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Subgroup Analysis From a Phase 2 Randomized Discontinuation Trial
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Background

e NccRCC belongs to a heterogenous group of tumors that includes papillary,
chromophobe, and collecting duct!

e Due to the rarity and poor molecular characterization of nccRCC, there is
an underrepresentation in clinical trials evaluating patients with this type of
RCC; because of this, patients are often treated with non-tailored therapies’

o After the 16-week open-label period, the sum of the longest diameters of
target lesions was compared with baseline, and a 25% cutoff for response
or progression (moditied RECIST), as assessed by the investigators (INV),
was used for assigning treatment for the next 12 weeks:

— Patients with >25% tumor shrinkage continued taking open-label
tivozanib, whereas patients with >25% tumor growth stopped treatment

— Patients with a <25% change in tumor size (shrinkage or growth) were

e Patients were predominantly male, and the median age was 53.6 years.
Two-thirds of patients with nccRCC presented with >T3 disease at diagnosis,

and 50% had de novo metastatic disease. Only 26% received prior systemic

treatment, which was primarily interferon (IFN) therapy (Table 1).

Table 1. Patient Demographics

Characteristic, n (%) nccRCC (N=46)

e Of note, 5 of 12 patients experienced a confirmed or unconfirmed PR as

best response at >16 weeks from tivozanib initiation

The median time to best response was 23.2 weeks (mean, 26.7 weeks) for
confirmed responses, and the median time to any response (confirmed and
unconfirmed) was 19.1 weeks (mean, 27.2 weeks)

* The observed disease control rate (DCR) was 74% in all patients with

nccRCC continuously treated with tivozanib, and ranged from 67% to 100%

Safety and tolerability of tivozanib

e Hypertension, dysphonia, asthenia, diarrhea, fatigue, and rash were the
most common TRAEs (>5% incidence; Table 3)

e Duodenal ulcer hemorrhage and hyperbilirubinemia were the only grade
4 TRAEs, each occurring once in a single patient. No grade 5 TRAEs
occurred.

e Across all patients with nccRCC, 1 TRAE led to discontinuation (ulcer
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(NCT00502307), patients included in these analyses were adults (aged
>18 years) who had histologically or cytologically confirmed recurrent

or metastatic nccRCC that was not amenable to surgery, a Karnofsky
performance status >70%, a lack of prespecitied laboratory and
hematologic abnormalities, and had received <1 prior systemic treatment
not including a VEGF-targeted therapy (Figure 1)

e Patients were excluded from study participation if they had central nervous
system malignancies, clinically symptomatic metastases, or clinically
significant cardiovascular disease <3 months before entering the study

Figure 1. Study Design
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e For the primary analysis, unconfirmed INV-assessed ORR at week 16
ollowing the open-label phase was summarized for all treated patients, and
oest unconfirmed and confirmed ORRs at any point during the study period
were reported for patients continuously treated with tivozanib. The Kaplan-
Meier (KM) method was used to estimate the median PFS.

e For analysis of PFS, patients who discontinued treatment without PD or death
were censored at their last assessment, and patients who were randomized
to receive placebo were censored at the time of randomization

Results

Baseline Characteristics

e Of the 272 patients enrolled in this study, 46 (16.9%) had nccRCC
pathology and were included in this analysis

* The nccRCC population comprised patients with the following subtypes:
papillary (n=11 [4%]), chromophobe (n=2 [0.7%)]), collecting duct (n=2
[0.7%)]), and mixed/unclassified (n=31 [11.4%]) (Figure 2)

Figure 2. Patient Disposition for Phase 2 Tivozanib Study

N=46

ECOG PS, Eastern Cooperative Oncology Group performance status.
Data cutoff of May 24, 2021. Bold-faced numbers indicate values >15% INV LT-PFS at 36 months.

e Patients received a mean 9.4 (median 7, range, 1-25) cycles of tivozanib
(or placebo for the 8 patients randomized to placebo after 16 weeks
tivozanib); the corresponding mean time on treatment was 8.36 months

(median 6.27 months)

Efficacy of tivozanib

* The ORR at 16 weeks (prior to randomization) in all treated patients with
nccRCC was 15.2% (Table 2)

e The best unconfirmed ORR (at any time point) in patients with nccRCC

continuously treated with tivozanib was 31.6%, and the best confirmed ORR
was 21.1%

* When analyzed by nccRCC histologic subset, the best unconfirmed ORR
ranged from 22.6% to 100.0%, and the best confirmed ORR ranged from
14.8% to 100.0%

e There was a trend toward lower ORRs in patients with mixed/unclassitied
nccRCC histological subtypes compared with patients with other nccRCC
subtypes (Table 2)

Table 2. ORR at Week 16 and Best Response by INV
ORR at week 16, n (%) All nccRCC, (n=46) Papillary, (n=11)

Chromophobe, (n=2)

e The median PFS was 6.7 months or 204 (95% Cl, 120-366) days for all

patients with nccRCC (Figure 4)

Figure 4. Progression-Free Survival
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KM, Kaplan-Meier.

e Overall, 8 patients with SD after treatment with tivozanib for 16 weeks were

randomized to 12 weeks of placebo, which may have resulted in PD prior to
unblinding and resumption of treatment with tivozanib

Collecting duct, (n=2) Mixed/unclassified, (n=31)

Conclusions

 This retrospective analysis demonstrated the promising activity of tivozanib
in nccRCC, which was observed across papillary, chromophobe, collecting
duct, and mixed/unclassified RCC histologies

— The ORR (best ORR, 31.6%; confirmed ORR, 21.1%) and median PFS of
6.7 months were comparable to those reported in other trials in patients
with nccRCC, such as the ASPEN trial of everolimus vs sunitinib (ORR,
9% vs 18% and median PFS, 5.6 vs 8.3 months, respectively)

e Tivozanib was generally well tolerated, with grade 1/2 hypertension being
the most common TRAE, only 2 grade 4 TRAEs being reported, and 1 TRAE
leading to discontinuation of treatment

Tivozanib was found to be efficacious and well
tolerated in patients with advanced nccRCC,

potentially adding another treatment option
for a patient population that has experienced
limited responses with existing therapies'-23
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