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Forward Looking Statements

This Presentation was prepared by Proteovant Therapeutics (“Proteovant”) solely for presentation to a limited number of potential
business partners of Proteovant, and may contain forward-looking statements for the purposes of the safe harbor provisions under
The Private Securities Litigation Reform Act of 1995 and other federal securities laws. This document includes forward-looking
statements that represent our opinions, expectations, beliefs, intentions, estimates or strategies regarding the future, which may not
be realized. These statements may be identified by the use of words like "anticipate," "believe," "estimate," "expect," "intend," "'may,"
"plan," "potential,” "will," "should," "seek," and similar expressions. The forward-looking statements reflect our views and assumptions
with respect to future events as of the date of this document and are subject to risks and uncertainties. Actual and future results and
trends could differ materially from those described by such statements due to various factors that are beyond our ability to control
or predict. Given these uncertainties, you should not place undue reliance on the forward-looking statements. Proteovant does not
undertake any obligation to update or revise any forward-looking statements, whether as a result of new information, future events
or otherwise.

No representation or warranty, express or implied, is made by Proteovant or its affiliates, or Proteovant or such affiliates’ respective
directors, officers, employees or advisers or any other person as to the accuracy or completeness of the information contained
herein, and no responsibility or liability whatsoever is accepted for the accuracy or sufficiency thereof or for any errors, omissions or
misstatements or otherwise, relating thereto. Without limiting the generality of the foregoing, no audit or review has been undertaken
by an independent third party of the financial assumptions, data, results, calculations and forecasts contained, presented or
referred to in this document. You should conduct your own independent investigation and assessment as to the validity of the
information contained in this document and the economic, financial, regulatory, legal, taxatfion, stamp duty and accounting
implications of that information.
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IKZF2 is an lkaros Zinc Finger Family Transcription Factor Highly
Expressed in Regulatory T-Cells
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Regulatory T-cells are Key Contributors o Immune Evasion by
Cancer Cells

O 0 OATP
o]

PNY? N Adenosine o @
'r,,, ) ¢ T-n ) 00

CD73

AR—)

Perfori []AAAA

Suppressed
APC

Teg Ce€lls are an immunosuppressive subset of CD4+ T cells that play

essential roles in self-tolerance - Tieg Cells exert their immunosuppressive

- High relative abundance of T, cells in the tumor microenvironment activity through various mechanisms

(TME) is associated with poor prognosis in various cancer types serving as an IL-2 sink in the TME

- Evading immune surveillance and destruction is fundamental to - suppressing inflammatory response
progression of many cancers

Prote OVG nt Rakebrandt, N., Littringer, K. & Joller, N.. Swiss Med Wkly 146, w14343 (201¢).

Togashi, Y. Shitara, K. & Nishikawa, H. Nat Rev Clin Oncol 16, 356-371 (2019). CONFIDENTIAL
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IKZF2 is Important for Immunosuppressive Activity of T ., Making
it an Atftractive Immuno-oncology Target
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« |[KZF2 binds to the IL-2 promoter in Treg cells and production of effector
suppresses transcripfional activation cytokines

= |IKZF2 KD results in higher IL-2 expression upon stimulation . IKZF2 KO in Tregs sUppresses

= |[KZF2 KD suppresses FoxP3 binding to IL-2 promoter tumor growth

rote OVG nt Baine, I., Basu, S., Ames, R., Sellers, R. S. & Macian, F. J Immunol 190, 1008-1016 (2013).
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Discovery of Selective IKZF2 Molecular Glue Degraders

X-ray of CRBN TBD: PVT Degrader: IKZF2 (ZF2) Complex (~2 A)

Computational
Chemistry

Structural
Biology

Medicinal
Chemistry

= Fully integrated discovery team applying a multi-disciplinary approach to drug hunting
= Multiple cycles of SBDD using ternary complex structures to guide lead optimization
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PVTX-405 Induces Potent and Rapid IKZF2 Degradation

IKZF2
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= PVTX-405 shows more rapid degradation kinetics than

DKY709

« PVTX-405 achieves maximal degradation by 6 hrs while
DKY709 requires 18 hours to reach D, plateau

« PVTX-405 shows similar
potency as DKY709 with
higher Do«
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PVTX-405 Demonstrates Robust CRBN/IKZF2 Ternary Complex
Formation
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PVTX-405 Mediated IKZF2 Degradation is CRBN Dependent
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= CRISPR/Cas? was utilized to engineered CRBN knockout in Jurkat cells
« CRBN KO abrogates IKZF2 degradation by PVTX-405
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PVTX-405 Shows Selectivity Against Neosubsirates of Concern
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Proteomics Confirms Selective Degradation of IKZF2 by PVTX-405

PVTX-405 DKY709
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= Relative protein abundance was determined using shotgun-MS proteomics
= PVTX-405 demonstrates high selectivity for IKZF2 relative to other IKZF family members,
GSPT1, and other CRBN neo-substrates
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IKZF2 Depletion in T, Should Lead to Increases in Effector

Cytokine Production
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Schematic created with biorender.com

- Tegs reduce inflammatory

responses by consummg IL-2
and suppressing effector T-
Cell (To¢) proliferation

- |IKZF2 depletion should

destabilize T..,, and induce
production ofg effector
cytokines IL-2 and IFNy

- Increased effector cytokine

production can induce T
cell proliferation and anti-
tumor immunity

CONFIDENTIAL

12



IKZF2 Degradation Results in Increased IL-2 Production
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PVTX-405 Induces Rapid, Potent, and Selective IKZF2
Degradation in Primary Human T,
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- Human PBMC cells were assessed using mulfiparameter FACS to measure effects on T
= PVTX-405 demonstrates more rapid and potent degradation of IKZF2 than DKY709
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Suppression of T, by IKZF2 Enhances T; Cell Proliferation

T,eqg SUPPression Assay
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- Impact of PVIX-405 and DKY709 on T induced suppression of effector T cell (To¢) proliferation
was evaluated in 6 donors

- PVIX-405 freatment showed significant increases in T cell proliferation in T T cell co-
culture assays
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PVTX-405 Shows Robust IKZF2 Degradation in Cyno In Vivo
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- Non naive cynomolgus monkeys were

treated with either a single dose of
PVTX-405 or DKY709

- Whole blood was analyzed using

multiparameter FACS assay to
measure IKZF2 degradatfion in T,

- PVTX-405 shows >90% suppression of

IKZF2* Tiogs IN CynNO
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PVTX-405 and DKY709 Share Similar Oral Exposure Profiles in Cyno

Cyno Pharmacokinetics

10°; . PVTX-405 (Dose A)
:lE'" ‘ & DKY709 (Dose A)
[
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PVTX-405 and DKY709 Show Similar Oral Exposure Profiles in Mice

Mouse Pharmacokinetics

105+
~ ] Combound PO Dose, | Mean AUCy.24 | Mean Cmax
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"g i
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©
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(3
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& PVTX-405 (Dose C) & DKY709 (Dose C) Dose C 120000 31000
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Mouse CRBN is Resistant to PVTX-405 Glue Activity

o IKZF3 degron reporter
=
DKY709 PVTX-405 o S 100
2 s g 2 s 5 - %
g g g E g g § % g E g g CRBN IMiD Binding Region (Partial) g >0 -
b o) Human 376 TEHSWFPGYAWTVAQ 390 ;'5
(=] 0 I 1
Mouse 379 TVHSWFPGYAWTIAQ 393 = = '7 10 1000
T —— —— N w— — w—— " Y Actin
(42 kDa) Drug dose (nM)
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- Lenalidomide (Crbnlwwmw) == Lenalidomide (Crbnm)
-= Pomalidomide (Cranmw'qu) -+ Pomalidomide (Crbn+f+)
-+ Thalidomide (Crbn”™""*"™)  — Thalidomide (Crbn"")
Neither PVTX-405 or DKY709 = A single amino acid difference within the CRBN-
. ’r = Ter i o Immunomodulatory drug (IMiD) binding region renders
AACUNISAU RIS RSO TS mouse CRBN resistant to degradation by IMiDs
degradation of IKZF2 in mouse .
cells = A change from lle 391 to Val in mouse CRBN restores

IMID-induced degradation of IKZF3

PrOteOV(] Nt Fink, E. C. et al. Blood 132, 1535-1544 (2018). CONFIDENTIAL 19
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PVTX-405 Administration Leads to Robust IKZF2 Degradation in
CRBNB?TV Mice
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21120'_ ! Thymus
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>,
x - PVTX-405 shows dose
dependent degradation

of IKZF2 in spleen and

-
= = = o o
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E E £ o
Q o Q =]
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PVTX-405 Shows Significant Suppression of MC38 Tumor Growth in
Immune-competent Mice

4000- -
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2 2000 2 2000 g 400-
2. 15001 = 1500- s
2 1000 £ 1000 TGl =68%
P 500 P 5001 0 .
% 4 & 12 16 20 % 4 & 12 16 20 0 4 8 12 16 20
Study Days Study Days Stu dy Days

- MC38 xenograft model was established in CRBNS?1Y mice
= PVTX-405 inhibits MC38 tumor growth in vivo

Proteova nt
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PVTX-405 is a Development Candidate Stage Molecular Glue
Degrader of IKZF2 with Potential to be Best-in-Class

.............................................................................................................................................................................................................................................................................................................................................

= A potent, selective molecular glue degrader of IKZF2
= Demonstration of target pharmacology including IL-2 induction

Development

Candidate

= In vivo degradation in multiple species

= Low hERG liability; 5-fold improvement in hERG IC;, compared to DKY709
= Low plasma clearance and good oral bioavailability across preclinical species
= Low risk for DDI

Excellent in vitro safety profile: AMES and micronucleus negative, low potential for
CV and DiLlIrisk, no reactive metabolite formation, no human-specific metabolites

Developability

= Good off-target and neo-substrate profile
= Non-GLP rat and cyno toxicology studies completed

Efficacy

Proteovc Nt CONFIDENTIAL 22
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