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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, 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 Quarterly Report on Form 10-Q for the fiscal quarter 

ended May 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.



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



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

• Activity in multiple models of 

autoimmune disease

• Phase 1a dose escalation trial ongoing 

in U.K. and U.S.

NX-5948

SELECTIVE 

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, 
DLBCL, and MCL patients are 
ongoing

• Dose exploration is ongoing for 
patients with NHL

NX-2127

BTK DEGRADATION

& IMMUNOMODULATION



Emerging BTK Mutations Confer Resistance to Covalent and 
Non-covalent BTK Inhibitors
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Ibrutinib 

resistant

Pirtobrutinib 
resistant

C481S

V416L

M437R

T474I

L528W

A428D

Wang et al., N Eng. J. Med, 2022, 386:735-743



6

NX-5948 Mediates Targeted Degradation of BTK

Malignant B cell

BTK

Proteasome

Cereblon Ligase 
Complex

Ubiquitin

NX-5948

BTK

BCR Complex
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Malignant B cell

BTK

Proteasome

Cereblon Ligase 
Complex

Ubiquitin

NX-5948

BTK

BCR Complex

NFKB Pathway

SURVIVAL/PROLIFERATION DEATH

Loss of survival 
signals

NX-5948 Mediates Targeted Degradation of BTK
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Subtle exit vector changes can have profound effects on potency, selectivity, and PK

F
B E

A

G

BTK Protein
BTK Ligand C
BTK Ligand F

C,D

BTK Ligands
Various BTK ligands were explored with unique exit vectors from BTK 



BTK Degrader Screening Approach
BTK binders combined with PEG and alkyl linkers to ligase binders for CRBN, VHL, IAP
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BTK Binders Ligase Binders

PEG & Alkyl Linkers

~ 200 Degraders Synthesized and Assayed

Several degraders of BTK identified, CRBN-based degraders demonstrated the best potency



Evaluation of Multiple BTK Binders with Flexible Linkers

A range of potency and linker lengths
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1 2 3 4 5 6 7

Shortest 

linker (atoms)
23 19 7 7 7 7 24

MW (g/mol) 1005 934 965 659 850 941 1128

Dmax (%) 91 89 84 <20 86 79 50

DC50 (nM) 111 27 2.7 >10,000 7 25 603



Evaluation of Multiple BTK Binders with Flexible Linkers

A range of potency and linker lengths
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1 2 3 4 5 6 7

Shortest 

linker (atoms)
23 19 7 7 7 7 24

MW (g/mol) 1005 934 965 659 850 941 1128

Dmax (%) 91 89 84 <20 86 79 50

DC50 (nM) 111 27 2.7 >10,000 7 25 603



Picomolar Degradation Achieved

Moving from 4- to 5- position allows reduction in H-bond donors
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1 2 3 4 5 6 7 8

Attachment 4 4 4 5 5 5 5 5

Dmax (%) 86 95 90 96 97 94 97 93

DC50 (nM) 7 2.3 1.8 0.9 0.9 0.7 0.4 1.3

flexible hit enantiomeric linkers



Picomolar Degradation Achieved

Moving from 4- to 5- position allows reduction in H-bond donors

13

1 2 3 4 5 6 7 8

Attachment 4 4 4 5 5 5 5 5

Dmax (%) 86 95 90 96 97 94 97 93

DC50 (nM) 7 2.3 1.8 0.9 0.9 0.7 0.4 1.3

enantiomeric linkersflexible hit



Our most potent compounds differed only in linker ring size
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In vivo exposures in BALB/c mice (90 mpk single PO dose)

Ring size
AUC last 

(uM*hr)
Cmax (uM) Tmax (hr)

BTK 

remaining*

4 5.32 1.27 3.3 1.3%

5 8.01 2.22 5.0 4.4%

6 6.36 1.69 5.3 2.4%

NRX-0492
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Pathways to BTK Degrader Clinical Candidates

Two separate optimization strategies lead to two distinct clinical compounds



CRBN Binder Modifications
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1 2 3 4 5 6

BTK (DC50, Dmax) 0.4 (98%) 0.9 (97%) 0.9 (96%) 1.1 (94%) 0.6 (99%) 0.5 (98%)

RBC:Plasma ratio 

Dog, Cyno
1.3, 1.8 -- -- 12, 4.9 -- 2.5, 1.7

% BTK Remaining

30 mpk PO
20 59 29 19 21 5

Several modifications tolerated 



CRBN Binder Modifications
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1 2 3 4 5 6 NX-5948 8

BTK (DC50, Dmax) 0.4 (98%) 0.9 (97%) 0.9 (96%) 1.1 (94%) 0.6 (99%) 0.5 (98%) 0.25 (98%) 3.1 (96%)

RBC:Plasma ratio 

Dog, Cyno
1.3, 1.8 -- -- 12, 4.9 -- 2.5, 1.7

% BTK Remaining

30 mpk PO
20 59 29 19 21 5

Resolve

Resolution of enantiomers resulted in NX-5948



Synthesis of NX-5948
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No Significant Racemization of NX-5948 was Observed

Human and cyno hepatocyte and blood incubations

19

• Human and cyno hepatocyte and blood incubations were carried out and analyzed using SFC to assess the 
possible interconversion of NX-5948 to its diastereomer.

• Relative to NX-5948, the diastereomer is < 5% formed when NX-5948 is incubated for 2 hours at 37°C in cyno 
and human hepatocytes.

• In cyno and human mixed gender whole blood, NX-5948’s diastereomer is < 2% formed.

NX-5948 Diastereomer

(S) isomer (R) isomer

X
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NX-5948 is a Potent and Rapid BTK Degrader

• Robust BTK degradation observed in primary human B cells after 4 hours of NX-5948 treatment

• BTK degradation is observed within 1 hour and is complete within 2 hours in Ramos cells

Time (hrs)

BTK

Actin

1 2 4 6 18 240.25 0.5

Ramos human Burkitt’s lymphoma B 

cells incubated with 10 nM NX-5948

Degradation Time-Course
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No Significant Degradation of IKZF1/3 with NX-5948 at 
Therapeutically Relevant Concentrations

0.1 1 10 100

0

25

50

75

100

Compound (nM)

%
 I
K

F
3
 R

e
m

a
in

in
g

0.1 1 10 100

0

25

50

75

100

Compound (nM)
%

IK
Z

F
1
 R

e
m

a
in

in
g

0.001 0.01 0.1 1 10 100

0

1

2

3

4

Compound (nM)

IL
-2

 (
F

o
ld

 c
h

a
n

g
e

 o
v
e
r

s
ti
m

u
la

ti
o

n
 a

lo
n

e
)

IKZF1 DegradationIKZF3 Degradation IL-2 Secretion

• IKZF1/3 degradation and IL-2 secretion were evaluated for both NX-2127 and NX-5948 using pomalidomide as a control

• NX-5948 showed no significant degradation of IKZF1/3 in primary human T cells and no modulation of IL-2 in TCR 

stimulated T cells
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Proteomics Study Demonstrates NX-5948 is Selective for BTK

Human TMD8 ABC DLBCL cells incubated for 6 h with 50 nM NX-5948

c-FLIP

BTK
F

D
R

 a
d
ju

s
te

d
 p

-v
a
lu

e
 (

-l
o
g

1
0
)

Fold change (log2)

c-FLIP is an anti-apoptotic protein 

required to maintain survival of 

ABC DLBCL cells that is regulated 
by the BCR/NF-κB signaling axis

BTK inhibition by ibrutinib also 

downregulates c-FLIP in TMD8 

cells (Nurix data and Nagel; Onco Target; 2015)

c-FLIP reduction is believed to be 

a secondary effect of BCR/BTK 

signaling loss



NX-5948 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 multiple resistance mutation liabilities

• NX-5948 displays potent BTK degradation and cell killing in the context of key resistance mutations

Most potent 

cell killing

23

TMD8 cells with CRISPR point mutations

Flow degradation, 24 hr time point

N = 3 independent experiments
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BTK Degradation



TMD8 cells with knock-in mutations

72 hr time point, 5000 nM top concentration

Average of n > 4 independent experiments

Most potent 

cell killing
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MT-802 Buhimschi et al. 2018. Biochemistry 57(26): 3564-3575.

TMD8 tumor cell killing

Not All BTK Degraders Are Created Equal

• The ability of NX-5948 and NX-2127 to induce TMD8 tumor-cell killing 

was compared to other reported degraders in a 72-hour viability assay

Example 1, WO 2022/111449 (Haisco)

Example 10, WO 2021/219070 (BeiGene)
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Single Dose of NX-5948 Promotes BTK Degradation in Mouse and Cyno

• In mice, BTK levels increased 24 hours after dosing due to BTK resynthesis

• In cynomolgus monkeys, BTK levels remained suppressed at 24 hours 
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Increasing BTK Degradation by NX-5948 Correlates with 
Significant Tumor Growth Inhibition

0

20

40

60

80

100

120

%
 B

T
K

 r
e

m
a

in
in

g
0 10 20 30

0

500

1000

1500

2000

2500

Study Day

T
u
m

o
r 

v
o
lu

m
e

, 
m

m
3

(M
e
a
n

 S

E
M

)

Vehicle
3 mg/kg   NX-5948
10 mg/kg NX-5948
30 mg/kg NX-5948
30 mg/kg Ibrutinib

Vehicle
3 mg/kg
10 mg/kg
30 mg/kg

0

20

40

60

80

100

120

%
 B

T
K

 r
e

m
a

in
in

g

Circulating B cells TMD8 Tumors TMD8 Tumor Growth

Vehicle
3 mg/kg
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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 test



27

NX-5948 Shows Dose-Dependent CNS Exposure by Oral Dosing
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NX-5948 Degrades BTK in Brain Microglia 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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Daily Oral Administration of NX-5948 to Mice Implanted with SC1 DLBCL PDX 
Cells in Parenchyma Drives Potent BTK Degradation and Prolongs Survival

SC1 DLBCL cells implanted by intracranial injection 

90 mg/kg NX-5948 administered orally QD from days 5-100 (right)

BTK levels assessed 6 h after 3 days of daily dosing by western blot (left)

*p < 0.05 , ****p < 0.0001 

(Log-rank test)

In collaboration with Rubenstein lab, UCSF



NX-5948 Cellular Potency and Cross-species PK 
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Degradation Results

BTK DC50 (Dmax): WT/C481S TMD8 cells @4h 0.32 nM (97%) / 0.21 nM (97%)

BTK DC50 Primary human B Cells 0.034 nM (98%)

Mouse Rat Dog Cynomolgus Monkey

Clobs (mL/min/kg), 1 mpk IV bolus 6 31 68 39

AUC (hr*µM), 10 mpk PO 4.6 1.3 0.3* 0.18

Cmax (µM), 10 mpk PO 0.891 0.098 0.014* 0.014

Vss,obs (L/kg), 1 mpk IV 1.18 8.0 44.3 19.2

F (%) 7-25 16 9 2

In Vitro Plasma Protein Binding (%) 99.6 98.4 97.6 92 (97.1 humans)

       * normalized from 5 mg/kg PO dose

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

• DRF and 28-day in rats/NHP supported advancement to clinic



Preliminary Data Suggest that NX-5948 Exhibits Dose Proportional 
Pharmacokinetics

Mean (± SEM) Cycle 1 Day 1 pharmacokinetic profile of 

patients treated with NX-5948
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• The half life of ~12.6 hours supports once daily dosing.

• The Tmax of 2–3 hours suggests fast absorption. 

• Exposures (both AUC and Cmax) increase linearly with 

dose.

Cycle 1, Day 1

 Dose

Cmax

(ng/mL)

AUC0–last

(h*ng/mL)

Tmax

(hours)

t1/2 *

(hours)

50 mg

 n=4
4.52 (102) 42.1 (152) 3.0 12.8 (19.9)

100 mg

 n=3
12.3 (45.3) 99.6 (50.2) 2.0 12.4 (9.39)

Cmax and AUC0-last are presented as geometric mean (geometric %CV); Tmax is 

presented as median; t1/2 is presented as mean (%CV); *AUC extrapolation >20%

Data cutoff: December 1, 2022
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NX-5948 Resulted in Rapid, Robust and Sustained BTK Degradation 
in all Patients Dosed
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FL (follicular lymphoma), DLBCL (diffuse large B cell lymphoma), MCL (mantle cell lymphoma), MZL (marginal zone lymphoma)

• NX-5948 induced sustained BTK degradation of 89±4% at Cycle 2 Day 1 across dose levels

32



Summary

• NX-5948 is a highly potent, CNS penetrant, targeted protein degrader of BTK in Phase 1 clinical development for B 
cell malignancies

• NX-5948 displayed potent BTK degradation and cell killing in the context of clinically relevant resistance mutations 
and was superior to other BTK inhibitors and degraders tested

• Oral administration of NX-5948 demonstrated superior tumor growth inhibition and prolonged survival in mouse 
models of CNS lymphoma

• NX-5948 exhibits predictable human PK and leads to rapid, robust and sustained BTK degradation when dosed 
once daily

• NX-5948 preclinical data supports further exploration of NX-5948 to treat B cell malignancies

33

NX-5948



Thank you!
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