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Cautionary Note Regarding Forward-Looking Statements

Thispresentationcontainsforward-lookingstatementsthat involvesubstantialrisksanduncertainties. All statements,other than
statementsof historicalfacts,containedin this presentationare forward-lookingstatements. ThewordsάŀƴǘƛŎƛǇŀǘŜΣέάōŜƭƛŜǾŜΣέ
άŜǎǘƛƳŀǘŜΣέάŜȄǇŜŎǘΣέάƛƴǘŜƴŘΣέάƳŀȅΣέάǇƭŀƴΣέάǇǊŜŘƛŎǘΣέάǇǊƻƧŜŎǘΣέάǘŀǊƎŜǘΣέάǇƻǘŜƴǘƛŀƭΣέάǿƛƭƭΣέάǿƻǳƭŘΣέάŎƻǳƭŘΣέάǎƘƻǳƭŘΣέ
άŎƻƴǘƛƴǳŜΣέάŎƻƴǘŜƳǇƭŀǘŜΣέάǎŜŜƪΣέάƭƻƻƪŦƻǊǿŀǊŘΣέάŀŘǾŀƴŎŜΣέάƎƻŀƭΣέάǎǘǊŀǘŜƎȅΣέάǇǊƻƳƛǎƛƴƎΣέάƻǇǇƻǊǘǳƴƛǘȅέor the negativeof
these terms or other similar expressionsare intended to identify forward-lookingstatements,althoughnot all forward-looking
statementscontaintheseidentifyingwords. Theseforward-lookingstatementsinclude,amongothers,statementsabout:!±9hΩǎ
goalsandbusinessstrategy,prospects,plansandobjectives;!±9hΩǎplansregardingpotentiallysubmittinga newdrugapplication
(NDA)to the U.S. FoodandDrugAdministration(FDA)for tivozanib; the timing,designandresultsof preclinicalandclinicaltrials,
including!±9hΩǎplans to conduct, and expectationsregardingthe timing and potential results of, interim and final overall
survivalanalysesfor the Phase3 TIVO-3 studyof tivozanibin RCC; the timing andoutcomeof meetingswith andapplicationsto
regulatory authorities by AVEOand its partners; the competitive landscapefor, and the potential utility of, !±9hΩǎproduct
candidates,!±9hΩǎstatementsregardingthe potential efficacy,safetyand tolerability profile of tivozanib,includingwith respect
to overallsurvival; the potential commercialopportunity of tivozaniband!±9hΩǎother productcandidatesand!±9hΩǎestimates
for its cashrunway.

Actual results or events could differ materially from the plans, intentions and expectationsdisclosedin the forward-looking
statementsAVEOmakesdue to a number of important factors, includingsubstantialrisksand uncertaintiesrelating to:!±9hΩǎ
ability, and the ability of its licensees,to demonstrateto the satisfactionof applicableregulatoryagenciessuchasthe FDAand
the EMAthe safety,efficacyand clinicallymeaningfulbenefit of !±9hΩǎproduct candidates,including,in particular, tivozanib;
!±9hΩǎability to successfullyfile an NDAfor tivozanib; !±9hΩǎand itsŎƻƭƭŀōƻǊŀǘƻǊǎΩability to successfullyenroll and complete
clinicaltrials;!±9hΩǎability to enter into andmaintainits third party collaborationandlicenseagreements,andits ability,andthe
ability of its strategicpartners,to achievedevelopmentand commercializationobjectivesunder thesearrangements; the timing
and costsof seekingand obtaining regulatory approval; !±9hΩǎability to maintain compliancewith regulatory requirements
applicableto its product candidates; !±9hΩǎability to obtain and maintain adequateprotection for intellectualproperty rights
relating to its product candidates; !±9hΩǎability to successfullyimplement its strategic plans; !±9hΩǎability to raise the
substantial additional funds required to achieve its goals, including those goals pertaining to the development and
commercializationof tivozanib; unplannedcapital requirements; adversegeneraleconomicand industry conditions; and those
risksdiscussedin the sectiontitledάwƛǎƪCŀŎǘƻǊǎέandάaŀƴŀƎŜƳŜƴǘΩǎDiscussionandAnalysisof FinancialConditionandResults
of OperationsτLiquidityandCapitalwŜǎƻǳǊŎŜǎέincludedin!±9hΩǎquarterlyandannualreportson file with the SECandin other
filingsthat AVEOmaymakewith the SECin the future. All forward-lookingstatementscontainedin this presentationspeakonly
asof the dateof this presentation,andAVEOundertakesno obligation,andspecificallydisclaimsanyobligation,to updateanyof
thesestatements,exceptasrequiredby law.
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AVEO Oncology: Strategy for Value Creation

Value Enhancing Partnerships

Deep Pipeline Addressing Significant Unmet Needs
Multiple oncology AND non-oncology pipeline opportunities 

Ch¢L±5!ϰ όǘƛǾƻȊŀƴƛōύ ςIO Combinations (RCC, HCC, other)
Highly specific VEGF TKI has potential to enable unique tolerability as 

combination

Ch¢L±5!ϰ όǘƛǾƻȊŀƴƛōύ ςMonotherapy (RCC)
Differentiated VEGF TKI has potential to deliver unsurpassed efficacy AND 

favorable tolerability
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Partnerships advance programs AND provide capital  



Multiple Potential Opportunities for Value Creation

Clinical Preclinical Phase 1 Phase 2 Phase 3
Regulatory 

Filing Marketed Partner

Tivozanib
VEGFR 123 TKI

Ficlatuzumab
HGF MAb

AV-203 (CAN017)
ERBB3 MAb

TIVO-1 (Phase 3 Registration Study in 1st Line RCC)

TIVO-3 (Phase 3 Registration Study in 3rd Line RCC)

TiNivo(+OPDIVO®RCC)

HNSCC, Pancreatic, AML (Investigator) 

Esophageal

Pre-Clinical

Ocular Form
VEGFR 123 TKI

AV-380
GDF15 MAb

AV-353
Notch 3 MAb

AMD

Cachexia

Oncology

Licensable 
NA / EU 
Rights

Seeking 
Partnership 

HCC (1st line + IMFINZI®)

Ongoing or complete In Planning

(Europe)
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Tivozanib: VEGFR 1, 2 and 3 Tyrosine Kinase Inhibitor

Potent, selective inhibitor of VEGFRs1, 2 and 3 with a long half-life that is 
designed to optimize blockade while minimizing off-target toxicities1,2

1 Nakamura K et al. Cancer Res 2006;66:9134ς9142. 
2 Eskens FA et al. Clin Cancer Res 2011;17:7156ς7163. 
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FOTIVDA® (tivozanib)
TIVO-3 Pivotal Phase 3 Study



TIVO-3: Study Design

N = 350
Å F

ÅRecurrent/metastatic RCC
ÅFailed at least two prior 

regimens including VEGFR-TKI 
ÅStratified by prior regimen  

(TKI-TKI; TKI-PD1; TKI-Other)
ÅECOG PS 0 or 1
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tivozanib

sorafenib

Å1O: PFS
Å2O: OS, ORR, DoR, 

Safety and Tolerability 
for ITT

60% 3rd line patients, 40% 4th line+

Phase 3, Randomized, Controlled, Multi-Center, Open-Label Study to Compare Tivozanib to 
Sorafenib in Subjects With Refractory Advanced Renal Cell Carcinoma

First stratified 3rd line dataset of patients with prior PD-1 exposure
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Primary Endpoint: Progression-Free Survival per IRC (ITT)

Median PFS, mo (95% CI) 

Tivozanib 5.6 (5.3, 7.3)

Sorafenib 3.9 (3.7, 5.6)

HR, 0.73 (95% CI: 0.56, 0.94)

P=0.0165

2yr PFS

18%

5%

28%
1yr PFS

11%

44% improvement in median PFS
27% risk reduction for progression or death
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Subgroup Progression-Free Survival per IRC 
(Prior IO Subgroup - 26% of ITT)

Median PFS, mo (95% CI) 

Tivozanib 7.3 (5.3, 11.1)

Sorafenib 5.1 (3.6, 7.4)

HR, 0.55 (95% CI: 0.32, 0.94)

P=0.028

35%

1yr PFS

4%

2yr PFS

25%

43% improvement in median PFS
45% risk reduction for progression or death
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Secondary Endpoints
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ÅPreliminary analysis (HR=1.12) represents approx. half of potential OS events
Å43 patients remain on study therapy (34 tivozanib vs 9 sorafenib)
ÅInterim OS analysis: Planned for August 2019

Preliminary Analysis - OS Not Mature at Time of Final PFS Analysis

Final Analysis - Superior Overall Response Rate and Durability

ÅStatistically significant benefit in ORR, p=0.02
ÅDurable responses with tivozanib:  
Å55% remaining in response past 2 years
ÅMedian DoR: tivozanib not reached vs sorafenib 5.7 months 
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Treatment-Related Adverse Events
(Ó20% frequency in either arm)

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

Preferred Term 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*Palmar-plantar erythrodysesthesiasyndrome, also know as hand-
foot syndrome

^Safety population
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The Conundrum: What Is Causing the PFS/OS Discordance?
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ÅIs there a safety issue with tivozanib?

ÅIs there an imbalance in the study?

ÅAre the preliminary OS data too immature?

Final PFS Preliminary OS



Is There a Safety Issue 
with Tivozanib?
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Tivozanib (N=173)^ Sorafenib (N=170)^

Mean Number of Cycles Initiated 10.3 6.3

AEs Leading to Dose Reductions, % 24 38

AEs Leading to Dose Interruption, % 48 63

Treatment Related SAEs, % 11 10

Treatment Related Deaths, % 0 0

Deaths within 30 days of Tx, N 15 12

Exposure Adj Deaths per Month of Tx* 0.93% 1.21%

The Data to Date Do not Demonstrate an Apparent Safety 
Signal for Tivozanib Adversely Impacting Survival

85% of all 183 deaths in the study occurred beyond 30 
days from last dose of study drug
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^Safety population

*Exposure Adj Deaths Based on 48,656 tivozanib Tx days vs 29,883 sorafenib Tx days through 10/4/2018 data cut

P=0.005

P=0.007



Data Demonstrate That Extended Exposure to Tivozanib 
Does not Appear to Adversely Impact OS

Tivozanib correlation (R2=0.6) relative to sorafenib (R2=0.2), 
suggests that increased exposure to tivozanib may be more 

associated with OS benefit
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Is There an Imbalance 
in the Study?



Preliminary Subsequent Therapy Rates and CPI Therapy 
Higher for Sorafenib

Treatment, N (%)
Tivozanib

(N=175)

Sorafenib
(N=175)

Remain on Study Treatment* 34 (19) 9 (5)

Unknown Subsequent Therapy 47 (27) 64 (37)

No Subsequent Therapy 23 (13) 20 (11)

Any Known Subsequent Therapy 71 (41) 82 (47)

Checkpoint Only 8 (5) 17 (10)

Checkpoint + VEGF or Other 13 (7) 18 (10)

VEGF Only 31 (18) 31 (18)

VEGF + mTOR or Other 9 (5) 4 (2)

mTOR Only 4 (2) 6 (3)

Other 6 (3) 6 (3)

*31 of 43 patients remaining on study treatment have not 
received prior checkpoint (T=24, S=7)
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Are the OS Data Immature?



Preliminary OS Analysis is Overrepresented with 
Patients Who Realized Minimal PFS Benefit

2yr PFS

18%

5%

28%

1yr PFS

11%
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TIVO-3 PFS Curve (ITT)

72% of OS events in preliminary analysis 
from patients with <4 months of PFS



TIVO-3 Conclusions
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ÅTivozanib significantly improves PFS and ORR compared to sorafenib 
in patients with treatment-refractory advanced RCC 
VTivozanib was superior in patients previously treated with checkpoint 

inhibitors as well as two VEGFR-TKIs 

VResponses with tivozanib were more durable than sorafenib

ÅTivozanib was well tolerated with hypertension as the most 
common AE
VLower rates of hand-foot syndrome, diarrhea, and rash were observed for 

tivozanib compared to sorafenib

ÅOS data immature as of October 2018 cutoff
VFDA recommends not submitting NDA at this time using preliminary OS data 

VPlan to conduct an interim OS analysis in August 2019 

VNDA filing decision to follow availability of more mature OS results



Tivozanib Commercial 
Opportunity



If Approved, Significant Potential Commercial 
Opportunity for Tivozanib in the United States

1st Line Market (est. 2020)

~$1.3B1

2nd Line Market (est. 2020)

~$900M1

3rd Line+ Market (est. 2020)

~$300M1

ü Expect opportunity to 
expand 

ü Potential to be first agent 
indicated for 3rd & 4th line

ü Onlypivotal dataset in RCC 
stratified by prior PD-1

NA royalties to KHK are low- to mid-teens on net sales 
1 Decision Resources Pharmacor2020 Market Projections Dec 2017
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Extended OS from IO may expand population 
eligible for 3rd line treatment2

1 >PFS with tivozanib may extend treatment duration

65%1

45%1

Efficacy + tolerability may increase patients 
opting for 3rd line treatment

1st Line

2nd Line

3rd Line

3

Composition of matter patent into 2022 with potential for extension into 2027 for 
both Europe and North America



Potential Relevance of Tivozanib in Refractory RCC

Source:  AVEO blinded Third-Party US Oncologist Market Research using approximate TIVO-3 PFS and AE profile - Dec 2018 n=100

Treatments with proven efficacy are needed for patients who have failed 2 or more lines 
of treatment for RCC

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

I prefer using drugs that do not often require me to adjust or interrupt dose due to 
patient tolerability issues

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Blinded TivoProfile 
Ratings compared to 
current treatment 
options in refractory 
patients

Efficacy Tolerability Likelihood to Prescribe

67%80%
0%

20%

40%

60%

1 2 3 4 5 6 7

Not at all 
likely

Neutral Extremely 
Likely
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ÅFirst-line treatment for patients with good or intermediate risk 

ÅSecond-line patients following TKIs

1. https://www.esmo.org/Guidelines/Genitourinary-Cancers/Renal-Cell-Carcinoma
2. Decision Resources PharmacorMarket Projections Dec 2017

EU Launch Territories: Spain, Germany, the U.K., 
Austria, the Netherlands and Sweden

Å $2M milestone payment Nov 2018

Å ~$200M Market (2017); 50% of sales from  
Sutent/Votrient2

EU5 Launch Territories

Potential milestone payments from EUSA of $2.0 million each ($4.0 million in 
aggregate) for reimbursement approvals in France and Italy

This Photoby Unknown Author is licensed under CC BY-SA

ESMO Guidelines updated to include Fotivda (tivozanib)1 ςFeb 2019

Anticipated EU5 Launch Territories
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Å $2M milestone payment Feb 2018
Å ~$100M Market (2017); 50% of sales from 

Sutent/Votrient2

Å $2M milestone payment triggered Apr 2019
Å ~$60M Market (2017); 50% of sales from 

Sutent/Votrient2

https://www.esmo.org/Guidelines/Genitourinary-Cancers/Renal-Cell-Carcinoma
http://commons.wikimedia.org/wiki/File:BlankMap-Europe-v4.png
https://creativecommons.org/licenses/by-sa/3.0/


PD-1 Combination 
Opportunities



Tivozanib Properties May Provide Advantages in Combination 
with IO Therapy 

Nakamura K et al. Cancer Res 2006;66:9134ς9142.
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PawlowskiN et al. AACR 2013. Poster 3971.

Hammers, Emerging VEGF-I/O Combinations, ASCO 2017


