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Study Rationale (I) TiNiVO

* Tivozanib is a VEGFR-TKI with high specificity and a favorable AE profile compared to
other members of the class
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* Tivozanib has been approved by EMA in first line setting of metastatic RCC

1. Eskens FALM, et al. In: Proceedings of the 99th Annual Meeting of the AACR. San Diego, CA: AACR; 2008. Abstract LB-201.
2. Chow LQM, Eckhardt SG. J Clin Oncol. 2007;25(7):884-896.
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Study Rationale (1) TiNiVO

* Combinations of checkpoint inhibitors and VEGFR-TKIs cells
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Down Regulation of Tregs Contributes to Checkpoint Inhibition

% CD4'/CD25"/FoxP3*
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Influence on regulatory T cells

16 h after the last TKI application, splenocytes were
isolated and CD4" / CD25" / FoxP3* Tregs were

analyzed by flow cytometry.

Pawlowski N et al. AACR 2013. Poster 3971.
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Study Rationale (lll) TiNi\/O

* Combinations of checkpoint inhibitors
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Proposed mechanisms of synergy

and VEGFR-TKIs demonstrated high VEGF + PD-1 inhibition "
rates of Grade 3-4 adverse events Immunologic Empiric i
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VEGF inhibition may
reduce numbers of

immunosuppression ¢
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works in

* We hypothesize that the combination of bl el G iy
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Tivozanib and Nivolumab will have a ces PO-Luil
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TiNivo Ph | Study Schema: TiNiVo

* Metastatic renal cell

carcinoma (all histology) Dose Level 1 Dose Level 2 1° safety, tolerability, and
* Mesurable disease maximum tolerated dose
* No prior use of nivolumab * Tivozanib 1.0 mg QD/21 days Tivozanib 1.5 mg QD/21 days

or tivozanib + Nivolumab 240 mg Q2 weeks ' + Nivolumab 240 mg Q2 weeks
* ECOGPS<1 2° antitumor activity

* Life expectancy 2 3 months

3+3 dose escalation design - DLT Period: 28 days (cyclel)
DLTs definition:
* Grade 3 nonhematologic toxicity lasting > 3 days despite optimal supportive care.

* Grade 4 nonhematologic toxicity

* Hematologic toxicities (Neutropenia that is: Grade 3 or 4 (ie, ANC < 1000 per mm3) and associated with fever (oral temperature > 38.52C) or sepsis ;
Grade 4 (ie, ANC < 500 per mm3) and sustained (duration > 5 days) and Grade 4 thrombocytopenia (ie, platelets < 25,000 per mm3) or bleeding requiring
a platelet transfusion.)

Toxicity of any grade that results in inability to complete Cycle 1 of dosing.
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Patient Population

TiNiVo

Median age (year)

Gender male
female
Nephrectomy yes
no
Prior therapy 0
>1
Pathology clear cell
papillary
ECOG 0
1
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(including 1 with sarcomatoid features)

N B W W, Ul NS

www.kidneycancersymposium.com



—m INF
RQSUltSI SafEty Adverse events 6 (100%) TINI\‘/O

Hypertension

Asthenia

w

* No DLTs observed
in Cycle 1 in any
patient (n=6)

Decreased Appetite
Diarrhea

Nausea

Stomatitis

Hand-Foot Syndrome
Pruritis

Arthralgia

Dysphonia

Increased creatinine
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*occurred beyond cycle 1

Increased ALT
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TiNiVo

Best Response

Results: Duration of Treatment

1mg

> PR
1mg — SD

1mg — SD*A
1.>mg — PR *
1.>me — PR**
L5 T > PR
0 1 2 3 4 5 6 7

*Treatment Naive
1 papillary RCC
Aunconfirmed best response

Months
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Clear cell with sarc features

Baseline

Confirmed CT assesment

courtesy P Barthelemy, Strasbourg



Clear cell with sarc features

Baseline Confirmed CT assesment

courtesy P Barthelemy, Strasbourg




Papillary RCC pt

Baseline Confirmed CT assesment




ccRCC

prior treatments with sunitinib, sorafenib, everolimus

Baseline 26/04/2017 27/06/2017




ccRCC

prior treatments with sunitinib, sorafenib,everolimus
Baseline 26/04/2017 13/10/2017




TiNiVO

Conclusions

* Tivozanib at full dose can be combined with nivolumab at full dose.
* Tivo 1.5 mg p.o. daily x 21 days followed by a 7 day rest
* Nivolumab 240 mgi.v every 14 days

* Preliminary safety data is promising and appears to support the
importance of TKI specificity.

* Promising early signs of efficacy (67% PR; 100% Disease Control Rate).
* Currently enrolling approximately 20 patients in the phase Il expansion.
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