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Item 8.01 Other Events.

As previously announced, on May 26, 2022, Nurix Therapeutics, Inc. (the “Company™) will provide an update on the Company’s four clinical programs,
DELigase discovery platform, and future development plans at the Company’s research and development day (“R&D Day”). A copy of the Company’s
presentation material for the R&D Day is attached as Exhibit 99.1 hereto and is incorporated herein by reference. Also on May 26, 2022, the Company
issued the press release attached as Exhibit 99.2 hereto, which is incorporated herein by reference.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits
The following exhibits are filed herewith and this list is intended to constitute the exhibit index:

99.1 Nurix Therapeutics, Inc. presentation dated May 26, 2022.

99.2 Nurix Therapeutics, Inc. press release dated May 26, 2022.

104 Cover Page Interactive Data File (embedded within the Inline XBRL document).
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behalf by the undersigned hereunto duly authorized.
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Date: May 26, 2022 By: /s/ Christine Ring

Christine Ring, Ph.D., J.D.
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Nurix Therapeutics
Blazing a New Path in Medicine
R&D Day

New York, NY
May 26, 2022




Welcome and
Introduction

Arthur T Sands, MD, PhD
President, CEO a 2 e
Hlm.




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,” “outlock,”
“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, performance, plans, 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 and preclinical studies; (jii) Nurix's ability to fund development activities and achieve development goals; (iv) the impact of the COVID-19
pandemic on Nurix’s business, clinical trials, financial condition, liquidity and results of 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 February 28, 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 obtained from third-party sources and the
Company’s own internal estimates and research. While the Company believes these third-party sources fo be reliable as of the date of this presentation, it has not
independently verified, and makes no representation as to the adequacy, faimess, 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.
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Cancer Connects Us All

Nurix is committed to building a patient-focused,
science-driven oncology company powered by our
leadership position in Targeted Protein Modulation




Cancer Connects Us All

602,350 Deaths From Cancer in 2020 in the United States

How can targeted protein modulation drugs make
a difference, how arethey differentiated?

Simply stated, our drugs are designed te work'when
other drugs do not...an important place to start ™




The War on Cancer Has a New Weapon
Nurix is the Pioneer and Leader in Targeted Protein Modulation

Small Molecule Antibodies Nucleic Acid- Adoptive Cell

Inhibitors Based Therapies Therapy
Therapeutic _ _ Targeted Protein Modulation (TPM)
Proteins Antisense, RNAI DeTIL to Increase or Decrease
Gene Therapy Specific Protein Levels
CRISPR

Small Molecule E3 Ligase Modulators

]
nurnx 6



Nurix Drugs Engage Ligases for the Treatment of Cancer
Targeted Protein Modulation: TPM = TPD + TPE

Harness ligases
to decrease specific
protein levels

_ Targeted Protein
Degradation
(TPD)

A Powerful
Cellular System

Targeted Protein
Elevation
Lt )"m'____'_""fffff__fff__fi

Inhibit ligases
to increase specific
protein levels

Ubiquitin is ligated to
target proteins to tag
them for degradation by
the proteasome



Targeted Protein Modulation Addresses Key Limitations of
Leading Cancer Therapy Modalities

Resistance Mutations

Targeted
Inhibitors Scaffolding Functions

Undruggable Targets

Immunotherapy Cell Expansion

Cell Persistence

I'IUI{X



The Evolution of Nurix Therapeutics
Breakthrough Science, Breakthrough Drugs

Assembled initial scientific team

Established biochemical
proof-of-concept to drug a ligase

Innovated DNA encoded library
collection and DELigase
platform

Built CBL and BTK programs

Signed Celgene
collaboration $150M upfront

2019 - 2022
Drive to the Clinic

Signed Gilead collaboration:
$45M upfront

Signed Sanofi collaboration:
$77M Upfront

IPO, follow-on offering

Initiated four Phase 1 programs
+ NX-2127 IND
+ NX-5948 CTA
+ NX-1607 IND
+ DeTIL-0255 IND




Nurix Is Advancing Four Wholly Owned Clinical Programs
with a Deep Pipeline of Proprietary and Partnered Novel Targets

MOA Drug Program

Target/
Delivery

Therapeutic Area

Pre-Clinical Phase 1

Phase 2

Phase 3

il BTK-IKZF B-Cell Malignancies -
Degrader Oral
TPD
NX-5948 BTK
B-Cell Malignancies
Degrader Oral |g | _
Inhibitor Oral o
RRE Adoptive Cell
DeTIL-0255 Therapy Gynecologic _
Cell Therapy Ex vivo CBL-B Malignancies
Inhibition

nu I{X
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Today's Agenda

Part 1

Anthony Mato, MD, MSCE
Unmet Need in CLL Director, CLL Program, Memorial
Sloan Kettering Cancer Center

First Targeted Protein Degradation Drugs in Hematologic
Malignancies: NX-2127 & NX-5948

NX-2127: BTK Degrader With Robert J Brown, MD

Immunomodulatory Activity & EVP, Head of Clinical Development

Initial Phase 1a Clinical

Findings

NX-2127 & NX-5948: Multiple Stefani A Wolff

Market Opportunities COO, EVP of Product Development
Q&A / Break

]
nurnx 1



Today's Agenda

Part 2

First Targeted Protein Elevation Drugs in Inmuno-Oncology:
NX-1607 & NX-0255

CBL-B: Master of the Immune Cristiana Guiducci, PhD

Response SVP, Immunology and Oncology Research
NX-1607: Biomarkers that Robert J Brown, MD

Light the Way EVP, Head of Clinical Development
DeTIL-0255: Drug Enhanced Michael T Lotze, MD

Cell Therapy in the Clinic Chief Cellular Therapy Officer

]
nurnx 12



Today's Agenda

Part 3

The Genesis: Powerful
DELigase R&D Platform

Gwenn M Hansen, PhD
Chief Scientific Officer

Financial Snapshot

Hans van Houte
Chief Financial Officer

Conclusions

Q&A / Adjourn

]
nurnx

Arthur T Sands, MD, PhD
President, CEO and Board Director

13



The Team...

Conquerin

Officer, and Board Director

Al
Cristiana Guiducci, PhD Michael T Lotze, MD
Senior Vice President, Chief Cellular Therapy Officer
Immunology and Oncology
Research

]
nurnx

Arthur T Sands, MD, PhD Hans van Houte
President, Chief Executive Chief Financial Officer

Christine Ring, PhD, JD
General Counsel and
Secretary

Gwenn M Hansen, PhD
Chief Scientific Officer

Stefani A Wolff

Chief Operating Officer and

Executive Vice President,
Product Development

Robert J Brown, MD
Executive Vice President,
Head of Clinical
Development

Jason Kantor, PhD
Executive Vice President,
Finance and Business
Strategy

14



Key Messages for Today

Resistance has
met its match

with targeted protein
modulation

]
nurnx

We have
positive and
exciting findings
from the first trial of a TPD

In a hematologic
malignancy

We set the stage for the
next breakthrough

in immune

oncology
with more to come from
our powerful platform

15



Memorial Sloan Kettering
Cancer Center

Bench-to-Bedside and Back: Addressing the unmet
needs in Chronic Lymphocytic'Leukemia in 2022

Anthony R. Mato, MD, MSCE

Associate Attending

Director, Chronic Lymphocytic Leukemia Program
Memorial Sloan Kettering Cancer Center

New York, New York




Chronic Lymphocytic Leukemia

CD5+ mature B-cell neoplasm
Peripheral blood, lymph node and bone marrow compartments
Median age at diagnosis: 72 years
Most common leukemia in Western countries
Heterogenous clinical presentation

Remarkable Basic, Translational and Clinical Scientific Advances

¥

An era of targeted therapy for treatment of CLL

Memorial Sloan Kettering
Bi NEJM 2020; I :Carrll T Venk ASH | k 201 17 $
urger NEJM 2020; Image: Carrll TC and Venkataraman G, ASH Image Bank 2018 Cancer Center



Era of Targeted Therapies: Two Key Pathways

Targeted therapies are now standard of care options
in the front-line and relapsed/refractory settings

ibrutinib * H H R
B-cell receptor signaling:

i Covalent, irreversible Bruton’s
vecabrutinib Tyrosine Kinase Inhibitors:
fenebrutinib

LOXO-305
ARQ-531

ibrutinib & acalabrutinib

-

E-TI( /
entospletinib —y S‘f’ idelalisib
* - duvelisib

Bcl2-inhibitor
venetoclax

Apoptotic Pathway:

/\ -, &
WAar <car %ﬁ-
:

AT,
— —k}?

. D@D N

B-cell survival and proliferation \

. ] . 18 $ Memorial Sloan Kettering
Figure from Sedlarikova et al. Frontiers in Oncology 2020 T

Cancer Center



Key Questions and Issues in Treating Relapsed CLL Patients

What are the unmet needs in the R/R setting?
Limitations of covalent BTK inhibitors and venetoclax
Limitations of noncovalent BTK inhibitors

No standard of care for double-refractory disease

19 Memorial Sloan Kettering
. ] Cancer Center



Memorial Sloan Kettering
Cancer Center

Covalent BTK inhibitors: Resistance and Intolerance
Continue to be Major Reasons for Discontinuation

Even with Second Generation Agents!

Clinical Trials and Real-World Data




7 Years of Follow-Up in the RESONATE-2 Study

‘ Overall discontinuation rate at 7 years = 53%

PFS: Ibrutinib vs Chlorambucil PFS in Patient Subgroups of Interest
100 Favor Ibrutinile  Favor N Hazard Ratlo 95% CI
901 | H All patients e 269 0%7 (N7, 0238
M i i Age
80 1 '_"—'-._h H i <70 bl 0 0080  (0.036,0222)
" H i =70 te 189 0\ (0126, 0.279)
; 7o H H
! Iorutiniy Ral stage at baseline é
§ 60 Stage © -1l -] 157 0:2 (0130, 0.345)
1 Stage il - W ] 5z QIZE (0076, 0.217)
S0 i COG at basel
* Chiorambucl Iprutiniky L b e
40 Maelian PR (e 50 MF o k> nz er (0, 0.31)
Hazard Rotio 0160 1-2 Lal 157 Q156 (0.095, 0.254)
g 304 I'II {95% €I (OIN-0.230) Bulky disease i
'_“‘—\.‘_‘_h H H <Sem tel 7o 063 (0102, 0262)
= H H a5cm bt 24 0125 (0.070. 0.225)
1 H Chioramibucil H
w01 _’—L\-‘j_.._._._*_._< High risk (TPSS mutation,: del(Tia],
H H and/or unmutated IGHV) i
. H : s o 142 oM (0.054,0152)
o & 2 R -] 24 30 36 42 48 54 &0 &6 2 78 B4
No = 2y 0260 (0155, 0.435)
Months -microglobuin at baseling §
Patients at Risk avd PFS H
meuting: 6 129 4 1 N2 108 W04 99 92 88 81 74 B4 55 12 = 35masL T it 26T (0134, 0332)
e, % -y Az 7 n @ man i
Chigrarmiucst 33 88 69 57 4 33 25 ) " 2 & 5 H 1 SEE " g AL L
5 % 35 25 " 2
o0 o5 10 15 20
Hazard Ratio

* |brutinib-treated patients had an 84% reduction in risk of progression or death
* lbrutinib led to a g7% reduction in risk of PD or death in patients with del(11q) and 80% for those without del(11q) vs chlorambucil
* Ibrutinib led to an 89% and 80% reduction in risk of PD or death in patients with unmutated and mutated /GHV, respectively, vs chlorambucil

Barr PB, et al. ASCO 2020. Abstract 7523, . )
21 $ Memorial Sloan Kettering
. ) Cancer Center




Ibrutinib Discontinuation For Intolerance in the “Real World Setting”

ARTICLES

Toxicities and outcomes of 616 ibrutinib-
treated patients in the United States: a
real-world analysis

Toxicity 63.1%(n=12) 5029 (n=116)

41% of patients discontinued ibrutinib at a progression TSE =3 T
median fO”OW—Up of 17 months Otherfunrelated death 5.3% (n=1) 12.19 (n=28)
Physician’s or patient’s preference  10.5% (n=2) 6.7% (n=15)

. . RT DLBCL 5.3% (n=1 16% (n=10
Toxicity accounted for the majority of Stem celltransplantation/CAR T-cell - m((I:::S))
discontinuations (over half) in both F/L and R/R Financial concerns 0 0.8% (n=2)
CLL patients Secondary malignancy 0 0.8% (n=2)

RT Hodgkin kmphoma 0 0.4% (n=1)
Most common toxicities in R/R population: atrial it eyl
fibrillation 12.3%, infection 10.7%, pneumonitis o
9.9%, bleeding 9%, and diarrhea 6.6% This study identified covalent BTK

inhibitor intolerance as a major
emerging issue in the field of CLL

BTK, Bruton tyrosine kinase; CLL, chronic lymphocytic leukemia; FIL, first line; R/R,

relapsedirefractory. N .

Mato et al Haematologica 2018;103:374-879. 22 $ Memorial Sloan Kettering
. ) Cancer Center



Acquired Resistance to Covalent BTKi

Chemokine
Integrins receptors
(e.g., CXCR4)

EELEMEMBRANE

Transcription

* Majority of patients have identified mutations in BTKC481 at the time of disease progression on
ibrutinib; ~53-87% of patients

* Mutations also identified in PLCG2, immediately downstream of BTK

* BTKC481 mutations are also the main mechanism of resistance for acalabrutinib; 69% of patients

Figure from Burger et al NEJM 2020; Woyach et al NEJM 2014;
Woyach et al JCO 2017; Scarfo et al EHA 2020; Ahn et al Blood 2017; ) i
Memorial Sloan Kettering
JaBA

Woyach et al ASH 2019; Burger Nature Communications 2016 23
Cancer Center



Treatment of CLL After Covalent BTKi

« Venetoclax: oral BCL2-inhibitor
+ Front-line setting and relapsed setting including after cBTKi
+ Approved as fixed-duration therapy (24 months in R/R setting)

100

Phase Il study of
venetoclax in CLL

i:j 75 patients with prior
E ibrutinib

5

- Median PFS only 24.7 months
g Different than Murano PFS

0 T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Numberatrisk 91 8 79 77 70 61 53 36 28 23 20 18 16 7 4 3
(numbercensored) (0) (2) (3) (3) (6) (12) (17) (32) (37) (42) (42) (42) (44) (51) (55) (56)

Figure from Jones et al Lancet Oncology 2018; . -
Seymour et al NEJM 2020; Fischer et al NEJM 2020 2 e AR SEHErnG



Patients on Landmark R/R Studies Were Not Treated on Chemotherapy-Free

Pathways or With Prior Novel Agents

Ibrutinib

Acalabrutinib

Venetoclax
monotherapy

Venetoclax-
rituximab

Idelalisib-
rituximab

Duvelisib

Study Name
(Control Arm)

RESONATE
(ofatumumab)

ASCEND

(investigator’s choice:

BR or idela-ritux)
Del 17p study
(single arm)

MURANO
(BR)

STUDY 116
(placebo-ritux)

DUO
(ofatumumab)

Number
treated

107

194

110

160

Median
(range) prior

therapies

Percent on
modern
chemotherapy
free pathways

0%

0%
Unknown <3.7%
Unknown
<2.6%

0%

0%

25

Percent treated with = 1
BTK, Ven or PI3K-i

0%

0%

3.7% (n=4)

2.6% (n=5)

0%

0%

Only 9 of 921
patients (~1%) from
6 landmark studies
were previously
treated with at least
one BTKi, PI3Ki or
venetoclax and likely
none on a truly
modern
chemotherapy-free
pathway

Memorial Sloan Kettering
Cancer Center




Resistance and Intolerance Limit Covalent BTK Inhibitor Outcomes

e Options following covalent BTK
inhibitor treatment are limited:

o Covalent BTK inhibitor retreatment:

Only effective in the context of covalent

BTK intolerance, not progression

o Venetoclax: Efficacious but
complicated administration

o PI3K Inhibitors: Limited benefit in this
population and significant toxicity
burden

o Chemoimmunotherapy: Limited benefit
in this population and most current
patients have already received these
regimens

"Wayach et al. J Clin Oncol. 2017,35:1437-1443. 2Burger. Leukemia 2020,34:787-7898.

Ibrutinib discontinuation from 4 prospective studies’

e e e
o w =
L L L

Cumulative Incidence of
bod
1L

Discontinuation of Ibrutinib Therapy

= Other avent

Transformation

= CLL progression

Other events

25% \

Disease progression
19%

T T T T T

1 2 3 4 5 6
Time (years)

Ibrutinib discontinuation rates at 5 years
+ Front line = 41%’
+ Relapsed/refractory = 54%:2

$ Memorial Sloan Kettering
. ) Cancer Center



Double Exposed CLL Patients

The Cutting Edge/of Unmet Needs
in the Clinic Today




Management of the Double Refractory CLL Patient — Poor Survival Outcomes!

. T Outcomes of patients with CLL sequentially resistant to both BCL2 and
After BTKi = Venetoclax: PI3Ki did BTK inhibition

not result in durable remissions and

. Thomas E. Lew,"* Victor S. Lin,"®* Edward R. Clif,’ Piers Blombery,"* Ella R. Th * Sasanka M. Handunnetti,"
ther efor e IS nOt an acceptab!e S OC David A, Westerman,** Bryone J. Kuss,® Constantine S. Tam,"*® David G. S. Huang,>® John F. Seymour,"® Andrew W. Roberts,"® and
. . = . Mary Ann Anderson’?
n the 3:"d h’ne Setﬂ'ng n modern era "Department of lnical Haemaiology. The Royal Meiboure Hospta and Poter MacCallum Cancer Genire, Melboure,VIC, Austraia *Blocd Colls and Blood Cancer Dvision,
Parkvlle, VIC, Austrakia; X Z 5 versit Parkvilie, VIC, Austrakia;
“Dapartmont of Pathology, Pater MacCallum Cancer Centra, Melboure, VIC, Austraka; *Coliege of Medicing and Pubiic Health, Flinders University, Adolaido, SA, Australia; and
. St Vincant's Fitzroy, WG, Australa
§_ Post Venetoclax: PFS for Pi3Ki in Pi3K naive pts Double Refractory Pts
B 100
E_ = 75
£
Z 50
21 2
0+ T T d
§- 0 B 12 18
Time since progression on second-line
g targeted agent (months)
s L v v . Whole 17 8 6 4 1
o s 10 15 20 Noatg, 411 5 5 3 1
Months RT 8 4 1 1
Median PFS = 4 months! Median OS = 3.6 months

Memorial Sloan Ketteri
Mato et al, CCR 2020, Lew, et al Blood Advances 2022 28 Cancer Center =6



Memorial Sloan Kettering
Cancer Center

Noncovalent BTK Inhibitors




Several BTKi Options to Consider with Differences in BTKi Specificity,

Potential for Off-target Effects

Acalabrutinib Zanubrutinib

Kaptein et al. Blood 2018;132(suppl 1):1871. $ Memorial Sloan Kettering
. ) Cancer Center



BTK Pretreated CLL/SLL Patient Characteristics

Characteristics = 26° Baseline Molecular Characteristics?
Median age, y (range) 69 (36-88) Mutation status, n (%)
Female, n (% 84 (32
Male, n (%() ) 17?((63)_] BTK C481-mutant 89 (43)
ECOG PS?, n (%) BTK C481-wildtype 118 (57)
0 138 (53)
1 104 (40) PLCG2-mutant 33 (16)
2 19(7) High Risk Molecular Features, n (%)
Median number of prior lines of systemic 3(1-11) 17p deletion 51(28)
therapy (range)
Prior therapy, n (%) TP53 mutation 64 (37)
BTK inhibitor 261 (100) : :
Anfi-CD20 antibody 230 (88) 17p deletion or TP53 mutation 77 (36)
Chemotherapy 207 (79) Both 17p deletion and TP53 38 (27)
BCL2 inhibitor 108 (41) i
PI3K inhibitor 51 (20) mutation 168 (84)
CAR-T 1516) IGHV unmutated 45 (25)
Stem cell transplant 6(2)
Allogeneic stem cell transplant 5(2) 11q deletion
Autologous stem cell transplant 1(=1)
Reason discontinued prior BTKI, n (%)
Progressive disease 196 (75)
Toxicity/Other 65 (25)

Data cutoff date July 16, 2021,

BTK, Bruton tyrosine kinase; ECOG, Eastern Cooperative Oncology group performance status;

Total % may be different than the sum of the i due to istics were ined centrally, in those patients with sufficient sample to pass assay
quality control, 207 patients were tested for BTK and PLCG2, 180 patients for 17p :Ielehon 175 patients for TP53, 143 patients for 17p deletion + TP53, 200 patients for IGHV and 180 patients
for 11q deletion.

Mato et al. Abstract 391, ASH 2021, https:/ash.confex 2 per1a7599 ntmi » Memorial Sloan Kettering
Ja84

Cancer Center



Pirtobrutinib Efficacy in BTK Pretreated CLL/SLL Patients

100 i - _
B BTK discontinuation for progression
80 ! EI:, BOLZ inhibitor for toxicit Overall Response Rate, % (35% CI)° 68 (62-74)
¥ Ongoing Best response
60 CR, n (%) 2{1)
PR, n (%) 137 (54)
40 PR-L, n (%) 32 (13)
8D, n (%) 62 (25)

Maximum % change in SPD from baseline

Data cutoff date July 16, 2021,

BTK, Bruton tyrosine kinase; CLL, chronic ly i ia; CR, P PR, partial res 3D, stable disease; SLL, small lymphocytic leukemia.
*Patients with =100% increase in SPD. Data for 30 patients are not shown in the waterfall plot due to no measurable target lesions identified by CT at baseline. discontinuation prior to first
or lack of adeqs imaging in folk p. *Efficacy patients are those who had at least one post-baseline resp or had di i

prierr to first post-baseline response assessment. "0ORR includes patienis with a best response of CR, PR, and PR-L. Response status per wCLL 2018 ding to ig:

Total % may be different than the sum of the indivi p due to di . .

Mato et al, Abstract 391, ASH 2021. hitps:ffash.confex, 121/webprogram/Paper 147599, himl 52 $ Memorial Sloan Kettering
. ) Cancer Center




Memorial Sloan Kettering
Cancer Center

From the Clinic to the Lab

Mechanisms of Resistance'to ncBTKi




Progression on Pirtobrutinib: MSK Cohort

Patients free from Progression (%)

D T T T T T T T T T T T T T 1

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Number at risk Months from Start of Treatment
= 261 209 173 143 121 94 59 37 30 15 6 5 2 1

Memorial Sloan Kettering

Mato et al, Abstract 391, ASH 2021, hitps://ash.confex.com/ash/2021/wel ram/Paper147599.html 34 $
P o pe Cancer Center



Memorial Sloan Kettering

Cancer Center The NEW ENGLAND

JOURNAL of MEDICINE

Mechanisms of Resistance
to Noncovalent BTKIi

ORIGINAL ARTICLE (Frre rreview

Mechanisms of Resistance to Noncovalent Bruton’s Tyrosine Kinase
Inhibitors

Eric Wang, Ph.D,, Xiaoli Mi, M.D., Meghan C. Thompsan, M.D., Skye Montoya, B.Sc., Ryan Q. Notti, M.D., Ph.D., Jumana Afaghani, B.5¢., Benjamin H. Durham, M.D,, Alex
Pensan, Ph.D., Matthew T. Witkowski, Ph.D., Sydney X. Lu, M.D., Ph.D., Jessic Bourcier, M.D., Simon ). Hogg. Ph.D., Caroline Erickson, B.5c., Dan Cui, B.5c., Hana Cho, B.Sc.,
Michael Singer, B.5c., Tulasigeri M. Totiger, Ph.D., Sana Chaudhry, B.5c., Mark Geyer, M.D., Alvaro Alencar, M.D., Adam ). Linley, Ph.D., M. Lia Palomba, M.D., Catherine C.
Coombs, M.D., Jae H. Park, M.D., Andrew Zelenetz, M.D., Ph.D., Lindsey Roeker, M.D., Mary Rosendahl, Ph.D., Donald E. Tsai, M.D., Ph.D., Kevin Ebata, Ph.D., Barbara
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Investigating Mechanisms of Resistance

We sought to investigate genetic
mechanisms of resistance to ncBTKi

DNA Sequencing: DNA Sequencing
baseline mutational profile

I . Treatment with pirtobrutinib monotherapy NCT03740529 L
Screening EOT

e Collected patient samples at screening and at the time of disease progression for CLL/SLL
patients treated with pirtobrutinib.

o Peripheral blood and bone marrow and lymph node samples if clinically indicated.

e Performed DNA sequencing with MSK IMPACT Heme at baseline and at the time of disease
progression for CLL/SLL patients treated with pirtobrutinib monotherapy.

MSKCC CLL Program and MSKCC Abdel-Wahab lab 36 glemoriétl S}:oan Kettering
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CLL Patients with POD on Pirtobrutinib

9 CLL pts with
POD
o - PLCG2 or BTK

irtobrutinib
pirtobruunt mutations at POD

100% with prior covalent BTKi (100% ibrutinib)
- Prior lines of therapy: range 2-10
. Baseline BTK C481 mutation: 44.4%
. Baseline PLCG2 mutation 33.3%
. Treated with pirtobrutinib for 3-17 months
. Overall response rate to pirtobrutinib 44.4%

- " " . . 37 $ Memorial Sloan Kettering
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Acquired BTK Mutations on Pirtobrutinib

5
o 0.84 )
=z Mutation
8] @ BTK V416L (Patient ID1)
2 0.6 @ BTK M437R (Patient ID2)
= @ BTK L528W (Patient ID3)
= BTK L528W (Patient 1D4)
© 0.4 @ BTK T4741 (Patient ID5)
9 . @ BTKL528W (Patient IDS)
] @ BTK T4741 (Patient ID8)
e @ BTKL528W (Patient ID9)
© ]
S 0.2

0.0

Pre-t'reatmem On-treatment
relapse

i
V416L M437R

Structure of BTK L528W

Wang E*, Mi X*, Thompson MC*... Mato, AR", Taylor J*, Abdel-Wahab O*, NEJM 2022
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We identified novel acquired mutations in
BTK at the time of disease progression
including:

BTK L528W

BTK V416L

BTK M437R

BTK T474l

BTK A428D

These mutations cluster around the tyrosine
kinase catalytic domain of BTK

Additionally, several patients with

progressive disease had pre-existing PLCG2
mutations

$ Memorial Sloan Kettering
. ) Cancer Center



Acquired BTK L528W in Multiple Subclones at the Time of Relapse

On-treatment relapse
Pre-treatment (9 months)
v v

- PLCG2 E1139del

E1139del

BTK L528W|
XPO1 ESTIK

_ [BTK L528W)|
XPO1ES71K +
PLCG2 E1139del
Patient ID3
# cells with mutation / # cells with mutation /
Pt ID3 total # of mutant total # of mutant
Pre-treatment cells sequenced Oon cells seqy

XPO1 ESTIK 5481518 (89%) XPO1 EST1K 1054/1243 (85%)

PLCGS E11309del 4070619 (665 PLOG2 E1139del 79501243 (64%)

BTK L528W 01619 (0%)

[:|w1lcl-type .Mu!ani

. pi e . . N . 39 $ Memorial Sloan Kettering
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Suppressed BTK C481S but Acquired L528W at the Time of Relapse

On-treatment relapse

Pre-treatment (11 months)
v v

K L528W |+
R465L +

BIRC3 R549Afs"10

Patient ID4

# cells with mutation / # cells with mutation /
PtiD4 total # of mutant total # of mutant
Pre-treatment cells sequenced On treatment relapse  c.js sequenced
FBXW7 R465L TEIT92 (96%) FEXWT R465L 4303(4760 (90%)
BIRC3 R549Ats"10 762792 (96%)  BIRC3 R540AIS"10 432304760 (91%)
BTK C4815 (C—+G BTK C481S (C —+G) 014760 (0%)
BTK G4B1S (A==T) BTK G815 (A-sT) Q4760 (0%)

BTK L52BW o BTK L528W 451314760 (95%) I
|:| Wild-type . Mutant

40 $ Memorial Sloan Kettering
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Novel BTK Mutations Identified in Pirtobrutinib-Resistant Patients Clustered Within
the BTK Kinase Domain

Pirtobrutinib
ARQ-531

4 $ Memorial Sloan Kettering
Wang E*, Mi X*, Thompson MC*... Mato, AR*, Taylor J*, Abdel-Wahab O, NEJM 2022 .. ] Cancer Center



Novel BTK Mutations Confer Broad Resistance to Noncovalent BTK Inhibitors

Non-covalent BTK
inhibitors

Empty
BTKWT

BTK C4815

BTK vV416L

% viable cells

BTK A428D
BTK M437R
BTK T4741

BTK L528W

0 200 400 600nM
[ |

IC_,values

Wang E*, Mi X*, Thompson MC*... Mato, AR*, Taylor J*, Abdel-Wahab O*, NEJM 2022

Pirtobrutinib I (M)

Ibrutinib

G

- M437R 08
- T474| 3.8

24 0 1 2 3 4 5
log [concentration nM]
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Novel BTK Mutations Impaired Binding of Both Noncovalent and Covalent Inhibitors

Noncovalent inhibitors

Covalent inhibitors

(K, in nM) (Kinact/Kl, in uM" sec’'; except where indicated)
B T |Pirtobrutinib | ARQS31 |Vecabrutinib|Fenebrutini || lorutinib | Acalabrutinib | Zanubrutinib
WT BTK 0.9 87 0.8 0.2 0.044 0.005 0.052
A428D | No binding 2300 No binding | No binding No binding No binding No binding
detected detected detected detected detected detected
M437R 71 29 1.2 159 0.088 <0.001 0.050
T474| 14 8000 14 2.1 0.015 <0.001 <0.001
s oo o | 1o || e | 0o | e
C481S 2.6 79 25 5.1 29 nM 358 nM 69 nM

*Red values indicate mutants which decrease drug binding affinity by at least 10-fold

Wang E*, Mi X*, Thompson MC*... Mato, AR*, Taylor J*, Abdel-Wahab O, NEJM 2022
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Many of the Novel Acquired BTK Mutations Reduced Phosphorylation of BTK and

Downstream PLCy2

BTK vector wWT C481S A428D M437R V416L L528W T474l
IgMstm - + - + — + —+ — + — + - +
pBTK Y223

Total BTK

pPLCG2
Total PLCG2

Wang E*, Mi X*, Thompson MC*... Mato, AR, Taylor J*, Abdel-Wahab O*, NEJM 2022 44
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Upon IgM Stimulation, “Kinase Dead” BTK Mutants Still Enabled AKT, ERK, and

NF-KB Activation

BTK vector WT C481S A428D M437R V416L L528W T474|

IgMstm - + -+ -+ -+ -+ -4+ -+
pBTK Y223
fotal BTK BTK vector WT L528W
igMstim — — + + — — + +
PLCG2
prLCG Pirtobrutinib — + — + — + — +

Total PLCG2 Phospho-NF-kB p65 (Ser536)

NF-kB p65
Total AKT KB p

pERK
Total ERK
Beta-actin

Beta-actin

3
a

TR " » . . 45 $ Memorial SloanKetterlﬂg
Wang E*, Mi X*, Thompson MC*... Mato, AR*, Taylor J*, Abdel-Wahab O, NEJM 2022 X Cancer Center



Memorial Sloan Kettering
Cancer Center

Next Steps & New Means'to Inhibit BTK




Discovery of Kinase Dead BTK Mutants

804 ﬂ WT BTK
@
S 809 AP ADP
:
2 40
a M437R

20 V416L |Drug resistant

A428D [ BTK mutant