RationaleferViEGERSYEIEUNINERAPY 1IN RCC

EIKCS, Budapest, May 2013

Tim Eisen

UNIVERSITY OF

¥ CAMBRIDGE




Company

Astra Zeneca
Astellas
Aveo

Bayer

GSK
Immatics
Pfizer

Roche

Tim Eisen - Disclosures

Research
Support

+

Advisory Board

Trial
Management
Group

Honoraria




Adjuvant therapy: a key un

A We need effective therapies in the adjuvant setting
i RCC recurs in ~20i 60% of patients post-nephrectomy,2
i Incidence and time to recurrence depend on risk score 23
i Median time to recurrence
A 519 months in patients with pTxN+ tumours3

A 351 38 months in patients with pT1 tumours?
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*Kassouf et al reported data from multiple studies; within each tumour Tumour type praephrectomy*
type, each bar represents a different study 1. Lam JS et al. Curr Urol Rep 2005;6:71 18;

2. Eisen T et al. Eur Urol Suppl 2007;6:492i 8; 3. Kassouf W et al. Can Urol Assoc J 2009;3:731 6.



Metastases-free survival

Years to metastases or last follow-up

Leibovich BC et al. Cancer 2003;97:16631 71.



ANGIG0 eneS|s IS one of many Steps
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Angiogenesis I Key Pathways

ATumour growth requires angiogenesis

Anteracting network of signals

MPositive & negative regulators

/Signals from various cell types

/Signals to various cell types

Endothelial cells proliferate, migrate &
form new vessels

MPericytes stabilise vasculature
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RopRyunderstood VEGFR inhibitor effects

A Direct effect on tumour

A Immunomodulation
i Inflammation

i Tumour immunity

AnOff targeto effects of sma



ons from colorectal cancer; o

A Results have been reported for two Phase lll trials of adjuvant
bevacizumab in colorectal cancer:

AVANT?2

A FOLFOX4

A FOLFOX4 + bevacizumab
A XELOX + bevacizumab

NSABP C-08?
A mFOLFOX6
A mMFOLFOX6 + bevacizumab

Bevacizumab administered 1 year Bevacizumab administered 48 wks

Neither study met its primary endpoint

A
A However are there still lessons that we can learn?

1. Allegra CJ et al. J Clin Oncol 2011, De Gramont A et al. Lancet Oncol 2012; .



AVAINISEESTUdY design

Resected colon
cancer

(high-risk stage Il
and stage IlI)
(n=3450)

~

: FOLFOX4
(24 weeks)

FOLFOX4
(24 weeks)
Bevacizumab 5 mg/kg q2w with chemotherapy and 7.5
mg/kg 3w monotherapy
(48 weeks)

XELOX4

(24 weeks)
Bevacizumab 7.5 mg/kg q3w
(48 weeks)

A Primary endpoint: DFS

A Secondary endpoints: OS, safety

De Gramont A et al. Lancet Oncology 2012.



Sease-free survival in AVANIG

A Disease-free survival A Disease-free survival
at 1 year at 3 years

@ FOLFOX4 + bevacizumab
@ XELOX + bevacizumab
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bevacizumab addition chemo only bevacizumab addition chemo only

De Gramont A et al. Lancet Oncol 2012.



s'bevacizumab In

ovarlan/perltoneallfalIoplan tube cancer

~

A Primary endpoint: Progression-free survival

A Secondary endpoints: Overall survival, safety, QoL

Cytotoxic therapy
(6 cycles) Maintenance
' iteria: - A ) therapy
Inclus_lon crltgrla. - | Carboplatin AUC 6 RGN
A Patients with epithelial ovarian, + paclitaxel 175 mg/r? ; v §

primary peritoneal or fallopian tube

cancer + Placebo Placebo

A Disease stage aftibulkingsurgery:
Stage Il optimal or suboptimal,
StagdV

A Less than 112 weeks sincibulking
surgery

+ Bevacizumab(15

mg/kg) Placebo

RANDOMIZE 1:1:1

+ Bevacizumab(15 Bevacizumab(15

A No prior chemotherapy

mg/kg) mg/kg)

Qol, quality of life. Burger RA et al. J Clin Oncol 2010;28:abstract LBA1.



