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membrane

Cytoplasm
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Receptor-specific

HER1, HER2,
HER3, or HER4.
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Genomic View. I

UCSC Golden Path with GeneCards custom track

Entrez Gene cytogenetic band: 17q11.2-912|17g21.1 Ensembl cytogenetic band: 17912 HGNC cytogenetic band: 17q11.2-q12
Gene in genomic location: bands according to Ensembl, locations according to m (and/or Entrez Gene and/or Ensembl if
different)
Chr 17
2 B B 2 2 = =3 - - ki FE e ¥ 9 =
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Geneloc gene densities for chromosome 17

Geneloc location for GC17P035109:  (about GC identifiers)

Geneloc Exon Structure

Start: 35,097,919 bp from pter
End: 35,138,441 bp from pter
Size: 40,523 bases

Orientation: plus strand

RefSeq genomic assemblies:
NC _000017.9 NT_010755.15

Fluorescent In Situ Hybridization

HER2/CEP:

HER2/CEP:

HER2/CEP:

HER2/CEP:

HER2/CEP:

HER2/CEP:

HER2/CEP:

HER2/CEP:
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Dennis Slamonn New Engle J Med 344: 783, 2001

SRS RIS
. ~HER2)B | FIR
E1EEI (n =469) -ERBIESEEREDT
-SHA TR
*PS 60%IM £

fif#& &% Canthracycline’s L fiti 1%k Canthracyclined D

— —

FSRAWIYT+AC AC kS 2W XY T+ Paclitaxel Paclitaxel
(n = 143) (n = 138) (n = 92) (n = 96)

Chemo vs. Chemo + trasutuzumab

chemo.+ Herceptin

Survival (%)

25.1

T T L} T 1

W
25 30 35 40 45 50
Months after Enrollment

Slamon et al. New England J Medicine 344 : 783, 2001
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ToGA trial design

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

3807 patients screened’ :Ezi_ggj .tng
- iti 0,
810 HER2-positive (22.1%) (n=584)

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

aChosen at investigator’s discretion
GEJ, gastroesophageal junction

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

5-FU or capecitabine?
+ cisplatin
+ trastuzumab
(n=294)

Bang et al; Abstract 4556, ASCO 2009

Patient demographics and baseline
characteristics

F+C

Characteristic
n=290

Sex, %
Male / Female

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

75125

Region, n (%)
Asia
C/S America 26 (9)
Europe
Other 9 (3)

Type of GC (central assessment)
Intestinal 74.22
Diffuse 8.72
Mixed 17.12

Prior gastrectomy 21.4

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

59.0 (21-82)
60.3 (28-105)

166 (56)

95 (32)

F+C + trastuzumab
n=294

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

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

76.8°
8.90

14.3°
241
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Primary end point: OS

Median

Events OS HR 95% ClI p value
— FC+T 167 13.8 0.74 0.60,0.91 0.0046
—_— FC 182 11.1

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

Time (months)

No. me— 204 277 246 209 173 147 113 90 71

: 56 43 30 21 13 12 6 4 1
atrisk = 290 0

(0]
266 223 185 143 117 90 64 47 32 24 16 14 7 6 5 0 0

T, trastuzumab

Chemo vs. Chemo + tra Primary end point: OS

e Median
Event 09 Events 0S HR  95%Cl  pvalue
— FC+T 167 138 074 060,081 00046
— FC 182 114
chemo.+ Herceptin

Survival (%)

“chemo.
203 |

= H 0 2 4 6 8 10 12 14 16 18 20 22 24 26 2
T » ot T T v T J
15 20 25 30 35 40 45 50

Time (month
Months after Enroliment

Slameon et al. New England J Medicine 344 : 783, 2001

chemo+t chemo chemo+t
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ZOVSY—tZHESHE|

LR JERFTOA1 R X701 FR
1 aminoglutethimide testolacotone
(BAIEFETD (BAIEETD

. anastrozole (7Y37 v7A®) exemestane(70VY®)

letrozole (71V-7%)
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