Results From a Phase 1 Trial of Tivozanib (AV-951) Combined With Temsirolimus Therapy in Patients With Renal Cell Carcinoma
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® Temsirolimus was administered intravenously once a week starting on Day 8 of
Cycle 1

Safety and Tolerability

Efficacy

Figure 2. Duration of treatment and best overall response.

*Presenting author.

Figure 5. Mean (* SD) temsirolimus and sirolimus concentration-time
profiles by dose at Day 22, Cycle 1.
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Objectives

. 40
Primary Endpoint Study Endpoints 30
® To determine the safety, tolerability, and MTD of tivozanib administered in ® Adverse events were graded using the National Cancer Institute Common 297

combination with temsirolimus

Secondary Endpoints

® To characterize the pharmacokinetic (PK) profile of tivozanib and temsirolimus
when administered in combination

® To evaluate the antineoplastic activity of tivozanib and temsirolimus when
administered in combination

Methods

Key Eligibility Criteria
e Adults aged 18 years or older
e Histologically confirmed metastatic RCC with a clear cell component

® Measureable disease by standard Response Evaluation Criteria In Solid Tumors

(RECIST) criteria
® No more than 1 prior VEGF-+targeted therapy
® No prior treatment with temsirolimus or other mTOR-targeted therapy

® Karnofsky performance status greater than 70% with a life expectancy of at least
3 months

® No central nervous system primary malignancy or active metastasis

self-limiting/medically controllable events)

— Grade 4 neutropenia lasting longer than 5 days; grade 3/4 neutropenia
associated with fever and requiring antibiotics; grade 4 thrombocytopenia

— Any toxicity requiring treatment interruption for longer than 2 weeks

Terminology Criteria for Adverse Events (NCI CTCAE), version 3.0
® Antitumor activity was evaluated using standard RECIST criteria, version 1.0

® Blood samples were collected for evaluation of tivozanib, temsirolimus, and
sirolimus serum concentrations; PK parameters were determined by non-
compartmental methods using Phoenix WinNonlin, version 6.2

Results

Patients

o A total of 27 patients with RCC received at least 1 dose of study medication and
were evaluable for safety (Table 2)

aPatient 010 experienced an extended treatment interruption (2/2009 to 3/2010) before restarting study treatment. None of the listed adverse events occurred during this treatment interruption.
bncludes the maximum tolerated dose expansion cohort.

PD, progressive disease; SD, stable disease; NE, not evaluable; PR, partial response.
Patient 010 experienced an extended treatment interruption (2/2009 to 3/2010) before restarting study treatment.

Figure 3. Waterfall plot of maximum tumor change from baseline.
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Maximum change in tumor size from baseline was not available for 5 patients.

Pharmacokinetics

® Tivozanib serum concentrations over time were similar to those previously
reported for tivozanib monotherapy (Figure 4),4 indicating no effect of
temsirolimus on tivozanib serum concentration

® Temsirolimus and sirolimus concentration-time profiles for the Day 22, Cycle 1
dose are shown in Figure 5

Figure 4. Mean (* SD) tivozanib concentration-time curves for Cycle 1.

SD, standard deviation; C,,,,, maximum plasma concentration; AUC, i, area under the concentrationtime curve from
the time of dosing to the last measurable observation.

Conclusions

e Tivozanib and temsirolimus can safely be combined at the full
recommended doses of each agent, 1.5 mg/day and 25 mg/week,
respectively

- The combination of tivozanib and temsirolimus was well
tolerated in the study

- The incidence of adverse events associated with combination
tivozanib and temsirolimus therapy in this study were similar to
the safety profiles of these agents administered as monotherapy
in patients with advanced RCC,27 suggesting no evidence of
additive toxicity

¢ In patients with advanced RCC, the combination of tivozanib and
temsirolimus demonstrated encouraging evidence of clinical
activity, with 23% of patients achieving a partial response, 68%
maintaining stable disease, 86% demonstrating tumor reduction,
and a median duration of treatment of 21.9 weeks, with 2 patients
remaining on treatment for 80 and 95 weeks

Study Design = 1004 e Tivozanib is the first .selectiv.e VEGFR tyrosine !(inase inhibitor to
, . S ] be successfully combined with an mTOR inhibitor at the full
® Phase 1b, open-label, dose-escalation trial < recommended dose and schedule of both agents
e Tivozanib was odminisfered.orolly once daily for 3 weeks, followed by a 1-week S ® Data suggest no PK interaction between tivozanib and
break (4 weeks = 1 cycle; Figure 1) = temsirolimus
5 ® The clinical activity and manageable side effect profile observed
Figure 1. Treatment schedule. g 107 with this combination warrants further exploration in patients
= ] with RCC
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VEGF, vascular endothelial growth factor.
aPercentages may not total 100% due to rounding.
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GGT, gamma-glutamyl transpeptidase.
aPatient 010 experienced an extended treatment interruption (2/2009 to 3/2010) before restarting study treatment. None of the listed laboratory abnormalities occurred during this treatment interruption.
bincludes the maximum tolerated dose expansion cohort.

SD, standard deviation.
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