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Pioneering a first-in-class, 

oral immuno-oncology therapy
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Forward-Looking Statements 

This presentation contains forward-looking statements within the meaning of The Private Securities Litigation Reform Act of 1995. Such 

forward-looking statements include those regarding the companyôs expectations about: the therapeutic potential of PI3K-gamma selective 

inhibition and IPI-549, alone and in combination with immune checkpoint inhibitors, including Opdivo®; clinical trial plans regarding IPI-549, 

including enrollment projections and timing for trial expansion; the timing and type of plans to report clinical and translational data of IPI-549; 

patent protection for IPI-549; the market sizes and commercial opportunity for IPI-549; 2018 financial guidance as of November 5, 2018; and 

the companyôs ability to execute on its strategic plans. Such statements are subject to numerous important factors, risks anduncertainties that 

may cause actual events or results to differ materially from the companyôs current expectations. For example, there can be noguarantee that 

IPI-549 will successfully complete necessary preclinical and clinical development phases or that any positive developments with IPI-549 will 

result in stock price appreciation. Managementôs expectations and, therefore, any forward-looking statements in this presentation could also be 

affected by risks and uncertainties relating to a number of other factors, including the following: Infinityôs results of clinical trials and preclinical 

studies, including subsequent analysis of existing data and new data received from ongoing and future studies; Infinityôs ability to obtain, 

maintain and enforce patent and other intellectual property protection for IPI-549; the content and timing of decisions made by the 

U.S. FDAand other regulatory authorities; Infinityôs ability to obtain and maintain requisite regulatory approvals and to enroll patients in its 

clinical trials; unplanned cash requirements and expenditures; and development of agents by Infinity's competitors for diseases in which Infinity 

is currently developing or intends to develop IPI-549. These and other risks which may impact managementôs expectations are described in 

greater detail under the caption ñRisk Factorsò included in Infinityôs annual report on Form 10-K filed with the Securities and Exchange 

Commission (SEC) on March 15, 2018, and other filings filed by Infinity with the SEC. Any forward-looking statements contained in this 

presentation speak only as of the date hereof, and Infinity expressly disclaims any obligation to update any forward-looking statements, whether 

as a result of new information, future events or otherwise. Infinityôs website is www.infi.com. Infinity regularly uses its website to post information 

regarding its business, product development programs and governance. Infinity encourages investors to use www.infi.com, particularly the 

information in the section entitled ñInvestors/Media,ò as a source of information about Infinity. References to www.infi.com in this presentation 

are not intended to, nor shall they be deemed to, incorporate information on www.infi.com into this presentation by reference.
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Infinityôs Team at JPMorgan

Samuel Agresta, MD, MPH

Chief Medical Officer
Agios, Merrimack Pharmaceutical, Genentech

Larry Bloch, MD, JD

President
Neuraxon, NitroMed, Applied Molecular Evolution

Jeffery Kutok, MD, PhD

Chief Scientific Officer
Brigham Womenôs Hospital, Harvard Medical 

School, Dana Farber Cancer Institute

Adelene Perkins

Chief Executive Officer
Transform, Genetics Institute, Bain, GE



4

IPI-549: First-in-Class, Potentially Transformative Therapy Within I/O 
Targeting macrophages to reduce pro-tumor immune suppression and increase anti-tumor immune activation

Evans et al. ACS Med. Chem. Lett. (2016).

Assay PI3K-ɔ PI3K-Ŭ PI3K-ɓ PI3K-d

Binding Affinity Kd (nM) 0.29 17 82 23 

Biochemical IC50 (nM) 15.7 3241 3468 >8421 

Cellular IC50 (nM) 1.2 247.7 241.0 175.8 

DeHenau et al. AACR 2016 #554

Chemical Structure of IPI-549

100X selectivity 

in cellular assay 

Oral and Selective Inhibitor of PI3K-g

ÅEncouraging clinical and translational data from MARIO-1

o Safety

o Efficacy 
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Anti-PD1 Adenosine Chemo Others

Building on MARIO-1 Proof of Concept to Expand Breadth and Depth of 

IPI-549 Development in 2019 and Beyond

1st Line 

2nd Line 

Ó 3rd Line 
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Novel/Novel combinations

Front Line

MARIO-1 

Safety & 

Efficacy*

Anti-PD1 naive

*not expected with 

Anti-PD1 alone
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Checkpoint Inhibitors Can Generate an Effective Anti-Tumor Immune 

Response in Patients With a Broad Range of Cancers

GLOBOCAN 2012. Estimated cancer incidence in 2012.
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But an Effective Immune Response is Not Generated in the Majority of 

Patients 

GLOBOCAN 2012. Estimated cancer incidence in 2012.
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And In Some Indications No Clinically Meaningful Immune Response Is 

Generated

GLOBOCAN 2012. Estimated cancer incidence in 2012.
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Targeting the Myeloid/Macrophage Compartment Is Emerging as a 

Compelling Approach to Overcoming Limitations of Checkpoint Inhibitors

Sharma et al. AACR Annual Meeting 2018.

CheckMate-275: High Levels of Immunosuppressive Myeloid Cells Are Associated with 

Shorter Overall Survival in Patients with Urothelial Cancer Treated with Nivolumab

Overall Survival by Baseline Circulating Myeloid Derived Suppressor Cells (MDSCs)
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Suppressed T cells

Pro-tumor (M2) Macrophages/MDSCs

1Kaneda et al. Nature. 2016.

PI3K-gSignaling in Tumor Associated Macrophages/MDSCs 

Suppresses Anti-Tumor Immune Responses

M2

ÅTumor associated macrophages/MDSCs 

suppresses anti-tumor immune responses

ÅPI3K-gsignaling in tumor macrophages/MDSCs 

plays a key role in maintaining the 

immunosuppressive function of these cells1

Tumor
Cells
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IPI-549

Tumor
Cells

PI3K-gInhibition by IPI-549 Activates an Anti-Tumor Immune Response 

by Reducing Immune Suppression and Increasing Immune Activation  

1Kaneda et al. Nature. 2016. 
2De Henau et al. Nature. 2016.

Activated T cells

Anti-tumor (M1) Macrophages/Activated Myeloid Cells

Reprogram M2M1

ÅSelective inhibition of PI3K-gby IPI-549 

reprograms macrophages from the pro-tumor 

(M2) to the anti-tumor (M1) function1,2, which:
ïRelieves suppression of T cells

ïActivates anti-tumor immune response
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Strong Scientific Basis for Targeting PI3K-gin Immuno-oncology

Kaneda et al. Nature, 2016 Nov;539:437-442. De Henau et al. Nature, 2016 Nov;539:443-447. 

Megan Kaneda

Judith Varner

UCSD

Olivier De Henau

Taha Merghoub

Jedd Wolchok

MSKCC

Overcome Resistance to Anti-PD1

T
u

m
o

r 
S

iz
e
 (

m
m

3
)

Days post-implant

PD-1

Vehicle

IPI-549 (15 mg/kg)

PD-1 + IPI-549 *

*

**

2000

1500

1000

500

0
0 10 20 30

M2 genes
M1 genes

M2 to M1 Reprogramming in Lewis Lung Tumors
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A Rigorous Approach to the Development of IPI-549

ñAt least one if not all of the following should be present before Phase 3ò

ÅMonotherapy activity in minimally selected patients

ÅA robust patient selection biomarker

ÅCombination efficacy in PD1 failure

ÅRandomized Phase 2 data

Jason Luke, MD, Univ of Chicago, Development, SITC, November 11, 2018,

From Presentation entitled Considering Recent Clinical Failure to Inform Novel Immuno-Therapeutics.



14

MARIO-1 First-In-Human Trial Design Sets High Bar for Activity
Evaluating IPI-549 Plus Nivolumab Where Single Agent Nivolumab Is Not Expected 

to Result in Clinical Activity

Dose Escalation/Expansion

MonotherapyIPI-549

Solid Tumors

Dose Escalation

CombinationIPI-549 + Nivo

Solid Tumors

NSCLC - non-small cell lung cancer

SCCHN - squamous cell carcinoma of the head and neck

TNBC - triple negative breast cancer

MDSC - myeloid-derived suppressor cell

Completed

Expansion CombinationCohorts 

IPI-549 40mg PO QD + Nivolumab 240mg IV Q2 weeks

TNBC

Mesothelioma

NSCLC

Melanoma

SCCHN

Adrenocortical

MDSC High

Reversing Intrinsic or Acquired CPI Resistance 
in Patients Refractory to Immediate Prior CPI

Enhancing the Activity of CPIs in Treatment 
Naïve Patients with Intrinsic Resistance to CPIôs

Following Signal of IPI-549 Responses 
in Dose Escalation

Biomarker-Based Enrichment for Target Cells 
in Multiple Tumor Types

Ongoing
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MARIO-1 Safety as Monotherapy and in Combination with Nivolumab:

Well Tolerated and Associated with a Favorable Safety Profile

1Treatment related Grade 4 in 2 patients (2%): lymphocyte count decreased and AST increased. No treatment related deaths.
2Includes rash, rash erythematous, rash maculo-papular, rash morbilliform.

TEAE
All Grades 

N (%)
Grade 3+1

N (%)

Any 36 (44) 16 (20)

Rash2 23 (28) 6 (7)

Fatigue 21 (26) 1 (1)

Aspartate aminotransferase increased 17 (21) 7 (9)

Pyrexia 16 (20) 2 (2)

Nausea 14 (17) 1 (1)

Alanine aminotransferase increased 13 (16) 5 (6)

Data Snapshot

October 14th, 2018

Chmielowski, et al.

SITC 2018

Å IPI-549 Monotherapy: Well tolerated at all doses studied:
ÅNo DLTs, MTD not identified, and no treatment-related deaths, majority of reported AEs were Grade 1-2

ÅIPI-549 in Combination with Nivolumab: 
Most Common Treatment Related TEAEs (>10%), N=82
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IPI-549 Monotherapy: Durable Partial Response in Patient with 

Advanced Mesothelioma

Å50 yo diagnosed with peritoneal 

mesothelioma

ÅReceived neoadjuvant chemotherapy 

ÅRetreated in the metastatic setting 

ÅDisease in peritoneum, axillary nodes, 

adrenal, and abdomen and pelvis at study 

start

ÅClinical improvement with reduction of ascites 

and tumor burden at 20mg QD dose

ÅRemains on study > 20 months

Sullivan et al., ASCO 2018.


