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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 or regional events, including regional conflicts, 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, 2023, 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. Finally, 

while we believe our own internal estimates and research are reliable, such estimates and research have not been verified by any independent source.



Utilize the ubiquitin-proteasome pathway to degrade BTK, a well-validated target in B-cell malignancies

Nurix Degraders NX-2127 and NX-5948

Results in tumor inhibition

NX-5948 MOA

3Results in tumor inhibition

NX-2127 MOA



Why Do We Need BTK Degraders?

BTK degraders can overcome treatment emergent 

resistance mutations

BTK degraders have the potential to displace inhibitors

BTK degraders may be useful in other B-cell 

malignancies and autoimmune diseases

BTK degraders eliminate BTK scaffolding function

4
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Proof of Concept for BTK Degradation with NX-2127 in CLL Patients 

with Wild Type (WT) and Mutated BTK

Montoya et al., Science 383, 496 (2024)
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NX-5948 Is More Potent and Broadly Active Than All BTK Inhibitors Tested

• All inhibitors have resistance mutation 

liabilities

• NX-5948 displays potent cell killing in 

the context of key resistance mutations

• We have shown that BTK degradation 

translates into clinical responses 

across mutation classes

NX-5948 demonstrates broad preclinical activity
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BTK Degraders Disrupt BCR Signaling by Removing the Protein 
and All of Its Functions 
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Most potent 

cell killing

TMD8 cells harboring WT BTK or knock-in 

BTK mutations (C481S, V416L, T474I, or 

L528W) were incubated with degrader 

molecules for 72 hours, and viability was 

assessed using CellTiter-Glo 2.0 (Promega) 

NX-5948 and NX-2127 Comparative Efficacy (TMD8 DLBCL Line)

TMD8 cells with knock-in mutations

72-hour time point, 5000 nM top concentration

Average of n≥4 independent experiments [2] Example 1. WO 2022/111449 (Haisco)

[3] Examples 1-3. WO 2021/219071 (BeiGene)

[4] Buhimschi et al. 2018. Biochemistry 57(26): 3564-3575

[5] Dobrovolsky et al. 2019. Blood 133(9): 952-961

Not All BTK Degraders Are Created Equal



Proof of Concept for BTK Degradation with NX-2127: Update ASH 2023
Significant lymph node reduction and objective response rate 
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BTK Mutation Treatment Ongoing Patient with SLL
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CLL/SLL disease-evaluable patientsa n=27

Objective response rateb, % (95% CI) 40.7 (22.4–61.2)

Best response, n (%)

CR 0 (0.0)

PR / PR-L 11 (40.7)

SD 12 (44.4)

PD 4 (14.8)
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aPatients without identified target lesion(s) at baseline are evaluated as 

disease-evaluable per iwCLL7, while they may not be represented in waterfall 

plot; bObjective response rate includes CR + CRi + nPR + PR-L + PR

Patient with SLL

Data cutoff: 15 Sept 2023

CI, confidence interval; CLL, chronic lymphocytic leukemia; CR, complete response; PD, progressive disease; 

PR, partial response; SD, stable disease; SLL, small lymphocytic leukemia; SPD, sum of product diameters



NX-2127 Safety Summary: Frequency of Any Grade TEAEs in 

≥20% of Patients, or Grade ≥3 TEAEs or SAEs in >1 Patient (n=54)

aAggregate of ‘neutropenia’ and ‘neutrophil count decreased’; bBruising/contusion includes episodes coded as contusion; cAggregate of ‘thrombocytopenia’ and ‘platelet count decreased’; 
dIncludes one Grade 5 event; eAggregate of 'atrial fibrillation' and 'atrial flutter’; fIncludes two Grade 5 events

Data cutoff: 15 Sep 2023

TEAEs, n (%)​ Any grade​ Grade ≥3 SAEs

Fatigue​ 25 (46.3)​ – –

Neutropeniaa 25 (46.3)​ 23 (42.6)​ –

Hypertension​ 18 (33.3)​ 8 (14.8)​ –

Bruising/contusionb 16 (29.6)​ – 1 (1.9)​

Diarrhea​ 16 (29.6)​ – –

Anemia​ 13 (24.1)​ 8 (14.8)​ 1 (1.9)​

Dizziness​ 13 (24.1)​ – –

Dyspnea​ 13 (24.1)​ 1 (1.9)​ –

Thrombocytopeniac 13 (24.1)​ 4 (7.4)​ –

Constipation​ 12 (22.2)​ – –

Headache​ 11 (20.4)​ – –

Upper GI hemorrhaged 2 (3.7) 2 (3.7) 2 (3.7)

Pruritus​ 11 (20.4)​ 1 (1.9)​ –

COVID-19​ 7 (13.0)​ 4 (7.4)​ 3 (5.6)​

Atrial fibrillatione 6 (11.1)​ 3 (5.6)​ 3 (5.6)​

Pneumonia 6 (11.1)​ 3 (5.6)​ 3 (5.6)​

Pain in extremity​ 5 (9.3)​ 2 (3.7)​ 1 (1.9)​

Leukocytosis​ 3 (5.6)​ 3 (5.6)​ –

Lymphocyte count increased​ 2 (3.7)​ 2 (3.7)​ –

Sepsis ​f 2 (3.7)​ 2 (3.7)​ 2 (3.7)​

2 DLTs have been reported: cognitive disturbance (300 mg DL) and neutropenia (300 mg DL) 10



NX-5948-301: Trial Design
Phase 1a/b trial in adults with relapsed/refractory B-cell malignancies

aIncludes patients with secondary CNS involvement; bSubtypes include: transformed indolent lymphoma (e.g., grade 3b/transformed FL), Richter-transformed DLBCL, high-grade B-cell lymphoma with MYC and BCL-2 and/or BCL-6 rearrangements, 

high-grade B-cell lymphomas NOS; cAdditional lines of therapy include anthracycline for non-GCB DLBCL and BTKi for MCL

Phase 1a dose escalation
B-cell malignancies, including CLL (N = up to 66 patients)

Potential Phase 1b dose expansion
(N = up to 160 patients)

CLL/SLL dose level A
Prior BTKi and BCL-2i

MCLa

Prior BTKi and anti-CD20 CIT

WMa 
Prior BTKi and ≥2 prior LoT

PCNSL/SCNSL 
Who have progressed or had no response to ≥2 prior LoT 

DLBCLa,b 
Prior anthracycline, anti-CD20 CIT + 1 LoTc

MZLa 
Prior anti-CD20 CIT and ≥2 prior LoT

FL 
Prior anti-CD20 CIT + 1 LoTc

CLL/SLL dose level B
Prior BTKi and BCL-2i

Dose L1
50 mg QD

Dose L2
100 mg QD

Dose L3
200 mg QD

Dose L4
300 mg QD

(Starting dose)

Dose L5
450 mg QD

Dose L6+
600 mg QD

11



NX-5948-301 Baseline Demographics/Disease Characteristics

Data cutoff: 17 Oct 2023

Characteristics
Patients with CLL

(n=7)
Patients with NHL/WM

(n=19)
Overall population

(N=26)

Median age, years (range) 64.0 (53–75) 63.0 (42–79) 63.5 (42–79)

Male, n (%)
Female, n (%)

5 (71.4)
2 (28.6)

13 (68.4)
6 (31.6)

18 (69.2)
8 (30.8)

ECOG PS, n (%)
0
1

1 (14.3)
6 (85.7)

5 (26.3)
14 (73.7)

6 (23.1)
20 (76.9)

Previous targeted treatmentsa, n (%)
BTKi

Pirtobrutinib
BCL2i
BTKi and BCL2i
CAR-T therapy
Bispecific antibody
PI3Ki

7 (100.0)
1 (14.3)
6 (85.7)
6 (85.7)
0 (0.0)
0 (0.0)
2 (28.6)

10 (52.6)
2 (10.5)
3 (15.8)
3 (15.8)
7 (36.8)
5 (26.3)
2 (10.5)

17 (65.4)
3 (11.5)
9 (34.6)
9 (34.6)
7 (26.9)
5 (19.2)
4 (15.4)

Median prior lines of therapy (range) 3.0 (2–5) 5.0 (2–10) 4.0 (2–10)

Mutation statusb, n (%)
BTK (T474)
PLCG1/2c

TP53
BCL2 (G101V and R107-R110dup)

n=6
1 (16.7)
2 (33.3)
2 (33.3)
2 (33.3)

n=15
0 (0.0)
2 (13.3)
3 (20.0)
0 (0.0)

n=21
1 (4.8)
4 (19.0)
5 (23.8)
2 (9.5)

aPatients could have received multiple prior treatments; bPatients could have multiple mutations, which were tested at baseline by central NGS 

(≥5% allelic frequency is reported); cPLCG1 (A902V); PLCG2 (K35R, V886A, V105I) 12



NX-5948 Treatment Produces Rapid, Robust and Sustained 

BTK Degradation in Patients with B-cell Malignancies

Data cutoff: 22 Sep 2023

Dose Number of patients per day

(mg) Day 1 Day 2 Day 8 Day 15 Day 22 Day 29

50 7​ 7​ 7​ 6​ 5​ 6​

100 6​ 6​ 5​ 6​ 6​ 5​

200 6​ 6 6​ 6​ 4​ 3​

300 4​ 4​ 4​ 4​ 4​ 2​

BTK, Bruton’s tyrosine kinase; MFI, mean fluorescence intensity; SEM, standard error of the mean
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BTKa degradation in patients receiving NX-5948
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NX-5948 C1D1 pharmacokinetics
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NX-5948 Safety Summary: Frequency of Any Grade TEAEs in ≥15% of 

Patients or Grade ≥3 TEAEs in >1 Patient or SAEs in >1 Patient (N=26)

No DLTs and no TEAEs resulting in drug discontinuation

Four NX-5948-related grade ≥3 TEAEs (3 neutropenia, 1 thrombocytopenia); no related serious adverse events; 

No atrial fibrillation/flutter or hypertension

aPurpura/contusion includes episodes of contusion or purpura; bAggregate of ‘thrombocytopenia’ and ‘platelet count decreased’; cAggregate of neutrophil count decreased or neutropenia

Data cutoff: 17 Oct 2023

TEAEs, n (%) Any grade Grade ≥3 SAEs

Purpura/contusiona 12 (46.2) – –

Thrombocytopeniab 10 (38.5) 2 (7.7) –

Neutropeniac 8 (30.8) 5 (19.2) –

Anemia 6 (23.1) 1 (3.8) –

Cough 5 (19.2) – –

Headache 5 (19.2) – –

Nausea 5 (19.2) – –

Rash 4 (15.4) – –

COVID-19 3 (11.5) 2 (7.7) 2 (7.7)

Pneumonia 2 (7.7) 2 (7.7) 2 (7.7)

14



Lymph Node Reduction and Overall Response Rate in Patients With 
CLL Enrolled in the NX-5948-301 Clinical Trial

Data cutoff: 17 Oct 2023

CLL disease-evaluable patientsa n=7

Objective response rateb, % (95% CI) 42.9 (9.9–81.6)

Best response, n (%)

CR 0 (0.0)

PR 3 (42.9)

SD 3 (42.9)

PD 1 (14.3)

aPatients without identified target lesion(s) at baseline are evaluated as 

disease-evaluable per iwCLL, while they may not be represented in waterfall 

plot; bObjective response rate includes CR + CRi + nPR + PR-L + PR

15



Change in Tumor Size (Patients with CLL) Enrolled in NX-5948-301
Lymph node reduction and responses seen as early as 8 weeks on therapy

Data cutoff: 17 Oct 2023 16
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An initial decrease in lymph node size (sum of the perpendicular diameters) was observed in all patients 

regardless of best clinical response, with the majority demonstrating a continued decrease over time



Duration of Treatment and Best Response to NX-5948 (all patients)

CLL, chronic lymphocytic leukemia; NHL, non-Hodgkin’s lymphoma; PD, progressive disease; PR, partial response; PMR, partial metabolic response; SD, stable disease

Data cutoff: 17 Oct 2023Activity across multiple disease types may reflect scaffolding activity 17
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Beyond Hematology/Oncology: NX-5948 Is Highly Effective in 

Models of Rheumatoid Arthritis and Multiple Sclerosis
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• NX-2127 and NX-5948 have demonstrated clinical activity in patients with B-cell malignancies 

including CLL and NHL:

− PK exposure resulted in rapid, robust, and sustained BTK degradation 

− Sustained disease control including partial and complete responses was seen in patients who 

relapsed after BTK inhibitor therapies and had BTK mutations

− Tolerable, albeit different, safety profiles were observed

• The NX-5948-301 study is actively enrolling patients in the US, UK and the Netherlands. 

Additional data with higher dose levels and longer treatment duration are expected​ later in 2024

• In 2024, Nurix will complete preclinical studies to enable an investigational new drug (IND) 

application for NX-5948 in autoimmune indications

19

Conclusions


	Slide 1: Findings From the First-in-Human Phase 1 Trials of NX-2127 and NX-5948, Bruton’s Tyrosine Kinase (BTK) Degraders, in Patients with Relapsed/Refractory B-Cell Malignancies
	Slide 2: Important Notice and Disclaimers
	Slide 3: Nurix Degraders NX-2127 and NX-5948
	Slide 4: Why Do We Need BTK Degraders?
	Slide 5: Proof of Concept for BTK Degradation with NX-2127 in CLL Patients with Wild Type (WT) and Mutated BTK
	Slide 6: NX-5948 Is More Potent and Broadly Active Than All BTK Inhibitors Tested
	Slide 7: BTK Degraders Disrupt BCR Signaling by Removing the Protein  and All of Its Functions 
	Slide 8
	Slide 9: Proof of Concept for BTK Degradation with NX-2127: Update ASH 2023 Significant lymph node reduction and objective response rate 
	Slide 10: NX-2127 Safety Summary: Frequency of Any Grade TEAEs in  ≥20% of Patients, or Grade ≥3 TEAEs or SAEs in >1 Patient (n=54)
	Slide 11: NX-5948-301: Trial Design Phase 1a/b trial in adults with relapsed/refractory B-cell malignancies
	Slide 12: NX-5948-301 Baseline Demographics/Disease Characteristics
	Slide 13: NX-5948 Treatment Produces Rapid, Robust and Sustained BTK Degradation in Patients with B-cell Malignancies
	Slide 14: NX-5948 Safety Summary: Frequency of Any Grade TEAEs in ≥15% of Patients or Grade ≥3 TEAEs in >1 Patient or SAEs in >1 Patient (N=26)
	Slide 15: Lymph Node Reduction and Overall Response Rate in Patients With CLL Enrolled in the NX-5948-301 Clinical Trial
	Slide 16: Change in Tumor Size (Patients with CLL) Enrolled in NX-5948-301 Lymph node reduction and responses seen as early as 8 weeks on therapy
	Slide 17: Duration of Treatment and Best Response to NX-5948 (all patients)
	Slide 18: Beyond Hematology/Oncology: NX-5948 Is Highly Effective in Models of Rheumatoid Arthritis and Multiple Sclerosis
	Slide 19: Conclusions

