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MCL: 1L past, current & future treatment scenario

FIRST LINE

l !

-RISK-ADAPTED

R-CHT/ASCT R-Benda-BASED
+ R maint + R maint

\ 4 v DOUBLETS/TRIPLETS
-BTKi+BCL-2i+BsABs
R-CHT +cBTKi R-Benda +cBTKi -SEQUENTIAL
+ R maint + R maint Anti CD20-BTKi-CAR-T
Triang[e Echo -MRD DRIVEN
\ \ CAR-T or BsABs

N.B. ASCT in High Risk? ~ De-escalate Benda?



R/R MCL: 1L past treatment scenario

>1 LINE
BTK naive

FIRST-LINE R/R MCL
R-CHT-ASCT <65y

R-BENDA >65Y

cBTKi NAIVE

2 L

3L




IBRUTINIB in r/r MCL ACALABRUTINIB in r/r MCL

Targeting BTK with Ibrutinib in Relapsed or Refractory ACE-LY-004 (Acalabrutinib): Change in Tumor Burden and Best
Mantle-Cell Lymphoma Response Status per Lugano Classification

N=111 pts, ORR 68%, CR 21%** PFS os

_ 1.0 1o
Table 3. Best Response to Therapy.* 2
g = 0.8 = 08
No Prior Treatment Prior Treatment = 3 § ol 23 s
with Bortezomib  with Bortezomib All Patients 3 E § é‘,g_ 1
Variable (N=63) (N=48) (N=111) g §8 o SE os
v [ go
Response — no. (%) E 2 %27 Median PFS: NR ! %02 L anos NR
Overall ey 2 (67) my— £ & 00| T2-month PFS rate; % (5% Cl: 67 (58, 75) so| 12montnOS rate; % (@55 ciy: 87 (79, 62)
—_— — T T T [ T T T T T T T 1 ., — —, —,———————— ——YIMP P
7 30 Al _ 0 2 4 6 8 10 12 14 16 18 20 22 0 2 4 6 8 10 12 14 16 18 20 22 24
Complete 12 (19) 11 (23) 23 (21) @ — Bortezomib exposure Months Months
I én 204  — No bortezomib exposure Number at Risk Number at Risk
Partial 31(49) 21 (44) 52 (47) & 104 + Censored 124 11 7 85 83 76 73 28 21 8 5 2 0 124 120 115 110 107 104 103 95 46 18 11 & 0
Nonef 20 (32) 15 (31) 35 (32) 0 : : : : : . 850 PD
Response duration — mo 0 4 8 12 16 20 2 825+ 0 0/ % " 22
Median 15.8 NR 17.5 Months since First Dose a 832] N=124 ptS, ORR 81.5 /0, CR47.6% =PR
95% Cl 5.6-NR NR-NR 15.8-NR 1007 2
90| = 50+
Progression-free survival 304 )
— S 2 254
mo £ 704 c I
= ©
Median 7.4 16.6 13.9 g 60 6 0 - I I
95% Cl 5.3-19.2 8.3-NR 7.0-NR & iz’ £ 251 I|||||||
= i @
Overall survival —mo § 0] A e 504
o — Bortezomib exposure [}
Median NR NR NR 20— No bortezomib exposure o -75
104 + Censored n=118
95% ClI 10.0-NR 11.9-NR 13.2-NR o -100
0 ! 8 12 16 20 24
M M M —_ Months since First Dose . . . —
Median N Prior regimens = 3 (1-5) Median N Prior regimens =2 (1-5)
. . . . * i i
** Revised response criteria for malignant lymphoma 2007 Lugano criteria 2014

Wang M et al, NEJM 2013 Wang M et al. Lancet 2018; Le Gouil er al, Haematologica 2024



IBRUTINIB in r/r MCL: ACALABRUTINIB in r/r MCL:
Most Common Adverse Events Most Common Adverse Events

Hematologic

AEs* )
Neutropenia | [N
Thrombocytopenia =
Anemia
Diarrh
Nonhematologic |anj e ! - L o .
AEs* Fatigue | | B AEs occurring in 215% of patients )
Nausea 1 | Headache 24
7 |
Dyspnea | " | Diarrhea 17 J
Constipation | ] 1
. ) o Fatigue 19 1
Upper respiratory infection 1 .
Peripheral edema | (| Myalgia 15 |
Vomiting 1 Cough 17 1
Decreased appetite : | Nausea 10 1 Grade 1
| I
Cough 1 .
. rexia
Abdominal pain [ Py L : Grade 2
Pyrexia N Grade 3
. Grade 23 AEs occurring in 25% of all patients
Arthralgia ] : 9 ° I:‘I B Grade 4
Contusion | | Anemia [ :
Rash II i . . . . — 0
E Neutropenia | =
yperuricemia N 6| | Atrial fibrillation= 2.4 % pts
Myalgia ] | Pneumonia .
- infection | Atrial fibrillation=11% pts ' ' ' '
Urinary tract infection | * p 0 10 20 30 40
Back pain | l
Sinusitis i % of Patients
0 1.0 I ZID 3.0 4I0 5.0 E:O ?'.D BICI ‘EI.D 1(I]D

Patients, %

Grade 1-2 [ Grade 3-4 [ Grade 5

Wang M et al, NEJM 2013 Wang M et al. Lancet 2018; Le Gouil er al, Haematologica 2024
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CrossMark

N=267
60% pts >1L

Ibrutinib plus venetoclax in relapsed or refractory mantle cell
lymphoma (SYMPATICO): a multicentre, randomised,
double-blind, placebo-controlled, phase 3 study

Michael Wang, Wojciech Jurczak, Marek Trneny, David Belada, Tomasz Wrobel, Nilanjan Ghosh, Mary-Margaret Keating, Tom van Meerten,
Ruben Fernandez Alvarez, Gottfried von Keudell, Catherine Thieblemont, Frederic Peyrade, Marc Andre, Marc Hoffmann, Edith Szafer-Glusman,
Jennifer Lin, James P Dean, Jutta K Neuenburg, Constantine S Tam

B
100 Median
z Ibrutinib-venetolax 318 months (95% C120.0-47.0)
5 80 Ibrutinib-placebo 20-9 months (95% (116:3-25.2)
2 0]
Rate rati g
.. dle ratio i i
100 [ Ibrutinib-venetoclax (n=134) 110 (5% (1 0.97-1.25)- < 53
- 3 Ibrutinib-placebo (n=133) 10(95 ‘97-1:25); g
90 p=0-13 § 3
2 204
80 Rate ratio £ 104 HRO7(95%C0-43-091) p=0011
70 166 (95% C11-24-2-22); 5 & L 0B w  w % &£ B s e &
#3? 60— F:':'D"Dﬂ 04 Nomber atrisk Time since randomisation (months)
w (number censored)
= 50 brutinib-venetoclax 134(0)  107(5)  90(6)  80(8)  67(9)  63(10)  S6(11)  52(14)  31(29)  9(51)  0(60) )
& P S e S-S Ot S o e I IR S N
= 40 82% 74% A
30 100 4
54% g o]
20 o =)
10 3 6o
0 T 1 T 9 odi
Complete response rate Overall response rate g 407 — Median
E 301 — Ibrutinib-venetoclax  NR (95% C1 48-0-NE)
‘*: 204 — Ibrutinib-placebo 35-4 months (95% C1 24.7-49.5)
£ 104 HR 0.60 (95% Cl 0-40-0.89); p=0.0095
0 T T T T T T T T T T 1
. . . . 0 3 12 18 24 30 36 42 48 54 60 66
Atrial fibrillation 10% Nomber atisk
(number censored)

Wang et al, Lancet Oncol 2025

Ibrutinib-venetoclax 134 107 Q2 82 76 65 59 52 35 16 1 0
© @ (@) (27 Gy G& (9 @2 67 76 (1) (92)
Ibrutinib-placebo 133 96 83 71 58 50 42 39 20 3 1 ]
(0 (200 (3) (25 (320 G7) (38 (40 (54 (83 (72 (73



Pirtobrutinib in Relapsed/Refractory (R/R) Mantle Cell Lymphoma (MCL)
Patients with Prior cBTKi: Updated Safety and Efficacy including High-Risk
Subgroup Analyses from the Phase 1/2 BRUIN Study

Phase 1 Escalation + Expansion (25 to 300 mg QD)
Phase 2 (200 mg QD)

N=778

CLL/SLL MCL Other?
n=317 n=166 n=295

Prior cBTKiP cBTKi Naive

n=152 n=14

Key endpoints

Safety/tolerability

Determine MTD and RP2D
Pharmacokinetics

Efficacy (ORR according to Lugano
criteria, DoR, PFS, and OS)

Cohen et al, ASH 2023

Characteristics

Prior therapy, n (%)
BTK inhibitor
Anti-CD20 antibody
Chemotherapy

Reason discontinued any prior BTKi2, n

(%)
Progressive disease
Toxicity / Other
Unknown

Ki-67 index, n (%)
<30%
230%
Missing

Histology, n (%)
Classic/leukemic
Pleomorphic/Blastoid

sMIPI score, n (%)
Low risk (0-3)
Intermediate risk (4-5)

High risk (6-11)

Prior cBTKi

n=152

152 (100)
147 (97)
137 (90)

128 (84)

21 (14)
3(2)

18 (12)
45 (30)
89 (59)

120 (79)
32 (21)

30 (20)
79 (52)
43 (28)

cBTKi Naive

n=14

0 (0)

14 (100)
14 (100)

2 (14)
6 (43)
6 (43)

11 (79)
3 (21)

3 (21)
5 (36)
6 (43)

1004

Progression-Free Survival (%
3

Progression-Free Survival

Median PFS: 5.6 months
95% ClI: 5.3-9.2
15.9 months
Median Follow- 88/152
35.7% up:
Events/Total:

22.0%

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 48

No. at Risk

Months from First Dose

152 100 71 51 44 35 31 28 25 21 18 16 10 9 8 7 6 2 2 2 1 1 1 0

Duration of Response

Median DoR: 21.6 months
~ 1004 95% ClI: 9.2.27.2
-\G
< g0l 14.7 months
Z Median Follow-  32/75
5 80 .
g ] up:
o 70 Events/Total:
o 5o
c
£ 501
5 40
a
§ 30
20
% 104
= 0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
No. at Risk Months from Start of Response
75 57 48 42 34 29 26 25 20 17 16 10 8 7 6 6 2 2 1 1 0
1004 Overall Survival . 2 0s: 235 months
R 904 95% CI: 17.1-NE
2 80 24.2 months
8 704 Median Follow-  64/152
F] .
O 60 up:
% 50+ Events/Tatal:
< 404
3
® 30
g 20
3 104
0- T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 1214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50
No. at Risk Months from First Dose

152 135 123 109 100 90 84 77 74 67 58 48 38 32 21 17 16 15 11 7 5 4 2 2 2 0



Pirtobrutinib Safety Profile in MCL Patients

Treatment-Emergent AEs in Patients with MCL (n=166)

All Cause AEs, (215%), % Treatment-Related AEs, %
Fatigue 31.9 21.1
Diarrhea 22.3 0.0 12.7 0.0
Dyspnea 17.5 1.2 9.0 0.6
Anemia 16.9 7.8 7.2 2.4
Platelet Count Decreased 15.1
InfectionsP 42.8 19.9 15.7
Bruising® 16.3 0.0 11.4 0.0
Rashd 145 0.6 9.0 0.0
Arthralgia 9.0 1.2 2.4 0.0
Hemorrhage® 10.2 2.4 4.2 0.6
Hypertension 4.2 0.6 1.8 0.0
Atrial Fibrillation/Flutter®9 3.6 1.8 0.6 0.0

Median time on treatment was 5.5 months for the MCL cohort
Discontinuations due to TRAEs occurred in 3% (n=5) of patients with MCL
Dose reductions due to TRAEs occurred in 5% (n=8) of patients with MCL

3AEs of interest are those that were previously associated with covalent BTK inhibitors. PAggregate of all preferred terms including infection and COVID-19. cAggregate of contusion, bone contusion, ecchymosis, and increased tendency
to bruise. dAggregate of all preferred terms including rash. eAggregate of all preferred terms including hemorrhage or hematoma. fAggregate of atrial fibrillation and atrial flutter. 90f 6 total atrial fibrillation and atrial flutter TEAEs, 3
occurred in patients with a prior medical history of atrial fibrillation. In the MCL cohort, treatment-related AEs leading to discontinuation included weight decrease/alopecia/fatigue (1), neutropenia (1), platelet count decreased (1),
pneumonitis (1), and cholecystitis (1).



R/R MCL: 1L past treatment scenario

FIRST-LINE

R-CHT-ASCT <65y
R-BENDA > 65 Y

| R/R MCL

1 cBTKi NAIVE

2L

1

2° gen cBTKi
(cBTKIi/BCL-2i*)

1

3L

CAR-T**

_
—

1

SECOND &
THIRD LINE

*Not approved by
EU regulatory
authorities

** consider allo-
SCT consolidation
if young, high risk



R/R MCL: 1L current treatment scenario

FIRST-LINE
R-CHT+IBRUTINIB* —> Time-limited BTKi

<65y

R/R MCL

SEEERIDAS ——— Continous BTKi

ACALABRUTINIB >65Y

* Second generation BTKi in |brutinib intolerant?

FIRST LINE




Patient

population

« Aged =65 yr

* Previously
untreated

stage II-IV
MCL

« Suitable for
HD Ara-C and
ASCT

« ECOG PS 0-2

ArmA
R-CHOP alt w/
R-DHAP x 6

ArmA+1
R-CHOP + Ibrutinib
alt w/
R-DHAP x 6

rml
R-CHOP + Ibrutinib
alt w/
R-DHAP x 6

Primary Endpoint

Key Secondary
Endpoints

* PFS
* RD
* 0S

* Response rates

» Safety

TRIANGLE

Observation

ECHO

ECHO: multicenter, double-blind, placebo-controlled, Ph 3 trial

Untreated MCL

2 yrs Ibrutinib
maintenance

Observation

2 yrs Ibrutinib
maintenance

Observation

R maintenance was added following national guidelines

in all 3 trial arms

Rituximab maintenance (without or with Ibrutinib) was started in
168 (58 %)/165 (57 %)/158 (54 %) of A/A+l/l randomized patients.

MIPIl int-high 41-43%
Ki67 230% 31-33%

Blastoid 11-13%

(N=598)
Age 265 years
ECOG PS=2

Stratification
sMIPl score: Low vs
intermediate vs high
Geographic region:
North America vs
Western Europe vs other

R
A
N
D
o}
M
|
z
E

Enrollment: Apr 2017-Mar 2023
Sites: 195 globally

Primary Endpoint

Bendamustine?®
Rituximab®
x 6 cycles

Bendamustine?
Rituximah®
X 6 cycles

1 cycle = 28 days

* PFS byindependent review
committee (IRC)

Key Secondary Endpoints

* PFS byinvestigator (INV)
* ORR by INVand IRC

* DoRbyIRC

« OS

Primary endpoint:

* PFS (Independent Review Committee)
Key secondary endpoints:

* ORR (Independent Review Committee)
*+ 0s

Maintenance Rituximab Safety

(every 2 cycles x 2 years)

Acalabrutinib 100 mg BID, PO until PD or toxicity

Maintenance Rituximab
(every 2 cycles x 2 years)

Placebo BID, PO until PD or toxicity

Crossoverto

acalabrutinib after PD

was permitted

sMIPI int-high 66-67%

Ki67 230% 46-49%

Blastoid/pleomorphic 13-14%




TRIANGLE

1.0
FFS

0.9

0.8

0.7
2 06
o
_’.g 0.5
S 04

0.3 median follow-up = 55

0.2 — A, median not reached

: = A+l, median not reached
0.1 ~— |, median not reached
0.0
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

Numbers At Risk months from randomisation
A 288 255 245 235 219211 200 187 158 121 74 57 32 20 4 1
Al 292 274 259 252 245 236 230217180141 89 70 28 24 6 2
! 290 273 263 250 246 237 228 213 167129 89 67 31 20 7 2

1.0

oS

0.9

0.8

0.7
2 06
=
_'é’ 0.5
S 04

0.3 median follow-up = 55

0.2 — A, median not reached

. = A+l median not reached
0.1 — |, median not reached
0.0
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

Numbers At Risk months from randomisation

A
Al

288 270 260 255 243 238 233 222186145 92 73 41 23 5 1
292 281 267 262 257 253 248 235201 160 107 83 39 26 8 2

! 290 282 273 266 264 259 253 243 194 147 101 78 41 21 7 2

Dreyling et al ASH 2022; Dreyling at al Lancet 2024

- 4-year FFS A: 70%
- 4-year FFS A+l 82%
- 4-year FFS |: 81%

- 4-year OS A: 81%
- 4-year OS A+l: 88%
- 4-year OS I: 90%

ECHO

« Significant improvement in median PFS by ~17 mo
+ 27% reduction in risk of PD or death?

100 Acalabrutinib + BR
e © Placebo + BR
= 80 A
2
2
S
v B0
° -
©
= ABR PBR S
& 40 (n=299) (n=299) Ty
-% PFS events, n (%) 110 (36.8) 137 (45.8) S
@ PD 57(19.1) 33.1) 69% received BTKi as H
& 20 { Median PFS, months 66.4 subsequent treatment :
E (95% CI) (55.1, NE) (36.0, 64.1)

Stratified HR (95% CI), -
o - tog-rank P-value 0.73 (0.57, 0.94), P=0.0160
T T T T

T T T T T T T T

0 6 12 18 24 30 36 42 48 54 60 66 72
Months
Number at risk
Acala+BR 299 258 232 205 182 156 136 122 98 73 53 34 2
Placebo +BR 299 243 204 181 159 142 118 102 84 63 44 25 4

COVID-19deaths censored

100 1 —— Acalabrutinib + BR
------ Placebo + BR
b4y
801 i, g
$ H st
= Y,
g 504 YT
# + =
i F<
=
n
<=u 40 ABR PBR
a (n=299) (n=299)
8 0S events, n (%) 64(21.4) 80 (26.8)
20 1 Median OS, months NE NE
(95% CI) (NE, NE) (73.8, NE)
Stratified HR (95% _
0 Cl), log-rank P-value 0.75 (0.53, 1.04), P=0.0797

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months

299 280 259 243 230 207 181 163 146 110 86 58 25 3 0
299 268 247 229 215 193 175 157 141 108 78 51 21 3 0

78



R/R MCL: 1L current treatment scenario

FIRST-LINE
R-CHT+IBRUTINIB*
<65y

R-BENDA-
ACALABRUTINIB >65Y

—  Time-limited BTKi

q

Time to Relapse

—> (Continous BTKi

* Second generation BTKi in |brutinib intolerant?

.

2L

SECOND &
THIRD LINE
3L

ncBTKi

*Not approved by
EU regulatory
authorities

ncBTKi

** consider allo-
SCT consolidation
if young, high risk



CONCLUSIONS

Time limited
(2y w/R Maint.)

CIT +/- R Maint.

NcBTKIi

Int. CIT+ASCT
RB, RBAC

ECHO Acalabrutinib

GESLIVE g Continous — BN
Until PD

TRIANGLE
(INTENSIVE CIT+I
+ R + | Maint. 2y)

Ibrutinib

Time limited
2y —_—
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