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Important Notice and Disclaimers

This presentation contains statements that relate to future events and expectations and as such constitute forward-looking statements within the meaning of the Private
Securities Litigation Reform Act of 1995. When or if used in this presentation, the words “anticipate,” “believe,” “could,” “estimate,” “expect,” “intend,” “may,” “outlook,”
“plan,” “predict,” “should,” “will,” and similar expressions and their variants, as they relate to Nurix, may identify forward-looking statements. All statements that reflect Nurix’s
expectations, assumptions or projections about the future, other than statements of historical fact, are forward-looking statements, including, without limitation, statements
regarding our future financial or business performance, conditions, plans, prospects, trends or strategies and other financial and business matters; our current and prospective
drug candidates; the planned timing and conduct of our clinical trial programs for our drug candidates; the planned timing for the provision of clinical updates and initial
findings from our clinical studies; the potential advantages of our DELigase™ platform and drug candidates; and the extent to which our scientific approach and DELigase™
platform may potentially address a broad range of diseases. Forward-looking statements reflect Nurix’s current beliefs, expectations, and assumptions regarding the future of
our business, our future plans and strategies, our development plans, our preclinical and clinical results, future conditions and other factors Nurix believes are appropriate
under the circumstances. Although Nurix believes the expectations and assumptions reflected in such forward-looking statements are reasonable, Nurix can give no assurance
that they will prove to be correct. Forward-looking statements are not guarantees of future performance and are subject to risks, uncertainties and changes in circumstances
that are difficult to predict, which could cause Nurix’s actual activities and results to differ materially from those expressed in any forward-looking statement. Such risks and
uncertainties include, but are not limited to: (i) risks and uncertainties related to Nurix’s ability to advance its drug candidates, obtain regulatory approval of and ultimately
commercialize its drug candidates; (ii) the timing and results of preclinical studies and clinical trials; (iii) Nurix’s ability to fund development activities and achieve development
goals; (iv) the impact of the COVID-19 pandemic on Nurix’s business, clinical trials, financial condition, liquidity and results of operations; (v) Nurix’s ability to protect
intellectual property and (vi) other risks and uncertainties described under the heading “Risk Factors” in Nurix’s Quarterly Report on Form 10-Q for the fiscal quarter ended
February 28, 2022, and other SEC filings. Accordingly, readers are cautioned not to place undue reliance on these forward-looking statements. The statements in this
presentation speak only as of the date of this presentation, even if subsequently made available by Nurix on its website or otherwise. Nurix disclaims any intention or
obligation to update publicly any forward-looking statements, whether in response to new information, future events, or otherwise, except as required by applicable law.

Certain information contained in this presentation relates to or is based on studies, publications, surveys and other data obtained from third-party sources and the Company’s
own internal estimates and research. While the Company believes these third-party sources to be reliable as of the date of this presentation, it has not independently verified,
and makes no representation as to the adequacy, fairness, accuracy or completeness of, any information obtained from third-party sources. In addition, all of the market data
included in this presentation involves a number of assumptions and limitations, and there can be no guarantee as to the accuracy or reliability of such assumptions. Finally,
while we believe our own internal estimates and research are reliable, such estimates and research have not been verified by any independent source.

2 ©Nurix Therapeutics. All rights reserved. n u rIX



Working to Create a New Category of Medicine

Evolution of new therapeutic modalities

Small Molecule Antibodies Nucleic Acid-Based Therapies: Adoptive Cell Nurix Protein
Inhibitors Antisense, RNAi Therapy Modulation Drugs
Therapeutic Gene Therapy to Increase or
Proteins CRISPR DeTIL Decrease Specific

Protein Levels
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Nurix’s DELigase Platform: Leading the Industry in Application

of DEL for Targeted Protein Modulation

- DELigase™ is a versatile drug discovery DELigase Protein Modulation Platform

platform utilizing DNA-encoded libraries (DEL)

~ . " Proprietary DNA-Encoded Libraries
that represent over 5 billion drug-like compounds mngol T OPTEHALY

"< 5 Billion drug-like compounds

 Nurix can find binders for proteins previously

thought to be undruggable, particularly E3 FIUIES ligkres 1 Glsewteny

ligases Diverse expression and biology
Degraders Lower
- By inhibiting or harnessing E3 ligases, Nurix t Target evels
uses its discovery platform to modulate the levels )
of Target or substrate proteins Ligase Inhibitors Raise

Substrate levels
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DELigase” Enables Efficient Degrader Discovery and Design

@ | Billions of proprietary @ | Target proteins and © Binders from @ | Degrader recruits E3
DNA-Encoded E3 ligases are DEL are joined ligase to target protein,
Library (DEL) compounds screened using DEL via a linker triggering ubiquitin

s o to construct transfer and degradation

degraders

&®® Ubiquitin

Degrader

BB2

DNA
Barcode

BB = Chemical Building Blocks

5 ©Nurix Therapeutics. All rights reserved.



Nurix DEL Discovery Platform

\ / Selection \

> 1 billion compounds
represented in DEL “cube

”

Combinatorial 3D matrix
of >1,000 building blocks

Allows massively parallel
screening

Identifies novel binders to

both ligases and target
proteins /

6 ‘ ©Nurix Therapeutics. All rights reserved.

allosteric inhibitors, an
\\binders /

Y N

Screening complex
mixtures without a
biochemical assay

Highly multiplexed
analysis of multiple
protein isoforms & off-
targets

Assays run under multiple
conditions to find
competitive inhibitors,

d

\\our library

SAR rich output available
for lead optimization

Hit ID is agnostic of
binding location

Hit ID guided by structural
similarity, scrutiny of
matrixed selection results
Artificial intelligence used

/Hit Optimization\

to identify hits outside of

/

P
/f& ﬁ

= Ak

Y
@
!

DEL identifies multiple
chemical series with
varying affinities
Leverage DEL SAR to drive
optimization

Parallel library driven hit
optimization

Structure Guided Design

\\to improve affinity
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Integrated Platform Enabling Novel Drug Discovery

Gnders can span tQ

surface of the protein

Parallel screening conditions

allosteric inhibitors, and
binders

enable identification of

competitive inhibitors,
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/Parallel screening\

enables identification
of selective binders or
inhibitors

@ Kinase A Selective
@ Kinase B Selective
€ Non-Selective
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Kinase A Screening Enrichment

. /

/DNA attachment can
be used to guide
degrader linker
placement

\
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attachment
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Advancing Four Wholly Owned Clinical Programs with a
Deep Pipeline of Proprietary and Partnered Novel Targets

Drug Program Target / Delivery Therapeutic Area IND enabling

NX-2127 BTK + IMiD activity B-cell Malignancies
Degrader Oral &

NX-5948 BTK B-cell Malignancies and
Degrader Oral Autoimmune Diseases
NX-1607 CBL-B | |

Inhibitor Oral mmuno-oncology
DeTIL-0255 Adopted cell therapy with G logi i .
Cell therapy Ex vivo CBL-B inhibition ynecologic malighancies

Discovery pipeline

Degraders and inhibitors of multiple targets including
Wholly owned E3 ligases, T cell kinase, hematology & oncology
drivers, and viral proteins

Gilead Sciences 5 targets

Sanofi 5 targets

i
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Pellinol is an Immuno-Oncology Target

* Pellinol is an E3 ligase which is a negative regulator of T cell activation

* Therapeutic hypothesis: Degradation of Pellinol will result in an anti-tumor response by increasing T cell activation

e Pelil knockout mice display phenotypes consistent with therapeutic hypothesis:
T cells display hyperactivation when profiled ex vivo
T cells display increased memory markers in vivo
Knockout mice display a tumor growth inhibition phenotype

Enhanced Cytokine Secretion Increased Memory T Cells Tumor Growth Inhibition
CD8+ Naive CD8+ Memory
+ *k *kkk Tumor Volume
30000- CD8+ IFNy 48 hours 1004 ——2—— 304 T 1500~
[ ] )
2 gl ¥ g » : E &= WT
> [} [} =
3 20000- o ® O 5 i o = 1000
r 604 E 2 E -#- Het
- % 3 3
£ a a > ©
S 10000- O 407 O o- 5< 500 == KO
o ° g -~
X 20- X
) =% i
0 0-
T T T T T 0 T T T 0 T T T
° R o>

% N 4n ™ X
> & & e SR
ug/mL immobilized anti-CD3 2-3 month old mice
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Multiple Hit Finding Approaches Yield Pellinol Binders

Derived from HTS hit (series 1)
1' ( _ ’ A\

DEL hit (Series 3)
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Two Series Confirmed as Pellinol Binders from DEL Screen

DEL Screen Affinity Plot DEL Screen Affinity Plot

bhi2_name
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Multiple Linker Vectors Identified from Pellinol Binders

£ '_
L

L ¥, E3ligase Series 1: Optimized Series

Derived from HTS Series 3: Unoptimized DEL Series

<3 l \ \s
BRAL:
ICso = 2nM ICs, = 260 NM

RING
Domain

- HTS Series was optimized to very potent Pellinol binder with
IC50 =2 nM

- Unoptimized DEL series identified with IC50 = 260 nM

- Multiple X-ray structure solved of binders in complex with
Pellinol

- HTS-derived and DEL-derived series progressed to degrader
synthesis to access multiple linker vectors

Modeled E2~Ub binding
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Matrix Approach to Degrader Hit Identification and

Optimization

Harnesses

Multiple
E3 ligases Distinct
vectors

Rigid and
flexible linkers

Linkers
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> Hooks

Key Goals of Matrix Strategy for Degrader Identification:

1) Identify productive ligase(s) for degradation of target
protein
2) Prioritize hook/harness ligands which give most productive
target protein degradation
* Required ligand affinity for ligase/target protein
e Binding site(s) which lead to productive ternary
complex formation for degradation
3) Select hook/harness linker vector(s) for further exploration
and optimization

v
NUIX



Matrix Approach to Degrader Hit Identification and

Optimization

Harnesses

Binders from DEL and HTS
Affinity < 1 uM

Multiple
E3 ligases Distinct
vectors
Hooks
Rigid and — Degrader Matrix
flexible linkers £ i .
g 80— P Linkers = 6
Linkers 1 =l . .
\ Multiple linker vectors
a . Harnesses =5

Total = >100 bifunctional degraders

* One compound/well combinatorial libraries HiBit and/or Western Blot to
* Up to 5 steps before purification Examine Pellinol Degradation
e Typically, 200-400 degrader compounds made over 4-

6 weeks

s | O cCe Current
@ @ Harnesses| within the @0 " e @ Q e e 0 @O® (4-5 Steps)

synthesis
@ @ Hooks

OO Linkers [ Linker added . O w w ._., m m

Diverse combinatorial libraries synthesized n u rvx
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Multiple E3 Ligases Enable Pellinol Degradation

VHL CRBN IAP
VHL-based degrader CRBN-based degrader IAP-based degrader
[ A \ ] —t—
D 10 1.0 0.1 0.01uM D' 10 1.0 0.1 0.01uM D 10 1.0 0.1uM
Pellinol | s ———— Pellinol u e 4‘ Pellinol |m| .
GAPDH  [W s e s GAPDH F—--— GAPDH | %% s s

- Multiple ligases identified as being active for Pellinol degradation
- CRBN-based degraders selected for further exploration

15 ONurix Therapeutics. All rights reserved. Unstimulated Jurkat cells treated with compound for 24 hours n u r I X



Pellinol Degradation Observed with Multiple Linker

Vectors

Linker Vector A Linker Vector B
[degrader] (uM)

[degrader] (uM)

0.0015
0.0005
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E 2 c M < o d 9 9 9 9 2 e o dnx oS 499 9 9
D 0O d m + O O 0o o o F 2 g M < 4 O o 9 9 9
_ D 0O 4 m 4 O O O O O O o
- b D ‘ NRX-3 (DCq ~ 50 nM) S : e i
: “ | NRX-6 (DCs, ~ 100 nM)

e o R
B| NRX-7 (DC5, ~ 10 nM)

— NRe (DCSO 10 nM)
R (

¥ | NRX-5 (DCy,~ 5 nM)

- Multiple linker vectors identified which enable potent degradation of Pellinol
- Most potent degraders identified with Linker Vector A
- Other linker vectors resulted in inactive cellular degraders

Degradation in Jurkat Cells (24hr) '
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Degradation of Pellinol in Human and Mouse T Cells

Human CD8 T cells Mouse Total T cells

o

> (4

‘(\0" -\60 NRXCS | el ‘\,b‘(\
NRX-5 Inactive Isomer $$‘°® \-\6°6\ o b o - g nactive Isomer cgg,\* °
@50 Potent Degrader & Q°(<‘° 0@5 otent Degrader o @%

Q
[cmpd], uM - 10 0.010.0001 10 0.01 1 1 [empd] (uM) - 10 1 0.1 0.010.001 10 1 0.1 0.010.001 1 -

! e Non specifich
onspeciic | e i | pe.m--:-II':-“*‘

GAPDH p

- Pellinol degradation conserved in primary human CD8 T cells and mouse T cells
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In Vivo Degradation of Pellinol in Mice

Single 90 mg/kg IP dose in

Pellinol Levels in Mouse Splenocytes
C57BL/6 Mice

(6 hours post single 90 mg/kg IP dose)

100 NRX-4

vehicle - NRX-4 NRX-5
104 e=E—f———=—————3 [{otal]

Mouse## 1 2 3 KO 1 2 3 1 2 3

Concentration (uM)

NRX'5 01 gaedbs=azzcsszssgpzzaaooo g [free] Pellino 1 Wl W oy - b
01 {U8 ot GAPDH 'y

MW = 881 I

LogD (pH 7.4) = 3.0
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104 =% : * —%  [total]

1
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Pellino1 Level

0.1
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Jurkat DCq, N o Noq N
0.001-t T T

T T v T v T VehiC|e NRX'4 NRX'5
0 2 4 6

8

Time (h)
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Oral Dosing of NRX-8 Demonstrates Pellinol

Degradation

NRX-8 1 mpk IV NRX-8 90 mpk SC NRX-8 90 mpk PO
b < bAEE SHEE T = n:
el P \
: L, 1 ‘":5553:‘:::0 ......
0. 0.0001 0.0001 ~~~~“:'-...======::,1
NRX_8 ° 2 s 4 6 0 2 o 4 6 0 2 - 4 6

MW =701 150 .
LogD (pH 7.4) = 3.4 '
Solubility = 7.4 uM

Pellinol DC,, = 2.7 nM

e T .
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50 e gy

DB

% Peli remaining
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Summary

* Nurix’s DELigase platform enables the discovery of potent binders to difficult-to-drug
ligase targets with good physicochemical properties

* Matrix approach to identification of active cellular degraders can rapidly yield hit
degraders for further optimization

* DELigase platform enabled degradation of Pellinol, an E3 ligase target for
immunooncology applications
—Potent cellular degradation of Pellinol demonstrated with DC., < 0.1 pM

—Cellular degradation preserved across human cell lines, primary human cells and primary mouse
cells

—In vivo degradation of Pellinol demonstrated in mouse
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Thank you

Nurix Therapeutics
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