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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; (iii) Nurix’s ability to fund development activities and achieve development goals; (iv) the impact of macroeconomic conditions, 

including inflation, increasing interest rates and volatile market conditions, and global events, including the COVID-19 pandemic, on Nurix’s clinical trials and 

operations; (v) Nurix’s ability to protect intellectual property and (vi) 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, 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.

Certain information contained in this presentation relates to or is based on studies, publications, surveys and other data ob tained 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.



Targeted Protein Modulation:  TPM = TPD + TPE

Nurix drugs engage ligases for the treatment of cancer

Targeted Protein 
Degradation 

(TPD)

Ubiquitin is ligated to 
target proteins to tag 

them for degradation by 
the proteasome

Targeted Protein 
Elevation 

(TPE)

A Powerful 
Cellular System
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Inhibit ligases 

to increase 

specific protein levels

Harness ligases 

to decrease 

specific protein levels



MOA Drug program Target/delivery Therapeutic area Discovery IND enabling Phase 1a Phase 1b

TPD

NX-2127

Degrader

BTK-IKZF

Oral
B-cell malignancies

NX-5948

Degrader

BTK

Oral
B-cell malignancies

NX-0479 / 

GS-6791

Degrader

IRAK4

Oral

Rheumatoid arthritis 

and other inflammatory 
diseases

TPE
NX-1607

Inhibitor

CBL-B

Oral
Immuno-Oncology

TPM
Wholly owned & 

partnered
14 targets Multiple

Nurix Is Advancing a Broad Pipeline of Proprietary and 
Partnered Programs
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BTK degradation can overcome 
treatment-emergent resistance: 
event-driven pharmacology shows 
resilience to mutation

BTK degraders uniquely address BTK 
scaffolding function
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Addressing current and emergent clinical 
challenges in hematologic malignancies



A First-In-Class Franchise of BTK Degraders:
NX-5948 & NX-2127
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• Clinical evidence of potent BTK 

degradation in all patients tested

• Active against BTK inhibitor-resistant 

mutations in vitro

• Crosses blood brain barrier and 

degrades BTK in microglia and brain-

resident lymphoma cells preclinically

• Phase 1a dose escalation trial ongoing 

in U.K. and IND accepted in the U.S.

• Preclinical activity in models of 

autoimmune disease

NX-5948

BTK DEGRADATION

• Positive clinical activity in CLL 
patients, including responses in 
patients with BTK or BCL2 mutations 

• Active in the clinic against BTK 
inhibitor-resistant mutations

• Complete response observed in a 
patient with DLBCL 

• Phase 1b cohort expansion for CLL 
patients is ongoing

• Dose exploration is ongoing for 
patients with NHL

NX-2127

BTK DEGRADATION

& IMMUNOMODULATION
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NX-5948 is a potent and selective degrader of BTK

Targeted degradation of Bruton’s Tyrosine Kinase

Malignant B cell

BTK

Proteasome

Cereblon Ligase 
Complex

Ubiquitin

NX-5948

BTK

BCR Complex
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NX-5948 is a potent and selective degrader of BTK

Targeted degradation of Bruton’s Tyrosine Kinase

Malignant B cell

BTK

Proteasome

Cereblon Ligase 
Complex

Ubiquitin

NX-5948

BTK

BCR Complex

NFKB Pathway

SURVIVAL/PROLIFERATION DEATH

Loss of survival 
signals
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NX-2127 Dual Mechanism of Action
Targeted Degradation of BTK and CRBN 
Immunomodulatory Substrates IKZF1/3
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NX-5948 was Designed for Potent and Rapid Degradation of Wildtype 
and C481S-Mutated BTK 
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TMD8 cells harboring WT BTK or a knock-in BTK mutation (C481S) were incubated with NX-5948 for 24 hours, 

and BTK degradation was assessed by flow cytometry. 

WT BTK TMD8 Cells BTK-C481S TMD8 Cells
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Degradation of BTK by NX-5948 Correlates with Significant Tumor 
Growth Inhibition
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30 mg/kg

Treatment
Oral gavage dose 

(mg/kg)

% BTK degradation in 

circulating B cells

% BTK degradation in 

TMD8 tumor tissue

% TGI vs Vehicle 

(Day 26)

P value vs 

Vehicle 

Vehicle 0 0.0±3.7 0.0±4.7 N/A N/A

NX-5948

3 50.5±1.9 69.2±0.9 54% 0.0025

10 63.5±1.1 82.4±2.1 100% <0.0001

30 79.0±3.1 90.5±0.5 100% <0.0001

Ibrutinib 30 N/A N/A 57% 0.0015
N/A: Not applicable; TGI: tumor growth inhibition.

P values determined on tumor volume by mixed-effect analysis with Dunnett’s multiple comparisons testRountree et al., TPD 2022 



Increasing Use of BTK Inhibitors in the Clinic have Revealed a Growing 
Spectrum of Treatment-Emergent Resistance Mutations

12Wang, Mi, Thompson, et al. NEJM 2022



Drug Induced Mutations in BTK Render this Protein Target "Undruggable” 
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Wang, Mi, Thompson, et al. NEJM 2022



Structural and Enzymatic Studies of New BTKi-Resistant 
Mutations Confirms BTK Scaffolding Function
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Some mutations that confer resistance to BTKis lack 

kinase activity yet still potentiate BCR signaling
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Montoya et al., ASH 2022 and unpublished data 
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Can Targeted Protein Degradation Address the Scaffolding Function 
of Mutant BTK?

Montoya et al., ASH 2022 



NX-2127 Degrades Both Wild-Type and Kinase Dead Mutant BTK
and Suppresses Ca2+ Signaling

16

BTK degradation

Montoya et al., ASH 2022 



NX-2127 Induces Positive Cooperativity Between BTK and Cereblon

• Positive Cooperativity (α>1)
• Stable ternary complex
• Induced protein-protein interactions
• Greater tolerance for reduced binary 

affinity

BTK

CRBN
DDB1

NX-2127

CRBN, cereblon; DDB1, DNA damage binding protein 1.
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NX-2127 is Potent and More Broadly Active Than All BTK Inhibitors 
Tested
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• All inhibitors have resistance mutation liabilities

• NX-2127 displays potent cell killing and maintains suppression 
of CD86 in the context of key resistance mutations

Average of n = 3 independent experiments +/- SEM
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BTK degradation
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NX-5948 is More Potent and Broadly Active Than All BTK Inhibitors 
Tested
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NX-5948 Degrades BTK in Microglia and Macrophage in Brains of 
Naïve Mice

• NX-5948 drives dose-dependent BTK degradation in cells isolated from brains

• Magnitude of BTK degradation depends on dose and cell type

NX-5948 administered orally QD x 3 days to naïve C57BL/6J mice. 
BTK levels assessed 8 h after 3rd dose by flow cytometry.
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Oral Administration of NX-5948 Degrades BTK in Tumor Cells and 
Prolongs Survival in a Mouse Model of CNS Lymphoma
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• In mice, BTK levels increased 24 hours after dosing from BTK resynthesis

• In cynomolgus monkeys, BTK levels remained suppressed at 24 hours 
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A Single Oral Dose of NX-5948 Promotes Rapid and Complete BTK 
Degradation in Mouse and Primate B cells
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NX-5948-301: Trial design
Phase 1 trial in adults with relapsed/refractory B-cell malignancies

Oral daily dosing

Dose escalation Dose expansion options

FL (up to 20)

DLBCL (up to 20)

MCL, MZL, WM (up to 20)

Objectives:

• Assess safety and tolerability

• Identify maximum tolerated dose (MTD) 
& biologically active dose

• Evaluate PK/PD

Dose level 1

50 mg

Dose level 2

100 mg

Dose level 3

200 mg

Dose level 4

300 mg

CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; MCL, mantle cell lymphoma; MZL, marginal zone lymphoma; 

PD, pharmacodynamics; PK, pharmacokinetics; WM, Waldenstrom's macroglobulinemia

• Phase 1a dose escalation is 

ongoing at clinical sites in the 

U.K.

• Plans to initiate U.S. sites in early 

2023
CLL/SLL with C481 mutation 

(up to 20)

CLL/SLL without C481 mutation 

(up to 20)



Preliminary Data Suggests NX-5948 Exhibits 
Linear PK and Supports Daily Dosing

• Half-life ~12 hours

• Tmax of 2-3 hours

• Exposures (both AUC 
and Cmax) increase 
linearly with dose
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NX-5948: Rapid, Robust and 
Sustained BTK Degradation

Initial proof of mechanism

• Rapid and sustained 
degradation of BTK

• Robust BTK 
degradation observed 
in all patients tested to 
date

• Dose escalation 
ongoing in patients 
with 
relapsed/refractory B 
cell malignancies
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BTK levels are evaluated in real time in a FACS-based assay on whole blood from 
patients treated with NX-2127
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Phase 1a Dose Escalation

• Early evidence of target engagement

• Rapid and sustained BTK degradation in all patients

• No evidence of immunomodulatory associated adverse events

Next steps:

• Initiate clinical sites in the U.S.

• Identify Phase 1b expansion dose

• Select indications for cohort expansion with initial focus likely in CLL

26

NX-5948: BTK Degrader Demonstrates Rapid and Sustained 
BTK Degradation With Early Signs of Differentiated Safety
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NX-2127-001: Trial Design
Phase 1 trial in adults with relapsed/refractory B-cell malignancies

Oral daily dosing

Dose escalation Dose expansion options

CLL failed 2 or more prior treatments 

including a BTK inhibitor and 

regardless of baseline BTK 

mutation status (up to 40)

– INITIATED –

MCL, MZL, WM (up to 20)

FL (up to 20)

DLBCL (up to 20)

Objectives:

• Assess safety and tolerability

• Identify maximum tolerated dose (MTD) 
& biologically active dose

• Evaluate PK/PD

Dose level –1

50 mg

Dose level 1

100 mg

Dose level 2

200 mg

Dose level 3

300 mg

BTK, Bruton tyrosine kinase; CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; MCL, mantle cell lymphoma; 

MZL, marginal zone lymphoma; PD, pharmacodynamics; PK, pharmacokinetics; WM, Waldenstrom's macroglobulinemia

• CLL Phase 1b expansion cohort 

at 100 mg dose

− MTD not established

− 100 mg dose chosen as 

expansion dose based on PD, 

clinical activity and safety 

profile

• Phase 1a dose escalation is 

ongoing at 200 mg and 300 mg 

doses for patients with NHL (e.g. 

DLBCL, MCL, MZL, WM, FL)



Robust BTK Degradation Observed with NX-2127 
Across All Dose Levels and Malignancies
NX-2127-001
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Dose
% BTK Degraded (Average trough)

Baseline Day 2 Day 8 Day 15 Day 22

100 mg 0 37 83 87 90

200 mg 0 55 81 91 93

300 mg 0 63 90 90 86¥

¥ Includes 1 patient who was dose-

reduced from 300mg to 100mg mid-

cycle.
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BTK Kinase Proficient (C481S and T474F/I); n=4

• BTK degradation of 80% was achieved in CLL patients, including those harboring BTK C481, T474, L528, 
and V416 resistance mutations

Treatment with Nurix’s NX-2127 Degrader Leads to BTK 
Degradation and Clinical Response Irrespective of Mutation Status

Disease-evaluable patients
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Patients with kinase dead mutations are classified as kinase dead regardless of co-occurrence of 

kinase proficient mutations

Data cutoff: 21 September 2022
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29Montoya et al., ASH 2022 
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Hyper-activated BCR (CD79b-mut) and TLR 

(MyD88-mut) signaling are hallmarks of non-GCB 

DLBCL:

• NX-2127 targets both BCR and TLR signaling 

through BTK degradation

• NX-2127 targets non-BTK dependent TLR 

signaling through its immunomodulatory activity

Mechanistic Rationale for Dual Degrader in DLBCL

1 Westin J. Blood 2019;134:996–8



Rapid BTK Degradation and Confirmed Complete Response 
Following NX-2127 Therapy in Aggressive Lymphoma
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SUV: Standard 

Uptake Value

Baseline

FDG-PET CT Scan Disease Assessment

Max SUV: 17.6

Deauville score: 5 

Bladder
Bladder

Data as reported TPD October 26, 2022

• 84-year-old woman with multiply relapsed ABC-

DLBCL following 4 lines of aggressive therapy 
(including combination of Rituximab, Ibrutinib, and 
Lenalidomide).



Rapid BTK Degradation and Confirmed Complete Response 
Following NX-2127 Therapy in Aggressive Lymphoma
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• 84-year-old woman with multiply relapsed ABC-

DLBCL following 4 lines of aggressive therapy 
(including combination of Rituximab, Ibrutinib, and 
Lenalidomide).

SUV: Standard 

Uptake Value

Baseline

FDG-PET CT Scan Disease Assessment

Max SUV: 17.6

Deauville score: 5 

Bladder
Bladder

Data as reported TPD October 26, 2022
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Significant Ikaros and Aiolos degradation also 

confirmed by day 8



Rapid BTK Degradation and Confirmed Complete Response 
Following NX-2127 Therapy in Aggressive Lymphoma
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Week 16

Max SUV: 2.5

Deauville score: 2
Normal SUV

SUV: Standard 

Uptake Value

Baseline

FDG-PET CT Scan Disease Assessment

Max SUV: 17.6

Deauville score: 5 

Bladder
Bladder

Data as reported TPD October 26, 2022

• 84-year-old woman with multiply relapsed ABC-

DLBCL following 4 lines of aggressive therapy 
(including combination of Rituximab, Ibrutinib, and 
Lenalidomide).

• Complete response at first assessment (Week 8) and 

confirmed at subsequent assessment (Week 16).

• Safety: No DLT or SAE. Manageable Grade 3 

neutropenia without infection. No Rx interruptions.
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Nurix’s Clinical Experience with Targeted Protein Degradation 
Illustrates the Benefits of Novel Therapeutic Modalities

Catalytic modality of TPD can provide:

1. Increased target coverage

o One degrader can degrade many protein molecules

2. Prolonged activity against a target

o Protein synthesis rather than drug clearance is required to restore target

o Ideally suited for non-daily delivery methodologies

3. Ability to address mutational resistance

o Nurix’s BTK degraders are potent against unanticipated BTK active site mutations

4. Ability to address novel and non-enzymatic targets

o Degraders are agnostic to protein catalytic function; noncatalytic proteins can be targeted

o Structured (e.g. transcription factors) and 'plastic' proteins can be addressed



Leveraging Early Success with BTK Degraders to Build a Broad Collaboration 
Pipeline that Includes Many Unprecedented and First-In-Class Targets

Target 10

Ligand

Discovery

Degrader 

Discovery

Oral 

exposure

DC

nomination
Cellular

Profiling

In vivo

Profiling

• Novel ligands identified for multiple unprecedented targets

• 15 drug discovery milestones achieved to date

• Option to co-develop and co-promote 4 drug candidates
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IRAK4  NX-0479 / GS-6791

Target 2 

Target 3

Target 4

Target 6

Target 8

Target 9

Target 7

Target 5

Druggable Targets

Difficult-to-Drug Targets

Partner

License



Thank you!
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