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IN—ETFVENBHER
New Engle J Med 344: 783, 2001
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Efficacy results from the ToGA trial:
a phase Ill study of trastuzumab added to standard
chemotherapy in first-line
HER2-positive advanced gastric cancer

Eric Van Cutsem*

Y-K Kang, HC Chung, L Shen,
A Sawaki, F Lordick, J Hill,
M Lehle, A Feyereislova, Y-J Bang

*University Hospital Gasthuisberg,
Leuven, Belgium
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ToGA trial design

Phase Ill, randomized, open-label, international, multicenter study

5-FU or capecitabine?
+ cisplatin
(n=290)

. HER2-positive
1
3807 patients screened advanced GC

810 HER2-positive (22.1%) (n=584) AU e

+ cisplatin
+ trastuzumab

® Stratification factors (n=294)

— advanced vs metastatic
GC vs GEJ
measurable vs non-measurable
ECOG PS 0-1vs 2
capecitabine vs 5-FU

aChosen at investigator’s discretion
GEJ, gastroesophageal junction Bang et al; Abstract 4556, ASCO 2009

Treatment regimens

Capecitabine
1000 mg/m?2 bid d1-14 q3w x 6

5-Fluorouracil
800 mg/m?/day continuous iv infusion d1-5 q3w x 6

Cisplatin
80 mg/m2 g3w x 6

Trastuzumab
8 mg/kg loading dose followed by 6 mg/kg q3w until PD
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Patient demographics and baseline

characteristics

F+C
n=290

Characteristic

Sex, %

Male / Female 75125
59.0 (21-82)

60.3 (28-105)

Age, median (range) years
Weight, median (range) kg

Region, n (%)
Asia
C/S America
Europe
Other
Type of GC (central assessment)
Intestinal
Diffuse
Mixed
Prior gastrectomy

166 (56)
26 (9)

95 (32)
9(3)

74.22
8.72
17.12
21.4

Highest recruitment was from Korea, Japan, China and Russia
F, fluoropyrimidine; C, cisplatin 2an=287; °\n=293

Primary end point:

Median

Events OS

167
182

— FC+T

—_— EC 111

HR
13.8 0.74 0.60,0.91 0.0046

F+C + trastuzumab
n=294

77123
61.0 (23-83)
61.5 (35-110)

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

76.8°
8.9°
14.3°
241

OS

95% CI  p value

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

NO'_ === 294 277 246 209 173 147 113 90 71 56 43 30 21 13
atrisk == 290 266 223 185 143 117 90 64 47 32 24 16 14 7

T, trastuzumab

Time (months)
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Secondary end point: PFS

Median
Events PFS HR 95% Cl pvalue

— FC+T 226 6.7 0.71 0.59,0.85 0.0002

— FC 235 515

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34

Time (months)

No. == 294 258 201 141 95 60 41 28 21 13

. 9 8 6 6 6 4 2 0
atrisk —— 290 238 182 99 62 33 17 7 5 3 3 2 2 1 1 0 0 O

Conclusions

e Trastuzumab is the first biological to
show a survival benefit in advanced
gastric cancer

e Trastuzumab in combination with
chemotherapy is a new treatment option
for patients with HER2-positive
advanced gastric adenocarcinoma

20



[\ R EE LR EE NPOEN WATEERE 2009/6/13

REHBRODDXA Y-

F-LER. BZEEE. BROF-J—-FTHD,

CNnosiF21 wiciiaEm (Ry FDO—208) [CEDNWTEARR
< TUENTFRLN,

IS IRERD >V I SREEICH L. ZEICRITIEIEFE
EREZT IA I ERIVET - RETINETHD.

ELICEHBEZENDRERBIE. PILGIRETHD,
BIERNLERNDVDENN—ETF VG, S HBOHES5TE

BTEEASNDCECRBESD, N\—ITFVEEEZUED
DETIVEUTHEZEER Y RO —DDEEDNNEZTHD.




