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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 Therapeutics, Inc. (“Nurix”, the “Company,” “we,” “us” or “our”),
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 plans; our future performance, prospects

and strategies; future conditions, trends, and other financial and business matters; our current and prospective drug candidates; the planned timing and conduct of

the 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; the extent to which our scientific approach and DELigase™ platform may potentially address a
broad range of diseases; the extent animal model data predicts human efficacy; and the timing and success of the development and commercialization of our current

and anticipated drug candidates. Forward-looking statements reflect Nurix’s current beliefs, expectations, and assumptions. 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 clinical trials and preclinical studies; (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 August 31, 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.
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Nurix Is Advancing Four Wholly Owned Clinical Programs
with a Deep Pipeline of Proprietary and Partnered Novel Targets

Tz Therapeutic Area Pre-Clinical Phase 1 Phase 2

Drug Program Delivery

NX-2127 TK-I
BTK-KZF B-Cell Malignancies
Degrader Oral
TPD
NX-5948 T
STK B-Cell Malignancies
Degrader Oral
NX-1607 CBL-B
o Immuno-Oncology
Inhibitor Oral
TPE
Adoptive Cell
DeTIL-0255 Therapy Gynecologic
Cell Therapy Ex vivo CBL-B Malignancies
Inhibition

0 TPD=Targeted Protein Degradation; TPE=Target Protein Enhancement
nurix



Topics for Consideration

« Expanding the scope of indications to include gynecological
malignancies by combining with small molecule inhibitors

* Applying targeted protein modulation to adoptive cell therapy

* Inhibiting CBL-B to stimulate |IL-2 secretion, reduce T cell
exhaustion and improve clinical outcomes

@
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Current Limitations of TIL Therapy: How Can We Improve?

TIL clinical trials by tumor type

Current limitations: Tt e e = ;
Lung, Non-Small Cell n— 10

Limited effectiveness in the post-checkpoint e ——7 BN

era due to: A e

> Lower tumor mutation burden, fewer PRSI chomef| e g
neoantigens Pcr;vca; E; <

» Significant loss of TCR diversity I i el

» Lower rate of tumor reactive TIL P o

> Lower tumor infiltration O o et

» Lower success rate of TIL expansion MEL:;Q _:13

» Rapid exhaustion and terminal s o

Endometrial m 1 <
0 5 10 15 20 25 30 35 40 45

differentiation

o Perspectives of tumor-infiltrating lymphocyte in solid tumors. BMC Med, 2021
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TIL Therapy Melanoma Suggests that Complete Responses Could Equate with Cure

Is it Possible to Achieve in Other Tumor Types ?

2000 — 2018 NCI Melanoma TIL Experience
Total = 226 2 of 49 CR

E 100 B meas e patients

5 CR =49 developed

‘; melanoma

E recurrence
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Memory Phenotype Is Associated with Clinical Response Following
TIL Therapy in Melanoma Patients

1 Telomeres, CD8 CD27+, CD8 CD39- CD69- DN Cells Is Associated with Persistence

Factors associated with clinical response

*
Telomere (kb)a CD27 CD8 cells (x1071%)a Persistence at 1 mo (%) DN CeHS Infused MSS
10 =R . 100
| 4, 4 %0 g 100 = Low DN
esi > = High DN
. se eB5.3 o
6 o o 3 60 a
i g g .o 2 50
4 i o] tae I 40 * = 3
e® . ] - E—j
. 1.3 3 o5
2 1« o 20 { f » - 0 P <0.0001
—— Median :; :; ".:;:‘-D'E .§ _::,_ § 15 0 48 96 144
0 . . . . 0 . "4:" 0 : LN .
CR PR NR CR PR NR CR PR NR Months since ACT
aCR+PR vs NR: < 0.001 Response

Rosenberg et al. CCR © 2011 All patients treated were checkpoint therapy naive prior to therapy
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CBL-B Inhibitor Program

Nurix has optimized two CBL-B inhibitors for oral and ex vivo applications

* NX-1607 is an orally bioavailable small molecule drug candidate currently in Phase 1
clinical testing as an oral immuno-oncology agent. It is currently being developed as a
single agent but has the potential to combine with other anti-tumor modalities including
checkpoint inhibitors, cell therapies, chemotherapy, and other targeted oncology agents.

* NX-0255 is optimized for ex vivo applications and is currently in Phase 1 clinical testing
as part of the manufacturing process for our drug-enhanced tumor infiltrating lymphocyte
(DeTIL-0255) program. Preclinical data supports its utility in enhanced CAR-T and
potentially NK cell therapy.

Both agents work through the same mechanism of action and share similar in vitro
properties. The primary difference is that NX-1607 is optimized for oral bioavailability.

¢
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Value Proposition for CBL-B Inhibition in Manufacturing and

Administration of Cell Therapy Products

How can CBL-B inhibitors improve response rate and durability in cell
therapy?

¢
nurix

Increased proliferation — applications across T cell and NK cell therapies
Increased T cell homing, infiltration, and persistence within the tumor
Greater cytotoxicity

Enhanced potency — potential for higher response rates

Longer persistence — potential for prolonged clinical responses

Enriched T stem cell memory



Targeting CBL-B Enhances Antitumor Response
A Master Orchestrator of the Immune System

CBL-B mediated mechanisms strongly
restrains a productive anti-tumor
response

CBL-B inhibition increases:
DC and NK infiltration and function
T cell priming
Cytotoxic T cells function
Ability of T cells to resist tumor
immunosuppressive mechanisms:
Treg, MDSC, and TGF-f3

[
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NX-1607 Mechanism of Action: Intramolecular Glue

Substrate protein

NX-1607

|

e Y363 YES

NX-1607 acts as Closed State Opened State Phosphorylation locks
intramolecular glue INACTIVE CBL-B in the ACTIVE
forcing CBL-B in its Conformation
folded INACTIVE state
Immune Immune
Response Response
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CBL-B Inhibition Increases IL-2 and IFN-y Secretion in TCR
Stimulated Primary Human T cells

IL-2 Anti-CD3 IL-2 Anti-CD3/CD28
1000 -
60000 -
— . -
g 7507 E Increases TCR stimulation-
I S 400007 dependent production of IL-2
o 2907 o and IFN-y in primary human
. = %0000- T cells
250
] 20 pg/mL 2400 pg/mL
0 0 e
0.01 1 100 10000 0.01 1 100 10000
nM NX-1607 nM NX-1607
5000 IFN-y Anti-CD3 125004 |FN-y Anti-CD3/CD28 _ _
] No impact in the absence of
_1 10000 T cell stimulation as
S ] measured by proliferation,
D  7500- .. )
~ ] activation, or cytokine
i 5ooo—: GIEERE
2500
340 pg/mL i G.980 pg/mL
S B e . .04
— T T 0 — T T T -®- Cytokine Response
0.01 1 100 10000 0.01 1 100 10000 O Baseline Response

" nM NX-1607 nM NX-1607
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CBL-B Inhibition Also Increases Secretion of Pro-Inflammatory
Cytokines in Human NK cells

IFN-y TNF-a
6000 8000
NX-1607 increases
_ _EI 5000- stimulation-dependent
= 4000- o) production of IFN-y and TNF-«
(@) o . .
Q - in primary human NK cells
> 0 4000
=z
LL 2000- E
2000
____________ 708 pg/ml 609 pg/ml
----- Y -y v g
G LLRRLL | T T TTTT T T TTITI] T 1 rrrrm O--l-rrm'|—|—|—|-rrﬂ-r|—|—|—|-rrrn'|—|—|—|-|-rrn'|
0.01 1 100 10000 0.01 1 100 10000 : :
_ _ ) NX-1607 has no impact in the
nM NX-1607 X Baseline Response nM NX-1607 absence of NK cell stimulation
(with K562), as measured by
NK K562 Killing Assay cytokine release

* 1 hour compound pre-treatment prior to addition of K562 target cells

* 6 hour NK/K562 coculture
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NX-0255 ex vivo Treatment Provides Robust Anti-Tumor Activity in OT-1 Mouse

Model of Adoptive T Cell Therapy

Reduction in Tumor Growth in Mouse Improvement in Conditional Survival in
ACT Tumor Model Mouse ACT Tumor Model
1500 AcT
] . — No ACT control ;
— C(I?)3 Stirgocno:?(rol o 100 i
o — IL-2 % .
E = 1000- 1L+ 0255 7 = IL-2 + NX-0255
£ u ? 5 L 1 NX-0255
% -ic-l E 50—: -H J k%% ok - IL-2
293 E ) -~ CD3 Stim control
e £ 500 o ] 2 e No ACT control
= o ;
0-
s * " ~ ™ 0 20 40 60 80
Days post implant Days

« CD8+ cells exposed to NX-0255 alone ex vivo resulted in superior conditional survival compared to using IL-2 alone
« (CD8+ cells exposed to NX-0255 and IL-2 combined ex vivo exert a deeper anti-tumor response
«  NX-0255 ex vivo exposure period is only three days, anti-tumor effects persist for over a month after engraftment

« Animals that rejected tumor were rechallenged 80 days post ACT. All animals rejected tumor, demonstrating
immunological memory
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NX-0255-Treated OT-| Cells Persist at Day 106, Mediating More Rapid Recall

Response Following Re-challenge Than IL-2-Alone Treated OT-Il Cells

Greater Number of Long-term Increased Persistence and More
Surviving Animals Rapid Response to Re-Challenge
%k
*Mice with complete 30000-
tumor regression D
60- 14/25 g 230009
‘© — 8 20000-
> . O
> 40- S B 15000-
2 S £ 10000
D 20- z
X 5: 5000+
0- 0-
| | | |
B Anti-CD3/IL-2 Pre-bleed Day 5

(Day 106 post-

Il Anti-CD3/NX-0255+IL-2 00st-ACT)  Rechallenge
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Oral NX-1607 Augments Anti-Tumor Activity Observed with ex vivo NX-0255

Combination in ACT Mouse Model

Reduction in Tumor Growth in Improvement in Conditional Survival
Mouse ACT Tumor Model in Mouse ACT Tumor Model
2000 ACT ) 1002
1283: < _ ] == |L-2 + NX-02355 Expanded + NX-1607 oral
E_ | l/ T < ~ |L-2 + NX-0255 Expanded + Vehicle
® = good P 5
e » - IL-2 Expanded + NX-1607 oral
S g ? Vi £ 50 )
5 2 /o 8 ] — |L-2 Expanded + Vehicle
£ ~ 400- » =
= 3 ;i l & No ACT + NX-1607 oral
P e ; ... o
r///fﬁ”‘:i s — No ACT + Vehicle
0 — g o nu--# O+ e —— R o
0 10 20 30 0 20 40 60
Days

Days
* Oral NX-1607 treatment once daily further enhances conditional survival and anti-tumor activity of T cells
expanded for three days with recombinantIL-2 plus NX-0255 ex vivo in adoptive cell therapy mouse model
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Single-Agent NX-1607 Also Induces Antitumor Response in Multiple Models

NX-1607
Prolonged Survival

NX-1607
Reduced Tumor Volume

Day 25 Tumors
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Combination of NX-1607 and Rituximab Enhances Antitumor
Activity in a Human NHL Animal Model

NX-1607 Strongly Potentiates Rituximab-Directed NK Cell ADCC Against Tumor Cells

NX-1607-mediated NK activation NK depletion abrogates NX-1607 and
potentiates rituximab antitumor activity NX-1607 + Rituximab antitumor activity
First Last First Last
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T 100 : : 100y :
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A 75 0 I
[ : : 2 :
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-~ NX-1607+Rituximab 10mg/kg p<® == NX-1607+Rituximab+NK depletion
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NX-0255 Enhances Human TIL
Drug-enhanced TIL (DeTIL)

» More effective expansion of potent and stem-like human DeTIL-0255
compared with conventional TIL

 Enhances DeTIL proliferation
 Enhances DeTIL activation

 Limits T cell exhaustion

¢
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More Effective Expansion of Potent and Stem-like Human

DeTIL-0255 Compared with TIL

Increased Diversity, Cell Number, and Stem-Like Properties

 Decreased exhaustion

 Enhanced effector
function

* Increased activation

Whelan et al SITC 2021

¢
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Exhaustion Cytotoxic Function
Absolute
Marker Marker No. of CD8

Total PD-1+ { CD107a+ ¢
Total PD-1+ TIM-3+ ! GrB+ t
Total PD-1+ LAG-3+ + Perforin+ )
CD107a+ GrB+ 4

Tumor Reactivity '
CD107a+ .

% of Perforin

CcD8 CD8+ -
' GrB+ Perforin 4

Total 41BB+ t .
GrB+ Perforin .

CD107A+

Chemokine Secretion
Secretion pg/mL
RANTES t
MCP-1 | 4
IL-8 | t

Cytokine Secretion

Secretion pg/mL
7 CRS-associated
cytokines (IL-2,
IL-4, IL-6, IL-S, IL-10,
IFN-y, TNF-q)

Arrows indicate a statistically significant (P<0.05) change in DeTIL-0255 compared with TIL.
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NX-0255 Enhances TIL Proliferation in CD4 and CD8 T Cells

Following aCD3 Activation

cDAT CDS8T
® - NX-0255
* %k % K k¥ e + NX-0255
40- | 80— |
o
304 60 ¢ : :
&\C,— 20 40— ... ...
N ) e —0o—
-;—: 101 20 '.. :ﬁ :
[ ) .....
0 0 M
NX-0255 - + - + NX-0255 - + - +
---Unstim--- ----0-CD3---- ---Unstim--- ----a-CD3----
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NX-0255 Enhances TIL Activation (CD69 and CD25) Following aCD3

Activation
CD4T CD8 T * -NX-0255
— 800007 | ° 80000~ | e + NX-0255
L. : °
E 60000~ : o . 60000~ o o
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O 20000 !..8..“.,: ‘. ° 20000 g;::-: ®
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QO 100000+ < Y 0 ®
. M ' ' o * ...... * ........... SIS S
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Introduction of DeTIL-0255 into the Clinic

¢
nurix

Drug-enhanced TIL product utilizes our proprietary CBL-B inhibitor in manufacturing

Cellular therapy with phenotypic and functional properties associated with superior
activity in conventional TIL therapies

Potency assay designed to meet all regulatory requirements with anticipated
validation in ongoing clinical trial

Successfully manufactured DeTIL and have initiated treatment in a safety run-in in
patients with gynecologic malignancies

23




Drug-Enhanced Tumor Infiltrating Lymphocytes (DeTIL-0255)

A one-time patient-derived cell therapy

Patient’s Tumor
Tumor is removed from the patient
to isolate cancer fighting T-cells

NX-0255 \ /
Ex-vivo NX-0255 DeTIL-0255
For enhanced isolation of The final product has features
T-cells from tumors anticipated to improve efficacy

Ex-vivo NX-0255

For T-cell expansion and to
enhance cellular phenotype

Drug-enhanced TIL
Patients are treated with their own
T-cells, enhanced using Nurix's
proprietary compounds

[
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Universal DeTIL-0255 Expansion Allows Application to Multiple
Tumor Types

Pilot Runs
o Bladder = Lung All tumors harbor TIL which can
B Breast Bm Melanoma be expanded in pilot
=2 Cervical 41 Omentum and full-scale runs
BEm Colon = Ovarian
= Endometrium [ Pancreas
Em Esophagus 3 Peritoneum
Bl Head & Neck BB Sarcoma .
mm Kidney 3 Uterine Pilot scale:
. Liver T-cell expansion has been demonstrated
Total=105 in 105 tumors
Full-scale runs
Full-scale:
DeTIL-0255 production has been
mm Cervical demonstrated on 13 tumors
Em Colon
Em Endometrial
BEm Lung
= Melanoma
mm Ovarlan

P Total=13
nurix 25




DeTIL-0255-201: Phase 1 First-in-Human Clinical Trial Design

Two-Part Phase 1 Monotherapy Trial of DeTIL-0255 in Patients with Relapsed or Refractory
Gynecological Cancers

Safety Run in (3-6 patients) Cohort Expansion

Objectives:

° Assess Safety and t0|erab|||ty Platinum R-eSiStant Eplthellal
* Assess preliminary efficacy Ovarian Qancer
(~ 18 patients)
In-hospital treatment (~3 weeks) SEETTE R o
Persistent Cervical Cancer
- DeTIL Conditioning DeTIL infusion ) (~ 18 patients)
E)é(;losu;nal — production — chemotherapy — 1x10%cellsto —> inftIJLsiins
Py (22 days) (Cy / Flu) 150 x 10° cells

Advanced or Recurrent

Endometrial Cancer
(~ 18 patients)
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Clinical Sites for DeTIL-0255

For” T T
Nz ROSWELL

9 I{L]'i'(_}llRS
Q Cancer Institute

e | of New Jersey

@ 90 RUTGERS HEALTH®

O O

United States

AHN Cancer Institute — Allegheny
General

UPMC | ciNcer center
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Conclusions:
CBL-B inhibitors promotes T cell antitumor response and enhances cell therapy

Promotes major antitumor effects in murine models of TCR antitumor transgenic T cells
Enhances multipotent T cell effector function with enhanced stem-like properties
Increases potency in in vitro studies

Promotes and activates NK, NKT, and T cells

Enhances expansion of T cells

¢
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