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Tivozanib: Properties & Clinical Experience in RCC

* Tivozanib is a potent, selective inhibitor of VEGFR 1, 2 & 3 with a long half-life
designed to optimize VEGFR blockade and minimize off-target toxicities'?

* TIVO-1: 1%tline Phase Il RCC study of tivozanib vs. sorafenib3

* Received 15t line EMA approval (Aug 2017) based on superior PFS
* FDA requested additional Ph3 (PFS Primary and no adverse effect on OS)

» Refractory RCC Landscape

* No RCC treatments have shown superior benefit over another active therapy in the 3rd /4th
line setting

* Immunotherapy has emerged a standard of care for early lines of treatment for RCC patients,
limited prospective data exist to inform sequencing after 10 failure

1. Nakamura K et al. Cancer Res 2006,66:9134-9142.
2. Eskens FA et al. Clin Cancer Res 2011;17:7156-7163 2

3. Motzer R et al. Journal of Clinical Oncology 2013; Volume 31, Number 30



TIVO-3: Study Design

Key Eligibility Criteria:

« Advanced clear cell RCC Stratification: ;
* Prior Regimen <

* Failed 2 or 3 prior (TKI-PD1; TKI-TKI; TKI-Other) 8
regimens including 21 <
VEGFR TKI « IMDC Prognostic Score rﬁn

(Fav; Int; Poor)
*ECOGPSOori

* Primary Endpoint
* PFS per Independent Review Committee (IRC; data cutoff Oct. 4, 2018)

* Secondary Endpoints
* ORR, OS, Inv PFS, DOR, Safety

TIVO-3

Tivozanib
1.5 mg PO, QD
(3 weeks on, 1 week

off per cycle)
Treatment until
1:1 progression or

n=350 unacceptable
toxicity
Sorafenib

400 mg PO, BID
(Continuously in
4 week cycles)

IMDC, International Metastatic RCC Database Consortium; QD, once per day; BID, twice per day; PO, oral administration 3



TIVO-3: Patient Demographics at Entry (ITT)

- Tivozanib Sorafenib

Median age, years 62 64
Male, % 72 73
IMDC prognostic risk,
Favorable 19% 21%
Intermediate 62% 60%
Poor 18% 19%
ECOG performance status, % (0/1) (49/50) (47/48)
Region, % (NA/EU) (18/82) (15/85)
Prior Lines of Therapy, % (2/3) (62/38) (59/41)
Prior Treatment Regimen,
TKI-PD1 27% 25%
TKI-TKI 45% 46%
TKI-Other 28% 29%

Lancet Oncology, In Press




Survival Probability

TIVO-3: Primary Endpoint Progression-Free Survival per IRC (ITT)
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TIVO-3: Swimmers Plot of Patients Progression Free >1 Year

Patients

Tivozanib Sorafenib
52
40 N=52 N=20
46
43
40
37
34
(%)
31 =l
Q
28 el
-
25 o
22
19
16
13
10
7
4
1
0 5 10 15 20 25 30 35 40 0 5 10 15 20 25 30 35 40
Months of PFS Months of PFS

RED = Patients Progression Free* and Still on Therapy (Tivozanib n=20 / Sorafenib n=2)

Overall Response Rate: 18% tivozanib vs 8% sorafenib, p=0.02

*Investigator assessed PFS



TIVO-3: PFS & ORR in Key Subgroups®

b Prior Checkpoint Inhibitor + VEGFR TKI
Tivozanib . . .
5 o Sorafenib Tivozanib Sorafenib
= (n=47) (n=44)
£ o Median PFS, months 7.3 (4.8, 11.1) 5.1(3.2,7.4)
[ S— - (95% Cl)
a8 " L HR (95% Cl) 0.55 (0.32, 0.94)
[5) Tivozanib
a 20l P Value 0.028
| ot ORR 24.4% 6.8%

T T T T J T T T Ll T J T T T Ll T J T T T Ll T J T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

1991 Two Prior VEGFR TKIs
N g(‘)’ro;z?]iig Tivozanib Sorafenib
g_i, (n=79) (n=80)
g 60 Median PFS, months 5.5 (3.6, 7.4) 3.7 (3.6, 3.9)
$ | (95% Cl)
g 401 - HR (95% Cl) 0.57 (0.39, 0.83)
E 20 Tivozanib P Value 0.003
Sorafenib ORR 152% 75%
04

lllllllllllllllllllllllllllllll

*Final analysis, as of Oct 4, 2018
Porta et al. ASCO 2019



TIVO-3: Overall Survival Update

| Octa, 2018 Aug 15, 2019

0S HR 1.12 0.99
95% Cl; p value 0.84-1.51; p=0.44 0.76-1.29; p=0.95
OS Events 183 (52%) 227 (65%)

e 44 additional events since Oct. 4, 2018 data cut

* 16 tivozanib events and 28 sorafenib events
e OS events 114 tivozanib and 113 sorafenib

* Median follow up duration of 33 months, 24 months from last
patient enrolled



Survival Probability

TIVO-3: Overall Survival = ITT (August 15, 2019)

1O+ . Median OS, mo (95% Cl)
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TIVO-3: OS Data by Subgroup

Oct 4, 2018 Aug 15, 2019
52% 65%

(350)
VEGF/IO 43% 1.14 58% 0.88
(91)
VEGF/VEGF 58% 1.05 66% 0.98
(159)
VEGF/Other 54% 1.42 69% 1.10
(100)

*PFS assessment by investigator 10



TIVO-3: Treatment-Related Adverse Events

Fewer adverse events observed for tivozanib

Tivozanib (N=173)

Sorafenib (N=170)

B0 All Grades % Grade 3/4 % All Grades % Grade 3/4 %
Treatment Related AEs 84 44 94 55
Hypertension 36 20 25 14
Diarrhea 33 2 50 9
Fatigue 29 4 19 5
Decreased Appetite 26 4 21 2
Dysphonia 24 1 8 0
Asthenia 21 5 17 4
PPE* 16 1 38 10
Rash 4 0 24 8

>5% difference between arms

1




TIVO-3: Patient Disposition and Drug Exposure (ITT)

Mean Number of Cycles Initiated

AEs Leading to Dose Reductions (%)
AEs Leading to Dose Interruption (%)

Treatment Related SAEs (%)
Treatment Related Deaths (%)

Tivozanib (N=173) | Sorafenib (N=170)

11.9

24
48

12

6.7

P=0.005 38
P=0.007 63
11

0

12




TIVO-3: Conclusions

* Tivozanib significantly improves PFS and ORR compared to sorafenib in
refractory advanced RCC

* Tivozanib was superior in patients previously treated with checkpoint inhibitors as well
as two VEGFR-TKIs

* Responses with tivozanib were more durable than sorafenib

 Updated Overall Survival HR 0.99

* Tivozanib was well tolerated with lower overall rates of adverse events
 Fewer dose interruptions and reductions required on tivozanib

Eighteenth November 15-16, 2019
International Trump National Doral Miami Hotel, Miami, Florida

Kidney Cancer :
Symposium Kldney/%,er.org



Acknowledgements

e Patients and their families
* Our investigators and their personnel:

Belgium: G Thierry; S Rottey; D Luyten; Canada: C Kollmannsberger; G Bjarnason; S Ghedira; Czech Republic: J Katolicka; J Prausova; B
Melichar; A Poprach; J Kopecky; Denmark: F Donskov; P Geertsen; N Jensen; France: F Rolland; N Penel; B Escudier; C Linassier; JM Tourani;
Germany: M Boegemann; M Wirth; M Rink; MO Grimm; P Ivanyi; M Stockle; Hungary: B Pikd; K Mahr; L Mangel; B Juhasz; Z Papai; M Dank; P
Nyirady; L Geczi; A Ruzsa; Z Kahan; Italy: P Pedrazzoli; A Bearz; R Sabbatini; F Calabro; C Caserta; F Boccardo; G Facchini; G Ferretti; G Tonini;
B Perrucci; A Hamzaj; E Verzoni; F Morelli; U De Giorgi; F Nole; C Natoli; M Aglietta; Poland: J Wojcik - Tomaszewska; R Zdrojowy; B Itrych; P
Koralewski; A Wronski; D Sawka; Spain: A Pinto Marin; E Gallardo Diaz; T Alonso Gordoa; J Virizuela Echaburu; J Maroto Rey; C Suarez
Rodriguez; G Rubio Romero; B Mellado; MJ Méndez Vidal; N Lainez Milagro; J Garcia-Donas Jiménez; A Rodriguez-Vida; M Garcia; C
Santander Lobera; A Montesa Pino; F Vazquez Mazdn; E Martinez Ortega; J Mufioz Langa; D Castellano; J Arranz Arija; C Maximiano; N Sala;
FX Garcia del Muro Solans; S Hernando Polo; M Lara Alvarez; M Climent Duran; United Kingdom: M Sarwar; F Thistlethwaite; M Wheater; S
Turajlic; J Wagstaff; D Farrugia; P Nathan; SA Grumett; O Parikh; P Patel; United States: B Rini; U Vaishampayan; A Molina; R Alter; D
Sahasrabudhe; E Gelmann; J Clark; S Tejwani; L Nordquist; S Pal; L Appleman; J Wang; R Hauke; T Hutson; N Vogelzang; J Yorio; A Flaherty; D

Shaffer; M Mims; S Agarwala; S Richey

e AVEO Oncology

Eighteenth November 15-16, 2019
International Trump National Doral Miami Hotel, Miami, Florida

Kidney Cancer :
Symposium Kldney/%n@er.org




Backup Slides



TIVO-3: Overall Survival by Quartile

OS Quartiles (95% Cl) Tivozanib Sorafenib
25% 7.4 (6.0, 10.2) 7.3 (6.4, 10.9)
50% 16.4 (13.4,21.9) | 19.6(14.9, 24.2)
75% NR (32.8, NR) NR (32.4, NR)




