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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 and 

global events, including inflation, increasing interest rates, volatile market conditions, instability in the global banking system, the war in Ukraine and 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-Q for the fiscal quarter ended February 28, 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 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



Emerging BTK mutations confer resistance to covalent and 
non-covalent BTK inhibitors
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Wang et al., N Eng. J. Med, 2022, 386:735-743
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NX-2127 dual mechanism of action

Targeted degradation of BTK and CRBN 
immunomodulatory substrates IKZF1/3

Malignant B cell
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Ubiquitin

NX-2127
NX-2127

BTK

BCR Complex



6

NX-2127 dual mechanism of action

Targeted degradation of BTK and CRBN 
immunomodulatory substrates IKZF1/3

Malignant B cell

BTK IKZF1/3

Proteasome

Cereblon Ligase 
Complex

Ubiquitin

NX-2127
NX-2127

BTK

BCR Complex

NFKB Pathway

SURVIVAL/PROLIFERATION DEATH

Loss of survival 
signals
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Evolution of BTK degraders

BTK binders combined with PEG and alkyl linkers to ligase binders for CRBN, VHL, IAP



Evolution of BTK degraders

BTK DC50 = 7 nM (Dmax 86%)
No oral exposure (mouse)

BTK binders combined with PEG and alkyl linkers to ligase binders for CRBN, VHL, IAP
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Evolution of BTK degraders

BTK DC50 = 7 nM (Dmax 86%)
No oral exposure (mouse)

BTK DC50 = 0.5 nM (Dmax 96%)
F = 8% (mouse)
High Blood:Plasma ratio
Dog = 6
Cyno = 11

BTK binders combined with PEG and alkyl linkers to ligase binders for CRBN, VHL, IAP

Linker 
rigidification

NRX-0492
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Evolution of BTK degraders

BTK DC50 = 7 nM (Dmax 86%)
No oral exposure (mouse)

BTK DC50 = 0.5 nM (Dmax 96%)
F = 8% (mouse)
High Blood:Plasma ratio
Dog = 6
Cyno = 11

BTK DC50 = 4.5 nM (Dmax 86%)
F = 36% (mouse)

NX-2127

BTK binders combined with PEG and alkyl linkers to ligase binders for CRBN, VHL, IAP

Linker 
rigidification

Reduction 
in MW

NRX-0492

Blood:Plasma ratio
Dog = 0.65
Cyno = 0.78



Proteomics analysis indicates NX-2127 selectively 
degrades BTK
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50 nM, 4h

BTK

log2 Fold Change (NX-2127/DMSO)
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NX-2127 induces positive cooperativity 
between BTK and CRBN

Moderate positive 
cooperativity α>1 for 
multiple BTK mutations

Favorable protein-protein 
interactions

Greater tolerance for 
reduced BTK affinity
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NX-2127 is More Potent and Broadly Active Than All Other BTK 
Inhibitors Tested

Average of n > 3 independent 
experiments. 72 hr time point
Top concentration 5000 nM

TMD8 tumor cell killing

• All inhibitors have resistance mutation liabilities

• NX-2127 displays potent BTK degradation and cell killing in the context of key resistance mutations

Most potent 

cell killing
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TMD8 cells n = 3



Nurix degraders have superior coverage of novel BTKi resistance mutations compared to other BTK degraders

14See also poster abstract number 2850 (section 20, board 8) 

Not All BTK Degraders Are Created Equal

[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.

TMD8 cells with knock-in mutations
72 hr time point, 5000 nM top concentration

Average of n > 4 independent experiments
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NX-2127 Cellular Potency and Cross-species PK 
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Degradation Results

BTK DC50 (WT/C481S TMD8 cells, nM) 

@ 24h
1.9 / 9.7

IKZF3/IKZF1 DC50 (Primary Human T 

cells, nM) @ 24h
36 / 57

Mouse Rat Dog Cynomolgus Monkey

Clobs (mL/min/kg), 1 mg/kg IV dose 5.2 19.0 18.4 22.2

AUC (hr*µM), 10 mpk PO 16 1.2 0.13 0.09

Cmax (µM) 1.3 0.98 0.38 0.011

Vss,obs (L/kg) 1.0 2.8 7.0 7.5

%F 36 7.1 0.9 1.0

% BTK degraded 24 h following one 10 

mg/kg PO dose) 79 ND 83 88

• No issues with in vitro ADME, in vitro tox assays were clean

• DRF and 28-day toxicity studies in rats/NHP supported advancement to clinic
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Degradation of BTK observed in Phase 1 patients

Cycle 1, Day 1 % BTK remaining in CD19+ B cells

Clinical trial NCT04830137

Cohort 1 - 100 mg  N = 14
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NX-2127 demonstrates clinical activity against a range of 
BTK mutations
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BTK Kinase Dead

BTK Kinase Proficient

Patients with kinase dead mutations are classified as kinase dead 

regardless of co-occurrence of kinase proficient mutations

BTK WT

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

• IKZF1 and IKZF3 degradation also observed in patient samples

Montoya, Dec. 2022 ASH 



Rapid BTK Degradation and Confirmed Complete Response 
Following NX-2127 Therapy in Patient with 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 Patient with 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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Patient #2 300 mg

Significant IKZF1 and IKZF3 degradation also 

confirmed by day 8



Rapid BTK Degradation and Confirmed Complete Response Following 
NX-2127 Therapy in Patient with 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.



NX-2127 overcomes resistance in the clinic
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Degrader activity 
against resistance 
mutations to both 
covalent and non-

covalent BTKi

Degradation blocks 
all downstream 

signaling including 
kinase-dead BTK 

mutants

Immunomodulatory 
activity retained from 
cereblon binder adds 

second anti-tumor 
mechanism

Overcome 

resistance 

Address 

scaffolding 

function 

Dual 

degrader 

activity 



Thank you!
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