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Why Asia?

e Resources



Trends Iin oncology trials during 1996 - 2007
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Population and output in Ascending regions
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Global cancer statistics, 2008
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Estimated numbers of new cancer
cases and deaths, 2008
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Estimated ASR of Stomach cancer in Male
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Cancer Pharmacoethnicity

Anticancer Drugs
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Worldwide Cancer Patients
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PHARMACOETHNICITY

Ethnic diversity in drug response or toxicity

O’Donnel PH & Dolan ME. Clin Cancer Res 2009
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UFT/LV for advanced colorectal cancer

No. Response Gr % Diarrhea

Japanese 44 36.4%
American 44 34.1%

Shirao K. et al. JCO, 2004



Phase | trials of TS-1*

MTD DLT
40 mg/m? bid Leucopenia
40 mg/m? bid Diarrhea
30 mg/m? bid Diarrhea etc.

* schedule; daily for 28 days

1Taguchi T et al. Jpn J Cancer Chemother 1997, Hirata K et al. Clin
Cancer Res 1999; 2van Groeningen CJ et al. JCO 2000;
3Hoff PM et al. Clin Cancer Res 2003



2 Grade lll diarrhea in phase Il trials*

No. of pts 2 Gr. lll Diarrhea
European? 7 2 (28.6%)
Japanese? 62 1 (1.6%)
Korean? 31 2 (6.5%)

*schedule; 80 mg/m?/day for 28 days

1Chollet P et al. Eur J Cancer 2003; 20htsu et al. Br J cancer 2000:;
3Jeung HC et al. Oncologist 2007



Pharmacokinetics of TS-1

5-FU C, ., 5-FU AUC
(mmol/L) (mmol/L * min)
0.98 - 0.32 331.6 - 124.9
1.38 - 0.23 522.6 - 152.8
1.34 - 0.17 460.6 - 26.1

lHirata K et al. Clin Cancer Res 1999; 2van Groeningen CJ et al.
JCO 2000; 3Hoff PM et al. Clin Cancer Res 2003



IDEAL 1: Tumor response to gefitinib
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Proportion surviving

ISEL Study; Survival by race
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Response prediction to gefitinib
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Predictive and Prognostic Impact of Epidermal Growth
Factor Receptor Mutation in Non-Small-Cell Lung
Cancer Patients Treated With Gefitinib

Se-Won Hann, Tae-You Kim, Pil Gy Fwang. Soohyn Jeony, Jeongmi Kim, In Sil Cha,

Da-Yaun Ok, Jee Hyin Kim, Dong-Wan Kim, Doo Hyun Chuing, Seock-Ah I, Young Tae Kim,
Jong Seok Lee, Diae Seog Heo, Yung-hie Bang, and Noe Kyeong Kim

ABSTHRATLT

Purpose

This study was undertaken to investigate the effects of epidermal growth factor receptor
(EGFRI mutation and its downstream signaling on responsa and survival in non-smallcell
lung cancar (NSCLC) patients traated with gefitinib

Patients and Methads

For 80 consacutive NSCLC patients who had recaived gefitinib, EGFR mutation was analyzed
by DA sequancing of exons 18,19, 21, and 23 in the EGFR tyrsing kinase dormain. Expras-
sions of phosphorylated {p) -4kt and p-Erk were determined via immunohistochemistry. Ra-
spanse rate, time to progression (TTP), and overall survival were cormpared between sach
group according to EGFR mutation, as well as p-Akt and p-Erk expression,

Results

Seventeen patients (18.9%;95% C1,10.810 27,0 harbored EGFR mutations, These mutations
include deletions in excn 19 in seven patients, L5ER in six patients, 57194 in threa patiants,
andanoval A85T in ona patient. Resporisa ratein patients with EGFR mutation was 64.7% (11
of 17 patients; 95% CI, 42.0 to 8741, in contrast to 13 7% (10 of 73 patients; 96% Cl, 68 to
21 8l inpatientswithout mutation (P< 001, Moreover, these 17 patients with EGFR mutation
had sigrificantly prolonged TTF 1217 v 1.8 months; P< .001) and overall survival (306 v6 &
manths; P < 001} compared with the remaining 73 patients without mutation. Although no
significant correlation was detected between EGFR mutation and expressions of pAkt or p-
Erk, p-Akt overexprassion was associated with prolongad TTF in patiants with EGFR mutation.

Conclusion

Our data furthar support the importance of EGFR mutation with regard to gefitnib sensitivity.
Inaddition toits pracictive role, EGFR mutation confars significant survival benafits on NSCLE
patients treatad with gefitinib.

J Clin Oncol 23:2493-2601. @ 2005 by American Society of Clinical Oncology

* 90 NSCLC pts treated with gefitinib
17 (18.9%) had EGFR mutation
« 15/17 (88.2%) benefited from gefitinib
including 11 PR
* RR64.7% vs. 13.7% (p<0.001)
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CLIN ICAL TRIALS (ISTs only) .. source: www.clinicaltrials.gov, 2010. 12. 31
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ToGA trial: Patient demographics

F+C F+C+ T
Characteristic n=290 n=294
Sex, %
Male / female 75125 77123
Age, median (range) years 59.0 (21-82) 61.0 (23-83)

Weight, median (range) kg

Region, n (%)
Asia
Central / South America
Europe
Other

Type of GC (central assessment)
Intestinal
Diffuse
Mixed

Prior gastrectomy

60.3 (28-105)

166 (56)

26 (0N

95 (32)
9 (3)

74.23
8.72
17.12

21.4

61.5 (35-110)

158 (53)
27 (9)
99 (33)
14 (5)

76.8P
8.9P

14.3P
24.1

Bang YJ et al. Lancet 2010



AVAGAST trial: Patient characteristics

Number of patients N=774 (%)

Gender
Age, years

ECOG PS

Region

Fluoropyrimidine

Disease status

Male
Median (range)

0-1

>2

Asia

Europe
Pan-America

Capecitabine
5-FU

Locally advanced
Metastatic

XP + Placebo

N=387
258 (67)

59 (22-82)

367 (95)
20 (5)

188 (49)
124 (32)
75 (19)

365 (94)
22 (6)

9 (2)
378 (98)

XP + Bev
N=387

257 (66)
58 (22-81)
365 (94)
22* (6)

188 (49)
125 (32)
74 (19)

364 (94)
23 (6)

20 (5)
367 (95)

Kang YK et al. ASCO 2010



How about in early trials?

phase |
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Clinical trial magnifier 2009
Cilnicaltrials.gov(Oct 2005 — Jul 2009, interventional studies only)



SNUH CTC: History

Research ward:

46 trial beds

e
o

Established on June 15, 1997

« Designated as the Regional
Clinical Trials Center by the
MOHW in Dec., 2004



Clinical Activity of the Oral ALK Inhibitor,
Crizotinib (PF-02341066), in Patients with
ALK-positive Non-small Cell Lung Cancer

Bang Y,! Kwak EL,? Shaw A,> Camidge DR, lafrate AJ,?> Maki RG,*
Solomon B,> Ou SI,® Salgia R,” Clark J?

1Seoul National University, Seoul, Korea; 2Massachusetts General Hospital, Boston, MA, USA;
3University of Colorado Cancer Center, Aurora, CO, USA; “Memorial Sloan-Kettering Cancer
Center, New York, NY, USA; >Peter MacCallum Cancer Centre, East Melbourne, Australia;
6University of California at Irvine, Irvine, CA, USA; “University of Chicago Cancer

Center, Chicago, IL, USA

ASEEB&hAual Meeting 2010



Tumor Responses to Crizotinib for Patients
with ALK-positive NSCLC
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In vitro efficacy of trastuzumab
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HERZ2 amplification in gastric cancer

HER-2 IHC HER-2 FISH
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HER2-IHC 0 1+ 2+ 3+ HER2 FISH Not amplified
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(n=83) (39.8%) (36.1%) (9.6%) (14.5%) (n=83) (83.1%)
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Im SA, et al. in press




Conclusion

 Participation of Asians in early oncology trials is
essential considering potential ethnic
differences.

* It could improve efficiency and effectiveness of
clinical trials.

« We need to contribute more to translational
and/or early clinical trials.

« Japan-Korea collaboration can further enhance
the efficiency of early oncology trials.



