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Ist die Targeted Therapie schon Standard?
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Chemotherapie beim fortgeschrittenen
Magenkarzinom - Standards (I)

A Chemo-Tx verlangert das Uberleben
A Chemo-Tx verbessert die Symptomkontrolle

Wagner et al. J Clin Oncol 2006; 24: 2903-9

A Auch Altere (>70 Jahre) profitieren

Trumper et al. Eur J Cancer 2006; 42: 827-34

A Zweitlinientherapie wirksam

Thuss-Patience et al. ASCO 2009

Etabliert: Platin-Fluoropyrimidin-Kombination




Palliative Chemotherapie beim
Magenkarzinom i~ Standards (ll)

A Oxaliplatin kann Cisplatin ersetzen
Vorteile bei alteren Patienten?

Al-Batran et al. J Clin Oncol 2008; 26: 1435-1442
Cunningham et al. N Engl J Med 2008; 358: 36-46

A Capecitabin p.o. kann 5-FU i.v. ersetzen

Gepoolte Analyse: hdhere Effektivitat

Kang et al. Ann Oncol 2009; 20: 666-673
Cunningham et al. N Engl J Med 2008; 358: 36-46
Okines et al. Ann Oncol 2009; 20: 1529-1534

A Docetaxel als 3. Substanz erhoht die Wirksamkeit
(und die Toxizitat)

Van Cutsem et al. J Clin Oncol 2006; 24: 4991-7



News 2010: Her2 als Target

B-cellulin
HB-EGF

Cell proliferation
Cell survival
Invasion and metastasis
lumor-induced neoangiogenesis
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aus: Ciardello F, Tortora G. N EnglJ Med. 2008; 358: 1160-1174



Her-2neu als Target bel Magenkarzinom

ToGA-Sceening-Studie

A3.807 Proben aus 24 Landern (Asien, Europa, Lateinamerika)
ADefinition Her2-Positivitat: FISH+* (pharmDX) und / oder IHC 3+ (HercepTest)

* FISH+: HER2:CEP17 (centromeric probe 17) ratio 02

Ergebnisse

A22,1% Her2 positiv
AGastro-6sophagealer Ubergang 33,2% vs. Magen 20,9%
Alntestinaler Typ 32,2% vs. Diffuser Typ 6,1%

Bang Y et al. Lancet 2010; submitted



Trastuzumab (Herceptin®) bel
Her2+ Magenkarzinom

Herceptin + Cisplatin/FU oder Xeloda gq3w

6 Zyklen; Trastuzumab bis zur Progression

N=584
Magen Primarer Endpunkt: Uberleben
und AEG (Uberlegenheit)
Stadium IV

Cisplatin/FU oder Xeloda q3w
6 Zyklen

Bang Y et al. Lancet 2010; submitted



Trastuzumab (Herceptin®) bel
Her2+ Magenkarzinom

Ansprechen

Intent to treat
Patienten p=0.0017 m F+C + Herceptin

(%) ] p=0.0145 ' m  F+C

CR PR ORR

ORR=CR + PR

CR, complete response; PR, partial response
Bang Y et al. Lancet 2010; submitted



Trastuzumab (Herzeptin) bel
Her2+ Magenkarzinom

Uberleben
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Bang Y et al. Lancet 2010; submitted



Trastuzumab (Herceptin) bel
Her2+ Magenkarzinom

Kardiale Toxizitat

, F+C F+C + trastuzumab
0
Cardiac event, n (%) 1=290 1=204
All Grade 3/4 All Grade 3/4

Cardiac AEs, total 18 (6) 9 (3) 17 (6) 4 (1)
Cardiac failure 2 (<1) 2 (<1) 1(<1) 1(<1)
LVEF drops*

<50% and by O1O024.1) 11 (4.6)
Cardiac AEs 2 (<1) 2 (<1)
leading to death Cardiac arrest; Acute MI;

cardio-respiratory arrest

cardiac failure

Bang Y et al. Lancet 2010; submitted



ToGA Subgruppenanalyse

Category Subgroup HR 95% CI
All All —— 584 0.74 0.60, 0.91
Primary site GEJ -_—T 106 0.67 0.42,1.08
Stomach —— 478 0.76 0.60, 0.96
ECOG PS 0l —— 527 0.71 0.56, 0.89
2 57 0.96 0.51, 1.79
Fluoropyrimidine 5-FU 73 0.70 0.40, 1.23
Capecitabine —— 511 0.75 0.60, 0.95
Age group <60 ——r— 279 0.84 0.62,1.14
>60 —— 305 0.66 0.49, 0.88
Region Asia T 319 0.82 0.61,1.11
C/S America 52 0.44 0.21, 0.90
Europe —— 190 0.63 0.44, 0.89
GC type Diffuse 51 1.07 0.56, 2.05
Intestinal —— 438 0.69 0.54,0.88
Mixed 91 0.86 0.51,1.46
Prior gastrectomy No —— 451 0.72 0.57,0.91
Yes "1 133 0.81 0.49, 1.34
No. metastatic sites 11 2 —— 298 0.93 0.68, 1.26
>2 —— 285 0.57 0.43,0.77
1 1 1 1 1 |
0.2 04 06 1 2 3 45
Favours T Risk ratio Favoursno T

Bang Y et al. Lancet 2010; submitted
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Bang Y et al. Lancet 2010; submitted



Trastuzumab (Herceptin®) bel

Her2+ Magenkarzinom

Subgruppe

Alle —

Geplante Analyse

IHCO/FISH+
IHC1+/FISH+ I
IHC2+/FISH+ —_—
IHC3+/FISH+ ——A
IHC3+/FISH-
| 1 1
0.2 04 0.6
Favors T

Risk ratio Favorsno T

N

584

61
70
159
256
15

Median OS
(months)

11.1 vs 13.8

7.2 vs 10.6
10.2vs 8.7
10.8vs 12.3
12.3vs 17.9
17.7vs 175

Bang Y et al. Lancet 2010; submitted

Hazard 95% CI

ratio

0.74

0.92
1.24
0.75
0.58
0.83

0.60, 0.91

0.48,1.76
0.70, 2.20
0.51,1.11
0.41,0.81
0.20, 3.38



Trastuzumab (Herceptin®) bel
Her2+ Magenkarzinom

Subgruppe N  Median OS Hazard 95% ClI
(months) ratio
Alle A 584  11.1vs 13.8 0.74  0.60,0.91

Geplante Analyse

IHCO/FISH+ I i 61 7.2 vs 10.6 092 0.48,1.76
IHC1+/FISH+ I i 70 10.2vs 8.7 1.24 0.70,2.20
IHC2+/FISH+ 00— 159 10.8 vs 12.3 0.75 051,111
IHC3+/FISH+ 00— 256 12.3vs 17.9 0.58 0.41,0.81
IHC3+/FISH- | / 15 17.7vs 175 0.83 0.20, 3.38

Explorative Analyse

IHCO or 1+/FISH+ —— 131 8.7 vs 10.0 1.07 0.70, 1.62
IHC2+/FISH+ or IHC3+ —)— 446 11.8 vs 16.0 0.65 0.51, 0.83
I 1 1 1 r 1 1
0.2 0.4 0.6 1 2 3 45
Favors T Risk ratio Favorsno T

Bang Y et al. Lancet 2010; submitted



Explorative Subgruppenanalyse
Her-2 positive Karzinome
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Bang Y et al. Lancet 2010; submitted



Therapiealgorithmus 2010
fortgeschrittenes Magenkarzinom

Immunhistochemie Her2

v v
IHC Score 0/1 m

FISH-Test Her2

v
Trastuzumab (Herceptin®)
+ Cisplatin-Fluorpyrimidin

v

v
Platin-Fluoropyrimidin-(Docetaxel)




