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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 benefits of our
collaborations, including potential milestone and sales-related payments; the potential advantages of our DELigase™ platform and drug candidates; the extent to which our
scientific approach, our DELigase™ platform, targeted protein modulation, and Degrader-Antibody Conjugates 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; (iii) Nurix’s
ability to fund development activities and achieve development goals; (iv) risks and uncertainties relating to the timing and receipt of payments from Nurix's collaboration
partners, including milestone payments and royalties on future potential product sales; (v) the impact of macroeconomic events and conditions, including increasing
financial market volatility and uncertainty, inflation, increasing interest rates, instability in the global banking system, uncertainty with respect to the federal budget and debt
ceiling, the impact of war, military or regional conflicts, and global health pandemics, on Nurix’s clinical trials and operations; (vi) Nurix’s ability to protect intellectual
property and (vii) other risks and uncertainties described under the heading “Risk Factors” in Nurix’s Quarterly Report on Form 10-Q for the fiscal quarter ended May 31,
2024, 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.

¢
nurx 2



CBL-B Is a Modulator of Immune Cell Activation

« CBL-B is an E3 ubiquitin ligase highly expressed in
cells of the immune system

« CBL-B regulates T, B, and NK cell activation APC
CBL-B inhibition

« Blocking CBL-B removes a brake on the immune MHC dCDso/% f IL-2 production

system | .
Signal 1\ Tcr cDog sagnauf Proliferation

« CBL-B deficient mice demonstrate robust T cell and NK f Central memory phenotype
cell-mediated antitumor immunity

f Anti-tumor activity
¥ Threshold of activation

T cell * T cell exhaustion
; Synergy with anti-PD-1
Activation
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CBL-B Is a Modulator of Immune Cell Activation

Inactivation or deletion of CBL-B results in hyperactive T cells and inhibition of tumor growth.

IL-2 secretion in KO and ligase inactive T cells ex vivo Ligase-inactive CBL-B knock-in mice inhibit tumor growth (TC-1
syngeneic model).
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Ligase-inactive or KO exhibit enhanced and Days
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stimulation
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Active CBL-B Binds Ub-loaded E2 Ligases

“closed-state” “open-state” “active-state”
(inactive, autoinhibited) (inactive, Y363 accessible) (active, pY363 binds E2-Ub)
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I nur' Dynamics of CBL-B activation by a Tyrosine phosphorylated ZAP70 peptide



CBL-B Phosphorylation Assay (“Closed State”)

* FRET based pY(363)-CBL-B
phosphorylation assay:

o CBL-B N-terminal
labeled with Bodipy

o Terbium labeled apY
mAb

o ZAP70 peptide for CBL-

N, .__ﬁ.“_._._._._._._.: ..................................................................................... B Open State inductlon
Peptide counter assay

o Src kinase and ATP to
AN start the reaction

oﬁi — ‘
Kinase + ATP Eewgﬁ\ * Counter screen with Bodipy

labeled ZAP70 peptide
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E2~Ub Binding Assay (“Open State”)

* FRET based E2~Ub binding assay to
pY(363)-CBL-B:

o CBL-B N-terminal labeled with
biotin and streptavidin-terbium

o E2~Ub conjugate C-terminal
labeled with Bodipy

(e Loss of FRET signal indicates:
a v 1) PPl inhibition or

2) closed state glue
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Discovery of CBL-B Inhibitors via Open State HTS

Test Funnel
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HTS Reveals a Singleton Hit

H N/N\ CBL-B phosphorylation E2~Ub binding Peptide counter screen
N /”\ > o) o 257 o 25
\ £ - £ -251 £ -25-
o [¢] [o]
“é Hé -50: Hg 50:
NRX-1 : 2 s & s
racemic -5 . -g ) 1 % 1
mwt = 338 . _ X 425 X 425 X 125
C ogouy  Phospho: ICs =39 uM T T A S PR

E2 binding assay and peptide counter assay to examine Src activity indicate
that NRX-1 is a CBL-B inhibitor

CBL-B Phosphorylation Gel-based, Label free Compound Binding to CBL-B by SPR
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NRX-2 Is a Specific Inhibitor of CBL-B
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Binding Pose of NRX-2 CBL-B Inhibitor in X-ray Crystal Structure

S NN o Il \
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e SH3 moves away from LHR * RING domain swings into a new e K145 stabilizes LHR conformation
upon NRX-2 binding position without perturbing LHR with a niche-3 contact 13
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Early SAR Evaluation Led to Identification of Tool Compound NRX-5
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NRX-5 Stimulates Immunogenicity in PBMCs
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Further Optimization of NRX-5

E2~Ub binding
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NRX-7 Enhances in vivo T-Cell Stimulation and Anti-Tumor Efficacy
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Conclusions

CBL-B is a well-characterized E3 ligase that functions to modulate immune cell activity

We identified the autoinhibited state of CBL-B as the relevant target form for drug discovery and
developed two orthogonal assays monitoring the sequential activation of this target protein

A singleton hit with low potency was discovered and validated with orthogonal assays, SPR and
crystallography

The hit compound was confirmed to be an intramolecular glue, stabilizing the closed, inactive state
of the ligase

Basic modifications of the hit compound allowed for validation of CBL-B inhibition in cell culture, and
further optimization of the series led to identification of an early tool compound with in vivo efficacy

Ntcjjl_'ix'?_ clinical compound NX-1607 is currently in Phase 1 (NCT05107674) for immune oncology
indications
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