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Options to Consider

A Sunitinib

A Clinical trial of sunitinib vs pazopanib
A Temsirolimus

A Sorafenib

A Everolimus

A Bevacizumab + interferon (IFN)-a

A lmmunotherapy



My Choice
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Other Reasonable Choices

A Sunitinib

A Clinical trial of sunitinib vs pazopanib
A Temsirolimus

A Sorafenib

A Everolimus

A Bevacizumab + interferon (IFN)-a

A lmmunotherapy



Go for Exclusion:
Why Not Temsirolimus?

Temsirolimus registrative study was performed in
renal cell carcinoma (RCC) patients with
Omodi f i1 erdlofeapupes r

Minimum of 3 poor-risk features required:

1.

CLEES O

6.

LDH >1.5 x upper limit of normal

Hemoglobin <lower limit of normal

Corrected calcium >10 mg/dL

Time from diagnosis to first treatment <1 year
Karnofsky performance status 60% to 70%
Multiple organ site of metastasis

Hudes G, et al. New Engl J Med. 2007;356(22):2271-2281.
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Temsirolimus in Intermediate-Risk Patients
Subgroup Patients, n Hazard Ratio (95% CI)
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Go for Exclusion: Why Not Sorafenib?

Sorafenib first-line randomized phase Il trial vs IFN
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= Median PFS (121 events/189 patients)
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A 807 — IFN = 5.6 months
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Escudier B, et al. J Clin Oncol. 2009;27(8):1280-1289.



Go for Exclusion: Why Not Everolimus?

Everolimus benefit Placebo benefit

Central Review
Investigator Review
MSKCC Risk
Favorable
Intermediate

Poor

[
s —
s —
e e—
e ——

0 02 04 06 08 1.0 12 1

Everolimus registrative study was performed in RCC

Hazard Ratio
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patients pretreated with sunitinib, sorafenib, or both and
has been registered for such an indication

Motzer RJ, et al. Lancet. 2008;372(9637):449-456.



Go for Exclusion: Why Not Immunotherapy?

PERCY program

Good prognosis | Intermediate prognosis Poor

prognosis
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Negrier S, et al. Cancer. 2007;110(11):2468-2477.
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My Choice: Sunitinib vs Pazopanib

Pazopanib

Sunitinib




Why Sunitinib?

Median PFS, months

Sunitinib IFN-a
MSKCC Risk Group (n = 375) (n = 375)
Favorable (O risk factors) 38 14.5 7.9
(95% CI) (11.37 16.8) (7.07 10.5)
Intermediate (1-2 risk factors) 56 10.6 3.8
(95% CI) (8.271 10.9) (3.61 4.0)
Poor(O3 risk factor s6) 3.7 1.2
(95% ClI) (2.071 9.8) (.07 2.4)

Motzer RJ, et al. N Engl J Med. 2007;356(2):115-124.
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Pazopanib

A An oral angiogenesis Kinase affinity profile

Inhibitor targeting Ki#p (nM)
VEGFR, PDGFR, VEGFR-1 15
and c-Kit VEGFR-2 8
VEGFR-3 10
A Clinical efficacy PDGFR-U 30
demonstrated In PDGFR-b 14

advanced RCC in a o-Kit 5 4

phase Il study?

1. Hutson TE, et al. J Clin Oncol. 2007;25(18S): Abstract 5031.



Why Pazopanib as a Competitor?

First-Line Patients
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Sternberg CN, et al. J Clin Oncol. 2009;27(15S): Abstract 5021.



Why Pazopanib as a Competitor?

Baseline Factor Hazard Ratio (95% CI)

Primary analysis i
MSKCC risk: Favorable _
MSKCC risk: Intermediate l
Female _
Male __
Age < 65 years |

Age 2 65 years i
ECOGPSO0
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| | | | |
0.2 0.4 0.6 0.8 1.0 1.2

Favors pazopanib Favors placebo
Sternberg CN, et al. J Clin Oncol. 2009;27(15S): Abstract 5021.
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Why Bevacizumab + Interferon-a?

IFN + Placebo Bevacizumab + IFN

(n = 322) (n =327)
Median OS, months 19.8 NR 0.79

P=.067

Motzer risk score
Favorable (n = 180) NR NR 0.69
Intermediate (n = 363) 17.9 19.0 0.74
Poor (n =54) 5.1 6.2 0.87

Escudier B, et al. Lancet. 2007;370(9605):2103-2111.
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How to Manage Bone
Metastases In This Patient?

A Begin zoledronic acid now
A Consider clinical trial of denosumab now
A Begin pamidronate now

A Defer bone targeted therapy until bone metastases
are more widespread and/or symptomatic

Al generally do not favor use of bone targeted therapy
for bone metastases from RCC



My Choice
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Skeletal Morbidity in Patients
With Bone Mets From RCC

A ~30% of RCC patients have metastatic disease at initial diagnosis
(Lung >> Bone >> Liver >> Brain)13 @

i Median survival from bone mets diagnosis: ~1 year34

i Patients are at extremely high risk for SREs?
- ~80% have an SRE
- ~60% have pathologic fractures
- ~60% require radiation to bone to palliate bone

I Bone mets are aggressived median TTP: ~3 months?
I SRE risk likely to increase with improved survival

A > 100,000 deaths per year worldwide5®
I Incidence is increasing

A Bone mets rarely respond to immunotherapy?

a Distant metastases (patients with M 2 1 disease), excluding transit to lymph nodes (N status).

1. Coleman RE. Cancer. 1997;80(8 suppl):1588-1594; 2. Lipton A, et al. Cancer. 2003;98(5):962-969; 3. Saad F, et al.
BJU Int. 2005;96(7):964-969;

4. Zekri J, et al. Int J Oncol. 2001;19(2):379-382; 5. Parkin DM, et al. CA Cancer J Clin. 2005;55(2):74-108; 6. Ferlay J,
et al. In: GLOBOCAN 2002. 2004. http://www-dep.iarc.fr;.



Asymptomatic Bone Mets: To Treat or Not?

In patients with advanced RCC, zoledronic acid proved able to:
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Lipton A, et al. Cancer. 2003;98(5):962-969.

A) Significantly reduce the time to first skeletal-related event
B) Significantly reduce the time to first pathological fracture, and
C) Significantly increase survival



Another Reasonable Choice

A Begin zoledronic acid now
A Consider clinical trial of denosumab now
A Begin pamidronate now

A Defer bone targeted therapy until bone metastases
are more widespread and/or symptomatic

Al generally do not favor use of bone targeted therapy
for bone metastases from RCC



Bone Targeted Therapies in Development

A Denosumab is a fully human monoclonal antibody
(MoADb) directed against RANKL (Receptor Activator
of Nuclear factor-kB Ligand), an essential mediator
of osteoclastic bone resorption

Roodman GD, et al. N Engl J Med. 2004;350(16):1655-1664.

A In patients with breast or prostate cancer with bone
metastases, denosumab proved able to reduce
osteoclastogenesis, bone resorption markers, and
skeletal-related events



What to Do After Sunitinib?

A Everolimus

A Sorafenib

A Temsirolimus

A Clinical trial of pazopanib
A Clinical trial of axitinib

A Other



My Choice

A Everolimus

A Sorafenib

A Temsirolimus

A Clinical trial of pazopanib
A Clinical trial of axitinib

A Other



RADOO1 (Everolimus)
An Oral MmTOR Inhibitor

A Orall?2
A Convenient once-daily pillt
A Active analogue of sirolimus?3

A Metabolism not required
for activation?

A 30-hour half-life2

A Dosing based on safety and
pharmacodynamic profile!

everolimus
(RADOO1)

A No premedication required?

1.Tabernero J, et al. J Clin Oncol. 2008;26(10):1603-1 6 1 0 . 2. O 6 D ohGiire Onicol. RQ08;26¢10):a | .
1588-1595. 3. Hallensleben K, et al. J Am Soc Mass Spectrom. 2000;11(6):516-525.



Why Everolimus?

Escudier et al. Ann Oncol. 2008;19(Suppl 8): Abstract 720.
Motzer RJ, et al. Presented at: 2009 Genitourinary Cancers Symposium; Feb 26-28, 2009: Orlando, FL. Abstract 278.



