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Osaka Gastrointestinal Cancer Chemotherapy Study Group
(OGSG)
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Background (1)

- Phase I/11 study of S1 plus irinotecan (OGSG 0002)

CPT-11 80 mg/m?
bi-weekly, iv [ L]

S-1(p.o.) 2-wk rest

80 mg/m?/day x 3 wks

<Efficacy>
Response rate  47.8 (27.4-68.2) %
1-year survival 52.9 %

MST 394 days
<Adverse events> (Grade 3 or higher)

Hematological toxicity Non-hematological toxicity
Leukopenia 4.3 % Diarrhea 4.3 %
Neutropenia 8.7 % Anorexia 4.3 %
Anemia 8.7 % Nausea/Vomiting 4.3 %

Takiuchi H, et al; Jpn J Clin Oncol 35: 520-5, 2005.
Uedo N, et al; Oncology 73: 65-71, 2007.



Background (2)

- Phase I/11 study of S1 plus paclitaxel (OGSG 0105)

Paclitaxel 50 mg/m?
weekly, Iv 1 L)

S-1(p.o.) 1-wk rest
80 mg/m?/day x 2 wks

<Efficacy>
Response rate  48.3 (30.1- 66.5) %

1-year survival 57.6 %

MST 13.9M
<Adverse events> (Grade 3 or higher)

Hematological toxicity Non-hematological toxicity
Leukopenia 0 % Diarrhea 3.4%
Neutropenia 3.4% Anorexia 0 %
Anemia 0 % Nausea/Vomiting 0 %

Fujitani K et al; Oncology 69: 414-20, 2005.
Narahara H et al; Oncology 74: 37-41, 2008.
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Statistical considerations
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Study design

Actual accrual: 102pts from 13 institutions

Primary endpoint : 2005/12/15-2007/11/14
Overall Response rate(F#3%$%) )
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Patient disposition

Enrollment

Randomization (n=102

Allocated to S-1+CPT (n=51) Allocated to S-1+paclitaxel (n=51)

Received allocated treatment (n=49) Received allocated treatment (n=51)

Did not receive allocated treatment;

Allocation Did not receive allocated treatment (n=0)
died before initiation of treatment (n=2)

| |

Lost to follow-up (n=1) Follow-Up Lost to follow-up (n=0)

| |

Analyzed (n=51) Analyzed (n=51)




Patient characteristics

S-1+CPT S-1+paclitaxel

(n=51) (n=51)
Gender (male/female) 38/13 38/13
Age median (range) 64 (25-75) 62 (30-75)
PS (0/1/2) 41/8/2 39/12/0
Histolo
(intestig;ll/diffuse/others) 28f22/t 33/16/2
Primary lesions (+/-) 37/14 37/14
Advanced/recurrent 40/11 40/11
Recurrent pts after adjuvant 3/8 1/10

chemotherapy (+/-)




Number of treatment courses

No. of Total no. of Median
pts courses (range)
S-1+CPT 48 237 4 (1-16)
S-1+
: 51 319 5 (1-40)
paclitaxel
Reasons for discontinuation (S-1+CPT/S-1+paclitaxel) :
*Progressive disease 73 (35/38) pts
«Adverse events 11 (4/7) pts
Patient withdrawal 5 (3/2) pts
*Doctor’s decision 1 (1/0) pt
«Still on treatment 1 (0/1) pt

«Others 8 (5/3) pts



Anti-tumor effect

Confied i CR PR NC PD NE  E#H%(X) (95%CL) P-value

S-1/CPT## 51 2 15 17 8 9 33.3% (20.8-47.9)
S-1/PTX%t 51 1 15 18 11 6 31.4% (19.1-45.9)

0.841

ORR was determined by extra-mural review
Tumor lesions were assessed every other month after initiation of treatment
Null hypotheses (ORR<30%) were not rejected in both arms (S-1+CPT-11: p=0.65,

S-1+paclitaxel: p=0.88)

Best ORR  fEfI#x CR PR NC PD NE Z3ha&(%) (95%Cl) P-value

S-1/CPT 51 2 17 21 6 5  37.3%(24.1-51.9) 1,000

S-1/PTX# 51 2 16 22 6 5  35.3%(22.4-49.9)

ORR was determined by extra-mural review
For assessment of best ORR, determination of CR or PR did not require confirmation

performed at least 4 weeks later
Tumor lesions were assessed every other month after initiation of treatment



Adverse events
NCI-CTC ver.2.0

S-1/CPT# S-1/PTX%*
G3/4 (%=G3) G3/4 (%=G3)
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AST(GOT)
ALT(GPT)

* No treatment-related deaths (TRDs) occurred during the study

0/0 (0%)
1/0 (2%)
3/0 (6%)
2/0 (4%)
2/0 (4%)
1/0 (0%)

0/0 (0%)
1/0 (2%)
0/0 (0%)
0/0 (0%)

0/0 (0%)
1/0 (2%)
2/1 (6%)
0/1 (2%)
0/0 (0%)
1/0 (2%)
3/0 (6%)
1/0 (2%)
0/0 (0%)

0/0 (0%)
1/0 (2%)
1/0 (2%)
2/0 (4%)

* One grade 4 cerebral infarction occurred 7 days after the completion of the
3rd course of treatment in the S-1 + CPT arm




Integrated PFS of both arms

PFS (median) = 158 days
(95% CI, 133 - 180 days)

1-year PFS =13.4 %
(95% ClI, 7.3 - 24.5 %)

Follow-up is ongoing

Events 75 pts

Censors 26 pts

400 Median follow-up time | 128 days

Time (day)




Integrated OS of both arms

0S (sh{l) = 402 B
(95% CI, 354 — 470R)

1FEEFE =540%
(95% CI, 44.9 - 65.0 %)

240—7 v ik

Events 68 pts

Censors 33 pts

Median follow-up time 370 days




Summary
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