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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; the potential therapeutic benefits of and market for 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 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, including the risk of the unexpected emergence of 
adverse events or other undesirable side effects during clinical development and the risk that clinical trial data are subject to differing interpretations and assessments by 
regulatory authorities; (ii) risks and uncertainties related to the timing and results of clinical trials; (iii) risks and uncertainties related to Nurix’s ability to fund development 
activities and achieve development goals; (iv) risks and uncertainties related to Nurix's ability to protect intellectual property; (v) risks and uncertainties related to the impact of 
macroeconomic conditions and global or regional events on Nurix’s business, clinical trials, financial condition, liquidity and results of operations; 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, 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.



A First-In-Class Franchise of BTK Degraders
NX-5948 & NX-2127 – The big picture
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BTK degraders can overcome treatment emergent 
resistance mutations

BTK degraders have the potential to displace inhibitors

NX-5948 and NX-2127 are two distinct drugs with 
differentiated profiles

BTK degraders may expand the market in other B-cell 
malignancies and autoimmune diseases

NX-5948
SELECTIVE BTK 
DEGRADATION

NX-2127
BTK DEGRADATION
& IMMUNOMODULATION



Blockbuster Opportunity in BTK Market
$8.4 billion in annual sales
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• Next generation 
BTK inhibitors are 
currently taking market 
share from Imbruvica

• All BTK inhibitors share 
resistance mutation 
vulnerabilities

• Opportunity for Nurix 
BTK degraders to displace 
both covalent and non-
covalent inhibitors and 
expand the market 0
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1st Generation
Covalent inhibitor

Non-Covalent
Inhibitors

Next Generation
Covalent inhibitors

Degraders

Evolution of BTK Targeted Therapies

Resistance
Is Futile

Ibrutinib 
Zanubrutinib
Acalabrutinib

Pirtobrutinib

NX-5948
NX-2127
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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
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• Positive preliminary efficacy data in 
CLL with responses seen at all dose 
levels and responses observed 
across NHL subtypes

• Favorable safety profile supporting 
plans to develop NX-5948 broadly 
across all lines of CLL therapy

• Emerging potential best-in-class 
profile with market expansion 
opportunities in B cell malignancies 
and autoimmune disease
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ASH 2023: Building the Degrader Story with Positive Clinical Data

NX-5948
SELECTIVE BTK DEGRADATION

NX-2127
BTK DEGRADATION & IMMUNOMODULATION

• Positive update on CLL cohort with 
improving efficacy and manageable 
safety 

• Deep and durable responses in NHL 
with two CRs ongoing for over a year

• First-in-class dual activity offers 
combination therapy in once daily pill 
in relapsed and refractory NHL and 
CLL settings



ASH 2023 Clinical Updates for NX-2127 and NX-5948

A first-in-human phase 1 trial of NX-2127, a first-in-
class Bruton's Tyrosine Kinase (BTK) dual-targeted 
protein degrader with immunomodulatory activity, 
in patients with relapsed/refractory B cell 
malignancies

Alexey Danilov, M.D., Ph.D. 
Professor, Division of Leukemia, 
and Associate Director, Toni 
Stephenson Lymphoma Center, 
City of Hope National Medical 
Center

Initial findings from first-in-human phase 1a/b study 
of NX-5948, a selective Bruton’s tyrosine kinase 
(BTK) degrader, in patients with relapsed/refractory 
B cell malignancies

Paula O’Connor, M.D.
Senior Vice President of Clinical 
Development, Nurix Therapeutics

Conclusions and Q&A

Tonight’s Agenda
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A First-In-Human Phase 1 Trial of NX-2127, a First-In-Class 
Bruton's Tyrosine Kinase (BTK) Dual-Targeted Protein Degrader 
With Immunomodulatory Activity, in Patients With 
Relapsed/Refractory B-cell Malignancies
1Alexey Danilov, 2Michael Tees, 3Krish Patel, 4William Wierda, 5Manish R. Patel, 6Ian Flinn, 7Tahir Latif, 8Weiyun Ai, 9Meghan C. Thompson, 
4Michael Wang, 10Clare Sun, 11Deborah M. Stephens, 12Michael Thirman, 13Melissa Gessner, 13Johannes Wolff, 13Amanda Schwab, 13May 
Tan, 13Daniel Chan, 13Erin Meredith, 10Adrian Wiestner

1City of Hope National Medical Center, Duarte, CA, USA; 2Colorado Blood Cancer Institute, Denver, CO; USA; 3Swedish Cancer Institute, Center for Blood Disorders and 
Cellular Therapy, Seattle, WA, USA; 4MD Anderson Cancer Center, Houston, TX, USA; 5Florida Cancer Specialists/Sarah Cannon Research Institute, Sarasota, FL, USA; 
6Tennessee Oncology, Nashville, TN, USA; 7University of Cincinnati Medical Center, Cincinnati, OH, USA;  8University of California San Francisco, San Francisco CA, 
USA; 9Memorial Sloan Kettering Cancer Center, New York, NY, USA; 10National Heart, Lung, and Blood Institute, National Institutes of Health, Bethesda, MD, USA; 
11University of Utah Health, Salt Lake City, UT, USA; 12University of Chicago, Chicago, IL, USA; 13Nurix Therapeutics, Inc., San Francisco, CA, USA
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NX-2127 Dual Mechanism of Action:
Degradation of BTK and IKZF1/3 – Targeting B-cells and engaging T cells

BCR, B-cell receptor; BTK, Bruton’s tyrosine kinase; CRBN, cereblon; IFN, interferon; IL, interleukin
10



Oral daily dosing

Phase 1a
Accelerated titration / 3+3 escalation (n∼60a)

CLL/SLL, MCL, DLBCL, FL, MZL, WM

Phase 1b
Select cohort expansionb

CLL/SLL (100 mg)
(n=40)

MCL (300 mg) 
(n=20)

DLBCL, WM (300 mg) 
(n=20)50 mg

100 mg

200 mg

300 mg

Recommended dose
MTD or biologically active dose

CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell lymphoma; DLT, dose-limiting toxicity; FL, follicular lymphoma; MCL, mantle cell lymphoma; MTD, maximum tolerated dose; MZL, marginal 
zone lymphoma; PD, pharmacodynamics; PK, pharmacokinetics; PCNSL, primary central nervous system lymphoma; SLL, small lymphocytic lymphoma; WM, Waldenstrom's macroglobulinemia

aPlanned number of evaluable patients (i.e., meeting DLT evaluability criteria); bPlanned number of evaluable patients (i.e., meeting efficacy evaluability criteria)

• NX-2127-001 (NCT04830137) 
is a first-in-human, multicenter, 
U.S.-based, open-label, Phase 1 
dose-escalation (Phase 1a) and 
cohort-expansion (Phase 1b) trial

• Study is evaluating NX-2127 in 
adults with relapsed/refractory 
B-cell malignancies

• Other potential expansion 
cohorts include patients with 
FL, MZL and PCNSL

• Objectives are to:

– Assess safety and tolerability

– Identify MTD & biologically 
active dose

– Evaluate PK/PD

NX-2127-001: Trial Design
Phase 1a/b trial in adults with relapsed/refractory B-cell malignancies

150 mg
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Baseline Demographics and Disease Characteristics
Heavily pretreated population with significant acquired resistance mutations

Characteristic
NHL/WM

(n=21)
CLL/SLL

(n=33)
Overall population

(N=54)

Median age, years (range) 70.0 (50.0–92.0) 74.0 (58.0–90.0) 72.5 (50.0–92.0)

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

6 (28.6)
15 (71.4)

11 (33.3)
22 (66.7)

17 (31.5)
37 (68.5)

ECOG PS, n (%)
0
1

10 (47.6)
11 (52.4)

18 (54.5)
15 (45.5)

28 (51.9)
26 (48.1)

No. of lines of prior therapya, median (range)
BTKi, n (%)

Pirtobrutinib, n (%)
BTKi and BCL2i, n (%)
cBTKi, ncBTKi, and BCL2i, n (%)
CAR-T/-NK therapy, n (%)
Bispecific antibody, n (%)
Immunomodulatory therapy (lenalidomide), n (%)

4 (2–10)
15 (71.4)
  5 (23.8)

1 (4.8)
0 (0.0)

  3 (14.3)
2 (9.5)

  4 (19.0)

 5 (2–11)
  33 (100.0)

  9 (27.3)
26 (78.8)
  8 (24.2)

1 (3.0)
0 (0.0)

  4 (12.1)

4 (2–11)
48 (88.9)
14 (25.9)
27 (50.0)
  8 (14.8)

4 (7.4)
2 (3.7)

  8 (14.8)

aPatients could have multiple prior treatments 12Data cutoff: 15 Sept 2023



Baseline Demographics and Disease Characteristics (Cont’d)
Heavily pretreated population with significant acquired resistance mutations

aPatients could have multiple BTK mutations; mutations were tested centrally at baseline by next-generation sequencing (allelic frequency ≥5% is reported)
bL845F, D334H, D1140N, T961M, S707F

Mutationa
NHL/WM

(n=21)
CLL/SLL

(n=33)
Overall population

(N=54)

BTK, n (%)
C481S or C481R
L528W
T474F or T474I
V416L

 L512V

 3 (14.3)
1 (4.8)
1 (4.8)
1 (4.8)
0 (0.0)
1 (4.8)

12 (36.4)
 7 (21.2)
 4 (12.1)
 4 (12.1)
1 (3.0)
0 (0.0)

15 (27.8)
 8 (14.8)
5 (9.3)
5 (9.3)
1 (1.9)
1 (1.9)

PLCG2b 2 (9.5) 1 (3.0) 3 (5.6)

BCL2 (G101V) 0 (0.0) 4 (12.1) 4 (7.4)

13Data cutoff: 15 Sept 2023



B) BTKa degradation in patients receiving NX-2127A) NX-2127 C1D1 pharmacokinetics C) Ikarosb degradation in patients receiving NX-2127

NX-2127 Treatment Results in Rapid, Robust and Sustained 
BTK Degradation With Clinically Relevant Ikaros Degradation

Dose 
(mg)

Number of patients per day

Day 
0

Day 
2

Day 
8

Day 
15

Day 
22

Day 
29

100 28 27 24 23 22 20

150 4 4 4 3 2 2

200 9 9 8 9 7 6

300 10 10 8 9 6* 4

aBTK measured in patient B-cells whole blood using flow cytometry assay; bIkaros measured in patient T-cells in PBMC using flow cytometry assay; 
c1 patient had dose modification from Day 19 onwards

Dose (mg)
Number of patients per day

Day 0 Day 8 Day 29

100 23 19 16

200 5 5 4

300 5 4 3c
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14Data cutoff: 15 Sept 2023



Safety Profile Manageable With Decreasing Incidence of Atrial Fibrillation
Frequency of TEAEs in ≥20% of patients or grade ≥3 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

Treatment emergent adverse 
events (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) 15Data cutoff: 15 Sept 2023

• No new cases
since ASH 2022 

• Incidence decreased 
from 17% to 11%



Broad Antitumor Activity in CLL/SLL as Demonstrated by Significant 
Lymph Node Reduction and Objective Response Rate

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 16Data cutoff: 15 Sept 2023

BTK Mutation Treatment Ongoing Patient with SLL
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Objective response rateb, % (95% CI) 40.7 (22.4–61.2)
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CR 0 (0.0)

PR / PR-L 11 (40.7)

SD 12 (44.4)
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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

Objective response 
rate in heavily 
pretreated 
population was 
41% with treatment 
ongoing in 13 
patients, up from 
33% reported at 
ASH 2022
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Durable Responses Seen in Heavily Pretreated CLL/SLL Patients

17Data cutoff: 15 Sept 2023

NX-2127 Time on study for CLL/SLL subjects
*
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BTK Mutation Treatment Ongoing Patient with SLL
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NX-2127: Time on study for patients with CLL/SLL

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
Cycle (28 days)

All patients had prior cBTKi

Double exposed:
Prior cBTKi and BCL2i

Triple exposed:
Prior cBTKi, ncBTKi, and BCL2i

BCL2i, B-cell lymphoma-2 inhibitor; 
BTK, Bruton’s tyrosine kinase; cBTKi, 
covalent BTK inhibitor; ncBTKi, non-
covalent BTK inhibitor; PD, progressive 
disease; Pirto, pirtobrunib; PR, partial 
response; PR-L, partial response with 
lymphocytosis; SD, stable disease 

Mutations were tested at baseline by 
NGS centrally



Responses Observed Across NHL Subtypes Including Rapid and 
Sustained Complete Responses

CR, complete response; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; MCL, mantle cell lymphoma; MZL, marginal zone lymphoma; 
NHL, non-Hodgkin’s lymphoma; PD, progressive disease; PR, partial response; SD, stable disease; WM, Waldenstrom’s macroglobulinemia
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Best response, n (%)

CR 2 (11.8)
PR 2 (11.8)
SD 5 (29.4)
PD 8 (47.1)

aPatients without identified target lesion(s) at baseline are evaluated as disease-
evaluable per Lugano and WM, while they may not be represented in waterfall plot
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• Rapid CR at 8 
weeks observed 
in 2 patients 
(DLBCL, MCL) 
with 15+ months 
durability

• Rapid PRs at 8 
weeks were 
observed in 
2 patients (FL, 
MZL)​

Data cutoff: 15 Sept 2023
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Ongoing Durable Complete Responses With Over One Year of 
Follow Up Seen in DLBCL and MCL

19BTKi, Bruton’s tyrosine kinase inhibitor; CR, complete response; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; MCL, mantle cell lymphoma; 
MZL, marginal zone lymphoma; PD, progressive disease; PR, partial response; SD, stable disease; WM, Waldenstrom’s macroglobulinemia Data cutoff: 15 Sept 2023

NX-2127 Time on study for CLL/SLL subjects

Cycle (28 days)
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19

NX-2127: Time on study for patients with NHL
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Rapid and Sustained Complete Response in Relapsed/Refractory 
DLBCL With NX-2127

20Data cutoff: 15 Sept 2023

Confirmatory Week 16 Scan

Deauville score: 2

Baseline

FDG-PET CT Scan Disease Assessment

Deauville score: 5 

Bladder Bladder • 84-year-old woman with multiply relapsed ABC-
DLBCL following 4 lines of aggressive therapy 
(including combination of rituximab, ibrutinib, 
and lenalidomide)

• Complete response on first assessment at 
week 8, confirmed at week 16

• As of September 15, 2023, this patient remains 
in complete response and on treatment with 
over 15 months of follow up



Rapid and Sustained Complete Response in Relapsed/Refractory 
MCL With NX-2127

21Data cutoff: 15 Sept 2023

Week 8 Scan

Deauville score: 2

Baseline

FDG-PET CT Scan Disease Assessment

Deauville score: 5 

Bladder Bladder • 64-year-old woman with multiply relapsed 
MCL, following stem cell transplant, chemo-
immunotherapy, and ibrutinib

• Complete response on first assessment at 
week 8, confirmed at week 16

• As of September 15, 2023, this patient remains 
in complete response having come off therapy 
by choice after 17 cycles of treatment



• NX-2127 has a manageable safety profile that is consistent with previous reports for BTK-targeted 
and immunomodulatory therapies, and consistent with prior disclosures

• Treatment with NX-2127 resulted in encouraging and durable responses in a heavily pre-treated patient 
population including patients with BTK resistance mutations

− In NHL

• Rapid CR at 8 weeks observed in 2 patients (DLBCL, MCL) with 15+ months durability

• Rapid PRs at 8 weeks were observed in 2 patients (FL, MZL)​

− CLL​

• Objective response rate was 41% as of the cutoff date, and treatment was ongoing in 
13 patients, up from 33% reported at ASH 2022

• Activity observed in patients with baseline BTK mutations known to confer resistance to both 
covalent and non-covalent inhibitors

NX-2127 Conclusions
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Initial Findings From a First-In-Human Phase 1a/b Trial of NX-
5948, a Selective Bruton’s Tyrosine Kinase (BTK) Degrader, in 
Patients With Relapsed/Refractory B Cell Malignancies 
1Emma Searle, 2Francesco Forconi, 1Kim Linton, 3Alexey Danilov, 4Pam McKay, 5David Lewis, 6Dima El-Sharkawi, 7,8Mary Gleeson, 
9John Riches, 10Sarah G. Injac, 10Ted Shih, 10Srinand Nandakumar, 10May Tan, 10Ganesh Cherala, 10Erin Meredith, 11Graham P. Collins

1The Christie Hospital and Manchester Cancer Research Centre, Division of Cancer Sciences, Manchester, UK; 2University Hospital 
Southampton NHS Trust, Southampton, UK; 3City of Hope National Medical Center, Duarte, CA, USA; 4Beatson West of Scotland Cancer Centre, 
Glasgow, Scotland; 5Derriford Hospital, Plymouth, UK; 6Royal Marsden NHS Foundation Trust, Sutton, UK; 7Sarah Cannon Research Institute, 
London, UK; 8Guy’s and St Thomas’ NHS Foundation Trust, London, UK; 9Barts Cancer Institute, Queen Mary University of London, UK; 10Nurix 
Therapeutics, Inc., San Francisco, CA, USA; 11Oxford University Hospitals NHS Foundation Trust, Oxford, UK
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NX-5948 Mechanism of Action:
Targeted degradation of BTK

Ubiquitin

BTK

Ubiquitination 
of protein

BTK destroyed by 
the proteasome

Degrader  
recyclingCereblon 

E3 ligase 
complex

BTK

Poly ubiquitinated proteins

E2

Nurix 
degrader 
drugs

BTK

24



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

aPotential dose-expansion cohorts are expected to open by the end of 2023; 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; cIncludes patients with secondary CNS involvement; dAdditional lines of therapy include anthracycline for non-GCB 
DLBCL and BTKi for MCL
Abbreviations: BCL-2i, B-cell lymphoma-2 inhibitor; BTKi, Bruton’s tyrosine kinase inhibitor; CIT, chemo-immunotherapy; CLL, chronic lymphocytic leukemia; CNS, central nervous system; DLBCL, diffuse large B-cell 
lymphoma; FL, follicular lymphoma; GCB, germinal center B-cell; L, level; MCL, mantle cell lymphoma; LoT, line of therapy; MTD, maximum tolerated dose; MZL, marginal zone lymphoma; NOS, not otherwise 
specified; PCNSL, primary central nervous system lymphoma; SLL, small lymphocytic lymphoma; WM, Waldenströms macroglobulinemia

Phase 1a dose escalation
B-cell malignancies, including CLL (N = up to 30 patients)

Potential Phase 1b dose expansiona

(N = up to 80 patients)

CLL/SLL (n=20) 
Prior BTKi and BCL-2i

DLBCLb,c or MCLc (n=20)
Prior anti-CD20 CIT + 1 LoTd

FLc, MZLc, WMc (n=20)
≥2 prior LoT

PCNSL (n=20)
Who have progressed or had no response to ≥2 prior LoT 

Dose L1
50 mg QD

Dose L2
100 mg QD

Dose L3
200 mg QD

Dose L4
300 mg QD

(Starting dose)
Recommended dose:

MTD or biologically active dose

Dose L5
450 mg QD

Dose L6+
600 mg QD
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Current NHL/WM
dose-escalation level

Current CLL
dose-escalation level

Data cutoff: 17 Oct 2023



Baseline Demographics and Disease Characteristics
Heavily pretreated population

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) 26Data cutoff: 17 Oct 2023



NX-5948 Treatment Results in Rapid, Robust and Sustained 
BTK Degradation

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

A) NX-5948 C1D1 pharmacokinetics
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aBTK measured in patient B-cells whole blood using flow cytometry assay 

B) BTKa degradation in patients receiving NX-5948

27Data cutoff: 17 Oct 2023



• No atrial fibrillation/flutter or hypertension
• 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

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

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)

28Data cutoff: 17 Oct 2023

NX-5948 Was Well Tolerated
Frequency of TEAEs in ≥15% of patients or grade ≥3 or SAEs in >1 patient, (n=26) 



NX-5948 Was Well Tolerated Across Doses Tested
Frequency of any grade TEAEs in ≥15% of patients

TEAEs, n (%)
50 mg
(n=7)

100 mg
(n=6)

200 mg
(n=6)

300 mg
(n=4)

450 mg
(n=3)

All doses
(N=26)

Purpura/contusiona 5 (71.4) 2 (33.3) 1 (16.7) 2 (50.0) 2 (66.7) 12 (46.2)

Thrombocytopeniab 2 (28.6) 3 (33.3) 2 (33.3) 3 (75.0) 1 (33.3) 10 (38.5)

Neutropeniac 1 (14.3) 3 (50.0) 0 (0.0) 4 (100.0) 0 (0.0) 8 (30.8)

Anemia 2 (28.6) 2 (33.3) 0 (0.0) 1 (25.0) 1 (33.3) 6 (23.1)

Cough 0 (0.0) 2 (33.3) 1 (16.7) 2 (50.0) 0 (0.0) 5 (19.2)

Headache 2 (28.6) 0 (0.0) 2 (33.0) 1 (25.0) 0 (0.0) 5 (19.2)

Nausea 3 (42.9) 0 (0.0) 2 (33.3) 0 (0.0) 0 (0.0) 5 (19.2)

Rash 2 (28.6) 2 (33.3) 0 (0.0) 0 (0.0) 0 (0.0) 4 (15.4)
aPurpura/contusion includes episodes of contusion or purpura; bAggregate of ‘thrombocytopenia’ and ‘platelet count decreased’; cAggregate of neutrophil count decreased or neutropenia

29Data cutoff: 17 Oct 2023



Broad Antitumor Activity in CLL as Demonstrated by Significant Lymph 
Node Reduction and Objective Response Rate

30

• 6/7 patients showed clinical benefit 
(3 PRs all ongoing, 3 SD with 2 ongoing) 

• All patients had evidence of lymph node 
reduction

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
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• 6/7 patients showed clinical benefit 
(3 PRs all ongoing, 3 SD with 2 ongoing) 

• All patients had evidence of lymph node 
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CI, confidence interval; CLL, chronic lymphocytic leukemia; CR, complete response; PD, progressive disease; PR, partial response; SD, stable disease



Rapid and Deepening Nodal Reductions in CLL Patients

An initial decrease in 
lymph node size was 
observed in all patients 
regardless of best 
clinical response, with 
the majority 
demonstrating a 
continued decrease 
over time

31

SPD, sum of the perpendicular diameters 
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Assigned Dose (mg)Treatment Ongoing

50 100 200 300

MCL
DLBCL

PCNSL

MCL

MCL MZL

DLBCL

FL

MCL

MZL

DLBCL

Responses to NX-5948 Observed Across NHL Subtypes

NHL/WM disease-evaluable patientsa n=14

Best response, n (%)

CR 0 (0.0)

PR/PMR 3 (21.4)

SD 3 (21.4)

PD 8 (57.1)
aPatients without identified target lesion(s) at baseline are evaluated 
as disease-evaluable per Lugano and WM, while they may not be 
represented in waterfall plot

32

Activity 
observed across 
NHL subtypes

Data cutoff: 17 Oct 2023
CR, complete response; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; MCL, mantle cell lymphoma; MZL, marginal zone lymphoma; NHL, non-Hodgkin’s 
lymphoma; PCNSL, primary CNS lymphoma; PD, progressive disease; PR, partial response; SD, stable disease; WM, Waldenstrom’s macroglobulinemia



Durable Responses Across Indications

CLL, chronic lymphocytic leukemia; DLBCL, 
diffuse large B cell lymphoma; FL, Follicular 
lymphoma; MCL, Mantle cell lymphoma; MZL, 
Marginal zone lymphoma; NHL, non-Hodgkin’s 
lymphoma; PCNSL, primary CNS lymphoma; PD, 
progressive disease; PR, partial response; PMR, 
partial metabolic response; SD, stable disease; 
SLL, small lymphocytic lymphoma; WM, 
Waldenstrom's macroglobulinemia

Data cutoff: 17 Oct 2023 33
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NX-5948: Time on study for patients with CLL and NHL



• NX-5948 PK exposure resulted in rapid, robust, and sustained BTK degradation 

• NX-5948 was well tolerated across 5 dose levels tested (50mg – 450mg daily) and escalation continues:

− No atrial fibrillation/flutter or hypertension

− No DLTs and no TEAEs resulting in drug discontinuation 

− No related serious adverse events

• Treatment with NX-5948 demonstrated clinical benefit:

− CLL: 6/7 patients showed clinical benefit. 

− 3 PRs (43%) all ongoing (1/3 at 50mg and 2/3 at 100mg); 

− 3 SDs (treatment ongoing in 2 patients)

− NHL/WM: Durable responses across indications, with almost half of patients continuing treatment

NX-5948 Conclusions

34



Next Steps and 
Future Vision

35



B-Cell Malignancies Annual Incidence (U.S. & EU)

Nurix BTK Degrader Franchise: Two BTK Degraders to Cover the 
Landscape of B-Cell Malignancies

BTK, Bruton tyrosine kinase; DLBCL, Diffuse large B cell lymphoma; CLL, Chronic lymphocytic leukemia; MCL, Mantle cell lymphoma; WM, Waldenstrom's 
macroglobulinemia; MZL, Marginal zone lymphoma; FL, Follicular lymphoma; NHL, non-Hodgkin lymphoma

36Estimates based on 2020 incidence from DRG, GlobalData and secondary research; EU comprised of France, Germany, Italy, Spain and U.K.

DLBCL
FL

MZL

CLL
WM

NX-5948

NX-2127NX-2127 
late line

NX-5948 potential in combination

39,700
Chronic Lymphocytic 

Leukemia 

6,300
Waldenstrom's 

macroglobulinemia 

10,700
Marginal Zone 

Lymphoma 

55,100
Diffused Large

B-Cell Lymphoma 

26,200
Follicular 

Lymphoma 

NX-2127 
for aggressive NHL 
as monotherapy 
and in combination 
and potentially for 
late-line CLL

NX-5948 
for all lines of 
therapy in CLL and 
potentially NHL 
and WM as 
monotherapy and 
in combination

Therapeutic goal: Expand role for BTK 
target therapy

Therapeutic goal: Displace BTKi in indications where single-agent 
BTKi is standard of care and address BTKi resistance mutations

MCL

6,200
Mantle cell 
lymphoma 



NX-5948:

• Identify Phase 1b expansion dose levels for CLL and NHL with expansion planned for early 2024

• Enable combination trials with agents commonly used across B-cell malignancies

• Enable a broad Phase 3 program across CLL and NHL including head-to-head trials in earlier lines of 
therapy

NX-2127:

• Align with FDA to remove Partial Hold and introduce chirally controlled form in Phase 1b expansion cohorts 
(DLBCL, MCL, and CLL)

• Inform next steps in NHL based on emerging NX-2127 data

• Inform next steps in CLL based on emerging data and positioning of NX-5948

37

Next Steps: Enable Broad Development Program Across B-Cell 
Malignancies



Enable potential 
accelerated approval(s) 

in r/r CLL/MCL/WM

Enable combinations
for earlier line trials

2L+ CLL
Superiority post 

BTKi +/- BCL-2i failure

1L CLL
Displace BTKi

r/r MCL
Superiority to BTKi

1L MCL
Displace or improve SOC
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Vision: Prioritizing NX-5948 in CLL and Enabling Broad Strategy in NHL

B-cell malignancies
Phase 1 & 2

CLL
Phase 3 

MCL
Phase 3

1L DLBCL 
Improve SOC

DLBCL
Phase 3
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Beyond Hem/Onc: NX-5948 Is Potent in Relevant Efficacy Models of Major 
Inflammation and Immunology Indications
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*p<0.05, **p < 0.01, ***, p < 0.001, ****p < 0.0001 compared to vehicle control
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NX-5948 10 mg/kg
NX-5948 30 mg/kg

Ibrutinib 10 mg/kg
Ibrutinib 30 mg/kg

FTY720 3 mg/kg

Plans to enable initiation 
of I&I development 

Extended preclinical 
toxicology

Healthy volunteer study

NX-5948 in 
Inflammation & 

Immunology



Establish ORR and CR 
rate in DLBCL and MCL

Enable combinations
for earlier line trials

r/r DLBCL
Potential monotherapy

1L DLBCL
Improve SOC

r/r MCL
Potential monotherapy
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Vision: Focused Strategy With NX-2127 in NHL

B-cell malignancies
Phase 1 & 2

DLBCL
Phase 3 

MCL
Phase 3

Initiation of advanced development activities are dependent on threshold activity in Phase 
1b and emerging data for NX-5948



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

TPD

NX-2127 BTK-IKZF B-cell malignancies

NX-5948 BTK B-cell malignancies / 
autoimmune disease

NX-0479 / 
GS-6791 IRAK4 Rheumatoid arthritis and 

other inflammatory diseases

Multiple Undisclosed Oncology / autoimmune 
disease

Multiple Undisclosed Undisclosed

Multiple Undisclosed Undisclosed

TPE NX-1607 CBL-B Immuno-Oncology

DAC Multiple Undisclosed Oncology

Nurix Is Advancing a Pipeline of Propriety and Partnered 
Programs in Oncology and Autoimmune/Inflammatory Diseases

41



Three wholly owned and internally developed 
Phase 1 clinical assets

Advancing multiple preclinical programs, with 
potential for additional strategic partners 

Milestone revenue, opt-in rights, expanding 
therapeutic areas, and novel modalities

42

Leadership and Value Creation

Well funded to progress current pipeline through important 
clinical milestones in 2024 and 2025

F O U N D AT I O N VA L U E  D R I V E R S

Scientific leadership in targeted 
protein modulation

World-class discovery capabilities 
driven by our DELigase platform 

Strategic partnerships with leading 
biopharma companies 



Q & A
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