
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—
AV}
X
ofo
ot
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>
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o
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7)

A4S (3%9 febrile neutropenia, 3%=2] infection with neutropenia)

HA ol A 6¢A §For A 3¥S o SASAS wl 2HA &FAT =

A (3w MAl/3 R 329 febrile neutropenia)S EY. A 59A o w7 TAAA 3

= O SAsES W 1ol &ZFA 54 (He)S BdowA Al 6 G &FS
Ho & FoR, Al 534 &FS phase I A5 91 A §Fo2 AU

3) phase II 79 X5 &3
B 513 TG WS Fvbee 34 5 2% (39%)2 & #AIE, 329 (62.7%)2 FiE
#E R AA TF WFSES 66.7% (95% 21 F-3F 53.8-79.6%) A =



B 3L T -ir’“?ﬂ'%ﬂﬂ ot T AW F 37| (time to progression)< 6.57|
4 (95% A= F7F 49-8.171€), AA AE71H2 1377019 (95% A= F3F 99-17571€)
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£ g
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s 04 g 0.4
5 5
& o
3 0.2 0.2
P
S
o
0.0 : — — — 0.0
0 2 4 6 8 10 12 14 16 0 2 4 6 8 10 12 14 16 18 20
Time (months) Time (months)
a9 1. A% 38 7133 AA ASE TA
4) phase II 979 A5 =4
B 5149 A8 54 HIbed 34 5 3/4%9 neutropenial 15 (29.4%)0 A A}

3l 3/4% 9] febrile neutropenia =< infection with neutropeniai= 10% (19.6%)°l A
TS (F 3)

m g B3 34w wmddsty =

a 6)

(9.8%), ®H] (59%), THIE (5.9%

2 infection without neutropenia (15.7%), 3=

%
oSS (X 3)

E 3. Fgsstaye 54 (N=51)

NCI-CTC Grade
1 2 3 4
No % No % No % No %

Hematological

leukopenia 14 275 7 13.7 12 23.5 3 59

Neutropenia 13 255 3 15.7 9 17.6 6 11.8

Thrombocytopenia 2 3.9 0 0 0 0 0 0

Anemia 22 43.1 25 49.0 3 59 0 0
Non-hematological

Stomatitis 20 39.2 21 41.2 3 59 0 0

Anorexia 24 471 24 471 1 2.0 0 0

Nausea 20 39.2 16 314 1 2.0 - -

Vomiting 16 314 9 176 0 0 0 0

Diarrhea 25 49.0 12 23.5 2 39 0 0

Hand-foot syndrome 5 9.8 2 3.9 1 2.0 - -

Alopecia 21 41.2 30 58.8 - - - -

Infection without neutropenia| 0 0 11 21.6 8 15.7 0 0

Febrile neutropenia/infection - - - - 9 17.6 1 2.0




with neutropenia

Peripheral neuropathy 34 66.7 3 59 1 2.0 0 0
Fatigue 24 471 19 37.3 5 9.8 0 0
Pneumonitis 0 0 0 0 1 2.0 1 2.0
AST/ALT elevation 15 29.4 5 9.8 2 3.9 0 0
Hyperbilirubinemia 6 11.8 4 7.8 0 0 0
Nail change 16 31.4 22 43.1 - - -

2.3.2. Phase II Study of S-1 Combined with Irinotecan and Oxaliplatin in

Metastatic Gastric Cancer
1) g A

m zAgon BH Aoy A%

B 184 o]

B ECOG +3 &9 0-2

B RECIST (Response Evaluation Criteria in Solid Tumors)® measurable lesion

B A3s F8 A7 s
Absolute neutrophil count >1,500/mm”’, Platelet >100,000/mm®
g A FH <15 mg/dl, AST/ALT <25 x 733 (7bdole A5, <5 x 447
&)
a5 AdotHd <AFEETHA

B A 52 ol fldkel dial ol d Feksttaw] AmwHoel gls (& olde Hx
Fddststanio] A7 TFH AFOEZRH Ha 12Y Ao gds5¥ Afde 55 Jbe
gt 17y o] d 9] oxaliplatin®] Y} irinotecan X 8& S & E7}dh)

B YZE e yiaky Aske] glojof 3

B S-1 40 mg/m® bid days 1-14, Irinotecan 150 mg/m® day 1, oxaliplatin 8 mg/m’ day
1, every 3 weeks, Htl 1257]7}4]
3) A= &2y % =4 A7t
B erstetaw] v 257 vin Y 95#3 G Al $F vE HU

= O
m uv] F7]ult} NCI-CTC version 3.00.2 54 7}

B 2 = Simon’s two-stage minimax designg ©]-8§3}¢] Py=0.3, P;=0.5, a-error=0.05,
B-error=0.2% 7} 39S

B AN 199 e &2 & 69 o]ete] #Art Wk Holw A&7}
AT A A Ade T J. 229A ¥ deole 2dAE s F 397

A1t 2. 399 F 179 ol B Mg mold Ak BRH Ao
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AZS W™, 10%9 follow-up loss rates 1L#3te] & 449 9] SAp7F 23S
6) 23
1) 32 S5 A 2 baseline characteristics
B 2007d 6¥€5-H 2007 12€ 74A] F 447 (100%)°] A7} s A H
B 3] T AR 544 (M9 27-66) 3L FA7E 349, o427 108 el (F 4)
2) A7 Fo
B = 303 7|7} 5% %3 median number of cycle per patientt® 11 7198 (H$
1-12). 9 €% 7% (median dose intensity):= S-10] 333.6 mg/m*/week (73 <]
80.4%), irinotecan®] 47.4 mg/m”/week (A& 2] 94.8%), oxaliplatin®] 26.9 mg/m®*/week
(A2 2] 94.9%)°] A =

E 4 539 849 9H 54 (N=44)

Patients

Characteristics No. %
Sex

Male 34 77

Female 10 23
Age

Median 54

Range 27-66
ECOG Performance status

1 42 95

2 2 5
Metastatic organ site

Peritoneum 24 55

Liver 19 43

Abdominal distant lymph node 27 61

Ovary 6 14

Others 11 25
Number of metastatic organ site

1 14 32

2 19 43

>3 11 25
Disease status

Initial metastatic 39 39

Recurrent 5 11
Prior treatment

Total gastrectomy 4 9

Subtotal gastrectomy 1 2

Adjuvant chemotherapy 3 7

9] neutropeniaZ} WS AL, 7 (16%)0l A 3% 9] febrile neutropenia’} WA EIA S, o]
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52 UFE 1299 #& 7| 2E S FHtetda Uy A5=Z HGA IEHAS 6
W (14%)° A 3/4%=2] thrombocytopenia’} AsIG o oj9f #Aedd HdL& glAS. 7}
I 23 39 g adsty AL BE (18%), A&RA (16%), AAF (14%) o] 4
o] 542 gAs (£ DH
£ 5 Fg3tayid ddd 54 (N=44)
NCI-CTC Grade
1 2 3 4
No % No % No % No %
Hematological
leukopenia 11 25 19 43 5 11 4 9
Neutropenia 7 16 7 16 21 48 8 18
Thrombocytopenia 15 34 4 9 3 7 3 7
Anemia 30 68 6 14 0 0 1 2
Non-hematological
Stomatitis 23 52 6 14 1 2 0 0
Anorexia 16 36 21 48 7 16 0 0
Nausea 19 43 19 43 2 5 0 0
Vomiting 19 43 14 32 2 5 0 0
Diarrhea 17 39 15 34 6 14 0 0
Hand-foot syndrome 8 18 0 0 0 0 - -
Alopecia 19 43 22 50 - - - -
Infection without neutropenia| 0 0 3 7 2 5 0 0
Febrile neutropenia - - - - 7 16 0 0
Peripheral neuropathy 32 73 5 11 0 0 0 0
Fatigue 19 43 23 52 2 5 0 0
Abdominal pain 19 43 14 32 8 18 0 0
AST/ALT elevation 17 39 4 9 0 0 0 0
Hyperbilirubinemia 7 16 3 7 0 0 0 0
Infection without neutropenia| 0 0 3 7 2 5 0 0
D EFF g
B o558 499 B4 F 4290lA FF NS B e, 68 (1499 Bpel A
A #AE, 278 (64%)] FAAA BEE #BIE B HA FTY wESEL 79% (95%
AF T 66%-91%)9 S (% 6). 28 2% RECIST criteriaol w2} baselineoll B8] #x
T HHe] 7 E UEH I 5. TS -7h3% A5
B SlA 9] WRE hAa Al 397 T 10 (26%)E Aol b delE Bl
ol 2APAR FAT AoIUL
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X 6. FEsayd g TF 9 (N=42)

N %
Complete response 6 14
Partial response 27 64
Unconfirmed partial response 4 10
Stable disease 2 5
Progressive disease 3 7
total 42 100

20 - B Confirmed complete/ partial response

Unconfirmed partial response orstable disease
¥ Progressivedisease

(=]
I

)
o

-]
o

Changein Tumor Size From Baseline (%)
& &

-100

I3 2. RECIST criteriadl &} target® ¥ 2] baseline tH] 312 ZH4A %E YE =
waterfall plot

5 A&7

m Y FA

v

i

ZH 7)1zF 23870 (9], 99-26.47M€E) s, T4 2 TR A7 (time to
progression)< 10278 9ol a1 (95% A2 F37F 7.7-12770€8) T4 WAE7|HS 176704
o] (95% A1FF3F 9.0-26271E (19 3). 2 AEEL 47.7%°1A (95% 2= T
7+ 33.0-62.4%).
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Progression-Free

10— 1.0

Median TTP =10.2 months
(95% Cl, 7.7-12.7 months)

Median O3 = 17.6 months
(95% Cl, 9.0-26.2 months)

08— 08=

06— 0.6

Survival

04-

02— 02—

T T T T 1 U.G L]
4 8 12 16 20 24 28 o] 4 ] 12 18 20 24 28

Time (months) Time (months)

0.0
0

29 3. (A) 29 F A3 7|7t (time to progression) FA (B) AA A&EE JA

2.3.3. A Randomized Phase II Study of Continuous or Intermittent S-1

—~
N)
~

Combined with Oxaliplatin in Recurrent or Metastatic Gastric Carcinoma

(1) o gk
B A How gxd APd 52 Hold o
B 184 o]
B ECOG +3 59 0-2
B RECIST (Response Evaluation Criteria in Solid Tumors)® measurable lesion 22

non-measurable evaluable lesion
m AYE T8 3] )
Absolute neutrophil count >1 SOO/mmS Platelet >100 OOO/mm3
= Ay Fvi<]s x AAASH ] AST/ALT <25 x AAASER] (7FA 0] 9 78“Or, <5

X
7% EA])
dZF AdolEld <15 x A4

B A 52 Aol fdkel disl ol d ettt a A swEo] gl (W olHe Bx
2 Attt afio] A4 55 AFSERYH HA 6719 Aol grE Afele T
% 7bsd 28y o] M9 oxaliplatin X E&E 5= E7he)

B 7S o8 I Aol glojor FF

|5 WU

B Induction chemotherapy 65 7]:
S-1 40 mg/m” bid days 1-14, oxaliplatin 130 mg/m” day 1, every 3 weeks

B Induction chemotherapy # 65F7] ¥ progression 3t# &< 3xE 2 XgFoz F3F

CICEE

(stratification factor: response to induction chemotherapy (CR/PR [incomplete response
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in non-measurable evaluable disease] vs. SD), and measurable vs. non-measurable
evaluable disease)

- Arm A (continuous chemotherapy): S-1 + oxaliplatin FI X8 ZE AHZH A7}A|
)2

- Arm B (intermittent chemotherapy): X| 2% %] & ZAWR3PA] S-1 + oxaliplatin A 7l
S-1+

S-1 + Oxaliplatin until PD
Ceilg=lsial Oxaliplatin CR/PR/SD
or X 6 cycles
metastatic S-1 + Oxaliplatin at PD

Randomization

cancer

m 3to] 2 H7h EORTC QLQ-C30, gastric module ST022 - X1 & A
7}
(4) CYP2A6 34 t@dAd A+
m T def I CYP2A6 #7304 tdda A5 a¥ 58 5439 a4 F7t
G) A &2
B2 AT i S 5 2] fal dold Sk dAE Ao 3 o]de] =Y
dAEH AT+ AEE Fug (4 5, Am J Clin Oncol 2005; 28(5):433-8, ¥ &, Br J
Cancer 2006; 94(10):1402-6): docetaxel/irinotecan &2 docetaxel/5-FU/cisplatin & 65
7] & A eA B A T éltﬁo] AP A A 5E A& S5 T AE
71302 72y 157709, 17970 el webA 2 A% continuous chemotherapy
arm (arm A)°] FYAE71E 177H%i 7Heds. b 9% A8E Ags dest
= Ao &l 90% FEE 7F2 selection designel &713ted, intermittent arm}
continuous arm®] hazard ratiog 1.2= 7}AS of (7 T AE 7|z 147042 1770
4), T2 w4 A F 11299 #A7F o A 6577 FEITay sk £ &
of M 52 Hgow deste e v &S oF 0% 7t E W T 188w o] At
7} a3k 5%9 follow-up loss rates & ZF 1989 9] &2 (7 A5 99)
7b Fagh T A& Eet A 6577 Fstan s gEtsts Sk HlEo] A
A 53% 2 vehA old A 20099 10¥ HX IA4E F 2650%W (4 XNE LH
1257%) 02 F7HA .
(6) A%

o
o
[N}
N
~
o
o
o
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1) 82 S A % baseline characteristics

B 20099 12€ A AFE i g 250 F 19278 (76.8%) 2] A7t =4
B 7o) T A" 544 (HE] 24-69)F 3L FR7F 1229, A= 70 el e (R T)
E 7. 559 19 d2F 54 (N=192)
Patients
Characteristics No. %
Patient enrolled 192 100
Sex
Male 122 64
Female 70 36
Age
Median 54
Range 24-69
ECOG Performance status
0 6 3
1 172 90
2 14 7
Histology
Tubular adenocarcinoma, well differentiated 13 7
Tubular adenocarcinoma, moderately differentiated 42 21
Tubular adenocarcinoma, poorly differentiated 64 33
Signet ring cell carcinoma 68 35
Others 6 3
Metastatic organ site
Peritoneum 127 66
Liver 51 27
Distant abdominal lymph node 85 44
Lung 13 7
Number of metastatic organ site
1 72 38
2 55 29
>3 67 35
Prior treatment
Subtotal gastrectomy 15 8
Total gastrectomy 20 10
Adjuvant chemotherapy 18 9

2) A 3 A=
B 20099 12€9 @A S5 19299 3 5 Ao d gle] induction chemotherapy 6
F715 vz x+= 759 oY (intermittant arm: 379, continuous arm: 38%), median
number of cycle per patient= 4 F7]19S (F 1028 7], 657] A T2 Fo X7 F
wato] Fzhe] w A H A gk Abgh 857)

3) Feratstamel 4

o u
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B 20099 129 dA ddsistayy wEd 540 & Fr sbed 1929 #AF F 35
o (183%)ol A 3/4%2] neutropenia’} ZATAIL, 36M  (188%)lA  3/4%=9]

thrombocytopenia’} A8 21 febrile neutropenia/infection with neutropenia® 19

(0.5%) ARt HAsAL G3 o] e == 9% (47%)NA LSS (5 8)

£ 8 ¥ddstady Add 54 (N=192)

NCI-CTC Grade
1 2 3 4

No % No % No % No %
Hematological
leukopenia 65 33.9 34 17.7 7 3.7 0 0
Neutropenia 21 10.9 59 30.7 32 16.7 3 1.6
Thrombocytopenia 66 34.4 32 16.7 27 14.1 9 4.7
Anemia 85 44.3 83 43.2 15 7.8 1 0.5
Non-hematological
Stomatitis 60 31.3 13 6.8 1 0.5 0 0
Anorexia 57 29.7 100 52.1 23 12.0 0 0
Nausea 93 48.4 69 359 5 2.6 0 0
Vomiting 46 24.0 46 24.0 6 3.1 0 0
Diarrhea 38 45.8 17 8.9 9 4.7 0 0
Constipation 99 51.6 13 6.8 0 0 0 0
Hand-foot syndrome 13 6.8 2 1.0 0 0 0 0
Alopecia 35 18.2 0 0 - - -
Infection with neutropenia - - 0 0 1 0.5 0 0
Infection without neutropenia| 0 3 1.6 6 3.1 1 0.5
Febrile with neutropenia - - - - 0 0 0 0
Febrile without neutropenia 3 1.6 4 2.1 0 0 0 0
Peripheral neuropathy 132 68.8 38 19.8 10 5.2 0 0
Fatigue 80 41.7 79 41.2 25 13.0 0 0
Fluid retention 52 27.1 2 1.0 0 0 0 0
Tearing 42 21.9 8 4.2 0 0 0 0
Abdominal pain 84 43.8 59 30.8 22 115 0 0
Allegic (Hypersensitivity) 0 0 1 05 0 0 1 0.5
Skin rash 55 28.7 8 4.2 0 0 0 0
Hemorrhage 14 7.3 5 2.6 9 47 0 0
Perporation, GI 0 0 0 0 3 1.6 0 0

20099 12€¢ A 529 192949 32 = 1819 oA measurable lesion®] ARl o] =
= 2. 29 At A] 4 T E, 81 ] FhAfol A
1.9% %2 (95% A1Z] 3+ 44.2-59.6%) (% 9).

-z
Mo
=)
i
f
2
)
2
ofN
o2
r]I
oo
o
rlo
()]
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E9 T S B b E fANA FEEsrand iy T ¥S (N=160)
N %
Complete response 2 1.3
Partial response 81 50.6
Stable disease 58 36.3
Progressive disease 19 11.9
Total 160 100

5) AE713¢

Probability of Progression-free

AW EZ37]7F (time to progression): arm A (continuous chemotherapy)s & %43ko]
11.1 7€ o] arm B (intermittent chemotherapy)= 6.971 €< (P=0.002) (19 4).
HAA AE7]7F arm A (continuous chemotherapy)s= kol 225 7/f¥olal arm B

=%
(intermittent chemotherapy): 19.771 €< (P=0.602) (L& 4).

1.0
Continuous 11.1 mo 0.002
081 Intermittent 6.9 mo _ 08
2
2
0.6 & 06
L3
=]
2
0.4 2041
S
| vedian 05 | P-value|
0.2 921 Continuous 22.5 mo 0.602
Intermittent 19.7 mo
0.0
0.0 T T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 0 4 8 12 16 20 24 28 32
Time (months) Time (months)

a9 4. AT #E (A) 2 FAY 717 4% (B) AA BEE A

2.3.4. A Randomized Phase II Study of S-1 versus Capecitabine as First-line

Chem

otherapy in the Elderly and/or Poor Performance Status Patients with

Recurrent or Metastatic Gastric Cancer
1) o 3=

zAgH o FAH LA TL& HolA 9

70-8541: ECOG 3% 3 0-2 32 65-694]: ECOG 859 2
ECISTZ measurable lesion

Asrst F9o AU VS

Absolute neutrophil count >1,500/mm®, Platelet >100,000/mm®
Pz g Ful <15 x Adsx], AST/ALT <25 x A3 (7hdole] A% <5 x
A AFALEE])

o O T

g3 AdlolEld <15 x A33HH
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(3) A=

A B ol figtel dial ol &Fekstetan AmEHEl s (&, o]de Bz
2 Adgaetsistanio] A 5 AFHoRNH HA /1Y dol gud Afddes S
% 7bedh 1Yy o] e S-1 5& capecitabine A5+ 5% =713

A4E v A dgho] flojof g

A

T ARToR FAe] vl

(stratification factor: 70-854] vs. 66-694], ECOG &%= (0-1 vs. 2)

- S-1 arm: S-1 40 mg/m2 bid days 1-14, every 3 weeks

- Capecitabine arm: capecitabine 1250 mg/m* bid days 1-14, every 3 weeks
3 9 e 4 97

geratgay o) 277\ vie AFE BEEY Adstel T we B

o
[e)
Arm B= 3 657] & A8 T §¢ 65700 HaH dFEG A

m 39 2 H7k EORTC QLQ-C30, gastric module ST022 - X & A, o]& 2F7|vit} H

7}

(4) CYP2A6 34 v@dd A+

L
(B) W &2
B = o= open, non-comparative randomized phase II trial2A EA41% B34S 93 2
70 €] simultaneous phase II trial® A%l 2 A 5o i3] Simon's two-stage
optimal designel #& %A, ZF A7 Wl A5 HAIL 10%¢] null hypothesis 2t
25%9°] alternative hypothesisE testsl= Ho= 3 80%°9 poweret 5%9]
alpha-errorg %843}
B 1AM 189 9] kA & 27 oske] $hA} whES WolW A R57F g olA] itk
AZ F7 A4 ANFS FUshA . 185 &S ASoE 2uAR Aty 7t =
ol F 437 9] A7 TEE. 438 F 8% oo #:AUE wrgS HolW Auvh &
Aol Aow AEZS WH. 10%9 follow-up loss rateE 1@t z g% %= 489
of g7k A (2 A7l & 967 b
(6) A

1) 32} 54 % baseline characteristics

B 2009d 12¢€ @A AFE W A 967 T 9378 (96%)¢] SAF sEF (S-1ol 47

W capecitabines ol 46%%)
S-179 =4 dye 724 (B9 64-81)9 1, capecitabinen* o] =9 A#EE& 714 (H9

65-78)% F X &m Froll Aol {U AL, capecitabinew ¥} S-1 oA EF 2 3kAp9]
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2)

3)

A]

E10. 548 829 945 54

S-1 Capecitabine

Characteristics No. % No. %
Patient enrolled 47 100 46 100
Sex

Male 35 74 38 32

Female 12 26 8 18
Age

Median 72 71

Range 64-81 65-78
ECOG Performance status

0 0 0 0 0

1 42 89 37 80

2 5 11 9 20
Histology

Tubular adenocarcinoma, well differentiated 5 11 2 4

Tubular adenocarcinoma, moderately differentiated 19 40 14 30

Tubular adenocarcinoma, poorly differentiated 14 30 17 37

Signet ring cell carcinoma 4 9 9 20

Mucinous adenocarcinoma 0 0 1 2

Papillary adenocarcinoma 1 2 0 0

Others 3 6 2 4
Metastatic organ site

Peritoneum 14 30 21 46

Liver 15 32 15 33

Abdominal lymph node 31 66 29 63

Others 15 32 18 40
Number of metastatic organ site

1 11 25 8 18

2 12 28 14 32

>3 20 47 22 50
Prior treatment

Gastrectomy 12 25 10 21

Adjuvant chemotherapy 1 8 3 30

7 208 AL

B 20099 12¢€ @A 529 9349 3kAbo A median number of cycle per patient®= S-1

(52.2% vs. 85%) (& 11)
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¥ 11. ggsigtaye 54
S-1 (n=47) Capecitabine (n=46)
NCI-CTC NCI-CTC
1 2 3 4 1 2 3 4
No (%) | No (%) | No (%) |No (%)| No (%) | No (%) |[No (%) (1:2))
Hematological
leukopenia 10(21.3) | 1(2.3) 0 0 11(19.6) | 2(4.3) 0 0
Neutropenia 8(17.0) 3(6.4) | 2(4.3) 0 8(17.4) | 5(10.9) | 1(2.2) 0
Thrombocytopenia 5(10.6) 3(6.4) 1(2.1) 0 10(21.7) 0 0 0
Anemia 20(42.6) |19(40.4) | 1(2.1) | 1(2.1) | 30(65.2) | 11(19.6) | 2(4.3) 0
Non-hematological
Stomatitis 13(27.7) 3(6.4) 0 0 11(23.9) | 9(21.9) | 2(4.3) 0
Anorexia 18(38.3) | 14(29.8) | 5(10.6) 0 23(50.0) | 16(34.8) | 1(2.2) 0
Nausea 14(29.8) | 5(10.6) | 1(2.1) 0 17(37.0) | 7(15.2) | 1(2.2) 0
Vomiting 11(23.4) 3(6.4) 0 0 2(4.3) 3(6.5) 0 0
Diarrhea 10(21.3) | 5(10.6) | 1(2.1) 0 15(32.6) | 4(87) | 2(4.3) 0
Constipation 12(25.5) 1(2.1) 0 0 16(34.8) | 1(2.2) 0 0
Hand-foot syndrome 4(8.5) 0 0 - 8(17.4) | 9(19.6) | 7(15.2) -
Alopecia 3(6.4) 0 - - 4(8.7) 1(2.2) - -
Liver enzyme elevation| 10(21.3) | 4(8.5) 0 0 7(15.2) | 2(4.3) 0 0
Hyperbilirubinemia 9(19.1) 3(6.4) 2(4.3) 0 5(10.9) | 47 | 2(4.3) 0
Infection with
) - 1(2.1) 0 0 - 122) | 1(22) 0
neutropenia
Infection without
) 0 2(4.3) 1(2.1D) 0 0 0 0 0
neutropenia
Febrile with
) - - 0 0 - - 0 0
neutropenia
Peripheral neuropathy | 14(29.8) 0 0 0 15(32.6) 0 0 0
Fatigue 19(40.4) | 13(27.7) | 6(12.8) 0 19(41.3) | 13(28.3) | 7(15.2) 0
Fluid retention 5(10.6) 1(2.1) 0 0 9(19.6) | 2(4.3) 0 0
Tearing 17(36.2) 3(6.4) 1(2.1) 0 13(28.3) | 2(4.3) 0 0
Abdominal pain 18(38.3) | 10(21.3) | 1(2.1) 0 16(34.8) | 6(13.0) | 4(8.7) 0
Skin 6(12.8) 0 0 0 4(8.7) 0 0 0
Hemorrhage 0 2(4.3) 0 0 3(6.5) 2(4.3) 0 0
4) T4 "HS
B 20099 12¢€ dA] S-17oAe= ¢ vhg H3IF 7hedt 429 T 1HWelA B E, 14
oA BE #HIE Ho] 357%2 HFSSS H I, capecitabinew ol A= £ WS
7h 7be 427 T 10l A FE delE mof 238%°] wEES HAUS (%12)
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¥ 12. 345 add B T B

S-1 (n=47) Capecitabine (n=46)
N (%) N (%)
Complete response 1(2.1) 0 (0)
Partial response 14 (29.8) 10 (21.7)
Stable disease 14 (29.8) 21 (45.7)
Progressive disease 13 (27.7) 11 (23.9)
Not evaluable 5 (10.6) 4 (8.7)

5) A&7z
m AT 7] 7F (time to progression): S—-17 F9gko] 4.2 7Y o] il capecitabine

30714 (P=057) (L9 5)

10

= edian TP p-vale |
51 4.2 mo 0.57
Capecitabine 3.0 mo

o
-]
L

Probability of Survival

024

I_I

0.0 T T T T
1] 4 8 12 16 20

Time (months)

2% 5 AR 4E dY FAY 72 24

|

2.3.5. 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

(1) i &=

zAgo 7 Sxw A

fs

o1y 919
1841 °]%

ECOG 3 549 0-2

RECIST (Response Evaluation Criteria in Solid Tumors)® measurable lesion

dolid eiskel e 12 Fhststaons ox-9o Z2 JHAIE + A AEetd *

FARE W BY AAFAAY AR FE F 649 oy AAF
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Absolute neutrophil count >1,500/mm?®, Platelet >100,000/mm”
e W FH <15 x AR, AST/ALT <25 x A373%HA] (ZHdole] H$- <5 x
A

2 (Cer) =50 ml/min (24A17F = =38 A =2 AL ARE)
ol m=ATYA =& sFgAl Ax HHol gl
] o] 30% w|RERE &g
o] el Aol glojok
A2E g kA ko] flojof 3t
(2) A& W
I e R =i

stratification factor: study site, ECOG performance status (0-1 ] 2), &=}

H B H B
R
ok
>
>
r)v
B
Al
rlr
2
i—'a
M

n -h

[e

1o

off
=

sate

of
ut

Holl o3k ¥kg o4 (response ™ no response)
m 3eksiela

Arm 1: docetaxel 75 mg/m2 on day 1 every 3 weeks
Arm 2: docetaxel 60 mg/m2 + cisplatin 60 mg/m2 on day 1 every 3 weeks
Arm 3t docetaxel 60 mg/m° + S-1 30 mg/m° bid on days 1 (evening) to 15
(morning) every 3 weeks
Ame A AP A A AL
3 A= =23 B gel A H7t
m gstsay u 2Fvid ARE 938G Adstel 2% W B}
B 39 2 7l EORTC QLQ-C30, gastric module ST022 - %
Qbell = wf Fwit 01601]% 25 7]mtet 7t
(4) CYP2A6, ERCC1, MDRI1 & 34 o34 A+
B 1x F9 A3 9 DNA F%: CYP2A6, ERCCL, MDR1 %9 ##4 ttdAd¥ iz
s 2d A= AR 2 2 sAIe] ARA H7t

(

il
[

B A5 9EE WHolA 7 Am g7 S8 A5dS JEs gt A s 90%
9] &L 717 Simons’ selection designg ©]-83}4, A W& 16%9 Hu W&

30%E 71A-ste] & 13589 A7 Fadt b 5%9 follow-up loss rates ¥33dte]
T F 1447 (4 A5 T 48%)9 FArf HQ%
6) 4
1) 82} 5 A ¥ baseline characteristics
B 20099 12€ A Al H i g 1449 F 33W(23%)9] AU 55 E
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24. FEFHa A2 Ao 5 A% B

2.4.1. Phase I/II Study of S-1 Combined with Weekly Docetaxel in Patients
with Metastatic Gastric Carcinoma
(1) CYP2A6 #1172 thd4
B CYP26A 44 g4 24& A3 4944 =4 Fy& g5k

= polymorphism & ©¢}A|o}Slel H]
WA E3 variant allelel CYP2AGx4, *7, %9, *10& 4% o1& FxAE S AH37)
#& 3 polymorphic sites (-48T>G, 6558T>C, 6600G>T)¢ CYP2A6 7329 deletion
S ZAMSH CYP2A6x1 (wild  type) 3} CYP2A6+42  polymerase  chain
reaction-restriction fragment length polymorphism (PCR-RFLP) W o2 Felslslar
CYP2A6+4 PCRel WA= primer 2A6int8F (5'-CAAGTGTACCTGGCAGGAAA-3"),
2AT7int8F (5'-CAAGTGTATCTGGCAAGAAG-3')*} 2A6reverse
G -TAATTGGGTTGTTTTCTATTGAGT-3')& AF&3F PCR products< restriction
enzyme Acc IS 2 digest® . CYP2LAGT, %9, *102 single base extension method
S Abgske] #19 -48T>G &S 9814 primer CTCTCAGACCCCAAATCCAA
(forward), TCTGCTGCCAAACAGACATC (reverse), e
AATCAGCCAAAGTCCATCCCTCTTTTTCAGGCAGTA  (extension)S  Al&33 3
6558T>C <] A& f8l A= AGGCTCAGGGAGGATCAGAGC (forward),

GTCTTGGCCCTGCCCTTT (reverse), oy
GCCTCAAGTCCTCCCAGTCACCTAAGGACA (extension)s AF&3tomn 6600G>T
<] e Al A= AGGCTCAGGGAGGATCAGAGC (forward),

GTCTTGGCCCTGCCCTTT  (reverse), and ACGTGGGCTTTGCCACGATCCCAC
(extension)S AF&3S. amplifications 9314+ GeneAmp PCR system 9700
thermal cycler& AF£3F9932 SNaPshot ddNTP Primer Extension Kit& A}-£-3}¢]
primer extensiong A8 &. primer extension reactiong FX38}7] ¢ &A= reaction
mixtured] 1 unit® shrimp alkaline phosphatase2 ¥ il 1A]7F5 ¢t 37°Coll A incubation
A FI o] & F4 BAFE s 72°Col A 1587 incubation?] #&. extention products

g xgal

53!

DNA samples® GeneScan 120 Liz size standard solutions Hi-Di
formamide®l] 23 95°CollA] 5% &<t incubationAlZ] § L&A 5% incubationAl 7.
ABI Prism 3100 Genetic Analyzerg A}&3l4 #H7|95S 339 ABI Prism
GeneScan¥ Genotyper programs= Al&34 ZA3E 23

B 5019 A F CYP2A6%1, CYP2A6+4, CYP2A6%7, CYP2A6+9, CYP2A6%10¢] allele Hl
=+ 747 054, 0.14, 0.13, 0.17, 0.02% <

B 50989 #FAtelA CYP2A6 frdad Wes # 139 25

_23_



¥ 13. CYP2A6 genotype ¥1= (N=50)

No. of variant alleles Genotype No. of patients (%)
0 (W/W) (n=14) x1/%1 14 (28)
1 (W/V) (n=26) *1/%4 6 (12)
*1/%7 8 (16)
*1/%9 10(20)
*1/%10 2 (4)
2 (V/V) (n=10) *4/%4 2 (4)
*4/%7 2 (4)
*4/%9 2 (4)
*7/%9 3 (6)
*9/%9 1 (2)
V=variant allele (CYP2A6%4, *7, %9, 32 x10); W=wild-type allele (CYP2A6%1)

(2) CYP2A6 F42 tt@d Aol & X5 539 Ao
B WW, WV, V/VE 7} 5o Z4 g

O O .
W/W SAR82 b fasel wa VVEARE S

[e)
B O BN CYP2A6 frdAE 2 ¢ WSS dSst= v 3o
. ,
SEo] 0.11 ¥rell ¥4 F%= (F 14)

B WW, WV, V/VE 7Fd 3xp 5o A9 S AW T3 A&7 722 8170€, 6.9
M4, 3.170€ (P=0.0009)°] S (19 6)
¥ 14. % w39 3 Logistic regression analysis

CYP2A6 Univariate Multivariate*
genotype OR 95% CI P OR 95% CI P
W/W (n=14) 1 1
W/V (n=26) 0.23 0.05-1.10 0.07 0.30 0.05-1.99 0.21
V/V (n=10) 0.12 0.02-0.75 0.02 0.11 0.01-0.98 0.04
g, WA S, ARz aFA] sl 2Ad
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N Median PFS 6-mo PFS (95% CI)

10. — WW 14 81mo 71% (46-95%)
— WN 26 69mo 54% (34-73%)
08. — VIV 10 3.1mo 11% (0-32%)

0.6
Log rank P = 0.0009

0.4+

0.2+

0.0+

Probability of Progression-free Survival

0 4 8 12 16 20 24
1% 6. CYP2A6 AP & AW 3P &7

2.4.2. Association of CYP2A6%4 with the Efficacy of S-1 plus Cisplatin in
Patients with Metastatic Gastric Cancer
(1) CYP2A6 w24 vt A

B 3719 polymorphic site (-48T>G, 6558T>C, 6600G<T)2} CYP2A6 A+ deletion
ZAFste] CYP2A6%1, #4, #7, 9, *10 FAAg S A4

B 5799 32 T CYP2A6%1, CYP2A6%4, CYP2A6+7, CYP2A6+9, CYP2A6%102] allele ¥l
= 247} 054, 0.17, 0.05, 0.19, 0.04% =

(2) CYP2A6 F34 t1@d Aol & X5 579 o]

B S5 HSE2 WW 32 (n=13)91A4 69.2%9 1, W/V 22 V/V 32 (n=44)°l A
40.9% (P=0.07)°1% &

B CYP2A6+4fr 7o & T4 &S BA39S W, d+= 5+ 316%, sie 25+
55.3% A= (P=0.09)

B CYP2A6+4 o w2 dYFas 73S A 9S w, &= 49+ 3574, gl 4
& 53/l (P=0.01)

B AA IAE WW, WV (4419]), V/V =
2 69.2%, 48.0%, 31.6% (P=0.11)°1% 31, T4 A FH P71t 11.2714, 5.371€, 357
4 (P=0.0DolA}s (2" 7)

B o3 CYP2A7THAAE o] w2 AW 7|7he] Aol opis A AE f9]35t3
+ (% 15
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1.0— Median TTP (95%Cl) 6-mo TTP (95% Cl)
W/W 11.2mo (2.1-20.2) 63.5% (34.5-92.5%)
W /V(-%4) 5.3mo (4.2-6.4) 36.0% (17.2-54.8%)

V/Vor*1/%4 3.5mo (2.4-4.6) 23.7% (3.5-43.9%)

£
-]
|

=]
o
|

Log rank P = 0.01

Probability of Progression-free
¥

o
[N
|

I_I

0.0 [ I I I I I I I I
0 2 4 6 8 10 12 14 16 18 20

Time (months)

29 7. CYP2A7 #2A3 wte 23 ¥4 71 F4

¥ 15. CYP2A6 AR o2 FYFFA3P7| 7k 3 Cox regression ananlysis

Univariate Multivariate*
CYP2AG genotype  mp—955 ) P HR (95% CI) P
W/W 1 0.025 1 0.005
W/V (x4A] 2]) 1.67 (0.76-3.67) 0.206 2.13 (0.87-5.24) 0.100
V/V &2 x1/%4 3.15 (1.33-7.47) 0.009 444 (1.75-11.25) 0.002
*ECOG performance status, metastatic site numberol] ti3sf] X A st

2.4.3. Phase II Study of S-1 Combined with Iriontecan and Oxaliplatin in

Metastatic Gastric Cancer
(1) UGTI1A #3434 o3Ad

UGT1ALl: 211G>A (UGT1A1#6, 1rs4148323), -53(TA)s>7 (UGTI1A1%28, 1s8175347),
-3279T>G (UGT1A1%60, rs4124874)

UGTI1A6: 19T>G (rs6759892), 315A>G (rs1105880), 541A>G (rs2070959), 552A>C
(rs1105879)

UGTI1AT: 387T>G (rs17868323), 391C>A (rs17863778), 392G>A (rs17868324), and
622T>C (rs11692021)

Genotyped] HIE¥ the&3 &

UGT1A1%6 (211G>A), G/G (1n=28), G/A (=15, A/A (n=1); UGTI1A1#28(—
53[TAle>7)(TA)s/(TA)s(n=35),(TA)s/(TA)7(n=8),(TA)7/(TA)7(n=1);UGT1A1*60(—
3279T>G)T/T(n=26),T/G(n=15),G/G(n=3);UGT1A6(19T>G,3156A>G,541A>G,552A>C),*1
/%1(n=23),*1/%2(n=19),%2/%2(n=1),%2/%4(n=1);UTG1A7(387T>G,391C>A,392G>A,622T>C)
1/%1(n=16),%1/*2(n=6),*1/%3(n=14),%2/%3(n=6),%2/+2(n=1),%3/*3(n=1)
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B allele F1EE &3 28
UGT1A1*6 (0.19), UGTI1A1%28 (0.11), UGTI1A1%60 (0.24), UGTI1A6%2 (0.25),
UGT1A6%4 (0.01), UGT1A7+2 (0.16), UGT1A7*3 (0.25)

(2) UGTIA 44 Ao wa xa =49 2o

B UGTIA #3104 td3ddas Az 3 157 &<t As 547 dad S BAHRAS
o, UGTIAI*6S 71 #xREL SAde=2 fFodhAl =2 4%9  leukopenia,
neutropenia, 3/4%¢] febrile neutropenia® E.9-S. L3 UGTIA1*6S 717 3hal= E7)
Hom fFoetA 2 2359 AEH33 4] 39 HES FAsAS. UGTIAGx2S
7Fa @Akt UGTIAT+3E 7Hd @At A5 o2 o8k 4%9] neutropeniad o]

ﬁtﬂ O]’M = (3 16).

£ 16. UGTIA #3234 9343 A8 54 (N=42)

NCI-CTC Grade
4% leukopenia = neutropenia |3/4% febrile neutropenia 3= BE
No(%) P No(%) P No(%) P No(%) P
UGT1A1%6 0.042 0.013 0.042 0.042
() 0/28(0) 0/28(0) 0/28(0) 0/28(0)
(+) 3/16(19) 4/16(25) 3/16(19) 3/16(19)
UGT1A1%28 1.000 1.000 1.000 1.000
(-) 3/35(9) 3/35(9) 3/35(9) 3/35(9)
(+) 0/9(0) 1/9(11) 0/9(0) 0/9(0)
UGT1A6%2 0.100 0.044 0.100 0.100
(-) 0/23(0) 0/23(0) 0/23(0) 0/23(0)
(+) 3/21(14) 4/21(19) 3/21(14) 3/21(14)
UGT1A7*3 0.100 0.044 0.100 0.100
(-) 0/23(0) 0/23(0) 0/23(0) 0/23(0)
(+) 3/21(14) 4/21(19) 3/21(14) 3/21(14)

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

with Oxaliplatin in Recurrent or Metastatic Gastric Carcinoma

(1) CYP2A6 #+4d4 o34

B 20094 12¢€ dA SAE 1929 FAlolA] CYP2A6 #7174 oA
AE A7 AldE A F5 2 AT AERFHAS W FH94 P el mE AR

W} S AP A

2.4.5. 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
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(1) CYP2A6 44 tdgA

m 20004 129 A4 SAE 938 BAolH CYP2A6 §44 tay d7s A AL 4
Ael7h AAEn #5857 $RAAL W 494 G Be An dv

vY_EE_
A= A G4dd

25. 718t 71€ d7A FE o7& 94 dF A ¥
(1) Investigation of association between UGTIA polymorphisms and irinotecan toxicity in

Korean patients with advanced colorectal & gastric cancer treated with FOLFIRI regimen

(2) Trial of 3-weekly versus 5-weekly schedule of S-1 plus cisplatin in gastric cancer

26. A A5 HAE&S AT 78 9E4AE AA 9
(1) A A2 <S AL3 phase I multicenter trial 2+
B A phase I study of sunitinib malate in combination with cisplatin/capecitabine or
oxaliplatin/capecitabine in patients with advanced gastric cancer
B A phase I study of axitinib in combination with cisplatin/capecitabine in patients with
advanced gastric cancer
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
(2) A AFHE A L3 phase II & I multicenter trial A& 52 A3F 3
B A double blind, randomized, multicenter, phase II study of bevacizumab in
combination with capecitabine and cisplatin versus placebo in combination with
capecitabine and cisplatin, as first-line therapy in patients with advanced gastric
cancer
B An open-lable randomized multicentre phase II study of trastuzumab in combination
with a fluoropyrimidine and cisplatin versus chemotherapy alone as first-line therapy
in patients with HER?2 positive advanced gastric cancer
B A phase III study of comparing adjuvant chemotherapy consisting of
capecitabine/oxaliplatin versus surgery alone in patients with stage II (T1IN2, T2N1,
T3NO), Illa (T2N2, T3N1, T4NO0), and IIIb (T3N2) gastric adenocarcinoma
B A randomized phase II study of PEP02, irinotecan, or docetaxel as a second line
therapy in patients with locally advanced or metastatic gastric or gastroesophageal
junction adenocarcinoma

B Phase II study of olaparib in gastric cancer
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& T 24%E AAEH, g2 A= 12%E ZFA| st

§ 199, B0 WA Yo U AT A% F 2% A4 8. AAXAE & 7

ol L oAF= g EFste] T AEV|T 6-9 L] B33 HA7LA] 5-fluorouracil
(5-FU) 32 cisplating o2 &= Egaddsistawio] 7bd &3] A5 Qo) w o]

20-50% AF=2 s Be FAqAE R A

Aol A B ZahAQd skt ayiel Jhee] AlER &<

H)&] 5-FU + cisplatin + docetaxel 37|
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£ o4 Sloratate] A gl 4 &3]
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AaA QoA FHT eE A= irinotecan, oxaliplatin, taxane (docetaxel,
paclitaxel), capecitabine, S-1 < 43 &3}Z Ho] o] & ZZy o5& tpUdd A HEs &2
Fakekstet ool #e B2 A7 AAH A= 71E9] 5-FUS A&HH AW Foj= &2
A& of7lskH cisplatin® A g 79/ E, AF 54 & Zdste dio] s H ¥Ry

9okl Aol 34 v A4 dAFE 5-FU A& AW Fo] + cisplatin® 4 73¢kA ¢l
capecitabine + cisplatin®] ¥]<$23 X8 2SS 7FFES B (2), & 42 34 v g dF=
5-FU A& AWl o7} capecitabine® £, cisplatin®] oxaliplatin®. & A2 & &L HIS
(3). < Park 59 R 9ls}H, capecitabine + oxaliplatin® 2334 ¢ golA 65%2 WSS
I 75 E e AREAY AEV T % AR EHE KA 54 FW EF S
4).

A2 MPE S-1& A2 fluoropyrimidne ALGe FAAZA  tegafur, 5-chloro-2,
4-dihydroxypyridine (CDHP), potassium oxonate & T4 %o 9. tegafurs 5-FU9 prodruge]
CDHP+= 5-FUE #3471+ &49 dihydropyrimidine dehydrogenases < #|slo] 5-FU<e| &
Zgd | =& FEE AEANAFE 988 &1, potassium oxonate & 5-FUO| 93+ 943
S 3 S-1e A AdelA T agoR 26-49%9] E2 v & §-
A= o8 gE FgAe HEaye e s A HI S
~1+docetaxel H&3etstst o] w3k Al 1244 dFATE AlAF
I 6504 T4 AHFIYTIN, 137hE Y $G AL
e, o] AF+ZA}E British Journal of Cancerol H]XHE]%% (B
Cancer 2008;98:1305-11). =% &FH| 2% A2 S-1/docetaxel®] A& &F+= S-19 F8 A &

A CYP2A6 &40 Fd2 oAy #do] A5, CYP2A6= S-19 74 A tegafur7h
Aol A 5-FUR HFst= b T8 S4h2A, 1 64 adddd et a9 d4dert e
FAol dHA L. ofrlotdol A &3 CYP2A6+4% A E7F QAW CYP2A6+7, #9, 10 &
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A7t A=, ]33 variant alleles 713 3252 S-1/docetaxel 43}t Al 9%
Hhg-o] vorar (W/W vs. W/V vs. V/V = 79% vs. 66% vs. 30%; P=0.04) &
717 3k #Zoke (W/W vs. W/V vs. V/V = 81702 vs. 6.971€Y vs. 3.170€¥; P=0.0009). o] 3k
CYP2A6 w34 vdAdd we A 23 ol = g S-1%3 Fgststamel
S-1/cisplatin Aol &= ¥]<s=8tA] B2 5 AL variant allele 7F3 x5S S-1/cisplatin &3}t
8 Al T Hhgo] vk (W/W vs. WV 52 V/V = 69.2% vs. 40.9; P=0.07) =4 AHT
8 AE7IZE g #&%s (W/W vs. WV 52 V/V = 11270 vs. 467049; P=0.05). 53]
CYP2A6 &4 @Ao] glojAl= CYP2A6+4 =4 friol wet @S oS AL 23te o,
]

& ATy A=

A5 B3R Aol vqs FHAAS TEHEE W/W vs. WV (44 9]) vs. V/V & x1/%4 =
69.2% vs. 48.0% vs. 31.6%; P=0.11); T AW 5 713 W/W vs. W/V (x449]) vs. V/V =
2 x1/x4 =11.271€ vs. 537049 vs. 3570€; P=0.01). o]=&g A= CYP2A6 4% thdA 4

3 S-15 Est= FEstane] As 2dE v 45T F ASE AAE FF A

2 o

ATE B3l AFAAVE HTo] fvd Ui B AR dF2T ¢ USs Ao A4d.
A3y =< S-13 capecitabine ¥ & AAAT7 S5 H T CYP2A6 &4
A3 BA S Aldsto] CYP2A6 417 thadde 4 onet a4e s
99, A7l A2+ Pharmacogenomics Adol 20099 AlA A5 (pharmacogenomics
2009;10:1147-55).
5-FU$%} oxaliplatin %F, 28] 12 5-FU%} irinotecan® A% £ a9} Folo sz #HaA
2#e w S-1 + irinotecan + oxaliplatin W& &<<3tsteHE 28K gl 3 4
7t S AR Jhgsta 2 Aol s o)y e 34 st a el
AL 79%2 AA FF W& (14%2] e et 64%2 F-Ewa)
FRE 7 1767049 AA AEEolgts w nFAQ Am AH
T 24 9 A= FAE Ao A Aol HlEl, target H
75.3%°] o1& AR dAS TF A s BAow uie FAeA oled ¥ i 2
RS 53] o] W vk ofye}, A f1¢k WWel 4 #avt 26%<]
J
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wel FQ2 EAL 3/4=9] neutropenia (66%)9F 3=9] febrile neutropenia (16%)% 3. L&
Ao qqg_g__ yaa 52 J4A d5¥e= A3E 233, Irinotecane] iAol F83 &

44 tgdA L 4% 9] leukopenia, neutropenia, 3/4%2] febrile neutropenia A3
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UGTI1A1#282 =54 7e] A#AAdo] glds (B). &% olgfst UGTIA #3134 bgdA +4& &3l
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