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Learning Objectives

Upon participation in this activity, attendees will be able to:

e Summarize clinical outcomes of ibrutinib and venetoclax combination
therapy

* Compare ibrutinib and zanubrutinib safety and efficacy

* Discuss emerging therapies
— After previous treatment with BTK and BCL2 inhibitors
— In Richter transformation
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Treatment Evolution in CLL

1960s 1970s 1980s 1990s 2000s

l l

Alkylating agents

- Chlorambucil Purine nucleosides
o Y v and alkylators
- Cyclophosphamide \ 4
Purine nucleosides Chemoimmunotherapy
- Fludarabine (FCR, BR)
- Pentostatin Alemtuzumab
- Cladribine Lenalidomide

2014- BTK inhibitors (Ibrutinib, Acalabrutinib) BTK inhibitors
PI3K inhibitors (Idelalisib, Duvelisib) 2023 anubrutinib, Pirtobrutinib)
BCL-2 inhibitor (Venetoclax)

Novel CD20 mAb (Obinutuzumab) 2024+ CART, CD20 Bispecifics, others



Case #1

A 68-year-old man with a 2-year history of previously untreated CLL presents
for follow-up. He complains of fatigue and an increase in the size of his lymph
nodes. Labs show WBC 115 K/mcL (ALC 110 K/mcL, ANC 4.85 K/mcL), HGB 9.1
g/dL, platelets 218 K/mcL, f2M 4.6 mg/L, LDH 302 U/L, and negative DAT. On
physical exam, he has diffuse lymphadenopathy with the largest lymph node
measuring 10 x 7 cm in the right axilla. His ECOG PS is 0. Prognostic markers at
diagnosis were unmutated IGHV and del 11g22.3. Past medical history is
significant for hypertension and hypothyroidism.
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Question #1

What do you recommend for frontline therapy?
FCR

A
B. lbrutinib

C. Acalabrutinib +/- obinutuzumab
D. Zanubrutinib

E. Venetoclax and obinutuzumab
F. lIbrutinib and venetoclax

‘.? American Society of Hematology



Question #1

What do you recommend for frontline therapy?
FCR

A
B. lbrutinib

C. Acalabrutinib +/- obinutuzumab
D. Zanubrutinib

E. Venetoclax and obinutuzumab
F. lIbrutinib and venetoclax

Phase 2 studies of ibr + ven
Phase 3 study of ibr + ven vs. chlorambucil + obinutuzumab
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Combined lbrutinib and
Venetoclax for First-Line
Treatment of Patients with Chronic
Lymphocytic Leukemia (CLL)
4-Year Follow-up Data
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Ibrutinib and Venetoclax Trial

* Investigator-initiated Phase Il trial (NCT02756897)

» Patients with treatment-naive CLL/SLL meeting 2008 iwCLL
treatment criteria with at least one of the following feature:

* Del(17p) or mutated TP5&3
* Del(11q)

* Unmutated IGHV

« Age 265 years

Jain N et al. N Engl J Med. 2019 May 30;380(22):2095-2103.

Jain N et al. JAMA Oncol. 2021 Aug 1;7(8):1213-1219.
Jain, IBR + VEN in CLL, ASH 2022, Abs 95



Treatment Schema

C1 C2 C3 C4 --> 27
(24 cycles of Combined RXx)

Ibrutinib 420mg 420mg 420mg daily
daily daily

Venetoclax 20mg daily 1 week;

50mg daily 1 week;
100mg daily 1 week;
200mg daily 1 week;
400mg daily continuous

Duration of therapy: 24 cycles of combined IBR and VEN

Marrow MRD (flow cytometry) at end of cycle 24 of combined Rx
- Negative (<0.01%): Stop both IBR and VEN
- Positive (20.01%): Continue 12 additional cycles of IBR + VEN



Baseline Characteristics (N=120)

n (%) or median [range]

Age, years 64.5 [26-88]
60 (50)
Between August 2016 35 (29)
and February 2019, Gender, M 87 (73)
ALC, K/uL 76.3 [1.14-366]
120 pts were enrolled S e

HGB, g/dL 12.0 [7.7-18.4]

B2M, mg/L 3.6 [1.7-13.7]

Del(17p) 20 (17)
Del(11q) 31 (26)

Trisomy 12 23 (19)
Negative 19 (16)
Del(13q) 27 (22)

IGHYV status (n=116) Unmutated 100 (86)

Cytogenetics (n=115) Complex 15 (13)

Mutations (n=119) TP53 19 (16)
NOTCH1 35 (29)
SF3B1 26 (22)
BIRC3 10 (8)

Del(17p) / TP53-m 27 (23)

Jain, IBR + VEN in CLL, ASH 2022, Abs 95
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Marrow MRD Response at Serial Time-Points
Intent-to-Treat (N=120)
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Cycle 3 IBR+VEN

12

7

Cycle 6 IBR+VEN

Jain, IBR + VEN in CLL, ASH 2022, Abs 95

Cycle 12 IBR+VEN Cycle 24 IBR+VEN

16

O Off study / Not done
[0BM High+ MRD
OBM Low+ MRD
OBM U-MRD%

MRD by flow-cytometry in
marrow (10 sensitivity)

U-MRD4: <0.01%
Low+ MRD: 0.01% to <1%
High+ MRD: 21%

Best Response




PFS for all Patients (N=120)

Strata All

4-year PFS = 94.5%
(95% CI, 90.3-98.9%)
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PFS by Genomic Subgroups

Mo Strata Mutated — Unmutated

4-year PF5  Lower Cl  Upper CI
ighv2=Mutated 100% 100% 100%
ighv2=Unmutated 53.44%  88.49%  98.66%

Group d4-vear PFS Lower I Upper Cl
tp53.aber=No 95 47% 01.22% 99 91%
tp53.aber=Yes 90.91% 79 66% 100%

PFS probability
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p=034
0 24 36 48 ) : 2 36 48
Time from treatment (month) Time from treatment {month)

Mumber at risk Mumber at risk
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TP53 aberrant status IGHV mutation status
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Treatment Outcomes After Undetectable MRD With First-Line
Ibrutinib (lbr) Plus Venetoclax (Ven): Fixed-Duration Treatment
(Placebo) Versus Continued Ibr With Up to 5 Years Follow-up in the
CAPTIVATE Study
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University, Melbourne, VIC, Australia.
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MRD Ibrutinib +

16

CAPTIVATE MRD Cohort Study Design

" CAPTIVATE (NCT02910583) is an international, multicenter phase 2 study evaluating first-line treatment with the lbr +
Ven combination

" The CAPTIVATE study comprises 2 cohorts: FD * and MRD?

" Inthis MRD cohort, after completion of Ibr + Ven, patients with Confirmed uMRD* were randomly assigned to double-
blind treatment with placebo (ie, a fixed-duration regimen), or continued ibrutinib

Confirmed uMRD Placebo (n=43)

Randomize 1:1 (double-blind)

Venetoclax

MRD-guided
randomization

uMRD Not Confirmed

-) )
Randomize 1:1 (open-label) RIS IR S o Q (1aera)

*Confirmed uMRD was defined as uMRD serially over at least 3 cycles in both peripheral blood and bone marrow. Patients who achieved Confirmed uMRD with Ibr + Ven were randomly assigned 1:1
to double-blinded treatment with placebo or single-agent ibrutinib.

20ne cycle = 28 days; °During MRD status confirmation and tumor response assessment; FD, fixed duration; MRD, minimal residual disease.

1. Tam CS et al. Blood. 2022;139:3278-3289. 2. Wierda, WG. J Clin Oncol, 2021;39:3853-3865. ASH 2022; Allan JN et al.



Patient Disposition, Confirmed uMRD

=  Median time on study was 56 months (ibrutinib arm range, 25-68 months; placebo arm range, 40—-65 months), with a
median of 41 months post-randomization

All treated patients Confirmed uMRD
N=164 n=86
Placebo Ibrutinib
Characteristic n=43 n=43
Median age (range), years 58 (28—69) 61 (43—69) 56 (34-69)
High genomic risk features, n (%)
Unmutated IGHV 99 (60) 30 (70) 30 (70)
del(17p)/TP53 mutation 32 (20) 13 (30)
Complex karyotype? 31 (19) 13 (30)
del(11q)® 28 (17) 10 (23)

= Full baseline demographics and disease characteristics were reported previously?

aDefined as >3 abnormalities by conventional CpG-stimulated cytogenetics. PWithout del(17p) per Dohner hierarchy. oD o
17 1. Wierda WG. J Clin Oncol. 2021;39:3853-3865. ) ) ASH 2022; Allan JN et al.



Progression-Free Survival Rates Continue to Be High and Durable

Across Study Arms

100 ‘ c Ibrutinib
%0- T Tl = At 48 months, PFS was
: Placebo 88% (950/0 CI, 74—95) W|th
80—
; placebo and 95% (95% Cl,
70- 3 82-99) with continued
1 Ibrutinib
60—
- Placebo Ibrutinib
o) 504 | 48-mo PFS rate, % 88 95
& (95% CI) 73.6-94.8 82.3-98.8 PD and Retreatment
Al ; Outcomes
30- " 3 of 7 patients with PD in the
S placebo arm have initiated
20+ Prerandomization |, Startof . . T
reatment with P> randomize retreatment with ibrutinib; all 3
10+ 3 patients had PR
0 — f — : . ® 2 patients in the ibrutinib arm
42 48 54 e ey
| | Months had PD; none have initiated
lpat'ent?barttri:qsit 43 43 43 43 42 42 42 42 40 26 PFS, progressri‘gl—l}réggt\ml.ent ASH 2022; Allan JN et al.

Placebo 43 43 43 43 41 41 41 40 36 22



Residual Disease Kinetics Among Patients With
High-Risk Factors Treated With First-Line Fixed-
Duration lbrutinib Plus Venetoclax (lbr+Ven)
Versus Chlorambucil Plus Obinutuzumab
(Clb+0): the GLOW Study

Carsten U. Niemann, MD, PhD,' Talha Munir, MBBS,2 Carol Moreno, MD,3 Carolyn Owen, MD,* George A. Follows, PhD,5
Ohad Benjamini, MD,® Ann Janssens, MD, PhD,” Mark-David Levin, MD, PhD,® Tadeusz Robak, MD, PhD,® Martin Simkovig,
MD, PhD,'® Sergey Voloshin, MD, PhD,"" Vladimir I. Vorobyev, PhD,'? Munci Yagci, MD,"'3 Loic Ysebaert, MD, PhD,'* Keqin
Qi, PhD,'5 Qianya Qi, PhD,'¢ Lori Parisi, MPH,'6 Srimathi Srinivasan, PhD,'” Natasha Schuier, MD,"8

Kurt Baeten, PhD'?, Angela Howes, PhD?°, Donne Bennett Caces, MD, PhD'¢, and Arnon P. Kater, MD, PhD 2!
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Carreras Leukaemia Research Institute, Barcelona, Spain; “Tom Baker Cancer Centre, Calgary, Canada; 5Addenbrookes Hospital, Cambridge, UK; 8Sheba Medical Center, Ramat Gan,

Israel; 7UZ Leuven Gasthuisberg, Leuven, Belgium; 8Albert Schweitzer hospital, Dordrecht, Netherlands; ®Medical University of Lodz, Copernicus Memorial Hospital, Lodz, Poland; "University
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Medical Centers, Cancer Center Amsterdam, University of Amsterdam, Netherlands

https://www.congresshub.com/Oncology/
ASH2022/Ibrutinib/Niemann

The QR code is intended to provide scientific
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Phase 3 GLOW Study (NCT03462719)

Eligibility criteria
* Previously untreated

CLL

* 2 65 years of age or
< 65 years with CIRS >
6 or CrCl < 70 mL/min

* No del(17p) or known

TP53 mutation
« ECOG PS 0-2

* Primary end point: IRC-assessed PFS

N =211

—  —

Stratified by IGHV
mutational status
and presence of

del(11q)

Ibrutinib 420 mg daily for a 3-cycle lead-in
followed by
Ibrutinib + Venetoclax for 12 cycles

(venetoclax ramp-up 20-400 mg over 5 weeks beginning C4)

Chlorambucil
0.5 mg/kg on D1 and D15 for 6 cycles
+

Obinutuzumab
1000 mg on D1-2, D8, D15 of C1, and D1 of C2-6

Patients with IRC-
confirmed PD and
active disease
requiring treatment
are eligible to
receive subsequent
therapy with single-
agent ibrutinib?

» Key secondary end points: uMRD rates, response rates, overall survival, time to next treatment, and safety

* Current analysis

— Median study follow-up of 46 months (range, 1.7-51.7)
—MRD assessed in peripheral blood in responders by NGS

albrutinib provided by the Sponsor to patients from both arms who were eligible to participate in the Subsequent Therapy Phase of the study.

C, cycle (28 days); CIRS, Cumulative lliness Rating Scale score; CrCl, creatinine clearance; D, day; ECOG PS, Eastern Cooperative Oncology Group performance status; IRC, independent review committee;

PD, progressive disease; R, randomization; uMRD, undetectable minimal residual disease; NGS, next-generation sequencing.




GLOW: Progression-Free Survival by IRC Remained Superior

For Ibr+Ven Versus Clb+0O With 4 Years of Study Follow-up

Progression-Free Survival (IRC)

100 _'H{l;,_‘—‘-—r—.

90 - T
Q) Ibr+Ven
% 80 _I_'_\—‘_'—‘—\_h___m * Ibr+Ven reduced the risk of
g 707 progression or death by 79%
2 60 | versus Clb+O
o |
£ 50- | —~HR 0.214 (95% Cl, 0.138-
c
% 40 - | 0.334); p < 0.0001
@ 30 |
o)
e 20+ | )
o End of End of |  Estimated 3.5-year PFS rates:

10 - Clb+0O Ibr+Ven |

. l l HR 0.214 (95% Cl, 0.138-0.334); p < 0.0001 } —74.6% for Ibr+Ven

0O 3 6 9 12 15 18 21 24 27 30 . 33. 36 39 42 45 48 —24.8% for Clb+0O
Patients at risk Months from date of randomization
Ibr+Ven 106 98 98 94 92 91 90 88 87 85 80 79 76 74 52 48 2
Clb+0O 105 104 101 97 95 65 56 50 43 38 34 31 30 28 14 12 1

Median study follow-up: 46 months

IRC, independent review committee; Cl, confidence interval; HR, hazard ratio. 21 E



GLOW: Ibr+Ven Improved Overall Survival Versus Clb+0O

With 4 Years of Study Follow-up

Overall Survival (ITT)

100 TS
90 ‘ Ibr+Ven
80 |
g 70 - 77.6cy0}
S 60 |
c \
3 50 }
T 40 |
o \
3 30 |
\
20 - }
10 -
0 HR 0.487 (95% CI, 0.262-0.907); nominal p = 0.0205 }
O | | | | | | | | | | |

| | | |
18 21 24 27
bai . Months from date of randomization
atients at risk

Ibr+Ven 106 101 100 96 95 95 94 94 94 94 93 91 91 90
Clb+O 105 105 103 103 103 101 100 97 93 92 90 88 86 81

! !
0O 3 6 9 12 15

Median study follow-up: 46 months

aCause and number (Ibr+Ven arm, Clb+O arm) of “other” deaths: general/unknown (4, 5), cardiac (2, 4), central nervous system (2, 3), neoplasm (1, 3), euthanasia (1, 0), hepatobiliary (0, 1), respiratory (0, 1).

ITT, intent to treat; BTKIi, Bruton’s tyrosine kinase inhibitor; PD, progressive disease; HR hazard ratio; Cl, confidence interval.

83
74

57
47

12
15

30 33 36 39 42 45 48 5

0
1

* In the Clb+O arm, 39/41 patients
requiring subsequent treatment
received a BTKi or venetoclax

* The majority of deaths in the
Clb+0O arm occurred while off any
treatment

* More infection-related deaths
were seen in the Clb+O arm

Causes of Death

Ibr+Ven Clb+O
n (%) (N =106) (N =105)

PD 1(0.9) 2(1.9)

Infections 4 (3.8) 11 (10.5)

Other2 10 (9.4) 17 (16.2)

TOTAL 15 (14.2) 30 (28.6)
O340
[x]
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Zanubrutinib Demonstrates Superior Progression-Free Survival Compared with
Ibrutinib for Treatment of Relapsed/Refractory Chronic Lymphocytic Leukemia

and Small Lymphocytic Lymphoma: Results from Final Analysis of ALPINE
Randomized Phase 3 Study

Jennifer R. Brown, MD, PhD?, Barbara Eichhorst, MD?, Peter Hillmen, MD PhD3, Nicole Lamanna, MD?, Susan M. O’Brien, MD>, Constantine S. Tam,
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ALPINE Study Design

R/R CLL/SLL with 2 1 prior treatment
(Planned N=600, Actual N=652)

Key Inclusion Criteria
* R/R to 21 prior systemic therapy )
for CLL/SLL
* Measurable lymphadenopathy by -
CT or MRI Stratification factors: Ibrutinib 420 mg QD

age, geographic region,

Key Exclusion Criteria ,
refractoriness,

* Prior BTK inhibitor therapy

 Treatment with warfarin or other
vitamin K antagonists

del(17p)/TP53 Treatment until disease progression
or unacceptable toxicity

", American Society of Hematology



| Zanubrutinib PFS by IRC Significantly Superior to Ibrutinib
Median study follow-up of 29.6 months

$ 100+
Z 90—
-
0
° 704
a.
T 60— I o
§ PFS Events : 67.3%
S 207 n (%) ;
ﬁ 40— Zanubrutinib 88 (26.9) !
o 30|  — lorutinib 120 (36.9) : + +
S ,0.|  Hazard ratio (95% C1)=0.65 (0.49-0.86) I
a Two-sided P=0.0024 :
g 10- .
oo I
e |
o 0 [ [ | | I I [ i I [ [ [ I | ]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at Risk Months from Randomization
Ibrutinib 325 305 293 277 260 246 228 191 133 123 98 87 9 2 2 0
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| Zanubrutinib Improved PFS in Patients with del(17p)/TP53mut

[y
o O
o O
)

g
Fy
2 go-
e
e 704
a
S
> | [
é >0 PFS Events :
o 40— n (%) | - -
.,qh_J 30— Zanubrutinib 23 (30.7) |
S — |brutinib 34 (45.3) !
- 20_ :
ﬁ Hazard ratio (95% Cl)=0.52 (0.30-0.88) |
gn 10 Nominal, 2-sided P=.0134 :
a 0 I I I I | T | i I I I I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at Risk Months from Randomization
Ibrutinib 75 70 66 60 55 49 45 34 18 16 10 10 2 0
PFS data assessed by IRC Data cutoff: 8 Aug 2022
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| Overall Survival

Fewer deaths with zanubrutinib compared with ibrutinib

OS Events

n (%)
— Zanubrutinib 48 (14.7)
— lbrutinib 60 (18.5)

Hazard ratio (95% Cl)=0.76 (0.51-1.11)

100
g 90—
> 80—
=
o 70—
3
o 60—
o
= 50—
2
> 40—
S
s 30
©
P 20
>
(@) 10—
0
0

No. at Risk
Zanubrutinib 327
Ibrutinib 325

[ I [ I I I | | l | | [ | I | |
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

Months from Randomization
319 313 310 303 298 287 268 224 185 169 134 56 8 0
314 307 297 290 283 271 255 200 171 156 124 50 7 3 1 0
Data cutoff: 8 Aug 2022
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Fewer Atrial Fibrillation/Flutter Events With Zanubrutinib

20 — Zanubrutinib
45— — |brutinib
2 40—
© 35—
§ 30 5.2% vs 13.3%
“;;, 25+ nominal, 2-sided P=.0004
£ 204
S
£ 15—
-
© 104
54 M+H
i
A
0- I I I | | | I I I I I I T | I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at Risk Months

Zanubrutinib 324 312 302 294 288 277 268 249 199 164 148 120 51 10 0
Ibrutinib 324 295 278 260 247 230 211 193 153 121 108 89 40 3 2 1 0

Data cutoff: 8 Aug 2022
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Case #2

76-year-old man with CLL treated with venetoclax for the past 18 months
presents with increasing lymphadenopathy and fatigue. Prior treatment
includes BR, R-CHOP, ibrutinib, and venetoclax plus rituximab (VenR). On
physical exam, he has an 8x6 cm left axillary lymph node. Labs show WBC 3.22
K/mcL (ALC 0.44 K/mcL, ANC 2.12 K/mcL), HGB 10.4 g/dL, PLT 111 K/mcL, B2M
5.2 mg/L, and LDH 256 U/L. CT-PET showed diffuse LAD with SUV__ 4.41 in
left axillary lymph node.
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Question #2

What would you consider for next treatment (including clinical trials)?
A. BGB-11417 (Novel BCL2 inhibitor)

Idelalisib + rituximab

MS-533 (PKC-beta inhibitor)

NX-2127 (BTK degrader)

Pirtobrutinib

mo O W
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Question #2

What would you consider for next treatment (including clinical trials)?
A. BGB-11417 (Novel BCL2 inhibitor)

|delalisib + rituximab

MS-533 (PKC-beta inhibitor)

NX-2127 (BTK degrader)

Pirtobrutinib

Pirtobrutinib in CLL previously treated with covalent BTKi
BTK degrader NX-2127 in R/R CLL
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Abstract #961

Efficacy of Pirtobrutinib in Covalent BTK-Inhibitor
Pre-Treated Relapsed / Refractory CLL/SLL: Additional
Patients and Extended Follow-up from the Phase 1/2
BRUIN Study

Anthony R. Mato’, Jennifer A. Woyach?, Jennifer R. Brown3, Paolo Ghia#*, Krish Patel °, Toby A. Eyre®, Talha Munir’, Ewa
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Phase 1/2 BRUIN Study: Design, Eligibility and Enroliment

e { Phase 1 3+3 design ]\
Phase 1 Escalation + Expansion (25 to 300 mg QD) ° 28-daycycles _
Phase 2 (200 mg QD) * Intra-patient dose escalation allowed
N=773 *  Cohort expansion permitted at doses
deemed safe
- /
( T
Eligibilit
(. Age 218 ' ) ]\
Safety CLL/SLL MCL Other® * ECOGPSO0-2
population n=317 n=166 n=290 » Active disease and in need of treatment

U Previously treated

J
| | K [ Key endpoints J\
»  Safety/tolerability
Prior BTKi BTKi Naive *  Determine MTD and recommended
n=282 n=35 phase 2 dose
*  Pharmacokinetics
» Efficacy according to ORR and DOR

Enrolled after Supcplemental N (iwCLL) as assessed by IRC )
5 November 202 ohort
n=35
/—[ Primary efficacy population?2 ]\
* Enrolled in phase 1 or 2
*  Treated with prior BTK inhibitor
. . containing regimen
Primary Ef_flcacy Prior BTKi? * Received one or more doses of
population n=247 pirtobrutinib monotherapy

. J

DOR, duration of response: ORR, overall response rate; ECOG PS, Eastern Cooperative Oncology Group Performance Score; MTD, maximum tolerated dose; IRC, independent review committee; QD, daily;

Data cutoff date of 29 July 2022. 2To ensure adequate follow-up, the primary efficacy population included all CLL/SLL patients who enrolled prior to 5 November 2021. *Other includes DLBCL, WM, FL, MZL, Richter transformation, B-
PLL, Hairy Cell Leukemia, PCNSL, and other transformation.




CLL/SLL Patient Characteristics

Characteristics n=247 Baseline Molecular Characteristics®

Median age, years (range) 69 (36-88) Mutation status, n/n available (%)
Male, n (%) 168 (68) BTK C481-mutant 84/222 (38)
Histology Wi
CLL 246 (>99) BTK C481-wildtype 138/222 (62)
SLL 1(<1) PLCG2-mutant 18/222 (8)
Rai staging? PLCG2-wildtype 204/222 (92)
0-11 131 (53)
Hi-1v 102 (41) High Risk Molecular Features, n/n available (%)
Bulky Disease 25 cm, n (%) 78 (32) 17p deletion 51/176 (29)
ECOG PS, n (%) TP53 mutation 87/222 (39)
0 133 (54) . ,
1 97 (39) 17p deletion and/or TP53 mutation 90/193 (47)
2 17 (7) Both 17p deletion and TP53 mutation 48/170 (28)
Median number of prior lines of systemic therapy, n 3 (1-11) IGHV unmutated 168/198 (85)
range
( : ge) Complex Karyotype 24/57 (42)
Prior therapy, n (%) .
BTK inhibitor 247 (100) 11q deletion 44/176 (25)
Anti-CD20 antibody 217 (88)
Chemotherapy 195 (79) Reason for prior BTKi discontinuation¢, n
BCL2 inhibitor 100 (41)
PI3K inhibitor 45 (18) (%)
CAR-T : 14 (6) Progressive disease 190 (77)
Allogeneic stem cell transplant 6 (2)
Toxici h 7(2
Median time from diagnosis to first dose, years (IQR) 11 (8-15) oxicity/Other 57 (23)

ECOG PS, Eastern Cooperative Oncology Group Performance Score; Data cutoff date of 29 July 2022.214 patients had missing data for Rai staging data. ®Molecular characteristics were determined centrally and are presented
based on data availability, in those patients with sufficient sample to pass assay quality control. ¢In the event more than one reason was noted for discontinuation, disease progression took priority.




Pirtobrutinib Efficacy in CLL/SLL Patients who Received Prior BTKi Treatment

100 +
. Prior BTKi discontinuation for progression
75 . Prior BTKi discontinuation for toxicity/other
-1 x
*  Prior BCL2 inhibitor
[T,
(o]
.g 50 -
Q
=
=
QO

| . ;) |
E:&g 25
(o]
e £
592 0-
w L
£ £
© 5 -25
()}
c £
=g
0B 50
X

-75-

-100-

Prior BTKi

n=247

Prior
BTKi+BCL2i
n=100

Overall Response Rate, % (95% CI)2 82.2 (76.8-86.7) 79.0 (69.7-86.5)

Best Response

CR, n (%) 4 (1.6)
PR, n (%) 177 (71.7)
PR-L, n (%) 22 (8.9)

SD, n (%) 26 (10.5)

0 (0.0)
70 (70.0)
9 (9.0)
11 (11.0)

Data cutoff date of 29 July 2022. Data for 24 patients are not shown in the waterfall plot due to no measurable target lesions identified by CT at baseline, discontinuation prior to first response assessment, or lack of adequate imaging
in follow-up. 20RR includes patients with a best response of CR, PR, and PR-L. Response status per iwCLL 2018 according to independent review committee assessment.



Progression-Free Survival in CLL/SLL Patients who Received Prior BTKi Treatment

All prior BTKi patients Prior BTKi and BCL2i patients
Median prior lines = 3 Median prior lines = 5
100- ~ 1001
=

X 90 87.4% Median (months)  95% Cl  Censored, n (%) > 90- Median (months)  95% ClI  Censored, n (%)
> | 19.6 16.9-22.1 126 (51) 3 16.8 13.2-18.7 44 (44)
= 80 | s 80
2 1 68.9% E
.g 70 : % 70—
o 60- 1 Z 60
S ? g
T 50 i @ 50
5 : 3
2 40 - s 40-
£ | & a5
s 3 -
% 20 | & 201
o ‘ 3
E’ 10 + 3 1 1 . 10 I ! !
a 1 1 1 i ] |

0 T T T I1 T T :I T T i T T T T T T T T T 0 L T T T I: T T ; T T ; T T T T T T T T T

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 3 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Number at risk Months from First Dose Number at risk Months from First Dose
247 228 215 202 182 162 144 113 103 82 57 46 22 19 5 4 4 1 0 00 89 8 79 70 60 50 38 33 21 12 8 3 3 0
* Median follow-up of 19.4 months for patients who * Median follow-up of 18.2 months for patients who
received prior BTKi received prior BTKi and BCL2i

Data cutoff date of 29 July 2022. Response status per iwCLL 2018 according to independent review committee assessment.




Pirtobrutinib Safety Profile

CLL/SLL (n=317)
Treatment-Emergent AEs, (215%), % Treatment-Related AEs, %
Adverse Event (AEs) Any Grade Any Grade
Fatigue 31.5% 1.9% 3.5% 0.3%
Neutropenia2 32.5% 26.8% 19.6% 14.8%
Diarrhea 26.5% 0.6% 8.8% 0.3%
Contusion 24.3% 0.0% 16.4% 0.0%
Cough 24.3% 0.0% 1.6% 0.0%
Covid-19 24.0% 5.0% 1.6% 0.0%
Nausea 18.9% 0.0% 3.2% 0.0%
Abdominal pain 18.0% 1.6% 2.2% 0.3%
Dyspnea 17.4% 0.9% 0.6% 0.0%
Headache 17.4% 0.6% 5.4% 0.3%
Upper respiratory tract infection 16.4% 0.3% 3.5% 0.0%
Back pain 16.1% 0.9% 0.9% 0.0%
Anemia 15.1% 8.8% 4.7% 2.2%
AEs of Special Interest? Any Grade Grade = 3 Any Grade Grade = 3
Bruising® 30.3% 0.0% 19.6% 0.0%
Rashd 17.0% 0.3% 5.7% 0.3%
Arthralgia 18.3% 0.9% 4.1% 0.0%
Hemorrhage/Hematoma® 12.3% 2.2% 4.1% 0.9%
Hypertension 14.2% 3.5% 3.8% 0.3%
Atrial fibrillation/flutter®9 3.8% 1.3% 1.3% 0.3%

Median time on treatment for the CLL/SLL safety population was 16.5 months
Discontinuations due to treatment-related AEs occurred in 2.8% (n=9) of CLL/SLL patients
Dose reductions due to treatment-related AEs occurred in 4.7% (n=15) of CLL/SLL patients

Data cutoff date of 29 July 2022. 2Aggregate of neutropenia and neutrophil count decreased. ®PAEs of special interest are those that were previously associated with covalent BTK inhibitors. ¢Aggregate of contusion, petechiae, ecchymosis,
and increased tendency to bruise. YAggregate of all preferred terms including rash. éAggregate of all preferred terms including hematoma or hemorrhage. Aggregate of atrial fibrillation and atrial flutter. 90f 12 total afib/aflutter TEAEs in the
CLL/SLL safety population, 3 occurred in patients with a prior medical history of atrial fibrillation.




Abstract #965

NX-2127-001, a first-in-human trial of NX-2127, a Bruton’s
Tyrosine Kinase-targeted protein degrader, in patients with
relapsed or refractory chronic lymphocytic leukemia and
B-cell malignancies

Anthony Mato,! William G. Wierda,? Weiyun Ai,? lan Flinn,* Michael Tees,®> Manish R. Patel,® Krish Patel,” Susan O’Brien,?
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NX-2127-001: trial design

Phase 1 trial in adults with relapsed/refractory B-cell malignancies

Dose escalation Dose expansion options  CLL Phase 1b expansion cohort

at 100 mg dose

Objectives: CLL failed 2 or more prior treatments — MTD not established

* Assess safety and tolerability including a BTK inhibitor and
regardless of baseline BTK — 100 mg dose chosen as

* Identify maximum tolerated dose (MTD) mutation status (up to 40) expansion dose based on PD,

& biologically active dose

S NS eI clinical activity and safety
« Evaluate PK/PD Dose level 3 _
300 mg profile
Dose level 2 DLBCL (up to 20) . . .
200 mg Phasg 1a dose escalation is
ongoing at 200 mg and 300 mg
Dose level 1 . .
100 mg MCL, MZL, WM (up to 20) doses for patients with NHL (e.g.

DLBCL, MCL, MZL, WM, FL)

Dose level —1
50 mg

FL (up to 20)

Oral daily dosing

BTK, Bruton tyrosine kinase; CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell ymphoma; FL, follicular lymphoma; MCL, mantle cell ymphoma; MZL, marginal zone
lymphoma; PD, pharmacodynamics; PK, pharmacokinetics; WM, Waldenstrom's macroglobulinemia 39



NX-2127 safety summary (TEAEs >15% in all patients)

Treatment-emergent AEs occurring in >15% of total Any grade

population, n (%) (N=36)

Fatigue 19 (52.8) - -
Neutropenia? 14 (38.9) 13 (36.1) -
Contusion® 10 (27.8) - 1(2.8)
Thrombocytopeniac 9 (25) 3 (8.3) -
Anemia 8 (22.2) 4 (11.1) 1(2.8)
Hypertension 9 (25.0) 1(2.8) -
Constipation 7(19.4) - -
Dyspnea 7 (19.4) 1(2.8) -
Pruritis 7(19.4) - -
Atrial fibrillation/Atrial flutterd 6 (16.7) 3 (8.3) 2 (5.6)
Diarrhea 6 (16.7) - -
Petechiae 6 (16.7) - -
Rash 6 (16.7) - -

aAggregate of "neutropenia" and "neutrophil count decreased"™Contusion includes episodes of bruising and other similar terms cAggregate of "thrombocytopenia" and "platelet count
decreased" YCases were confounded by risk factors such as: age >80 years (4 cases), history of hypertension (4 cases), male sex (3 cases), and history of prior AF on ibrutinib (2 cases)

1 DLT of cognitive disturbance was observed at 300 mg (CLL); MTD not reached

AE, adverse event; SAE, serious adverse event; TEAE, treatment-emergent adverse event Data cutoff: September 21, 2022



NX-2127 preliminary efficacy (patients with CLL)

Two or more prior treatments including:

1 OO BTKi

Disease-evaluable patients n=15

Objective response rate,? % (95% Cl) 33 (12-62) B BTKiand BCL2i (Double exposed’)
Best response, n (%) d:J * BTK mutation at baseline
- 0> Treatment ongoing
CR 0(0) [,
77 * * * % * % *
PR 5 (33.3) S iyt
2 50
SD 5 (33.3) =
PD 2 (13.3) o - O _EEELLLER O
W= %
NED 3 (20) O 330
aObjective response rate includes CR + CRi + nPR + PR-L + PR ﬂ. G
bPatients who discontinued after a single assessment of SD are considered as NE w

*One patient, not shown above, with prior BTKi and BCL2i
treatment and with a BTK mutation detected at baseline, had no
nodal disease at baseline. Their treatment is ongoing with a PR

BCL2i, B-cell ymphoma-2 inhibitor; BTK, Bruton’s tyrosine kinase; BTKi, BTK inhibitor; CR, complete response; CRi, complete response
with incomplete count recovery; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease Data cutoff: September 21, 2022



Case #3

69-year-old woman with Richter transformation presents for follow-up. She
was previously treated with FCR for CLL and was diagnosed with
transformation to DLBCL after 6 months on acalabrutinib. She received
pembrolizumab (discontinued for pneumonitis) then R-EPOCH, achieving
complete metabolic response. She is anxious about disease relapse and would
like to know about her future treatment options.

@ American Society of Hematology



Question #3

What are treatment options for Richter transformation?
A. Allogeneic stem-cell transplant

CAR-T

Pirtobrutinib

T-cell engaging bispecific antibodies

Venetoclax + R-EPOCH

mo O W
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Question #3

What are treatment options for Richter transformation?
A. Allogeneic stem-cell transplant

CAR-T

Pirtobrutinib

T-cell engaging bispecific antibodies

Venetoclax + R-EPOCH

Phase 1/2 study of pirtobrutinib in RT
Phase 1b/2 study of epcoritamab in RT

", American Society of Hematology
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Efficacy of Pirtobrutinib, a Highly Selective,
Non-Covalent (Reversible) BTK Inhibitor in Richter
Transformation: Results From the Phase 1/2 BRUIN

Study
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Pirtobrutinib Efficacy in RT Patients

No central pathology review

100 Prior RT
m Nc? prior RT—directed therapy Therapy

75 W Prior Ri-directed therapy Response Evaluable RT Patients? n=68

Overall Response Rate, % (95% CI) 52.0 (40.2-63.7) 50.0 (37.6-62.4)
50— Best Response

CR, n (%) 10 (13.3) 9(13.2)
05 | PR, n (%) 29 (38.7) 25 (36.8)
SD, n (%) 10 (13.3) 10 (14.7)

Diameters From Baseline
N
r7

% Change in Sum of Products of

1
(&)}
o
|

Ly
(&)
|

-100 4

e Among 75 response-evaluable patients, the median time-to-response was 1.8 months (range, 0.9-9.2), median time on study was 6.7
months (range, 0.7-29.1), and median time on treatment was 3.4 months (range, 0.2-26.7)

Data cutoff date of 29 July 2022. Data for 14 patients are not shown in the waterfall plot due to no baseline or post-baseline assessment. 2Response evaluable patients are those who had at least 1 post-baseline response assessment or
had discontinued treatment prior to first post-baseline response assessment. Response as assessed by investigator based on Lugano criteria.




PFS, OS, and DoR in All RT Patients
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* 6 responding patients were
censored for curative intent
transplant therapy
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DoR

5.6
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Months from First Dose
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Median (months) 95% CI

2.5-NE
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- 39

Data cutoff date of 29 July 2022. Response as assessed by investigator based on Lugano criteria.
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Abstract 348

Subcutaneous Epcoritamab in Patients with
Richter’s Syndrome: Early Results from Phase 1b/2 Trial
(EPCORE CLL-1)
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Study Design: EPCORE CLL-1 RS Expansion Cohort

Dose escalation

Median follow-up: 4.9 mo (range, 0.6-9.3)

Key RS inclusion criteria RS-DLBCL expansion, N=10

CLL! * Ineligible for or 3}
el eoelnee ? Epcoritamab (SC) Efficacy
v No DLTs chemotherapy @ 48 mg assessment by Treatment until
« <1 prior line of thera © PET-CT obtained :
p Py a QW C1-3 = QBW until C6. and = disease
¥ MTD not reached for RS-DLBCL z Q2W C4-9 then c|124\}van progression
z .
. e * Biopsy-proven ) Q4W C10+ thereafter
\/ i
NPAD e transformation to CD20* n
v Manageable RS-DLBCL
safetygprofile « Prior clinical history of * To ensure patient safety and better characterize CRS, inpatient monitoring
CLL or SLL was required at first 4 doses of epcoritamab
v Encouraging « ECOGPS0-2

: . * Primary endpoint: Overall response rate (ORR)
T ey * Measurable disease by

PET and/or CT/MRI . Key secondary endpoints: Complete met_e_ibolic response (CMR) rate,
time to response (TTR), and safety/tolerability

Data cutoffs: September 8, 2022 (efficacy); September 16, 2022 (safety). Epcoritamab was administered in 28-d cycles as shown.2Patients received SC epcoritamab with step-up dosing
(ie, 0.16 mg priming and 0.8 mg intermediate doses before first full dose) and corticosteroid prophylaxis as previously described to mitigate CRS.1. Kater AP, et al. ASH 2021. Abstract 2627. 49

ASH 2022



Epcorin RS |

Best Overall Response

Total Efficacy Evaluable

Response, n (%)? N=10
Overall response® 6 (60)

Complete metabolic response (CMR) 5 (50)

Partial metabolic response (PMR) 1(10)
Stable disease 1(10)
Progressive disease 2 (20)
Not evaluable 1 (10)°

Data cutoff: September 8, 2022. Median follow-up: 4.9 mo (range, 0.6-9.3).

aBased on modified response-evaluable population, defined as patients with =1 target lesion at baseline and 21 postbaseline response evaluation and/or patients who died within 60 d of first
dose. PResponse assessment according to Lugano 2014 criteria. °Patient stopped treatment on C1D15 due to progression and did not receive any scans.

‘ High overall and complete metabolic response rates observed ‘
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Conclusions

e Zanubrutinib has improved efficacy and safety compared to ibrutinib in R/R
setting

* Fixed duration Ibr + Ven achieves deep and durable remissions in the front-
line setting

* Novel agents targeting BCR signaling and BCL2 in clinical development

* Promising data for Richter transformation, but will likely require
combination therapy for durable remissions

@ American Society of Hematology



