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Disclosure Information

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 Nurix's drug candidates; Nurix's plans for the clinical development of its drug candidates; the planned timing for the initiation
and enrollment of patients in current and future clinical trials of Nurix's drug candidates; 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 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; 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 its current
and prospective drug candidates, including bexobrutideg, zelebrudomide or NX-1607; (ii) risks and uncertainties inherent in the drug discovery and drug development process; (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, 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 Annual Report on
Form 10-K for the fiscal year ended November 30, 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.

LI ” o«

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
intemal 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 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 intemal
estimates and research are reliable, such estimates and research have not been verified by any independent source.
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Proximity Therapeutics are the Next Frontier in Drug Development
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Evolution of New Therapeutic Modalities
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Degraders are Transformative Therapeutics Because they Catalytically
Eliminate the Proteins that Drive Disease

Harnessing the ubiquitin proteasome system to eliminate disease-causing proteins

Ligase
<57 binder

« Degraders target a specific protein or family of proteins

Ubiquitin DEGRADER

transfer L ' Target

binder

» Degraders catalytically eliminate ALL biological
Polyubiquitization functions of proteins (scaffolding and enzymatic)

« Degradation provides prolonged activity requiring
resynthesis of the protein

Proteasome
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Tackling Key Nodes of Biology, Not Just Undruggable Targets
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Targeted Protein Degradation is Revolutionizing Precision Therapeutics

Picomolar Potency Prolonged PD Exquisite Selectivity
BTK Degradation in TMD8 Cells Single Dose Target Suppression Global Proteomic Analysis
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DACs Represent the Next Wave in Degrader Therapeutics

Degrader Antibody Conjugates

DACs combine the catalytic activity of a Targeted
Protein Degrader (TPD) with the tissue specificity of an
antibody

DACs represent a next generation of antibody drug
conjugate (ADC) technology with the potential for
enhanced efficacy and improved safety

Nurix has developed a proprietary linker technology
that allows for high throughput synthesis and screening
of DACs to speed discovery
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By Enhancing Degrader Selectivity, the DAC Modality Unlocks New Targets

and Offers the Potential for a Broader Range of Therapeutic Indications

FDA approved ADCs
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dealmaking frenzy. Nat Biotechnol 42, 362-366 (2024).
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ADCs

'DACs Degraders

Antigen provides
cell and tissue
selectivity

DAC provides multi-layer
selectivity

o

Degrader target and
ligase expression
provide cell and
tissue selectivity
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ARV-102
ARV-393
CC-94676
CG001419
DT-2216
GT20029
HP518
HSK29116
KT-621

Target

BTK
BTK, IKZF1/3

AR

ER
AR
KRAS G12D
BTK
IRAK4
LRRK2
BCL6
AR
NTRK
BCL-xL
AR
AR
BTK
STAT6
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Integration of Target Biology, Antigen, and Antibody for DAC Therapeutics

Target Biology

&
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Integration of Target Biology, Antigen, and Antibody for DAC Therapeutics

BTK-Driven Biology

&
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Integration of Target Biology, Antigen, and Antibody for DAC Therapeutics

BTK-Driven Biology

&
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Integration of Target Biology, Antigen, and Antibody for DAC Therapeutics

BTK-Driven Biology

Compatible
mADbs
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Integration of Target Biology, Antigen, and Antibody for DAC Therapeutics

BTK-Driven Biology

TR

Compatible
mADbs
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Integration of Target Biology, Antigen, and Antibody for DAC Therapeutics

BTK-Driven Biology

TfR CD20
CD19
Compatible CD79b Differential Cell-
mAbs Type Expression
Her2
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Questions Posed at the Program Outset

« Could we achieve cell-type selective delivery through a compatible antigen-antibody pair?
- Can we deliver enough degrader intracellularly to cover the target?

* Does that target coverage confer to cell-selective biological effect?
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A BTK Degrader Conjugated to a CD79b Antibody Selectively Degrades
BTK in CD79b+ TMDS8 Cells

ADCs

Antigen provides
cell and tissue
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A BTK Degrader Conjugated to a CD79b Antibody Demonstrates Selective
and Potent Antigen-Specific Cell Killing in CD79b+ TMD8 Cells

Cell Viability of TMDS8 Cells
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Cell Surface Binding and Internalization Strongly Impacts DAC Activity

Cell Surface Binding BTK Degradation
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The Nurix Approach: Combinatorial Synthesis of Degraders

Combinatorial assembly of degraders allows for scaled empiricism
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# Registered Degraders

Automation Drives Our Ability to Scale Degrader Discovery, Shortening
the Time to Identify Potent Leads

High-throughput screening with bespoke libraries
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Plot of timeline to achieve potent lead compounds for 4 programs from Nurix pipeline
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Challenges in ADC Discovery

The components of the ADC cannot be optimized independently, so there is a combinatorial explosion in
the number of potential molecules to test.

A

(c) (d)
Cytotoxicity

Selectivity

mAB X Linker X  Drug

It's an antibody project multiplied by a linker project, multiplied by a toxin project, cubing the complexity of the
problem.

Following are some examples to illustrate these points.

NURIX

21 Flygare, J. et al. 2012 https://doi.org/10.1111/cbdd. 12085



The Nature of the mAB Matters

Anti-CD22 MCC DM1 (DAR 3-4)

Antibody Isotype Affinity Epitope
Anti-CD22.1 mslgG1 4.1 2
Anti-CD22.2 mslgG2a 1.2 ND
Anti-CD22.3 hulgG1 3.4 5-7
Anti-CD22.4 mslgG1 2.9 2
Anti-CD22.5 hulgG1 2.0 1,2
Anti-CD22.6 mslgG1 ND 2,3
Anti-CD22.7 hulgG1 21.8 5-7
Anti-CD22.8 hulgG1 ND 1,2
Anti-CD22.10F4 mslgG1 14.3 1,2 o

1200

3

—
o
o
o

Tumor Volume (mm

800 |
600 |
400 |

200 4

Control

Anti-CD22.3
Anti-CD22.7

Anti-CD22.1

Anti-CD22.6
Anti-CD22.10F4

Days Post Dose

For one mAB-linker-drug series, there is no apparent correlation between affinity and efficacy.

22 https://doi.org/10.1038/leu.2010.141 Polson, et al 2010
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>

DM1-conjugated antibody

Cleavable vs Uncleavable Linkers: HER2
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Cleavable vs Uncleavable Linkers: NHL Targets
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Next-Generation DAC Design Requires Multi-Parameter Optimization

Agnostic assessment of design elements using matrix synthesis and screening

Simplistic Approach

Optimized
degrader

Optimized mAb

Nurix Approach: Matrixed DAC

High-throughput
conjugation
with multiple linkers

S
y 5o @ %, 47 .
ng,sg :Q % w %_Gg,gc" High- throughput,
:?G ¢ . o direct to
o - 82 "w“fg? biology screening
ore ] 8, A 2 3
Unoptimized b4e o8 g&ﬂ%ﬁ:w” Weo®~
DAC & E &
Degrader Matrix
(100s of degraders)
25 DAC, degrader antibody conjugate; mAb, monoclonal antibody
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Nurix’s Approach to Synthesis, Screening and Optimization of DACs

Proprietary linker/spacer technology that enables high throughput automated synthesis of DACs

POI Binders Spacers DAC
ae & Linker-Payload
¢ @ t.%a Q
€ @w @ > ° \:»‘?\. w
@ . . . woe 5. ‘[r‘
Combinatorial synthesis 3t 1
. . . R & R
Ligase Binders Linker of Linker-Payload R g Beag® U
° o o %{%}\O% ‘o0 —_—
%@g‘n b4 g@;?z Fa ?f? Conjugation
ad oid Ted Connector °

» Up to 15 synthetic steps with automated liquid handling

» Diversity at each component: True combinatorial chemistry

 One compound/well

« Chemistry validated for multiple targets enabling diversification of both POI and Ligase binder
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DAC Optimization is Multi-Factorial, Requiring Empirical Screens + Matrix Design
Aggregation cannot be predicted by the properties of the component parts

2 Degraders x 9 Linkers x 3 mAbs = 54 DACs

Degrader 1 x Linker 1=
Degrader 1 x Linker 2=
Degrader 1 x Linker 3=
Degrader 1 x Linker 4=
Degrader 1 x Linker 5=
Degrader 1 x Linker 6=
Degrader 1 x Linker 7=
Degrader 1 x Linker 8=
Degrader 1 x Linker 9=
Degrader 2 x Linker 1=
Degrader 2 x Linker 2=
Degrader 2 x Linker 3=
Degrader 2 x Linker 4=
Degrader 2 x Linker 5=
Degrader 2 x Linker 6=
Degrader 2 x Linker 7=
Degrader 2 x Linker 8=

Degrader 2 x Linker 9=

% Aggregation (SEC)

mAb1
1

mAb2
1

mAb3
1

120

140

1 60

1 80

— 100

Assessment of two degraders with highly optimized cell-based potency
for the same target (DCs, = < 5 nM) and similar property profiles

Degrader 1 818 3.55

Degrader 2 807 3.45 202 3} 9 3

« DAC aggregation is undesirable and difficult to predict from degrader
properties alone

« Degrader 2 DACs show much lower tendency to aggregate despite
having a nearly identical property profile to Degrader 1

« Similar to degraders, empirical screening of DACs is required to guide
optimization

27 mADbs used are clinically validated therapeutic mAbs
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DACs Can Possess Superior Activity Compared to Unconjugated Degrader

Degraders that appear to have poor potency as free compounds can be potent DAC payloads

BTK Degradation in TMDS8 Cells
BTK Degrader BTK DAC 120

100

(@]
£
£ 80-
£
S 60+ -~ CD79b-BTKd1
X = BTKd1
E 40~
” -~ HER2-BTKd1
NRX-1 20-
Ab-conjugated R b B b B N B
NRX 0.01 0.1 1 10 100 1000

Concentration (nM)
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DACs Can Possess Superior Activity Compared to Unconjugated Degrader

Not all degraders show the same pattern of behavior as DACs

BTK

29

BTK Degradation in TMD8 Cells
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% BTK Remaining

BTK-DAC Affords BTK Degradation, Cell Killing and Plasma Stability
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The BTKd3 payload is a BTK-targeted degrader with pM activity
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Stable BTK-DAC Affords Extended PD and Single-Dose Efficacy

TMD8 PD/efficacy study in mice; Single dose on day 1

1254 1065 Day 29

8) 100.0 1016 86.8
2 20
© L 15
=3 1000j"lll ™
X 50- S g 500 Il II" Illl--ll-_
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2 254 — E
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0- = § 504
Spleen 29
125 - 8) 0-
o 100.0 8 _(CU 50
100 -50
= =0
£ 751 = 2100
g 504 36.9 .
0 25 HEl Vehicle
2 o 48 bexobrutideg, iv, 0.64 mg/kg
0- Bm anti-HER2-BTKd3, iv, low dose
Tumor Bl anti-HER2-BTKdS3, iv, high dose
Human-specific CD79b mAb allows selective tissue delivery W= anti-CD79b-BTKd3, iv, low dose
Bl anti-CD79b-BTKd3, iv, high dose

. NURIX



Stable BTK-DAC Affords Extended PD and Single-Dose Efficacy

TMD8 PD/efficacy study in mice; Single dose on day 1

1254 1065 Day 90

8) 100.0 1016 86.8
2 20
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- ¥ 1000j"“ll |||I .|
X 50 S g 500 I I" Il. I
= 29 4o,
2 254 — E
o
0- = § 504
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125 - 8) 0-
o 100.0 8 _(CU 50
100 -50
= =0
£ 751 = 2100
g 504 36.9 .
0 25 HEl Vehicle
2 o 48 bexobrutideg, iv, 0.64 mg/kg
0- Bm anti-HER2-BTKd3, iv, low dose
Tumor Bl anti-HER2-BTKdS3, iv, high dose
Human-specific CD79b mAb allows selective tissue delivery W= anti-CD79b-BTKd3, iv, low dose
Bl anti-CD79b-BTKd3, iv, high dose
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DAC Payload Properties Can be Tailored to Their Indication

[ CD79b(-) cell J

G'o
[ 0 90

@&

oqi

G BTK
@° DEGRADATION

[ CD79b(+) cell ]

ANTI-CD79b BTK DAC 2

Degraders separate

from antibody

Permeable
Degrader

G'o 3

0000

ve 'y

oqi

O BTK
@° DEGRADATION

DAC utilizing a permeable
degrader shows bystander activity
150 -

100

o~ CD79b(+) cells
- CD79b(-) cells

—— Cco-culture
0 | 1 | 1

0.01 0.1 1 10 100
[DAC] (nM)

% target remaining

« DACs with efficient bystander effects enable
robust target modulation in all cell types
within proximity of the antigen positive cells
(such as solid tumors)

Note: co-culture uses antigen-negative cells
with HiBiT-tagged BTK combined with
antigen positive cells with untagged BTK

NURIX



DAC Payload Properties Can be Tailored to Their Indication

[ CD79b(-) cell J

NO BTK
DEGRADATION

[ CD79b(+) cell ]

ANTI-CD79b BTK DAC 9/

Degraders separate

from antibody

Impemeable
Degrader
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DAC utilizing an impermeable

degrader avoids bystander activity
150-

100§ —g—h—y
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-& CD79b(-) cells

—— CO-culture
0 1 1 |

|
0.01 0.1 1 10 100
[DAC] (nM)

% target remaining

* DACs with cell-specific delivery enable
precise modulation of pathogenic cell types
(such as inflammatory immune cells)

Note: co-culture uses antigen-negative cells
with HiBiT-tagged BTK combined with
antigen positive cells with untagged BTK
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DACs Represent the Next Frontier in Targeted Protein Degradation

Combining targeted degradation with the specificity of antibodies

Pairing exquisitely targeted “knockout” biology with the cell-type and tissue selectivity of
antibodies

Potential for improved therapeutic index and broader applicability than standard ADCs
Moving beyond oncology to tackle potentially any protein target in any tissue

DAC discovery requires multi-parameter optimization and unbiased evaluation through

matrix synthesis and screening

DACs may enable new ligases for TPD with differentiated properties

- NURIX
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