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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-AI 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. 

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 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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CBL-B is a Master 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

▪ Blocking CBL-B removes a brake on the 
immune system

▪ cbl-b deficient mice demonstrate robust 
T cell and NK cell-mediated antitumor 
immunity
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Inactivation of CBL-B Leads to Enhanced 

T Cell Activation
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Het

Ligase KO

Inactive ligase mut 

(C373A)

Paolino et. al. J. Immunology, 2011

Ligase-inactive cbl-b knock-in (KI) mice inhibit 

tumor growth (TC-1 syngeneic model)

IL-2 secretion in knock-out (KO) and 

ligase inactive T cells ex vivo

Ligase-dead or KO exhibit similar enhancement of 

T cell activation in response to TCR stimulation Nurix Data
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CBL-B is Regulated Through Conformational 

Change and Phosphorylation
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Mechanism-Agnostic Screening Assays Guided 

by CBL-B Biology
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HTS and Confirmation Affords a Singleton Hit
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HTS hits
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HTS and Confirmation Affords a Singleton Hit
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NRX-3 is a Specific Inhibitor of CBL-B
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NRX-1

HTS Screening hit

NRX-3
Resolved Screening hit
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Crystal Structure Confirms Binding Site of 

NRX-3 
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NRX-3 Acts as an Intra-Molecular Glue Inhibitor 

of CBL-B
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Early SAR: Focus on Affinity and Properties

NRX-3 NRX-4 NRX-5 NRX-6 NRX-8766

E2-Ub: IC50 (M) ~20 0.23 0.092 0.088 0.021

LipE (pIC50-cLogP)
1.7 2.8 2.3 3.4 6.4

Cellular Substrate Ub IC50 

(M)
7 3 1.7 0.79
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Pharmacologic Inhibition of CBL-B Recapitulates Anti-

Tumor Effects of Genetic Model of Ligase Inhibition
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Pharmacologic Inhibition of CBL-B inhibits 

tumor growth in the CT26 Syngeneic Model

Ligase-inactive cbl-b knock-in mice inhibit 

tumor growth  in the TC-1 syngeneic model

Nurix Data
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Optimization Leads to NX-1607
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NX-1607 Increases IL-2 and IFN-g Secretion in 

Response to TCR Stimulation
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Single-Agent NX-1607 Induces Anti-tumor 

Response in Multiple Models
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(CT26)

Triple-Negative Breast 

(4T1)
B Cell Lymphoma 

(A20)

Shaded area indicates dosing period: 
NX-1607 (30 mg/kg, PO daily)
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NX-1607 and Anti-PD-1 Synergize to Enhance 

Survival in Multiple Models
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NX-1607 Displays Favorable Preclinical Profile

DO NOT POST DO NOT POST

SPR sensorgram for the binding kinetics 

and affinity measurements of NX-1607 to 

CBL-B.

The dark red curves are fitted curves 

generated from a 1:1 binding model.

kon = 2.2 x 105 M-1s-1

koff = 8.6 x 10-5 s-1

KD = 0.4 nM

T1/2 = 2.2 h

NX-1607 Properties
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Permeability

A-B(10-6 cm/sec)

B-A Ratio

18.3

2.3

hPPB 97.1 %

GSH trapping/TDI Neg

Ames/MNT (+/- 

S9)
Neg

0 4 8 1 2 1 6 2 0 2 4

0 .0 1

0 .1

1

1 0

1 0 0

1 0 0 0

1 0 0 0 0

Time (hr)

[N
X

-1
6

0
7

]
m

e
a

n
 (

n
g

/m
L

)

NHP

Dog

Rat

Mouse

• NX-1607 CL is ~50% of LBF across preclinical 

species

• Is moderately bound to plasma

Mouse Rat Dog NHP

F (%) 25 0.23 48 7
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NX-1607 Demonstrates Dose-Dependent PK and 

Modulation of Biomarker pHS1 in Patients
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Steady state pharmacokinetics  Pharmacodynamic activity of pHS1 in CD8 T cells  

• NX-1607 demonstrates dose-dependent pharmacokinetics.

• NX-1607 increases the percentage of pHS1-positive CD8 T cells from baseline across dose cohorts.
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▪ Deep understanding of CBL-B regulation allowed design of mechanism-agnostic 

screening assays

▪ HTS and careful follow-up afforded a singleton hit 

▪ This series functions as an intra-molecular glue, stabilizing the closed, inactive 

state of CBL-B

▪ Optimization resulted in NX-1607, a potent and selective inhibitor of CBL-B

▪ Early clinical results show linear PK and modulation of proximal biomarkers 

Summary
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