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Passionately pursuing a better life for patients with cancer

Cautionary Note Regarding Forward-Looking Statements
This presentation contains forward-looking statements within the meaning of the Private Securities

Actual results or events could differ materially from the plans, intentions and expectations disclosed in the

Litigation Reform Act of 1995 that involve substantial risks and uncertainties. All statements, other than

forward-looking statements AVEO makes due to a number of important factors, including substantial risks

statements of historical facts, contained in this presentation are forward-looking statements. The words

and uncertainties relating to: whether the results of TIVO-3 are sufficient to obtain marketing approval for

“anticipate,” “believe,” “estimate,” “expect,” “intend,” “may,” “plan,” “predict,” “project,” “target,” “potential,”

tivozanib in the U.S., which turns on the ability of AVEO to demonstrate to the satisfaction of the FDA that

“will,” “would,” “could,” “should,” “continue,” “contemplate,” “seek,” “look forward,” “advance,” “goal,”

safety and efficacy of tivozanib based upon the findings of TIVO-3, including its data with respect to PFS,

“strategy,” “promising,” “opportunity” or the negative of these terms or other similar expressions are

the rate of adverse events, OS and other information that the FDA may consider to be relevant to an

intended to identify forward-looking statements, although not all forward-looking statements contain these

approval determination; AVEO’s ability to successfully implement its strategic plans including its ability to

identifying words. These forward-looking statements include, among others, statements about: AVEO’s

successfully launch and commercialize tivozanib if it may be approved for commercialization by the FDA

goals and business strategy, prospects, plans and objectives; AVEO’s planned timing for making tivozanib

and to obtain and maintain market and third party payors acceptance of tivozanib if it may be approved for

available to patients in the U.S.; AVEO’s plans regarding communications with the U.S. Food and Drug

commercialization by the FDA; AVEO’s ability to raise substantial additional funds required to achieve its

Administration (FDA) for tivozanib; the timing, design and results of preclinical and clinical trials; the timing

goals, including those goals pertaining to the launch and commercialization of tivozanib; AVEO’s ability,

and outcome of meetings with and applications to regulatory authorities by AVEO and its partners,

and the ability of its licensees, to demonstrate to the satisfaction of applicable regulatory agencies such as

including AVEO’s marketing application filed with the FDA for tivozanib; the competitive landscape for, and

the FDA the safety, efficacy and clinically meaningful benefit of AVEO’s product candidates and risks

the potential utility of, AVEO’s product candidates; AVEO’s statements regarding the potential efficacy,

relating to the timing and costs of seeking and obtaining regulatory approvals; AVEO’s and its

safety and tolerability profile of tivozanib and ficlatuzumab; the potential to extend U.S. patent exclusivity

collaborators’ ability to successfully enroll and complete clinical trials; AVEO’s ability to enter into and

for tivozanib and the timing of such potential extension; the potential commercial opportunity of tivozanib

maintain its third party collaboration and license agreements, and its ability, and the ability of its strategic

and AVEO’s other product candidates and AVEO’s estimates for its cash runway and the contingencies on

partners, to achieve development and commercialization objectives under these arrangements; AVEO’s

which such runway is dependent.

ability to maintain compliance with regulatory requirements applicable to its product candidates; AVEO’s
ability to obtain and maintain adequate protection for intellectual property rights relating to its product
candidates; unplanned capital requirements; uncertainties related to AVEO’s ability to access future
borrowings under the Hercules loan facility, which turns on the achievement of milestones related to the
approval and commercialization of tivozanib in the U.S., which milestones may not be achieved; adverse
general economic and industry conditions; the potential adverse effects of the COVID-19 pandemic on
AVEO’s business continuity, financial condition, liquidity and ability to successfully and timely enroll,
complete and read-out data from its clinical trials; competitive factors; and those risks discussed in the
sections titled “Risk Factors” and “Management’s Discussion and Analysis of Financial Condition and
Results of Operations—Liquidity and Capital Resources” included in AVEO’s quarterly and annual reports
on file with the SEC and in other filings that AVEO may make with the SEC in the future. All forwardlooking statements contained in this presentation speak only as of the date of this presentation, and AVEO
undertakes no obligation, and specifically disclaims any obligation, to update any of these statements,
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except as required by law.

Multiple Potential Opportunities for Value Creation
Clinical

Preclinical

Phase 1

Tivozanib (RCC)
VEGFR TKI

Phase 2

Phase 3

Regulatory
Filing

TIVO-1 Ex-US (Phase 3 Registration Study in 1st Line RCC)
TIVO-3 (Phase 3 Registration Study in 3rd Line RCC)
TiNivo (+OPDIVO® RCC)

Tivozanib (HCC)
VEGFR TKI
Ficlatuzumab
Anti-HGF/c-MET
IgG1 mAb

DEDUCTIVE (1st line HCC+ IMFINZI®)
HNSCC (Ficla +/- ERBITUX®)
Pancreatic (Ficla + Nab-paclitaxel + Gemcitabine)
CyFi-1 (AML HiDac +/- Ficla)

AV-203 (CAN017)
Anti-ERBB3 mAb

Oncology

Pre-Clinical
AV-380
Anti-GDF15 IgG1
mAb
AV-353
Anti-Notch 3 mAb
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Marketed

Cachexia

Oncology

Partner

(Europe)

Ficlatuzumab
Anti-HGF/c-MET IgG1 mAb

Ficlatuzumab: A Potent anti-HGF/c-MET mAb
• Hepatocyte growth factor (HGF) pathway is frequently
dysregulated in a broad range of human cancers
• HGF can lead to both tumor growth and metastatic
progression of cancer cells when dysregulated and is an
escape mechanism to CT and targeted therapies, including
EGFR inhibitors
• Ficlatuzumab has demonstrated differentiated inhibition
of HGF
•
•
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High affinity (pM) and slow off-rate for HGF
High potency (nM) inhibiting all biological activities of HGF,
including autocrine/paracrine activation loops

Ficlatuzumab: Recently Completed and Ongoing Studies in Multiple
Tumor Types with Potential to Address Significant Unmet Needs
Annual New Cases (US*)

HNSCC: Randomized Phase 2 Trial Ongoing
(Ficlatuzumab + Erbitux vs. Ficlatuzumab)
• Promising Phase 1 data - ASCO 2017
• Topline Phase 2 data expected in 2021
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AML: Phase 1/2 Trial in Primary Refractory
(Ficlatuzumab + Cytarabine)
• Topline data reported AACR 2019
Pancreatic Cancer: Phase 1/2 Trial
(Ficlatuzumab + Nab-paclitaxel + Gemcitabine)
• Topline data reported ASCO GI 2020
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*Source: NIH 2020 SEER Cancer Stats

H&N

mPC

Ficlatuzumab: Head & Neck Cancer (HNSCC)

Ficlatuzumab: Rationale in HNSCC
HGF levels elevated in HNSCC tumor tissue
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ASCO 2017 Poster

Ficlatuzumab + Cetuximab: Phase 1 HNSCC Study Results in
Cetuximab-Resistant Patients

ASCO 2017 Poster

Combination was well tolerated with promising activity (ORR 17%, PFS 6mo, OS 8.2mo)
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Ficlatuzumab: Phase 2 Randomized Study in Highly Refractory
HNSCC Patients
Randomized, open-label confirmatory Phase 2 study in combination with cetuximab, an EGFR-targeted
antibody, in cetuximab-resistant, recurrent metastatic HNSCC
Treatment Until
Progression

N = 60-70
Ficlatuzumab
(20mg/kg
q 2 weeks)

• Recurrent and/or metastatic HNSCC
• ECOG 0-1
• Clinical resistance to anti-EGFR
therapy, platinum and CPI
• Stratify

Ficlatuzumab

• P16 (HPV status)

Randomize 1:1

• Study center

Enrollment
Complete
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Endpoints
• Primary: PFS
• Secondary: OS,
ORR, DoR, Safety
and Tolerability

(20mg/kg
q 2 weeks) +

Cetuximab
(500 mg/m2 q 2
weeks)

Final Results Expected
Mid-2021

Ficlatuzumab: Acute Myeloid Leukemia (AML)

Ficlatuzumab: Rationale in AML
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ASCO Poster 2017

Ficlatuzumab CyFi-1 Study: 50% CR Rate in Difficult to
Treat AML Population

The most frequent grade 3/4 treatment emergent adverse events
observed were febrile neutropenia, LFT abnormalities, and
electrolyte disturbance. There was one death from sepsis and
multi-organ failure that was determined to be disease related, and
one patient withdrew from the study due to grade 4 gastrointestinal
bleed, determined to be likely ficlatuzumab related.
ASCO Poster 2017
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All enrolled patients experienced induction failure to 1st line treatment
where 25-30% CR rate expected from chemo alone

Ficlatuzumab: Pancreatic Cancer

ASCO GI Poster 2020
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Combination showed durable treatment responses
Significant overlapping edema, study with alternate chemotherapy combo has been
proposed, will pursue when new clinical supply is available

Ficlatuzumab: Immunotherapy Combination Opportunities Emerging
• The c-Met-HGF axis promotes aberrant tumor cell growth,
migration, proliferation, and angiogenesis
• Abnormal signaling results from c-Met over-expression,
amplification or mutation of the c-Met receptor, or HGF overexpression

• C-Met expression is associated with expression of
immunoregulatory proteins (PD-L1, IDO, IFN-γ) that
suppress the immune response
• Limited pre-clinical and clinical data suggest inhibition of cMet signaling has direct and indirect anti-tumor effects via
attenuation of immunosuppression in the tumor
microenvironment
• Checkpoint inhibitors are less effective in tumors with
driver mutations, such as c-Met; combination regimens with
targeted agents may provide effective concurrent therapies
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Front Oncol 2020;10:54

Ficlatuzumab Summary
•
•
•
•
•

HNSCC: Enrollment complete in randomized Phase 2 trial (Ficlatuzumab +/- ERBITUX®)
Pancreatic Cancer: Phase 1/2 trial complete (Ficlatuzumab + Nab-paclitaxel + Gemcitabine)
AML: Phase 1 trial complete (Ficlatuzumab+DTIC)
Explore other combinations with scientific rationale: Checkpoint Inhibitors
Expected exclusivity in U.S. into 2033*

2H 20

Ficlatuzumab (HGF mAb) Milestones
Reacquire Worldwide Rights
HNSCC Randomized (Ficlatuzumab +/Pivotal Study Decision
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* Composition of matter to 2028 and a potential 5-year PTE

ERBITUX®)

Ph2 POC Data



1H 21

2H 21

AV-380
Anti-GDF15 IgG1 mAb

Cancer Cachexia Impacts Patients Across a Broad Range of
Tumor Types
 Cachexia is a muscle wasting disease
commonly associated with cancer

 Approximately 50% of people with
cancer will suffer from cachexia*

 Approximately 30% of all cancer
patients die from cachexia*

 GDF15 is a key driver in cancer cachexia:
1.

GDF15 is elevated in cachexic
models/ patients (vs. non-cachexic)

2.

Expression of GDF15 induces
cachexia

3.

Inhibition of GDF15 reverses
cachexia in animal models

4.

Managing cachexia has the potential
to improve OS
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* J. Cachexia, Sarcopenia and Muscle 2010

AVEO Market Research

90% of Cancer Cachexia Patients Have Elevated Levels of GDF15

GDF15 Distribution Across Patient Samples
Control

Cancer
NonCachexia

Cancer
Cachexia

GDF15 < 1.3 (ng/mL)

51%

39%

10%

GDF15 > 1.3 (ng/mL)

49%

61%

90%

% Patients

• In contrast to GDF15, only ~70% of cachectic
patients have above median levels of ActivinA, IL-6 or IL-8
• Adjusted by tumor stage, GDF15 is the top
factor that predicts cachexia
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AVEO data (in collaboration with A. Vigano, McGill University) on file

Tumors Engineered to Overexpress GDF15 Cause Severe Weight Loss,
Inhibition of GDF15 Reverses the Cachexia Phenotype Induced by Tumor
Expression of GDF15 Induces Cachexia
in Animal Models

Inhibition of GDF15 Reverses Cachexia
in Animal Models
2mpk mIgG
2mpk anti-mGDF15 Ab
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AVEO data on file

GDF15 Has Been Shown to Predict Survival in Cancer Patients
Survival analysis showed that GDF15 expression predicted survival
adjusting for stage and weight change
1st quartile (low)
2nd quartile
3rd quartile

Percent Survival

4th quartile (High)

Days
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In collaboration with A. Vigano

Significant Market Opportunities Outside of Cancer*
AVEO has conducted additional analyses of patient samples and animal models
to examine the role of GDF15 in cachexia outside of cancer
COPD
>5x Larger than Cancer Cachexia Market

Congestive Heart Failure
2x Larger than Cancer Cachexia Market
GDF-15 Levels Predict Mortality in CHF2

• Increased GDF15 protein expression
found in airway epithelium (mainly in
ciliated cells) of human COPD smokers
compared with normal non-smokers1
• Cigarette smoke exposure consistently
up-regulated GDF15 expression in
human airway epithelial cells1

*Partnership opportunity for non-oncology rights
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1.
2.

Wu, Q et al. Innate Immunity 0(0), 16 Dec 2011
Kempf et al. & Wollert. JACC, 2007

AV-380 Anticipated Development and Exclusivity

Program Development Status – Focused on Cancer Cachexia
•

IND accepted for the treatment of cancer cachexia

•

Phase 1 study in healthy subjects initiated

Study
Initiated

Intellectual Property Estate
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•

Method of use patent through 2029 to cover increasing body weight (e.g., treating cachexia) by
inhibiting GDF15

•

Composition of matter on AV-380 through 2033

Key Recent and Potential Milestones
Tivozanib (VEGFR TKI)

1Q 21

2Q 21

2H 21

1Q 21

2Q 21

2H 21

1Q21

2Q 21

2H 21

PDUFA Date (R/R RCC, March 31, 2021)
Potential Commercial Launch
HCC (Durvalumab + Tivo) Phase 1b Data Presentation ASCO GI
HCC (Durvalumab + Tivo) Phase 2 Completion of Enrollment
Ficlatuzumab (Anti-HGF/c-MET IgG1 mAb)



HNSCC Randomized (Ficlatuzumab +/- ERBITUX®) Phase 2 POC Data
Phase 3 Decision
AV-380 (Anti-GDF15 IgG1 mAb)
AV-380 Phase 1 Trial Initiated in Healthy Subjects
CAN017 (AV-203) (ERBB3 mAb)
Initiate POC Study upon NRG1 Fusion Biomarker Evaluation
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