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Cautionary Note Regarding Forward Looking Statements CLRIS

This presentation contains certain forwalabking statements abouCuri€ LYy O® 6 a8 S>¢ aGdzazé 2N 0KS G/ 2YLI yeéo gAGKAY GKS
1 QG 2F mMpppZ a FYSYRSRO® 22NRa &4dzOK |a GSELSOGO6a0 DAY éd BRIMNG ASEHBEEE adBRASY T I d Bl e
"project,” "seek," "should," "would" and similar expressions are intended to identify fordaaking statements. Forwartboking statements are statements that are not
KAaG2NAOLE FIL OGaz NBTFESOG YIFylF3aSySyidQa SELISOGLH (A 2y #aintied. F@wardabkng stdteméns heteth (0 KA & LINE
include, but are not limited to, statements with respect to the timing and results of future clinical ardipieal milestons; the timing of future preclinical studies and clinical

trials and results of these studies and trials; the clinical and therapeutic potential of our drug candidates; and man@giiignto successfully achieve its goals. These
forward-looking statements are based on our current expectations and may differ materially from actual results due to a¥anptyrtant factors including, without

limitation, risks relating to: whether any of our drug candidates will advance further in the clinical development pratesetrer and when, if at all, they will receive

approval from the U.S. Food and Drug Administration or equivalent foreign regulatory agencies; whether historical preslifiealill be predictive of future clinical trial

results; whether historical clinical trial results will be predictive of future trial results; whether any of our drug @@distovery and development efforts will be successful,

whether any of our drug candidates will be successfully marketed if approved; our ability to achieve the benefits contebplate dzNJ O2 €t f 6 2 NI G A2y | IANBS)
ability to successfully achieve its goals; the sufficiency of our cash resources; our ability to raise additional ¢apdaliooperations on terms acceptable to us or the use of
proceeds of any offering of securities or other financing; general economic conditions; competition; and the other riskdattined in our periodic and interim reports

filed with the Securities and Exchange Commission which are available on the SEC websiesat.govYou are cautioned not to place undue reliance on these forward

looking statements that speak only as of the date hereof, and we do not undertake any obligation to revise and dissemiaatédoking statements to reflect events or

circumstances after the date hereof, or to reflect the occurrence of orourrence of any events, except as required by law.

This presentation is not an offer to sell or the solicitation of an offer to buy any securities, and shall not constitfiés, @olicitation,
or sale in any jurisdiction in which such offer, solicitation, or sale is unlawful.
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Curis Mission & Strategy CURIS

Developing the New Generation of Targeted Cancer Drugs

|

Innovation Execution

Mission Strategy
Work relentlessly to develop Selectthe right targets
innovative and differentiated Designthe right drugs
therapeutics that improve the lives Studythe right patients

of cancer patients




Company

Overview

Investment
Thesis

Robust

Pipeline

Corporate

Curis seeks to developvel,first-in-class, cancer therapeutics
that we believe have significant potential areas of unmepatient need

CA4948: first-in-class inhibitoof IRAK4 in oncology
There are no drugs currently approved for IRAK4 inhibition in oncology

C18993: first-in-class antagonisif VISTA
There are no drugs currently approved for VISTA inhibition

Fimepinostat: first-in-class suppressaf MYC
There are no drugs currently approved for MYC inhibition

A Experienced management team with proven capabilities

A Curis R&D pioneered the first-class inhibitor of the Hedgehog pathway (Erivedge®)
partnered with and commercialized by Genentech/Roche for advanced basal cell carcinc

A Cash and investments of $23.6M as of Jun 30, 2020
(in addition to $30M stock purchase commitment from Aspire Capital)
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Evolution of Curis CUAIS

Progressing through Clinical Studies on the Path to Potential Registration

Target Discovery Initial Clinical Data Define Registration Path

V Report preliminary efficacy data for

_ A Determine R2PD of €£948 in NHL and
CA4948 Ph1l study in NHL

define path to potential registration

V  Work with investigators and FDA to
determine optimal clinical path

V Evaluate new published research in
V Identify patient populations and IRAKA4L expression and the potential
initiate clinical studies opportunity for CA4948 in AML/MDS

A Capitalize on newly identified opportunity
in AML/MDS and initiate a Ph1 study of
CA4948 in patients expressing IRAK4

V Report efficacy data for CE70 study
(small molecule targeting VISTA) in
mesothelioma

A Capitalize on unique clinical experience
with VISTA by Hicensing the leading
monoclonal antibody program (8B93)
and initiating a Ph1 study in solid tumors



Pipeline

All Curis programs are novel, first -in-class

Heme Malignancie

CA4948
IRAK4

CA4948
IRAK4

Fimepinostat
HDAC/PI3K

S

Indication

MYD88/TLRaltered
Lymphoma (NHL)

IRAK4lexpressing
Leukemia (AML/MDS)

MY Galtered
Cancers

Immune Checkpoint Inhibitors

C18993"
VISTA

CA327
PDL1/TIM3

CAL170
PDLL/VISTA

Erivedgé”
Hedgehog

VISTAexpressing/infiltrated
Cancers

PDL1/TIM3expressing
Cancers

PDL1/VISTAXxpressing
Cancers

Basal Cell
Carcinoma

SAMURIGENE  * |P licensed from Aurigene
ImmuNext ** Option to license IP from ImmuNext
Genentech ++* |P |icensed to Genentech (Curis receives royalty income)

PRECLINICAL CLINICAL MARKETED

Dose
Optimization

Proof of Principle

Clinical
Activity

Pivotal

Commercial
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Targeted Programs in Heme Malignancies
CA-4948: In development for treatment of TLR -altered cancers




CA-4948 Overview
First -in-Class Inhibitor of IRAK4 in Oncology

Profile

AFirstin-class IRAK4 inhibitor in cancer

A Specific malignancies in Lymphoma are characterized by overactivity of the
myddosome in the TLR pathw@yhich isdependent upon IRAK4)
Value Proposition

lead to overexpression of IRAK4the oncogenic isoform of IRAK4)

ACompositiorof-matter IP extends into 2035

A Specific malignancies in Leukemia are characterized by spliceosome mutations

hat

Lymphoma: All patients treated with ibrutin{fiRAK4i has strong synergy with BTK
Population

Leukemia: >50% of AML/MDS patients (the population whierexpresses IRAKS

Product
Candidate Descriptio

APotent and orally bioavailable inhibitor of IRAK4 for treatment of M Y&ig8ed
lymphomas and spliceosormautated leukemia

N—r

1) Data fromCurispreclinical study
2) Booheret al. AACRO17(poster #1168)
3) Smith et al. Nat Cell Biol 2019

Designed to be besin-class
IRAK4 inhibitot

In Lymphoma:
Potent suppressor
of NFkB signal transductiof

In Leukemia:
>50% of AML/MDS patients
overexpress IRAKE

Sum (IRAK4 variants)

@
8

g

CRRIS

Affinity
Kinase Kgy (nM)

IRAK4 23

IRAK1 12,000
IRAK2 >20,000
IRAK3 8,500

Control

o
S 3 5 M

P-IKKa / b

P-NF-kB

P-ERK

Phospheprotein levels in AML cells
after treatment with CA4948

IRAK4-L > IRAK4-S IRAK4-S > IRAK4-L

A
8

200

o

W /RAK4-L
B /RAK4-S

AML patients (ordered by ratio of IRAK4-L to IRAK4-S)



CA-4948 CLRIS

Mechanism of Action

The TLR Pathway is a primary and independent activator-¢dBNF

and is oncogenic in both Lymphoma and Leukemia

BTK Pathway TLR Pathway

B cell TLRIT R
( receptor \ ( AA 2r|7R4rLR5|—|_R5
\h AL 1/
1/
)

Q
2 bbb

Oncogenic }i%ib@%
) , . [
- Dysregulation drives excessive B Cell

Pathway validated

= cogenic

Dysregulation drives excessive B cell proliferation
TLR?{LRSI'LRﬁ

o a0 o pendent upon IRAK4

000 00 Signaling requires myddosome, which requires IRAK4

ong Synergy

/ Myddosome ) Inhibition highly synergistic with BTK inhibition
MYD88
IRAKl IRAK4 CA4948

" Endosome |

-al [ X a¥%[ X [[[Z 21
BTK inhibition effective

- Ibrutinib is FDA approved

1) IMBRUVICA Package Insert. Rev 08/2018

2) Ngo et alNature. 2011 Feb 3;470(7332):125 .
3) Kiipperset al. ExpMed. 2015. 212(13): 2184 Lym phomé Leukemia
4) Smith et al. Nat CeBiol 2019

e (NHL, etc.) (AML/MDS, etc.)



CA-4948 in Lymphoma CLRIS

Preliminary Phase 1 Data Demonstrate Tolerability, PK, PD, and Anti -Cancer Activity

Patient Population
A Patients with R/R Lymphoma (incl DLBCL, WM,
50mg BID and patients with MYD88ltered disease)
n=3 [+3] _ _
100mg BID 200mg BID =Y Higher Doses™$ Continue dose escalation Treatment
023 [+3] 023 [+3] until RP2D is identified A Oral, oncedaily (QD) or twicelaily (BID),

100mg QD dosing in continuous 2tlay cycles

n=3 [+3]

Objective
A Safety/tolerability during dose escalation
A Efficacy during expansion

Preliminary Phase 1 Data Readout

A Generally well tolerated

A Favorable PK profile, PD, and atdincer activity

A 5 of 6 patients dosed at 200mg or higher have seen reductio
A Report updated safety and efficacy data in 2020
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CA-4948 in Lymphoma

Single Agent Dose Response Observed as Phase 1 Study Advances to Therapeutic Dose Levels

Best Response

Best Response

60%
40%

20%

-20%
-40%

-60%

60%
40%
20%

-20%
-40%
-60%

Change in Tumor Burden

14 Evaluable Patients at Subherapeutic Dose Levels

I I I I I I I 50mg QDX 100mg BID

6 Evaluable Patients at Therapeutic Dose Levels

6 wks

200mg BID and highe

14

11 wks 34 wks 33 wks 2 wks 51 wks

Time on Study

Dose Response Observed
5 of 6 patients experienced tumor reduction

(avg reduction of 29%) as dose increased to
therapeutic levels (200mg and higher)

o\
CRRIS
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CA-4948 in Lymphoma

o\
CRRIS

Single Agent Dose Response Observed as Phase 1 Study Advances to Therapeutic Dose Levels

IgM SPEP for WM patient

who was treated at multiple dose levels

-8
1700 100
1600 bid
1500

1400

bid
1300
1200
1100
1000

900

800
0 50 100 150 200 250 300
Days

350

400

Dose Response Observed
Increased tumor reduction observed

as patient increased dose
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CA-4948 in Lymphoma CUIS
Combination with BTKI leads to Potent Anti -Cancer Activity in MYD88 -altered DLBCL Models

Preclinical AntCancer Activity

Preclinical AntiCancer Activity In |\/|YD8((8)6Cl:|4tLe£gd DLBCL
y

vehicle

Potent as Single Agent

A Anti-cancer activity demonstrated in MYD&8ered DLBCL
A Interim readout in dose escalation study shows clear dose response
A We intend to continue dose escalation to further enhance efficacy until MTD / R2PD

ibrutinib alone
CA4948 alone

Strong Synergy in Combination
A Anti-cancer activity demonstrated to be highly synergistic with BTK inhibition
A Evaluating potential clinical development strategies for49A8 with BTKi to assess
anti-cancer activity

Tumor Volume

0 5 10 15 20 25 30
Days of treatment

1) Data fromCurispreclinical studyBooher et al. 4" WaldenstromRoadmap Symposium
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CA-4948 in AML/MDS CURLS
Additional Regulatory Path Identified in AML/MDS

Specific Genetic Mutations Lead to Expression of the Long Isoform of IRAK4 {RAK4
Oncogenic IRAK4 which is driven by spliceosome mutations (incl. SF3B1 and U2AF1),
is preferentially expressed >50% of AML/MDS patients

IRAKA4L is Oncogenic CA4948 Directly Targets IRAK4

/ IRAKA4L provides a genetic link \ ﬁect inhibition of the protein associated with d@x
to oncogenic immune signaling in AML/MDS (IRAK4) may offer a potential path to accelerated approval

Specimen_001-7-3068

P<0.0001
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£ preclinical studies Specimen_001-1-3067 in patient-derived xenografts
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Smith et al. Nat Cell Biol. 2019 Choudhary et al. AACR 2017

.
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CA-4948 in AML/MDS CUAIS
Preclinical data supporting opportunity in AML/MDS

Treatment with CA4948

Xenografts Treated with GA948

il T2 VBRI EESIG vm 4 Prevented Leukemic Engraftment

in Almost All Xenografts

Maintained Normal Spleen Size

Are More Sensitive to CGA948 (surrogate for leukemic burden)

. @ IRAK4-S > IRAK4-L (vehicle) (CA4948)
©® IRAK4-L > IRAK4-S Spleen size Spleen size

ri

(% of mice)
Bone Marrow Engraftment

g CD34+ i
j(T Vehicle CA4948
O
21 70% 10%
o
Ve
Q
5 R2=0.7614 TF1 ¢
I 1 T 1 Leukemi
00 02 04 06 08 et — MR b eeammaton
Xenograft (12.5 mg/ka)
IRAKA4L as a % of Total IRAK4
Smith et al. 2019 Smith et al. 2019 Smith et al. 2019
£ | IRAK4-L 1 DD Kinase Domain 460
°
a | IRAK4-S 1 Kinase Domain 336
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CA-4948 in AML/MDS CUAS
Phase 1 Study Design

Upcoming Milestones

FDA supports study initiation V Initiated Ph1 study in Q2 2020
at therapeutic dosing level (200mg BID) A Report initial data by end of 2020

Patient Population
A Patients with R/R AML and High Risk MDS

Treatment

200mg BID ' CEriLe olese sl el A Oral, twicedaily (BID), dosing in continuous-88y cycles

until RP2D is identified

n=3 [+3]

Objective
A Safety/tolerability during dose escalation
A Efficacy during expansion

16



Monoclonal Antibody Immune Checkpoint Inhibitor

Cl1-8993: In development for treatment of VISTA -expressing cancers

17



Cl1-8993 Overview CLRIS

In Development for VISTA Expressing and Infiltrated Cancers

Profile

AFirstin-class monoclonal antibody antagonist of VISTA
Value Proposition ANo antiVISTA drugs currently in the clinic
ACompositiorof-matter IP extends into 2034

APatientswith VISTAexpressing cancers (incl. Mesothelioma, NSCLC, and TNBC)

Population APatients receiving PD1/PDL1 or CTLA4 antibody therapy
(or those who have already received it and have developed resistance to it)

AMonoclonall y i A6 2Ré& RS@OSt21LISR 6& LYYdbSEGkWIyYyaasSy Ay LI NIYSNEKALI gA(K
Product Description at Dartmouth (the cediscoverer of VISTA)

AIND cleared to proceed by FDA in June 2020

18



Cl1-8993 Target Background CUAIS
VISTA is a Major Checkpoint Regulator

RESEARCH ARTICLE SUMMARY

T CELLS Integration of VISTA with other well-

. . . established negative checkpoint
VI§TA is a checkpm-nt regulator for naive T cell regulators of :-gce" acti,,aﬁ",’,‘,’
quiescence and peripheral tolerance

Mohamed A. ElTanbouly*, Yanding Zhao*, Elizabeth Nowak, Jiannan Li, Evelien Schaafsma, : :
Isabelle Le Mercier, Sabrina Ceeraz, J. Louise Lines, Changwei Peng, Catherine Carriere, Xin Huang, QUIGSCGI’]CG Anergy EXhaUStIOI"I
Maria Day, Brent Koehn, Sam W. Lee, Milagros Silva Morales, Kristin A. Hogquist,

Stephen C. Jameson, Daniel Mueller, Jay Rothstein, Bruce R. Blazar, Chao Chengt, Randolph J. Noellet

A CTLA4, PB1, and VISTA are the three main player
in controlling checkpoint blockade ilL

JJ

A VISTA controls early T cell activation events VISTA CTLA-4 PD-1

A Blockade of VISTA will allow for an expanded T cdll
response against tumors

Activation Priming Effector
function

Eltanboulyet al. Science. 2020
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