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Several Covalent BTKi to Consider With Differences in BTKi
Specificity, MOA, and Potential for Off-Target Effects

Covalent Noncovalent

Ibrutinib Acalabrutinib Zanubrutinib

- N B . ‘ 3 - a % 3 . ¢ :

IFJ 5 TKl TK l“ \ TKL K& - TK| ~@-o '
R ” f (5 . —
3 STE he WA, STE b %
C ,‘11(3(:2. & o~ : .'," : CML’?L’“{ " : i C ’,1(:‘-(:-::’._
: VV’AIZ.'K1 ¥ ,. e CK1 CKY
CAMK J CAM H.‘ CAMKE

o BTK
o Off target kinases

@ 85-100% inhikttion
& 90.95% Inhlkition
e 75.90% Inhibiticn
« B0-75% inhibition

1. Shadman M, et al. Lancet Haematol. 2023;10(1):e35-e45. 2. Reiff SD, et al. Cancer Discov. 2018;8(10):1300-1315.
3. Brandhuber B, et al. SOHO 2018. Abstract CLL-200.



The dilemma continue between
long term therapy vs fixed duration

Author’slide



Continuous therapy vs Fixed Duration
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« Sequencing targeted CLL therapies
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. Double Exposed vs. Double Refractory:
Author opinion * Exposed # Refractory

» Refractory=progression on treatment

cBTKi = covalent BTKi
ncBTKi = non-covalent




Combined Pirtobrutinib, Venetoclax, and Obinutuzumab in First-line
Treatment of Patients with Chronic Lymphocytic Leukemia (CLL):
A Phase 2 Trial

CT CT
Enrollment BMBx (NGS MRD) BMBx (NGS MRD)
CT CT for Blood (NGS MRD) Blood (NGS MRD)| |Blood (NGS MRD)| [Blood (NGS MRD)
BMBXx TLS risk* (end of C4) Primary Endpoint (end of C9) (end of C13)
l l l (end of C7)
] | l
C1 C2 C3-6 C7 C8-13*
* Pirtobrutinib * Pirtobrutinib * Pirtobrutinib * Pirtobrutinib 200 mg once daily
200 mg once 200 mg once 200 mg once * Venetoclax 400 mg once daily
daily daily daily
* Obinutuzumab || * Obinutuzumab || *« Obinutuzumab
100 mg D1 1000 mg D1 1000 mg D1
900 mg D2 * Venetoclax » Venetoclax
1000 mg D8 weekly dose 400 mg once
1000 mg D15 ramp-up daily

#only if baseline CT had nodes 25 cms

= *For pts who are MRD+ at 210~ in either PB or BM at end of C13 can continue pirtobrutinib + venetoclax for an
additional 12 cycles

= All pts will be monitored by PB NGS MRD g3 mos for first 12 mos off therapy, and then g6 mos

= NGS MRD assessed by clonoSEQ assay (Adaptive Biotechnologies) with 10 sensitivity

= Each cycle is 28 days Jain, PVO in CLL, EHA 2024, Abs S164
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Pirtobrutinib, Venetoclax, Obinutuzumab Trial
MRD at Serial Time-Points in Blood and Bone Marrow
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| U-MRD4

95%

(PB) (n=20)

End of Cycle 13

mMRD >/= 10-4 (%)
OMRD >/= 10-5 to <10-4

%
O MHD >/=10-6 to <10-5
(%)

End of Cycle 13

(BM) (n=20)

Jain, PVO in CLL, EHA 2024, Abs S164



Pirtobrutinib, Venetoclax, Obinutuzumab Trial
Adverse Events

Grade 3-4 neutropenia and thrombocytopenia occurred in 24 (60%) and 7 (18%) pts,
respectively. 22 (55%) pts required G-CSF

3 pts had neutropenic fever (diverticulitis, n=1; pneumonia, n=1; cellulitis, n=1)

Pirtlobrutzir)ﬂb was dose-reduced in 12 (30%) pts (100mg, n=7; 50mg, n=3; discontinued
early, n=

Venetoclax was dose-reduced in 12 (30%) pts (300mg, n=2; 200mg, n=4; 100ng, n=4;
discontinued early, n=2)

Most common reason for dose reduction for both pirtobrutinib and venetoclax was
neutropenia

1 pt developed atrial fibrillation (grade 2)

Jain, PVO in CLL, EHA 2024, Abs S164



SEQUOIA Study Design —
Arm D Cohort With del(17p) and/or TP53mut

SEQUOIA-ArmD
( A o Zanubrutinib
Arm A and B Open label

without del(17p)
L Pl R

Bendamustine + rituximab

Key eligibility
criteria B

ArmC
» Untreated CLL/SLL with del(17p)
\§

* Met iwCLL criteria

> Zanubrutinib

for treatment

* Measurable disease
by CT/MRI

e For Arm D: central
confirmation of
del(17p) by FISH
and/or local TP53
mutation

With del(17p)/TP53mut

n=66 Endpoints for Arm D
Enrollment start date: « ORR (INV)?

Arm D Nov 2019 Zanubrutill1ib + « PFS (INV)
. venetoclax
(N=114) Without del(17p) P

n=48
Enrollment start date:
Jan 2022

(<1074 sensitivity)
» Safety per CTCAE

Ma et al EHA 24



In 65 Response-evaluable Patients? with del(17p) and/or TP53
Mutation, ORRP.c was 100% and the CR+CRi rate was 48%

SEQUOIA-ArmD
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Median study follow-up:
31.6 (0.4-50.5) months

Zanubrutinib +
venetoclax (n=65)

Ma et al EHA 24



Rates of uMRD in PB Increased

with Longer Treatment Duration
SEQUOIA-Arm D

* Best uMRD rate: 59% (39/66) in =1 PB sample; 37% (13/35) in =1 BM sample?
MRD rates in PB

100 -
= 80- ..Il
S 60-
t
S 40
o
& 20-
0_
%6\@ @'f] @'ﬁ:) @'ﬁp @'fy @’Féﬁ @'f) @'fd) %&9 @'f] @'f] @'f] @'f] @'ﬁj
é/‘) 9@ 7@ 6’@ (5’@ 0@ 9@ 7@ 6’@ 0(9 L%) 1%3 (90 07
G@ \\@ \\6 \\6 \\6’ \\@ \\6’ \\0 \\@ @\\ @\\ @\\ @\\ @\
‘5% % Y Y Y% Y Yy Yy g

Visit

Ma et al EHA 24

m Not available

m <10+

m 210“to <103
=107 to <102
2102 to <10

m =10



With Median Study Follow-up of 31.6 Months,

SEQUOIA-ArmD
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No. of patients at risk
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Ma et al EHA 24
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Author Conclusions

SEQUOIA-ArmD

* Preliminary results for treatment with zanubrutinib + venetoclax in patients with high-risk TN CLL/SLL with
del(17p) and/or TP53 mutation showed favorable safety and tolerability

* Rates of atrial fibrillation/flutter and hypertension were low (2% and 9%, respectively)

« Promising efficacy was seen in this high-risk population with deep and durable responses
« An ORR of 100% and a high rate of uMRD were achieved
« With a median follow-up of 31.6 months, high 12- and 24-month PFS estimates were seen
(95% and 94%, respectively)

* The study is ongoing and results in patients who meet MRD-guided early stopping rules will be reported as
data mature

* The ongoing phase 3 CELESTIAL-TNCLL trial (BGB-11417-301) is evaluating zanubrutinib in combination
with sonrotoclax, a next-generation and potent BCL2 inhibitor, as fixed duration therapy
in patients with TN CLL

Ma et al EHA 24



Results from the phase 1 study of the novel BCL2 inhibitor
sonrotoclax (sonro) in combination with zanubrutinib (zanu) for
relapsed/refractory (R/R) CLL/SLL show deep and durable responses

* BGB-11417-101 is a global phase 1/1b study evaluating sonrotoclax as monotherapy,
or in combination = zanubrutinib, and * obinutuzumab in patients with B-cell malignancies

* The primary endpoints were safety per CTCAE v5.0, MTD, and RP2D

 Treatment consisted of 8-12 weeks of zanubrutinib lead-in (320 mg QD or 160 mg BID), then in
combination with sonrotoclax (with weekly or daily ramp-up to target dose) until disease progression

Sonrotoclax + zanubrutinib dose finding? Sonrotoclax + zanubrutinib expansion
(weekly ramp-up) (daily or weekly ramp-up)

R/R CLL/SLL, R/R MCL, TN CLL/SLL R/R CLL/SLL, R/R MCL, TN CLL/SLL

-‘ 320 mg selected

for expansion

- [ .

80 mg
40 mg

Median follow-up (range):19.3 months (0.4-35.7)

Opat et al EHA 2024



TEAEs Observed With Sonrotoclax + Zanubrutinib Were

Mostly Low Grade and Transient
BGB-11417-101 - R/R CLL/SLL

TEAEs in 25 patients of all patients and those treated at sonrotoclax RP2D of 320 mga*

All cohorts (N=47)

Sonrotoclax 320 mg + zanubrutinib (n=22)
Median follow-up (range): 19.3 (0.4-35.7) months

Median follow-up (range): 6.8 (0.4-26.9) months

Contusion | 32
* No TLS Neutropenia‘ | 6 Neutropenia“
o COVID-19 | 26
 No atrial fibrillation Diarrhea | 28
) Fatigue | 26 URTI 32
* No febrlle Nausea | 23
. URTI .
neutropenia Cough | 2213 Contusion 23
. Constipation : 15
* No dose reductions Headache |17 Diarrhoa »
due to diarrhea Hypertension | 4 e Grade 1/2 Grade 1/2
Back pain 13
. s ] m Grade =3 L m Grade 23
Sinusitis | 11 Constipation 18
Thrombocytopeniad 11
0 10 20 30 40 50 10 20 30 40 50
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Sonrotoclax + Zanubrutinib Achieves Deep Responses

Across All Dose Levels
BGB-11417-101 - R/R CLL/SLL

» With a median study follow-up of 19.3 months, the ORR was 97%, with a 57% CR/CRi rate across all doses
* Inthe 320 mg cohort, the ORR was 100%, with a 73% CR/CRi rate

* The median time to CR or CRi was 9.8 months (range, 5.3-22.8 months)

« Of 6 evaluable patients with prior BTK inhibitor therapy, 4 achieved PR and 1 achieved CR

ORR2? ORR2} ORR2} ORR2}? ORR?2b ORR2}
100 75% 100% 100% 100% 100% 97%
X
‘.g 60 o5
o - 25 3 mnPR
m PR
0 25 59 mSD
— 3
Sonro 40 mg Sonro 80 mg Sonro 160 mg Sonro 320 mg':'e Sonro 640 mg  Efficacy-evaluable
+ zanu (n=4) + zanu (n=8) + zanu (n=6) + zanu (n=11) + zanu (n=6) population
(N=35)
Fo”ocl’,w'“(p t'me)d ' 34.0 27.7 29.2 6.8 18.1 19.3
tloeraibalisy (10.2-35.7) (10.0-34.5) (28.3-30.8) (0.4-26.9) (10.9-22.6) (0.4-35.7)

Opat et al EHA 2024



Sonrotoclax + Zanubrutinib Achieved
High Rates of uMRD in Peripheral Blood

« Of 33 MRD-evaluable patients, 28 (85%)
had uMRD at time of data cutoff

« Data shows evidence of responses
deepening over time

* All patients in the 160 mg, 320 mg and
640 mg cohorts who reached week 48
achieved uMRD

Opat et al EHA 2024

Patients, %

Overall

Best MRD? Best MRD?

by Week 24" by Week 48" Best MRD?
100 -
80 4
60
40 |
20
0 4
Sonro 160 mg Sonro 320 mg Sonro 160 mg Sonro 320 mg All
+ zanu + zanu + zanu + zanu (N=33)
(n=6) (n=9) (n=6) (n=5)

= uMRD4 ® MRD4+ ® Not available



Progression-Free Survival

BGB-11417-101 - R/R CLL/SLL

« With a median study follow-up of 19.3 months, only 1 PFS event occurred in the 40 mg cohort
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40 4
—oe— Sonro 40 mg + zanu
30 + —=e— Sonro 80 mg + zanu
204 =—e— Sonro 160 mg + zanu
1 ——o——Sonro 320 mg + zanu
09—« Sonro640 mg + zanu
0

PFS, %

I I I I I I I I I I I I I I

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

Time since first dose, months
No. of patients at risk

Sonro4d0mg+zanu 4 4 4 4 4 4 4 4 3 3 3 3 3 3 3 333333333333 333310
Sonro80mg+zanu 9 9 9 9 9 9 9 8 8 8 7 7 77 77 6555555555 3332210
Sonro160mg+zanu 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 3 1 1 0 0 0O
Sonro 320mg+zanu22 1917131111109 9 9 6 5 5 5 5 5 5 5 5 5 5 4 4 3 222000000
Sonro640mg+zanu 6 6 6 6 6 6 6 6 6 5 5 5 54 44111110000000O0O0O0O00O0

Opat et al EHA 2024



Diverse BTK mutations cause resistance to covalent BTK inhibitors

Zanubrutinib L528W
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Pirtobrutinib Progression-Free Survival in Patients with Prior cBTKi

All Prior cBTKi
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Diverse BTK mutations cause resistance to non- covalent BTKi

Pirtobrutinib L528W
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Phase la/b Study of NX-5948, a Selective Bruton's Tyrosine Kinase (BTK)
Degrader, in Patients with Relapsed/Refractory Al and Other Bcell

Malignancies
E3 hgase binder o Target binder
Ternary complex
formation
\ BTK degraders can overcome treatment-emergent resistance mutations
Ubiquitination
ot ™1 Jbquitin
’ﬁ @
E3 ligase d P

BTK degraders address BTK scaffolding function

‘ Polyubiquitination

@ BTK degraders show emerging activity in various B-cell malignancies

BTK degraders have the potential to replace BTK inhibitors in the clinic

-
Proteasomal
degradation
-

Linton et al EHA24



NX-5948-301: Trial Design

Phase 1a dose escalation Potential Phase 1b dose expansion
(N = up to 160 patients)

Key eligibility criteria
* Age 218 years

» Relapsed/Refractory
disease

» 22 prior lines of therapy
(21 for PCNSL)

« ECOG PS 0-1
(ECOG PS 0-2 for PCNSL)

Linton et al EHA24

CLL/SLL
(up to 66 patients)

600 mg QD
450 mg QD
300 mg QD
200 mg QD
100 mg QD
50 mg QD

NHL/WM
(up to 66 patients)

600 mg QD
450 mg QD
300 mg QD
200 mg QD
100 mg QD
50 mg QD

CLL/SLL dose A
Prior BTKi and BCL2i

CLL/SLL dose B
Prior BTKi and BCL2i

MCL
Prior BTKi and anti-CD20 CIT

MZL
Prior anti-CD20 CIT and 22 prior LoT

WM
Prior BTKi and 22 prior LoT

DLBCL
Prior anthracycline, anti-CD20 CIT + 1 LoT

FL
Prior anti-CD20 CIT + 1 LoT

PCNSL/SCNSL
Who have progressed or had no response to 21 prior LoT



NX-5948-301: Safety/AE

Patients with CLL (n=31) Overall population (N=79)
TEAEs, n (%) Any grade Grade 23 SAEs Any grade Grade 23 SAEs
Purpura/contusion® 13 (41.9) - - 28 (35.4) - -
Thrombocytopenia® 7 (22.6) 1(3.2) - 21(26.6) 7 (8.9) - * 1 DLT (non-protocol
: mandated drug hold; NHL)
Neutropenia® 7 (22.6) 6(19.4) - 16 (20.3) 12 (15.2) -
Fatigue 7 (22.6) = - 14 (17.7) 2(2.5) = * 2 TEAEs resulting in drug
discontinuation (both NHL)
Anemia 6(19.4) 1(3.2) - 13 (16.5) 3(3.8) -
* 1 related SAE (TLS based on
Petechiae 7 (22.6) - - 13 (16.5) - - labs, no clinical sequelae)
Rash? 8 (25.8) - 1(3.2) 13 (16.5) 1(1.3) 1(1.3)

* Grade 5 AE (pulmonary
Headache 6(19.4) - - 12 (15.2) - ~ embolism, not deemed
NX-5948 related)

Cough 4(12.9) - - 11 (13.9) 1(1.3) -

Diarrhea 5(16.1) 1(3.2) = 9(11.4) 1(1.3) = * No additional safety signal
with higher doses

COVID-19¢ 2 (6.5) - - 8(10.1) 2(2.5) 2(2.5)

Hypertension 1(3.2) 1(3.2) - 6(7.6) 4(5.1) -

Pneumonia’ 2(6.5) 1(3.2) 1(3.2) 5(6.3) 4(5.1) 4(5.1)

Linton et al EHA24



NX-5948-301 Efficacy: Clinical Response

Objective response rate (ORR)", % (95% Cl) 69.2 (48.2-85.7)
= Best response, n (%)
CR 0(0.0)

§ 60 PR/ PR-L 18 (69.2)

3 SD 6(23.1)

& 40

80 PD 2(7.7)

:":' 20 *Patients without identified target lesion(s) at baseline are evaluated as disease-evaluable per iwCLL, while
3 Qo they may not be represented in waterfall plot; *Objective response rate includes CR + CRi + nPR + PR-L + PR
°% o e - g
3 £ L3
€ e .2 K
- E -40 .

PN E S ) N B g N B 7 N B 2 N B g N B g N B

'@ 60 . &

() &

< 8 3 s o

£ .80 § Ongoing 2
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; &
100 * Patient with Richter’s Transformation (RT) to Hodgkin's on biopsy # Patients with CNS involvement at baseline ’ 3

Linton et al EHA24



NX-5948-301 Clinical Activity in pts with
baseline mutations

100

Change from baseline
in SPD (%)

Treatment BTK
resistance
mutations L PLCG2

TPS3

Poor-
= . SF3B1

mutations | ATM
| NOTCH1

Linton et al EHA24

w= On Treatment «= Discontinued

Baseline treatment-resistance and poor
prognosis mutations were common,
indicating a genetically diverse and
hard-to-treat CLL patient population

No genotypic profile was linked to
intrinsic NX-5948 resistance

Muitipie Mutant
Single Mutant
wi



Preliminary efficacy and safety of the Bruton tyrosine
kinase (BTK) degrader BGB-16673 in patients with relapsed
or refractory (R/R) CLL/SLL:

Results from the phase 1 BGB-16673-101 study

BGB-16673-101 - CADANCE-101 (R/R CLL/SLL) () Ternary complex formation
v
« Many patients with CLL/SLL experience disease progression after ~ _______ _:2.53 868:6673 2
BTK inhibitors?-3 Kgase @

* BGB-16673, a CDAC, is a bivalent molecule comprising a BTK-
binding moiety + linker + E3 ligase binder that induces BTK

i Polyubiquitination
i = On
degradation via polyubiquitination* i s ) ° %,

ligase

* In preclinical models, BGB-16673 degraded both wild-type and

mutant BTK resistant to covalent and noncovalent BTK inhibitors,2 (©) Target degradation

: 545 o
leading to tumor suppressiont> 4 " __’Q%
« BGB-16673 led to substantial reductions in BTK protein levels in =
peripheral blood and tumor tissue in the first-in-human study?® lgase
* Here, the updated safety and efficacy results are presented from e Proteasome
patients with R/R CLL/SLL in the ongoing CaDANCe-101 study .6‘:\,‘.'.__ R

Parrondo et al EHA2024



Study Design

BGB-16673-101 - CADANCE-101 (R/R CLL/SLL)

« CaDANCe-101 (BGB-16673-101, NCT05006716) is a phase 1/2, open-label, dose-escalation and

dose-expansion study evaluating BGB-16673 in adults with R/R B-cell malignancies

Key eligibility criteria for
CLL/SLL

* Meets iwCLL 2018 criteria for
treatment

= 22 prior therapies, including
cBTKi if approved for disease

« ECOG PS 0-2 & adequate
end-organ function

Key study objectives for part 1
* Primary: safety® and
tolerability, MTD, and RP2D

« Secondary: PK, PD,
and preliminary antitumor

activityd

Parrondo et al EHA2024

Part 1: Monotherapy dose finding?

Part 1a: Dose escalation®

Part 1b: Safety expansion

Selected R/R B-cell 600 mg Selected R/R B-cell Selected R/R B-cell
malignancies malignancies malignancies
(MZL, FL, MCL —
SLL WM. (MZL, MCL, CLL/SLL, WM) (MZL, WM, RT, DLBCL, FL)
CLL/SLL, WM,
DLBCL, RT) 200 mg n<120 n<40
ns72 <20 patients at doses cleared in part 1a: After part 2 opened, <40 patients in <
100 mg Oral dose escalation and recommended for dose levels as recommended by the SMC
(28-day cycle, QD) additional evaluation by the SMC
= ),
Determination of
BGB-16673 RP2D
A
J )
Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5 Cohort 6 Cohort 7
Post-BTK inhibitor, | | Post-BTK inhibitor, | | Post-BTK inhibitor, | | Post-BTK inhibitor RR F R/R non-GCB Post-BTK inhibitor
R/R CLUSLL R/R MCL R/R WM R/R MZL ) DLBCL R/R RT



Most Frequent Adverse Events

BGB-16673-101 - CADANCE-101 (R/R CLL/SLL)

Total (N=49)

Patients, n (%) All Grade Grade 23
Fatigue 16 (33) 1(2)
Contusion 14 (29) 0
Anemia 11 (22) 1(2)
Diarrhea 11(22) 0
Neutropenia/neutrophil count decreased 11(22) 10 (20)
Pneumonia 8(16) 6(12)
COVID-19 7(14) 0
Cough 7(14) 0
Dyspnea 7(14) 0
Amylase increasedb 6(12) 0
Lipase increasedb 6(12) 1(2)
Pyrexia 6(12) 0
Thrombocytopenia/platelet count decreased 6(12) 0
Arthralgia 5(10) 0
Decreased appetite 5(10) 0
Nausea 5(10) 0

Parrondo et al EHA2024

No cases of atrial fibrillation or grade
>3 hypertension were reported




Overall Response Rate

BGB-16673-101 - CADANCE-101 (R/R CLL/SLL)

* The ORR was 72% (31/43) in response-evaluable patients with CLL/SLL
« The ORR for the 200-mg group was 88%, with 2 patients achieving CR

200 mg 500 mg Total
(n=16) (n=7) (N=43)

Best overall response, n (%)?

CR

PR

PR-L

SD

PD

Discontinued prior to first assessment
ORR, n (%)*
Disease control rate, n (%)
Follow-up time, median, months

Time to first response, median (range), monthsf

Parrondo et al EHA2024

(100)
0
0
0
0(0.0)
1(100)
1(100)
19.8

2.9
(2.9-2.9)

10 (63)
2(13)
1(6)
1(6)
0
14 (88)°
15 (94)
6.3

2.8
(2.6-4.1)

4
4
1(7)
3(21)
8(57)
10(71)
3.9

2.8
(2.6-5.6)

4(57)
7 (100)
3.3

2.8
(2.6-2.8)

2 (5)
22 (51)
7 (16)
7 (16)
2 (5)
3(7)
31(72)
38 (88)
4.6¢

2.8
(2.6-6.2)



Epcoritamab, a Subcutaneous Bispecific Antibody

» Epcoritamab binds to CD3 on T cells and CD20 on B cells to
induce T-cell-mediated killing of co20+B cells’2

Approved in the US, Europe, the UK, and Japan for adults with
R/R DLBCL and different subtypes of LBCL after 2 lines of
systemic therapy3-6

* Previo usly showed promising single-agent antitumor activity in
difficult-to-treat, high-risk patients with R/R CLL: ORR 62%,
CR rate 33%/’

« |Initial data from 10 patients with RT treated with single-agent
epcoritamab showed promising antitumor activity (ORR 60%) with
a manageable safety profile8

First disclosure of data from the fully enrolled RT monotherapy expansion cohort

Kater et al EHA2024

S Cytotoxic activity.: -




Study Design: EPCORE® CLL-1 RT Expansion Cohort

Key RT inclusion criteria

<2 prior lines of therapy for RT

Ineligible for or declined
chemotherapy

Prior clinical history of CLL
or SLL

Biopsy-proven transformation to
CD20* DLBCL

ECOG PS 0-2

Measurable disease by PET
and/or CT/MRI

Kater et al EHA2024

Median follow-up: 12.9 mo (range, 0.5+ to 28.6)

RT expansion, N=42 (fully enrolled)

g Epc:arl't“a;\ab Efficacy

S 28.-d cvcles assessment by

2 4 b PET-CT obtained Treatment until

2_ QW C1-3 QBW until C6, and disease progression
2 then Q24W

:} 83VWV g‘:(_,g thereafter

* To ensure patient safety and better characterize CRS, inpatient monitoring was required for
24 h after the first full dose of epcoritamab (C1D15)

* Primary endpoint: ORR by IRC

+ Key secondary endpoints: CR rate, time to response, and safety/tolerability



Best Overall Response and by Line of Therapy

Total Efficacy Evaluable

Response, n (%)?

n=38°
Overall response 20 (53) 12 (60) 8 (44)
Complete response 16 (42) 10 (50) 6 (33)
Partial response 4 (11) 2 (10) 2 (1)
Stable disease 1(3) 0 1(6)
Progressive disease 14 (37) 6 (30) 8 (44)

Median follow-up: 12.9 mo (range, 0.5+ to 28.6). *Based on modified response-evaluable population, defined as patients with 21 target lesion at baseline and 21 postbaseline response
evaluation and/or patients who died within 60 d of first dose. Response assessment according to Lugano 2014 critenia. *Three patients died without postbaseline assessment (2 in the 1L RT
population and 1 in the 2L+ RT population).

High response rates observed, particularly in 1L RT patients

Kater et al EHA2024



Best Tumor Reduction From Baseline

100 - BCR ®PR ®mSD HmPD?
80 -
60 - Most evaluable patients® had at least a

40 - 50% reduction in tumor size from baseline

in tumor size (%)
o

Change from baseline

Kater et al EHA2024



Progression-Free Survival

A 150 " | NI P —s Responders (n=20)
32 -
B a0 L. -+ Nonresponders (n=18)
_g Y -4 Complete responders (n=16)
@ 60-
&
g 20 - - -
g
o
0 . T T T .
0 3 6 9 12 15 18
Time (months)
Number at risk
20 15 10 8 2 2 2
18 1 0
16 13 9 8 2 2 2
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AEs of Special Interest

CRS, n (%) 35 (83) ICANS, n (%)* 5(12)
Grade 1 14 (33) Grade 1 2 (3)
Grade 2 19 (45) Grade 2 3(7)
Grade 3 25) ICANS resolution, n/n (%) 4/5 (80)°

Median time to onset after first full dose, h (range) 14 (3-480) Median time to resolution, d (range) 2 (1-11)

Median time to resolution, d (range)® 3.5 (1-16) : &

: oa Tumor lysis syndrome, n (%) 4(10)

Treated with tocilizumab, n (%) 20 (48)  ahorat e oe 1(2)

CRS resolution, n/n (%) 34/35 (97)° = ry only

Clinical - grade 2 2 (5)
CRS Events by Dosing Period Clinical — grade 3 1(2)
A100 7 Grade 1 CTLS resolution, n/n (%) 2/3 (67)
R 80 1 26 Grade 2 Median time to CTLS resolution, d (range)® 3 (3-3)
.g 60 - 41.0 Grade 3
@ 40 4 : :
® 5 | W24 24 5 « CRS occurrence was predictable, with cases
= 238 167 — > - primarily occurring following the first full dose
0 B -
TiDr CI08 . clots  cibzz  CaDi+ » No AEs of special interest led to discontinuation
N=42 N=42 n=39 n=36 n=35
Cycle 1
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TRANSCEND CLL 004: phase 1/2, open-label, multicenter study

Key eligibility criteria

- Age > 18 years Leukapheresis Eligibility reconfirmed Day 1 Day 30

* R/R CLL/SLL

« Previously failed or ineligible l 5 Foll:w~up
for BTKi n-study:

« Failure of 2 2 (high risk) or Liso-cel Lymphodepletion e ot up to 48 months*
2 3 (standard risk) lines of ‘ manufacturing ‘ FLU 30 me/m2 and I T RPRPREE First disease assessment Long-term
prior therapy g y (NCT03435796):

«ECOGPS <1 Bridging therapy optional CY 300 mg/m? x 3 days FLU/CY

» Adequate bone marrow,
organ, and cardiac function
* No Richter transformation
nor active CNS involvement
& by malignancy

up to 15 years after
liso-cel infusion

DL1 Recommended Dose
M.Z phase 2 dose: DL2 expansion

Primary analysis data cut: September 29, 2022 Full efficacy-evaluable set® at DL2 (n = 87)
Primary endpoint CR/CRi rate 18% (95% CI, 11-28%)
Secondary endpoints OR ratec 47% (95% Cl, 36—-58%)
Median DOR 35.3 months (95% CI, 19.8—not reached)
Median PFS 18.0 months (95% CI, 9.4-30.1)
Median 0OS 43.2 months (95% Cl, 26.9—not reached)

Weirda et al EHA 2024



TRANSCEND CLL 004: Number of prior lines of systemic therapy and

overall response

« Patients in TRANSCEND CLL 004 had heavily pretreated disease with a median of 5 prior lines of
therapy, and responses were observed in patients with multiple prior treatments

* OR rate was numerically higher in patients who received < 3 versus > 3 prior lines of therapy

Distribution of prior lines of therapy
by response

Median 4 6
(Q1, Q3) (3, 6) (4, 8)
14+
c
> 121 o
a s
< 10- . .
5 . L
ol ° -
5) oswea 23
6 wanen —ese0—
(- e .
= 4 cios0s0080 GOS80
o) pree——y ssecese
E 2 - s

—

OR group NR group

Weirda et al EHA 2024 (N =41)  (n=46)

Number of prior lines of therapy

Odds ratio (95% Cl),
100 - 1.49 (0.56—-3.93)
90 -
80 A
70 4 OR rate, 54.5%

60 - tyd s OR rate, 44.6%

95% CI,
50 4 32.3-57.5

40 -
30 -
20 -
10 -

Responders, %




TRANSCEND CLL 004: Tumor burden correlation with
overall response

« Lower tumor burden was correlated with overall response

100

Responders, %
Ul O NN 00 VO
OO O O O O

H
o

Bulky (2 5 cm) disease?

Odds ratio (95% Cl),
3.69 (1.46—9.37)

OR rate, 63.2%

95% Cl,
46.0-78.2

OR rate, 31.7%

95% ClI,
18.1—-48.1

Presence
(n=41)

Absence
(n = 38)
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Mean
(95% CI)

SPD

24.1
(19.8-29.2)

52.7
(41.7-66.6)

> 180.0 -
180.0 A

135.0 1

SPD at pre-LDC, cm?
8
o

45.0 4

0.0 A

@
&

@
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(Hy

f

OR group
(n=37)

NR group
(n = 42)

® CR/CRi

LDH at pre-LDC, U/L

> 750.0 1

750.0 1

581.251

412.54

243.75+

75.0 4

LDHP
226.2 298.9
(200.6—-255.0) (259.0-344.9)
£ 2
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(n = 40) (n = 46)

® PR/nPR @ NR (SD/PD/nonevaluable)




