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S-1

* Tegafur
Ty

— metabolized to 5-FU ° \/j
mainly through P450 isoenzyme CYP2AG6 (liver)

* Gimeracil
— inhibits DPD (and 5-FU metabolism) B N; "
e Oteracil >
— inhibits OPRT (orotate phosphoribosyl transferase)
— to decrease Gl toxicity 2o
.
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EMA, Teysuno assessment report, EMA/CHMP/831565/2010



S-1

EMA:
The approved indication is:

“Teysuno is indicated in adults for the treatment
of advanced gastric cancer when given in
combination with cisplatin”.

20 mg tegafur, 5.8 mg gimeracil, 15.8 mg oteracil
15 mg tegafur, 4.35 mg gimeracil and 11.8 mg oteracil
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http://ja.wikipedia.org/wiki/%E7%94%BB%E5%83%8F:Flag_of_Japan.svg

Study Design

Docetaxel 40 mg/m? on Day 1

S-1 80 mg/m? on Days 1-14

Stratification: g 3 weeks

- Center N=628

- Measurable lesion
(RECIST)

S-1 80 mg/m? on Days 1-28

g 6 weeks

Until disease progression

Primary endpoint: OS
Secondary endpoints: PFS, RR, Safety
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Overall Survival
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No. at Risk

DOC+S-1 314 160

S-1 321 138
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S-1

S-1 + doce > S-1

10.8

The combinau2n of DOC+S-1 did not . neet
the primary endpoint or us.

TTP ana nis wirs Significaiuy superior with
DOC+S-1 combination.

Hematological toxicities of DOC+S-1 were
more frequent than S-1 alone.

This study demonstrates that DOC+S-1 is an
effective combination therapy for outpatient
treatment of AGC.

it 1he Gastrointestinal Cancers Symposium



Overall Survival (ASCO Gl 2011)
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Adjuvant Chemotherapy for Gastric Cancer
with S-1, an Oral Fluoropyrimidine

Shinichi Sakuramoto, M.D., Mitsuru Sasako, M.D., Toshiharu Yamaguchi, M.D.,
Taira Kinoshita, M.D., Masashi Fujii, M.D., Atsushi Nashimoto, M.D.,
Hiroshi Furukawa, M.D., Toshifusa Nakajima, M.D., Yasuo Ohashi, Ph.D.,
Hiroshi Imamura, M.D., Masayuki Higashino, M.D., Yoshitaka Yamamura, M.D.,
Akira Kurita, M.D., and Kuniyoshi Arai, M.D., for the ACTS-GC Group*
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Sakuramoto et al, N Engl J Med 2007;357:1810-20



e |s S-1 better than 5-FU?
— which 5-FU
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JCOG 9912

800 mg/m? d1-5 g 4w

Overall survival

100 — —— Continuous infusion
B of fluorouracil
— lIrinotecan plus cisplatin
__ 804 S
X
2 y . .
S 60— p=0-0194 for irinotecan plus infusion vs fluorouracil
- p=0-0233 for S-1 vs fluorouracil
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Number at risk

Fluorouracil 234 103 33 10
Irinotecan+cisplatin - 236 124 43 11
S-1 234 112 49 16
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Boku et al, Lancet Oncol 2009; 10: 1063-69



* |s S-1 monotherapy the standard?
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SPIRIT: S-1/cisplatin vs S-1
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5-1 and cisplatin group
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HR-077; 95% C1 0-61-0-98; p-0.04

Cisplatin 60 mg/m2 g 5w

Mumber at risk
5-1and cisplatin 148
S1group 150
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* |s S-1/Cisplatin better than 5-FU/Cisplatin?
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FLAGS trial: S-1/cis vs. 5-FU/cis
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Ajani et al, J Clin Oncol 2010 28:1547-1553



S-1 doublets

n RR PFS OS

S-1/cisplatin 148 (54%)* 6.0 13.0

S-1 150 (31%)* 4.0 11.0
Koizumi Lancet Oncol 2008 p=0.002 HR 0.57 HR 0.77
p<0.0001 p=0.04

S-1/docetaxel 314 (39%)* 5.3 12.5

S-1 321 (27%)* 4.2 10.8
Yoshida ESMO 2012 p=0.005 HR 0.77 HR 0.84
p=0.001 p=0.03
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* pts with evaluable disease



e What's the effect of the taxane?
— and the docetaxel dose...
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Cochrane

Analysis 6.1. Comparison 6 Docetaxel versus non-docetaxel-containing regimes, Outcome | Overall

survival.

Review: Chemotherapy for advanced gastric cancer
Comparison: & Docetaxel versus non-docetaxel-containing regimes
Outcome: | Owerall survival

Study or subgroup Docetaxel Mon-Docetaxel log [Hazard Ratio] Hazard Ratio Weight Hazard Ratio

M ™ (SE) [V,Random,95% Cl [VRandom,35% Cl

Thuss-Patience 2005 45 45 Q021 (021) - DF VS ECF 121068, 154]

Van Cutsemn 2006 221 224 0244 (0.123) —i— DCFvs. CF '8 [0.62, 1.00]

Ridwelski 2008 133 137 0062 (0.13) I DCvs. CF % [0.82, 137 ]
Total (95% CI) 100.0 %  0.93 [ 0.75, 1.15 ]
Heterogeneity: Tau? = 0.01; ChiZ = 3.20, df = 2 (P = 0.20); 2 =38%
Test for overall effect: Z = 067 (P = 0.50)

05 0.7 I 1.5 2
Favours docetaxel Favours non-docetaxel
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Wagner et al, The Cochrane Collaboration. Published by JohnWiley & Sons 2010



V325: 5-FU/cis vs. 5-FU/cis/doce

Neutropenia &

CF DCF

90

| - DCF ——
i Median: 9.2 months

grade 3/4 57% 82%
febrile/infection 12% 29%

75 mg/m? docetaxel
75 mg/m? cisplatin
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Time (months)

20
10

750 mg/m2  5-FU/d d1-5 g3w

3 6 9 12 15 18 21 24 27 30 33 36

Time (months)

Docetaxel 40 mg/m? on Day 1

S-1 80 mg/m? on Days 1-14
g 3 weeks
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Adverse Drug Reactions

DOC+S-1 S-1
N=310 N=313

G3/4 (=2G3 %) G3/4 (>2G3 %)
Leukocytes 59/ 9 (21.9) 6/ 2 (26)
Neutropenia 44 | 46 (29.0) 11/ 2 (4.2)
Platelets 2/ 2 (1.3) 2/ 0 (06)
Hemoglobin 30/ 3 (10.6) 20/ 1 ( 6.7)
Febrile neutropenia 8/ 1 (2.9) 0/ O ( 0.0)
AST 1/ 1 ( 0.6) 6/ 0 (1.9)
ALT 3/ 0 (1.0) 4/ 0 ( 1.3)
Bilirubin 3/ 1 (1.3) 4/ 1 (1.6)
Creatinine 0/ O ( 0.0) 1/ 1 (0.6)
Nausea 177 0 (5.5) 10/ 0 ( 3.2)
Vomiting 8/ 1 (29) 6/ 1 (2.2)
Diarrhea 9/ 0 (29) 14/ 1 (4.8)
Stomatitis 13/ 0 (4.2) 4/ 1 (1.6)
Anorexia 44/ 1 (14.5) 31/ 1 (10.2)
Fatigue 17/ 0 (5.5) 10/ 3 (4.2)
Rash 3/ 0 (1.0) 6/0 (1.9)

Treatment related death 1( 0.3%) 0( 0.0%)
Safety Analysis Set
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The taxane dose

Docetaxel 40 mg/m? on Day 1
S-1 80 mg/m? on Days 1-14
g 3 weeks
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CRC-like regimens?

Van Cutsem 2006

CF DCF
Neutropenia
- grade 3/4 57% 82%
- febrile/infection 12% 29%
Grade 3/4
Diarrhoea 8% 19%
Stomatitis 27% 21%
Vomiting 17% 14%
Fatigue/lethargy 14% 19%
ORR 25%  37%
OS 8.6 9.2
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Overall survival by strata:
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N=144

DOC+S5-1 S-1
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Log-rank p=0.0127
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The START trial

— will probably not set the/a new standard
e primary analysis 2011
e standard arm

— indicates an interesting option
* toxicity
* platin-free arm for pharmacodynamic driven trials

| thank Professor Yoshida for sharing the slides.
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