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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 the therapeutic potential of bexobrutideg; Nurix's plans for the clinical development of bexobrutideg; the planned timing for the initiation and enroliment
of patients in current and future clinical trials of bexobrutideg; the planned timing for the provision of updates and findings from Nurix's clinical trials; 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 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 DEL-Al and our drug candidates; the extent to which our scientific approach,
our drug discovery engine, targeted protein degradation, and degrader antibody conjugates may potentially address a broad range of diseases; the extent animal model data, in vitro
potency data, and proteomics data predicts human efficacy; the timing and success of the development and commercialization of our current and anticipated drug candidates; the
expected net proceeds and completion of our registered direct offering; and our ability to fund our operations into 2028. 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) whether Nurix will be able to advance, obtain regulatory approval of and ultimately commercialize bexobrutideg; (ii) risks and uncertainties related to Nurix’s
ability to advance its drug candidates, obtain regulatory approval of and ultimately commercialize its drug candidates; (iii) the timing and results of clinical trials; (iv) Nurix’s ability to fund
development activities and achieve development goals; (v) risks and uncertainties relating to Nurix's collaboration partners, including the speed of development of partnered programs
and the timing and receipt of payments from Nurix's collaboration partners, including milestone payments and royalties on future potential product sales; (vi) the impact of
macroeconomic events and conditions, including increasing financial market volatility and uncertainty, inflation, interest rate fluctuations, 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; (vii)
Nurix’s ability to protect intellectual property and (viii) 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, 2025, 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. Furthermore, 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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Why Create CNS-Penetrant Degraders?
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Nurix Targeted Protein Degraders have Achieved Brain Exposure at
Meaningful Frequencies Across Diverse Programs

Targeted protein degraders occupy chemical space far outside
the parameter space of typical CNS small molecules

64% of compounds screened have
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CSF Exposure (ng/mL)

Kinetics of CNS Exposure Differ Between Degraders from Different
Chemical Series
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Nurix performs detailed characterization of CNS exposure to identify degrader
pharmacokinetic profiles that best fit disease biology

CSF exposure quantified in rat and brain exposure quantified in mouse following a single oral dose; mean + SEM displayed. - U R I x



BRAF Mutations Activate the MAPK Pathway and Are Associated with Cancer

A crucial node in the MAPK oncogenic pathway Q
RTK

Mutations in BRAF drive constitutive pathway activation and
oncogenic transformation

RAS

Monomer Dimers

BRAF mutations are categorized into three classes:

Class 1, Class 2, and Class 3 gBRAF e .~ a
* Current approved BRAFi can only benefit patients with Class 1 | ™BRAF
BRAF mutations ,&
Normal, regulated . l Pan- mutant’ 8?
* ~30-40% of patients on BRAFi present with CNS metastasis; PR e RAF ik
BRAF mutations also drive primary CNS tumors (e.g. gliomas) 0° 2 @ e . DEGRADED
o ™BRAF
7 @Q. Q;@
Tumor cell
Nurix has designed a brain-penetrant, pan-mutant L» proliferation
BRAF degrader that addresses these liabilities disrupted

0 RAF = Wildtype ARAF, BRAF, and CRAF
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Nurix Has Optimized BRAF Degraders for High CNS Exposure and Deep
BRAF Degradation in Tumors

Brain Exposure of Higher Brain Exposure Correlates with
BRAF Degraders Peripheral Target Coverage
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NRX-0305 Is a Potent and Selective Pan-Mutant BRAF Degrader

Pan-Mutant BRAF Degradation Global Proteomics in IMR-90
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WT BRAF degradation in human peripheral mononuclear cells, 24 hrs drug treatment Differential expression > 2-fold change / DMSO & adjusted p-value < 0.01



Plasma Concentration (ng/ml)

NRX-0305 Exhibits Dose-Proportional Pharmacokinetics and
Pharmacodynamics Following a Single Oral Dose In Vivo

Plasma and Tumor PK Tumor PD
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NRX-0305 Is CNS Penetrant with Favorable Cross-Species Bioavailability

Rat Plasma PK and Brain/Plasma Ratios
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NRX-0305 is Efficacious in Subcutaneous and Intracranial Tumor Models

Tumor volume mm?

Subcutaneous CDX Model Intracranial CDX Model
2500~ _ 1011 _
-o- Vehicle . -~ Vehicle
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O
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S 1000 £ 3 108
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Day post first dose Day post first dose
11 Class 1 V60OE A375 sub-cutaneous flank mouse CDX model, efficacy arm, QDx17 Class 1 V600E A375-luciferase-tagged intracranial mouse CDX model, efficacy arm, QDx28

Two-way ANOVA, mixed effects model with Dunnett’s multiple comparisons test One-way ANOVA with Dunnett’s multiple comparisons test at day 28 - U R I x



BLI (photons/sec)

NRX-0305 is Efficacious in Intracranial V600E Glioma Model

Tumor Growth Inhibition Survival V600E Degradation
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Survival: Grehan-Breslow-Wilcoxon test



BTK Degradation as a Strategy for the Treatment of B Cell Malignancies

Bexobrutideg
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°° O " ® DISRUPTION

° Disruption of
oncogenic signaling

Cancer cell death

- The BCR signaling pathway mediated by BTK is a
key driver in oncogenesis and a validated
therapeutic target in multiple lymphoid
malignancies

 BTK degraders:

« Can overcome treatment-emergent BTK inhibitor
resistance mutations?-2

« Address BTK scaffolding function — the
transduction of BCR signal downstream from
BTK in the absence of BTK enzymatic activity?

« Demonstrate emerging activity in various B-cell
malignancies including CLL and Waldenstrom'’s
Macroglobulinemia®°

13 4. Danilov et al. ICML 2025. 5. Lewis et al. ICML 2025.

1. Noviski et al. iwCLL 2023. 2. Hansen G.M. TPD Basel Sept 19, 2023.

3. Montoya et al. Science 2024,383. - U R I x



CLL and NHL with CNS Involvement Remain an Area of High Unmet Need

* CNS involvement of B cell malignancies spans various conditions including:

4 i N N )
Prlmary(ggié_z;nphoma Secondary CNS Lymphoma CNS involvement with CLL

Comprises ~4% of all primary CNS (SCNSL) Rare complication of CLL with
~47 K0 . . . , ,
tumors and 4-6% of all extranodal Affects ~5% of patients with poor prognosis in patients with

) - L : 3
N lymphomas' ) L DLBCL ) L clinically significant disease

* First-line standard of care typically involves high-dose methotrexate-based chemotherapy
regimens with limited option in the relapse / refractory setting

* Investigational drugs (BTKi, CAR-T, immune check point inhibitors) have been used in the
relapse/refractory setting with some limitation, including short duration of response and
challenging safety profile

 Point mutations in BTK can confer resistance to BTK inhibitors

14 1 Ferreri et al. Nat Rev Dis Primers. 2023 Jun 15:9(1):29. 2 Bobilla et al. Haematologica. 2023 Mar 1:108(3). 3 Strati P. et al. Haematologica. 2016 Apr: 101(4). - URI X



Bexobrutideg Degrades Wild-Type and Mutated BTK with Superior
Coverage Compared to All BTK Inhibitors

Bexobrutideg shows superior mutational coverage
and cell killing compared to BTK inhibitors

GI-50 (nM)
e el . i Most
« All inhibitors have resistance mutation Bexobrutideg potent
liabilities cell killing
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15 BTK, Bruton’s tyrosine kinase; GI-50 growth inhibition 50%, WT wildtype - U R I x



Degraders Are PK Advantaged Due to Their Catalytic Mechanism of Action

One molecule of bexobrutideg degrades thousands of BTK proteins per hour at clinically-relevant
concentrations
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Catalytic efficiency was calculated using a modified version of an approach previously used for other BTK degraders (Lynch et al. 2024. ACS Chem Biol 19(7): 1604-1615.) ;
16 Geometric mean of CSF exposure across all dose levels is displayed. Exposure was quantified in healthy volunteers 24 hours after a single dose and in patients at steady state 4 hours after the most - U R I x

recent dose.



Bexobrutideg Degrades BTK in Rat Brain Microglia, Achieving >90% BTK
Degradation After a Single Oral Dose

Free Exposure in Plasma CSF Exposure BTK Degradation in Microglia
£ 100 ~ 107 150-
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O ! S ©
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5 S & 50-
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L 0.01+ T T T T T 1 0.001 | J ! T T T T

0 4 8 12 16 20 24 10 30 100 Veh. 10 30 100

Time Post Dose (Hrs.) Bexobrutideg Bexobrutideg
(mg/kg) (mg/kg)

Bexobrutideg demonstrates dose-dependent exposure in CSF
and BTK degradation in the brain

17 BTK degradation quantified in microglia by flow cytometry. CSF exposure and BTK degradation quantified 24 hours after dosing. - U R I x



Daily Oral Administration of Bexobrutideg to Mice with Intracranial
DLBCL PDX Cells Drives Potent BTK Degradation and Prolongs Survival

BTK Degradation in Tumors Long-Term Survival
—~ 150~ 100
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Bexobrutideg significantly prolongs survival compared to ibrutinib in
mice with intracranial PDX tumors
18 gg{]ircrzl(/j\jaat’(oenfig;\gdggrg ,:t 55?;9/;2 %ZIOZ\(?ZI’)?/ Vryef{;agt:l}ja%%ZQRb ;éﬂei 5\;”7;6(-55\;731‘ large B-cell secondary CNS lymphoma, resistant to R-CHOP, high-dose methotrexate/rituximab, etoposide, Ara-C - U R I x
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Case Study: Patient with CLL and CNS Involvement

Relevant Medical History -
Anxiety: 2015-ongoing Age, Race, M/F 59, White M

Depression: 2015-ongoing Diagnosis CLL, High Risk, Stage C

Previous Hep B infection: 2015 (on anti-viral Initial Diagnosis May 2015

prophylaxis, no evidence of recurrent disease) - [ESINUNNECHISINSSIMINI ()3 Oct 2022 (with CNS relapse)
Face numbness: Unknown-ongoing 25 Jun 2023

Constipation: 21Jun23-ongoing Dose 100 mg -> 300 mg

Prior Systemic Therapies C1D1 27-Jun-23

Idelalisib: 2015-2018 Status On Treatment

Venetoclax+Rituximab: 2018-2022
Acalabrutinib: Oct 2022-June 2023

Prior Radiotherapy
None

NX-5948-301 Ph1a/b clinical study -
19 Data cutoff: 10 June 2024 . U R I x
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Patient with CLL with CNS Involvement Treated with Bexobrutideg Showed
Deepening Response over Time Approaching Complete Response

8 weeks: Stable Disease 36 weeks: Partial Response
60 LN: =53% (>50% PR) LN: all <1.5 cm (CR)
Spleen: —13% ( ) Spleen: -87% (>50% PR)*
—— ALC Plts: >100 (CR) Plts: >100 (CR)
Hgb: >11 g/dL (CR) Hgb: >11 g/dL (CR)
50 Malignant cells in CSF: Y Malignant cells in CSF: N
E.I 40 16 weeks: Partial Response 24 weeks: Partial Response 48 weeks: Partial Response
> LN: —=64% (>50% PR) LN: —-65% (>50% PR) LN: all <1.5cm (CR)
T,,’ Spleen: -68% (>50% PR) Spleen: -55% (>50% PR) Spleen: —87% (>50% PR)
€ 30 Plts: >100 (CR) Plts: >100 (CR) Plts: >100 (CR)
3 Hgb: >11 g/dL (CR) Hgb: >11 g/dL (CR) Hgb: >11 g/dL (CR)
& Malignant cells in CSF: Y ' Malignant cells in CSF: N Malignant cells in CSF: N
o 20 Baseline
O LN SPD: 625 cm?
Spleen: 16.1 cm
10 Plts: 93 x 10%/L
Hgb: 10.4 g/dL
Malignant cells in CSF: Y YV YV
—— — L g
0
2 3 4 5 6 7 8 9 10 11 12 13

Cycle (28 days)

Dose escalated to 600 mg, patient remains on study as of October 14, 2025

*Normal spleen: 13 cmy 36-48 week: 13.4 cm
The overall response assessments are from the investigators while the individual parameter response assessment criteria are calculated per iwCLL from the data entered
ALC, Absolute lymphocyte count; CSF, cerebrospinal fluid; Hgb, hemoglobin; LN, lymph nodes; Plts, platelets

NX-5948-301 Ph1a/b clinical study
Data cutoff: 10 June 2024

NURIX



The Rules for Designing Brain-Penetrant Degraders Are Still Undefined

Targeted protein degraders have the potential to
address CNS malignancies by providing superior
target coverage, addressing scaffolding
functions, and targeting inhibitor-resistant
mutants

By optimizing for degrader potency and
leveraging the catalytic MOA, degraders can
achieve efficacy in the CNS at concentrations
lower than required for inhibitors

Traditional small molecule metrics are inadequate
for bifunctional degrader optimization,
necessitating efficient screening approaches and
potentially machine learning models to aid
identification of brain-penetrant degraders

Machine learning models may accelerate

discovery of brain-penetrant degraders
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