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Survival for 203 Patients Treated with\XYAC

at MSKCC
(Bajorin, et al.JCQ10/99




T f B/iéMesaneKanseri
MVACH SONNO S a A

Survival
(mos.)

MSKCC 24 43 67 14.8

Series ' CR (%) PR (%) Total (%)

PMH 13 27 43 10.0
Japan 17 40 57 8.0
MDAH 35 30 65
France 19 38 57

Inter-GP 13 25 38




EORTC 30924: A Randomized Phase Il
Trial iIn Advanced Urothelial Tract Tumors
of High Dose Intensity MAC
Chemotherapy (HIMVAC) and &SF vs.
Classic MVAC Chemotherapy

C.N. Sternberg, P.H.M. De Mulder, J.H.
Schornagel, C. Theodore, S.D. Fossa, U. Tirell,
C.J. van Groeningen, L. Collette and the EORTC

GenitoUrinary Cancer Group
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HDMVAC vs. MAC
Hematologic Toxicity

grade M-VAC HD-MVAC P
n=129 n=134

WBC
2 22% 21%
3 46% 12% <0.001
4 16% 8%
PLTS
2 12% 16%
3 11% 11% 0.033

4 6% 11%



HDMVAC vs. WAC
Response Rate

M-VAC HD-MVAC
N (%) N (%)
n 113 (88) 114 (85)
CR + PR 65 (58) 83 (72)
CR 12 (11) 28 (25)
PR 53 (47) 55 (48)

2 sided p-value difference in CR rate p=0.006 (chi-square test)
2 sided p-value difference in CR + PR rate p=0.016 (chi-square test)



100
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Fig. 2 - Progression-free survival.

EurJd Cancer 42: 5§64, 2006
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Fig. 3 - Overall survival.

EurJd Cancer 42: 5§64, 2006



Randomizd-azlll4 | t PO Y I
Metastatik MesaneKanseri

von der Mase, H, Hansen, S., Roberts T, Conte P, Oliver T, Moore M

GC (203 patients)

Gemcitabine 1,000mg/f
D1, 8,15
CisplatinfOmg/n? D2

MVAC (202 patients)

Methotrexate30mg/m¢ D 1, 15, 22
Vinblastine 3mg/mD 2, 15, 22
Adriamycin 30mg/raD 2
CisplatinfOmg/n? D2

Study initiated November, 1996 T recruitment
completed, September, 1998



Randomized Phase |l Study in Metastatic
Bladder Cancer

A GC:
i Gemcitabine 1,000mg/Aday 1, 8 and 15

i CisplatinfOmg/nr day 2
A MVAC:
i Methotrexate 30mg/miday 1, 15 and 22
i Vinblastine 3mg/mday 2, 15, and 22
i Adriamycin 30mg/raday 2
i CisplatinfOmg/n¥ day 2
every 28 days



Response

CR

PR

Response Rate

GC vs. MVAC
Response

GC
(n=164)

12%
37%

50%

MVAC
(n=151)

12%

34%

46%



GC vs. MVAC
Time to Progressive Disease

C 7.4 months (6.6-8.1)

MVAC 7.4 months (6.7-9.1)
HR: 1.05 (0.85-1.30)




GC vs. MVAC
Overall Survival

C 13.8 months (12.3-15.8 )

MVAC 14.8 months (13.2-16.8 )
HR: 1.04 (0.82-1.32)

151 1is “ 18 “- o MUAC
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Maximum Toxicities (Grades 3 and 4) Reportec

for MVAC or GC

World Health Organization Toxicity Grades

Toxicity GC (%) MVAC (%)
] 4 3 4
Hematologic
Anemia 23.5 3.5 15.5 2.1
Thrombocytopenia 28.5 28.5 7.7 12.9
Neutropenia 41.2 29.9 17.1 65.2
Nonhematologic
Mucositis 1.0 0] 17.7 4.2
Nausea/vomiting 22.0 0 19.2 1.6
Alopecia 10.5 0] 54.2 1.0
Infection 2.0 0.5 9.9 5.2
Diarrhea 3.0 0 7.8 0.5
Pulmonary 2.5 0.5 2.6 3.1
Hematuria 4.5 0 28 0
Constipation 1.5 0 2.6 0.5
Hemorrhage 2.0 0] 2.1 0]
State of Consciousness 0.5 0 3.1 0]
Fever 0 0] 3.1 0

GC = gemcitabine/cisplatin; MVAC = methotrexate/vinblastine/adriamycin/cisplatin



Gem/CDDRsGem/Carbo

RandomisedPhase I
Dogliottiet al. EurUrology 2007
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Fig. 2 — Overall survival for the gemcitabine-carboplatin
(GC) arm and the gemcitabine-cisplatin (GP) arm.



EORTC/Intergroup Phase Il Study In
Metastatic Bladder Cancer

GC (203 patients)

GC+Taxol (202 patients)

Study initiated November, 2001 7 completed
2006, reported 2007



Progression Free Survival

Gem/Cis 273/315 7.7 mo 1

- Pac/Cis/iGem  265/312 8.8 mo 0.87 (0.74-1.03)
70 Overall Logrank test: P=0.109
60 -
209 13% r. reduction risk of prog (n.s.)
40
30 -
20
0w+ e e
0 | T | T T |

0 1 2 3 4 5 6
SO N Number of patients at risk: Treatment
273 315 83 41 21 3 0 —— Gem+Cis

K] 43 24 10 1 === Gem+Cis+Pac




Randomized phase lll study of gemcitabine aisglatinwith or
without bevacizumabn patients with advancedCC

Schema
1 cycle = 21 days

ARM A
Gemeitabine 1000 mg/m* IV on Day 1 and

Pt (kg [V every

[F €1} E MNP

ARM B

Gemcitabine 1000 mg/m* IV on Day 1 and

Day 8 of every cycle » Bevacizumab 15 mg/kg IV
Cisplatin 70 mg/m* IV on Day 1 every 21 days
Bevacizumab 15 mg/kg [V on Day 1

BN=Z2OU2Z N

Treatment with gemcitabine and cisplatin should continue for a maximum of 6 cycles.
Treatment with bevacizumab /placebo alone will continue wuntil disease progression or

unacceptable toxicity.
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