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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.
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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 Drugs Engage Ligases for the Treatment of Cancer
Targeted Protein Modulation: TPM = TPD + TPE

A Powerful Targeted Protein
CeIIuIr System Elevation
— (TPE)

Targeted Protein Ubiquitin is ligated to
Degradation target proteins to tag
(TPD) them for degradation by

the proteasome
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Anatomy of a DEL Molecule

DNA-based encoding schemes allow for screening and sequencing of pooled libraries
across numerous binding conditions in parallel.

Small molecule “warhead”
*Not to scale

Headpiece Building Block codons Barcode

BV \N/AN/AN/AN/AN AN/ NNANAN/ NN\

Primer site Library ID Primer site

Headpiece — short, covalently-linked, DNA duplex — the handle for chemistry and molecular biology
Primer sites — for quantitation, amplification, and sequencing

Codons — building block identities

Library ID — chemistry carried out on the building blocks

Barcode — unigue molecular identifier for every molecule in the screen
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Why DNA Encoded Libraries? — Advantages for TPM

» Affinity-based ligand discovery is the ideal approach
to enable TPD

« Affinity-based screening is MoA agnostic — for E3
ligases we can identify ligands for TPD and
inhibitors for TPE from the same screen

» DNA attachment provides initial handle for bifunctional molecule Ansteric
synthesis Inhibitor :

« Combinatorial design enables rapid hit follow up and optimization

* Low capital investment and per screen cost allows for a broad
exploration of target and chemical space

E3 Ligase
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Why DNA Encoded Libraries? — Advantages for TPM

Target binder

> Affinity-based ligand discovery is the ideal approach to
enable TPD

 Affinity-based screening is MoA agnostic — for E3 ligases
we can identify ligands for TPD and inhibitors for TPE
from the same screen

 DNA attachment provides initial handle for
bifunctional molecule synthesis

« Combinatorial design enables rapid hit follow up and
optimization

Bifunctional
Ligand

» Low capital investment and per screen cost allows for a broad
exploration of target and chemical space

Ligase binder

¢
nurx 6



Why DNA Encoded Libraries? — Advantages for TPM

Hit Expansion Library

> Affinity-based ligand discovery is the ideal approach to enable TPD

+ Affinity-based screening is MoA agnostic — for E3 ligases we can
identify ligands for TPD and inhibitors for TPE from the same
screen

» DNA attachment provides initial handle for bifunctional molecule
synthesis

« Combinatorial design enables rapid hit follow up and
optimization

 Low capital investment and per screen cost allows for a broad =
exploration of target and chemical space |

|
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Why DNA Encoded Libraries? — Advantages for TPM

> Affinity-based ligand discovery is the ideal approach to enable TPD

« Affinity-based screening is MoA agnostic — for E3 ligases we
can identify ligands for TPD and inhibitors for TPE from the
same screen

« DNA attachment provides initial handle for bifunctional molecule
synthesis

« Combinatorial design enables rapid hit follow up and optimization

» Low capital investment and per screen cost allows for
a broad exploration of target and chemical space
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Protein Quality is Fundamental to DEL Screen Success
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Custom Scaffold-Based DELs Enable Nurix To Identify Binders to

Challenging Protein Surfaces

Nurix DEL Collection

>5 billion unique structures
Includes proprietary, 3D complex,
custom scaffolds

Covalent /
5% Scaffold

20%

Branched Linear
43% 329%
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Scaffold Libraries Proving
Essential for Delivering Ligands
for “Undruggable” Targets (sole
source of hits for 75% of these
targets)

Three-dimensional
design

Our proprietary scaffold DELs provide
unique geometry and high sp3
character, allowing molecules to
achieve optimal pocket fit

Nurix scaffold designs
show high pocket
complementarity
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Composition of DEL Screening Outputs

* Most of the DNA-linked compounds sequenced

at the end of a selection are noise or Target Binder
background (matrix binders, non-specific protein 13%
binding, other enrichment not specific to the
target) Background
3%
* Noise can be eliminated by experimental
(replicates) OR analytical (thresholding)
methods
« Elimination of background signal requires Noise
the combination of experimental AND 349%

analytical methods.
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De-noising Example — VHL Replicates

* Noise by its nature is not reproducible, but real binding events are.

All ligands present in a single screening condition All ligands present in all three replicates

bb2_name bb2_name

® .‘.0 >
8
N0 o
HO—O.,EH\)LN/
® R
.
bb1_name , ’ bb1_name

bb3_name bb3_name
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Target Binder Yields Vary Across Screens

» Not all screens are equally productive at the sequencing level, but with the right analysis they can be

equally productive sources of hits.

AURKA

Target
Binder
26%

Background V
5%

Noise
69%
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Background
14%

ZAP70

Target
Binder
(0]
4% Noise
82%
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Target Binder Yields Vary Across Screens

» Not all screens are equally productive at the sequencing level, but with the right analysis they can be
equally productive sources of hits.

AURKA Other DEL targets with confirmed sub-uM hits

N

V
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Zooming in on the Enriched Fraction
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A Robust Database is Necessary for Effectively Identifying Background

« A combination of experimental AND analytical methods are required to effectively eliminate background.
» Not all background binders are identified in control screens.

» The capacity of the platform enables screening across many targets, which powers a database that can
effectively remove background binders and identify selective (and non-selective) target binders.
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Profile

Y~ Target-specific Binder — ligands enriched only against the target
of interest

— enriched against target kinase and only
other kinase targets in the database

— background binders enriched in the

target selection and selections from other screening campaigns
- <—— Experimental Background — background binders enriched in
]

target and control selections
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Data Drives the Right Decisions in Follow-up Chemistry

AURKA ZAP70
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Data Drives the Right Decisions in Follow-up Chemistry

AURKA ZAP70

5500
® O

3500 5000

Straightforward follow up.
Highest signal hits are

4500
3000

e target-specific, few high w2 s
5 signal background hits. 3 s ®
o O
% i % 3000
o o)
o O 2500
O
o 1500 8 oo
S R
oC 1000 o 1500
2 . S
1000 O
500
500
0 0
0 400 800 1200 1600 2000 0 400 800 1200 1600 2000
Highest barcode count in control selections Highest barcode count in control selections

nurtk 18



Data Drives the Right Decisions in Follow-up Chemistry

AURKA - ZAP70 Neither the
3500 8 .
@

contemporary
experimental controls or
the relative signal
strength can flag these
hits as background.

5000
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e Recognizing this signal is
not target-specific
requires the right data
infrastructure.
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Data Drives the Right Decisions in Follow-up Chemistry

AURKA ZAP70
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Real hits are the relatively
few target-specific
binders with low signal
compared to background
and controls.
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Wading Through the Data - Nurix’'s Analysis and Follow Up

Pipeline is Designed to Access Broad Chemical Space

Large complex data sets require automated solutions to accelerate hit ID

" BB1
P Hit Resynthesis (on- and
» ok o off-DNA)
— g A S
{oﬁy' ) R . 3 -
s Machine Learning and
| =3 Similarity Virtual Screening

DEL Screen and Automated Structure Analysis and Clustering

filtering for target-

specific binders
mm-m Hit Confirmation Assay

Off-DNA Single compound SPR (Quantitative)
synthesis
On-DNA Parallel Synthesis of  100s ASMS (Qualitative)
single recipes
ML/Similarity Catalog order 100s ASMS then SPR
(Quantitative)
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Leveraging Computational Methods to Search Beyond DEL Space

to Discover Potent and Diverse CRBN Binders
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Combining traditional and computationally-driven DEL follow up
allows us to discover more binders in desirable chemical space and
maximize the diversity of confirmed hits.

nurtk 22



Quality of Hits is Not Proportional to Quantity of Screen Output

 Filtering away the noise and background reveals a small set of target specific binders with SAR

Single digit nanomolar, non-
covalent MPro inhibitor
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Screening and Follow Up Capacity — Finding the Most Productive Spaces

for Novel Targets

« Screening multiple ligases in parallel, with multiple constructs and tags for each ligase.

 Nurix routinely screens multiple target constructs immobilized through different matrices
« The most productive construct/matrix combinations needs to be determined empirically

2000
1800

1600

Example — three ligases
screened in parallel using
Immobilized metal
affinity (IMAC) and
streptavidin (SA) beads

1400
1200
1000
800
600
400

200

0 IIIIIIIII

IMAC SA IMAC SA IMAC SA

Count of target specific features

Ligase 1 Ligase 2 Ligase 3
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Broad Follow Up Maximizes the Opportunities from DEL Screens

Lines link identical
features between
selections

Size denotes number of
ligands within the feature
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Broad Follow Up Maximizes the Opportunities from DEL Screens
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Broad Follow Up Maximizes the Opportunities from DEL Screens
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X-ray crystal structure of
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Broad Follow Up Maximizes the Opportunities from DEL Screens
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Conclusions

» DEL provides significant advantages as a ligand discovery platform for targeted protein modulation

« These advantages can only be realized when coupled to high-quality, well-validated target proteins and a
diverse collection of libraries.

» Leveraging the low cost per screening condition and the ability to broadly scan the chemical space of hits
are key to maximizing the productivity of the platform.

« Assembling a comprehensive database of screening results from a broad exploration of target space is
key to navigating through the data to find the highest quality hits.
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Thank You!
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