=\

DELL" INNOVAZIONE

FOCUS SUL LINFOMA MANTELLARE

Come il BTKi di seconda generazione cambia I'approccio di prima linea

Enrico Derenzini

Divisione di Oncoematologia, Istituto Europeo di Oncologia
Dipartimento di Scienze della Salute, Universita di Milano




Disclosures of Enrico Derenzini

Company name F:Jspe:;:th Employee Consultant Stockholder s:sf::l:s A:Zi::;y Other
Takeda X X
Roche X X
Incyte X X X
ADC- X
Therapeutics
Beigene X X
AbbVie X X
Astra Zeneca X X
Lilly X
Sobi X X
Gilead X
Regeneron X
J&J X

BMS X



Drivers of therapeutic decision-making in MCL

Age vs Transplant eligibility vs Cytarabine-based induction eligibility

PATIENT'S

AGE/FITNESS 1° vs 2° gen cBTKi

Tailored therapeutic strategies according
to biologic risk in MCL?

Is there an optimal sequencing strategy?



MCL: past, current & future treatment scenario

FIRST LINE

PAST m hﬂﬂ
R-Benda +cBTKi

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

+ R maint
Triangle Echo

CHEMOFREE
RISK-ADAPTED




Patient’s Age/Fitness
And Eligibility To Treatment

EHA-EU MCL GUIDELINES

First-line treatment of MCL

——

! !

R-DHAP [I, A] BR [I, B; preferred]
R-CHOP/R-DHAP [I, A] VR-CAP [I, B]
R-maxi-CHOP/ R-BAC [Ill, B]
R-HD-AraC [Ill, A
R-CHOP [I, €]
R-DHAOX [III, A]
ASCT [I, Alf

3 years R
maintenance [I, A]

Jerkeman M et al, Hemasphere 2025



High-Risk MCL

MIPI Ki-67
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High-Risk MCL

HIGH RISK AND ULTRA-HIGH RISK MANTLE CELL LYMPHOMA

Concept of ultra-high risk MCL.:

Features Newly diagnosed MCL Clusters of
Accepted ultra-high- | De novo blastoid or pleomorphic histology with high-risk High-risk factors
risk features mutations””

Ki-67% =250%1 in involved tissue biopsy with blastoid or
pleomorphic histology'*""

+TP53 mutation (R273) with other high-risk gene mutations
(KMT2D, NSD2, CCND1, NOTCH1, CDKN2A, NOTCH?Z,
or SMARCA4 mutations) and extensive disease burden””

CNS involvement with systemic disease™

Accepted high-risk Blastoid or pleomorphic histology*”
features Ki-67 250%T in involved tissues with classic histology

TP53 mutation'® and/or del(17p) by FISH, TP53
overexpression by IHC, and/or non-TP53 mutations
(NOTCH1/NOTCHZ, KMT2D, NSD2, and SMARCA4
mutations)’’

CK4S

MYC rearrangement and/or amplification

TP53 expression in >50% of cells or a high combined MIPI
score

Simplified MIPI score 26.2°"

Bulky disease||

12,41

46-50

Jain and Wana. Blood 2025



cBTKi based 1L regimens

TRIANGLE

Arm A
R-CHOP alt w/

ECHO

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

Primary endpoint:
* PFS (Independent Review Committee)
Key secondary endpoints:

Patient R-DHAP x 6 Observation « ORR (Independent Review Committee)
population .
il R Bendamustine® Maintenance Rituximab sof
e Aged =65 yr (N=598) A Rituximab® atety
- Ereatey Age 26! N x 6 cycles (every 2 cycles x 2 years)
treated S ECOG PS=2
un .
R-CHOP + Ibrutinib ini D ini i ici
stage IV o 2 yrs Ibrutinib Observation Acalabrutinib 100 mg BID, PO until PD or toxicity
ML e maintenance Stratification 0
R-DHAP x 6 4
. * sMiPlscore: Lowvs M
* Suitable for intermediate vs high I l Crossoverto
4 1 a ..
Egcf-}l[a C and e 2 Be:_‘:amusi;';e Maintenance Rituximab I acalabrutinib after PD
o . North America vs ALl (every 2 cycles x 2 years) was permitted
« ECOG PS 0-2 il 2 yrs lbrutinib Observation Western Europe vs other | E x 6 cycles |
R-CHOP + Ibrutinib maintenance

alt w/ Placebo BID, PO until PD or toxicity

R-DHAP x 6

Enrollment: Apr 2017-Mar 2023

Sites: 195 globally

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/| randomized patients.

1 cycle = 28 days

Primary Endpoint

* PFS by independent review
committee (IRC)

Key Secondary Endpoints

* PFS by investigator (INV)

Primary Endpoint

- FFS MIPI int-high 41-43% sMIPI int-high 66-67%

Key Secondary

Endpoints

Ki67 230% 31-33% Ki67 230% 46-49%

* Response rates

« PFS - ORRbyINVand IRC
« RD Blastoid 11-13% | DoRorRe Blastoid/pleomorphic 13-14%
« OS

» Safety

Dreyling M, et Al. Lancet. 2024 May 25;403(10441):2293-2306. doi: 10.1016/S0140-6736(24)00184-3. Epub 2024 May 2. PMID: 38705160.
Michael Wang et al.. J Clin Oncol 43, 2276-2284(2025).D0OI1:10.1200/JCO-25-00690



cBTKi based 1L regimens

1.0
0.9+
0.8+
0.7+
0.6+
0.5+
0.4~

FFs

probability

0.3 median follow-up = 55
0.2 = A, median not reached

. — A+l median not reached
0.1+ — |, median not reached

O’O-I'I‘I'I'I'I'I'I‘I'I‘I'W'I'I‘I'I'I
0O 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
Asl 292 274 259 252 245 236 230217180141 89 70 28 24 6 2
' 200 273 263 250 246 237 228 213167129 89 67 31 20 7 2

1.0
0.9+
0.8
0.7+
0.6+
0.5
0.4+

0.3+ median follow-up = 55
0.2- — A, median not reached

" = A+l, median not reached
0.1 = |. median not reached

0.0
LI DL B B B B LA BLE BN NI LA B B B BELE B
0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

os

probability

Numbers At Risk months from randomisation
A 288 270 260 255 243 238233 222186145 92 73 41 23 5 1
Al 292 281 267 262 257 253 248 235201 160 107 83 39 26 8 2
i 290 282 273 266 264 259 253 243 194147 101 78 41 21 7 2

Dreyling et al ASH 2022; Dreyling at al Lancet 2024
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ECHO

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

100 4 Acalabrutinib + BR
< " Placebo + BR
= 801
2
=
3
@ 60
S T
E ......
by T
c 40 (n=299) (n=299) Bt
‘% PFS events, n (%) 110 (36.8) 137 (45.8) el
@ PD 57 (19.1) (99)33.1) 69% received BTKi as :
& 20 4 Median PFS, months 66.4 49.6 subsequent treatment
E (95% CI) (55.1, NE) (36.0, 64.1)
Stratified HR (95% Cl), _
o | log rankPvelas 0.73(0.57, 0.94), P=0.0160
T T 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 78
Months
Number at risk
Acala+BR 299 258 232 205 182 156 136 122 98 73 53 34 2 0
Placebo + BR 299 243 204 181 159 142 118 102 84 63 a4 25 4 0

Overall Survival, %

100 4

80

60 A

40 1

20 1

COVID-19 deaths censored

—— Acalabrutinib + BR
- Placebo + BR

ABR PBR
(n=299) (n=299)
0S events, n (%) 64 (21.4) 80 (26.8)
Median OS, months NE NE
(95% CI) (NE, NE) (73.8, NE)

Stratified HR (95%

o tog ek pvatue0-75 (0.53, 1.04), P=0.0797

T T T T T T T T T T T T T T 1

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

Michael Wang et al.. J Clin Oncol 43, 2276-2284(2025).D0I:10.1200/JCO-25-00690



cBTKi based 1L regimens

in young, fit, high-risk MCL

TRIAN G LE TRIANGLE: Greater benefit of A+ | over A in high-risk patient as defined

by high p53 expressors and high-risk biology (p53 > 50% or Ki67 230%)

1.0 FFS
0.9- A B
0.8 1.00 — GroupA —~
—— Group A+l
0.7- z
= ] . 0, B 075- :
Z os - 4-year FFS A: 70% £
® 0.5- =3
=] o
o . 0 € .00 _
£ 04 - 4-year FFS A+l: 82% £ 00
0.3+ median follow-up = 55 o i_j
= A, median not reached . & 0.5 4
0.21  — ‘A%, median not reached - 4'year FFS I. 81 /0 % 025
0.1 I. median not reached = HR 050 (one-sided 98.3% C1 0-0.98) HR 0.43 (one-sided 983% CI 0-0.83)
0.0+ 0
L I A S L S B I B B S B 0 6 12 18 24 30 36 42 48 54 60 6 72 O 6 12 18 24 30 36 42 48 54 60 66 72
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 Number at ik
Numbers At Risk months from randomisation (number censored)
A 288 255 245 235 219 211 200 187 158 121 74 57 32 20 4 1 GroupA 168 156 150 134 109 8 5 3% 19 9 1 0 0 B 6 59 49 33 26 18 B 4 0 0 0 0
A 292 274 259 252 245236 230 217 180 141 89 70 28 24 6 2 (0 (8 (12) (24) (44) (62) (83) (109) (122) (132) (140) (141) (141) (0) (3} (3) (9 (19 (25 (1) (36) (44) (48) (48) (48) (48)
i 290 273 263 250 246 237 228 213 167 129 89 67 31 20 7 2 GroupA+l 181 170 159 142 119 94 74 45 31 13 2 1 0 81 70 66 5 43 30 27 14 8 4 1 0 0
(0 (9 (13 (29) (50) (74) (94) (122) (137) (153) (164) (165) (166) (0) (7) (8) (15) (27) (37) (40) (51) (57) (61) (64) (65) (65)

C D
1.00 -
£ o075 i
e
=
£
z 050 4
<
£
£ 0254 i
& HR 057 (one-sided 98-3% C10-1-14) HR 0-14 (one-sided 98-3% C1 0-0-57)
- — .
MiP-adjusted HR: 0.62 0 - 1.29) MIPI-adjusted HR: 0.57 (0 - 1.32) O 6 1 1 2 30 3% 42 48 54 60 6 2 0 6 12 1 24 P % 4 48 4 0 e 72
Number at risk Time since randomisation (months) Time since randomisation (months)
= 0 . ber censored)
Ki-67 = 50% Blastoid GoupA 162 145 140 120 92 71 51 33 1 5 0 o0 o 21 15 10 9 8 8 5 2 0 0 0 0 0
' (0 (20) (14) (29) (51) (70) (87) (104) (121) (131) (136) (136) (B6) (0 (0) (@ (0 (@ (@ @) (® @ @ @ @ (@
T @ & % 6 8 % GroupA+l 150 141 130 115 91 72 62 33 24 13 3 1 0 % 2 220 19 15 12 9 &5 3 1 0 0 0

© @) (10) (24) 48) (65 (75 (102) (111) (122) (132) (134) (135 (O @) @ (G (@ 1) @4 (17) (20 1) (2) 22) (22

4: Failure-free survival for group A+l vs group A in selected subgroups of patients with low (<30%) Ki-67 (A), high (230%) Ki-67 (B), low (<50%) p53 (C), and high (>50%) p53 (D)
omazard ratio.

Dreyling et al ASH 2022; Dreyling at al Lancet 2024



cBTKi based 1L regimens

in young, fit MCL

TRIANGLE

mR-CHOP/R-DHAP (N=287) mIR-CHOP/R-DHAP (N=579)

. . . 13%
Gastrointestinal disorders - 129%
Infections and infestations - 9%

Metabolism and nutrition disorders ﬂ 13m0

General disorders and administration site conditions . gi

. 4%
Investigations L o

] . 5%
Renal and urinary disorders ‘ 7%

. 5%
Vascular disorders l 6%

Nervous system disorders La%

5%
) . 2%
Cardiac disorders Py
. . —_n . 3%
Respiratory, thoracic and mediastinal disorders 29
0% 10% 20% 30% 40% 50% 60% 70% 80%

Induction

Dreyling et al ASH 2022; Dreyling at al Lancet 2024

mA (N=238) mA+l (N=230) =l (N=268)

Blood and lymphatic system disorders

Infections and infestations

50%

Gastrointestinal disorders

Nervous system disorders

Cardiac disorders

General disorders and administration site conditions

Musculoskeletal and connective tissue disorders

Maintenance phase




cBTKi based 1L regimens

in elderly, unfit MCL

An additional 13% of patients
100 - achieved CR with acalabrutinib + BR

90 4 * Significant improvement in median PFS by ~17 mo
100 * 27% reduction in risk of PD or death?®
80 - PR: 24,4% e | WL e ':faacl:g;ufi;i;‘uan
70 - PR: 34,4% % wd
[
>
L 60 - E ......
o 50 o 60
o S | T e
[T .
O 40 - £ a0 (n=299) (n=299) g
30 4 CR: 66,6% 2 PFS events, n (%) 110 (36.8) 137 (45.8) Lt
CR:53.5% @ PD 57 (19.1) (99)33.1) 69% received BTKi as :
20 | ’ % 20 4 Median PFS, months 66.4 49.6 subsequent treatment :
E (95% CI) (55.1, NE) (36.0, 64.1) :
i Stratified HR (95% Cl), _ :
10 0 | log-rankP-value 0.7IS (0.57I, 0.94),‘P—0.01 60 . . . | | . .
0 - 0 6 12 18 24 30 36 42 48 54 60 66 72 78
Acalabrutinib + BR Placebo + BR Namber at sk Months
_ _ Acala+BR 299 258 232 205 182 156 136 122 98 73 53 34 2 0
(n_299) (n_299) Placebo + BR 299 243 204 181 159 142 118 102 84 63 44 25 4 0
1,00 R e -

=0« Probability of mantaining MRD-negative
status after induction by treatment arm

=
o
3

Probability of Maintaining
MRDneg Status
o o
M o
[$2] o

== Acala + BR

0.00 - Placebo + BR
0 6 12 18 24 30 6 42 48 54 60 66 72 78 84
prie Months
No. at risk

Acala + BR 188 182 172 158 147 137 125 16 100 74 54 37 16 0 0

Placebo +BR

Wang et al JCO 2025

« The probability of maintaining MRD negativity after induction was 2.3-fold greater for the acala arm than the placebo arm



ECHO Study: High-risk Subset

High-risk Population Overall Population’ PFS in High-risk Population
ORR: 89.8% ORR: 84.7% ORR: 91.0% ORR: 88.0% )
100 1  95% Cl: 84.9,93.6 95% Cl: 78.9, 89.4 95% Cl: 87.3, 93.8 95% Cl: 83.9, 91.3 1007 = T Al BR
B .
90 - mCR = PR =
| S 80 -
80 21.9 24.4 £
X 70 34.4 5
S 37.2 & 60
g 60 - g
-—— =
5 2
= 40 g 47 _
D“_S 30 - g . ml:::n:r:;mn pl.‘:e:.:s;,an ~+
D 0 PFS events, n (%) 83 (44.4) 96 (52.5) i
20 =] PD 44 (23.5) 71(38.8)
i Median PFS, months 495 36.0
10 4 (95% CI) 35,6, NE) 26.9,50.1)
0 - Unstratified HR (85% CI), log-rank P-value 0.74(0.55, 0.99), P = .0432
0 | T T T T T T T T T T T T T
ABR PBR ABR PBR 0 6 12 18 24 30 rjgntrﬁ 48 54 60 66 72
(n=187) (n=183) (N =299) (N =299) Number at risk
Acalabrutinb + BR 187 159 138 123 105 91 81 72 58 44 34 22 Q
ORR CR ORR Placebo+BR 183 143 113 100 87 78 64 55 44 31 21 12 2 0
Difference (ABR vs PBR) 51% 20.4% Difference (ABR vs PBR) 3.0%
95% Cl 17,121 104,30.0 95% Cl 20,81 « After PD, 38 (563.5%) of 71 patients with high-risk disease who
P-value 1382 <.0001 P-value 2196 L
progressed on placebo crossed over to acalabrutinib
PFS in Patients With Ki-67 230%, Blastoid/ PFS in Patients With
Pleomorphic Histology, and/or TP53 Mutation Blastoid/Pleomorphic Histology PFS in Patients With Ki-67 Index 230%
100 1 = —— Acalabrutinib + BR 100 - — Acalabrutinib + BR 100 — Acalabrutinib + BR
3 1“,‘.‘ """"" Placebo + BR e - Placebo + BR e “t\ ~—-- Placebo + BR
$ o0y T 80 T 80
3 e :
3 @ g | “ &0
i 2 o
S 40 o L
.g S 40 5 40
g Acalabrutinib + BR Placebo + BR K] » oo Aoy g + Placebo + BR
D 20 1 rs cventnn i) Suze freh N $ | e M 2 ey et o
o PD 3 (213) 81(389) © 20 7 Pprs ovents, n (%) 211612) 24(63.2) et @ 20 1 Prsevents, n (%) 56 (40,3} 80 (54.4)
o Median PFS, months 495 } E PD 11(26.8) 20 (52.6) E PD 26 (187) 59 (40.1)
(98% CI} (34.8, NE) (21.9, 49.6) o Median PFS, months 348 111 o Median PFS, months 55.1 2|3)2:g B
01 Unstratified HR (95% Cl), log-rank P-value 0.66 (0.48, 0.91), P= 0119 (95% CI) (19.4, NE) 7.0,37.1) (95% CI) (36.0, NE} ( 3 )
T T T T T T T T T T T T T 1 0 Unstratified HR (35% CI), log-rank P-value 0.59 (0.3, 1.07), P= 0775 0 Unstratified HR (85% CI), log-rank P-value 0.63 (0 45, 0.89), P=.0084
0 6 12 18 24 30 36 42 48 54 60 66 72 78 K ! ! ! ! ! ! ! i ! ! ! ' ! ! ! ! ' ! ! ' ! ! '
Months 0 6 12 18 24 30 36 42 48 54 6 0 6 12 18 24 30 36 42 48 54 60 66 72
Months Months

Dreyling et al. EHA 2025:Abstract LB3439; Wang et alJCO 2025



ECHO Study: Safety

Adverse Events of Interest

Acalabrutinib + BR Placebo + BR
(n=297) (n=297)

Any grade Grade =3 Any grade Grade =3

9
. pen s . Acalabrutinib + BR Placebo + BR
Atrial fibrillation (n=297) (n=297)
Hypertension
Maior bleed Any AE 121 (40.7) 88 (29.6)
ajor bleeding?
J b Grade >3 60 (20.2) 50 (16.8)
Infections
5 Grade 5 28 (9.4) 20 (6.7)
econd primar
. . . SAEs
malignancies (exdluding 60 (20.2) 52(17.5)
non-melanoma ski Grade 23 58 (19.5) 48 (16.2)
Median treatment AE leading to acalabrutinib/ : \ -~
: : : 31(10.4 19 (6.4
exposure (range), month placebo discontinuation
aGrouping of preferred terms; defined as a hemorrhagic event that is serious, or grade =3 in severity, Wa ng M, JCO 2025

or that is a CNS hemorrhage (any severity grade). PGrouping of preferred terms.
BR, bendamustine + rituximab; CNS, central nervous system.



ECHO Study: Long Term FUP

LONG-TERM FUP & TTN2

Methods:

 Median follow-up was 60.8 months (range 0-88.5) per reverse K-M for PFS

* Median time on study was 51.9 months (range 0.03-93.04) for all other outcomes

e TINT2 was assessed in a post hoc analysis

« TTNT2 was defined as the time from randomization to either the start of 3L antilymphoma treatment after
discontinuation of randomized treatment or death

TTNT2 (or death)

1L
Wang M, ASH 2025



ECHO Study: Long Term FUP

LONG-TERM FUP & TTN2

100 +
- ABR
: 80 — PBR
&)
C ~
53 © At 60.8 months of Follow-up PFS further
S
2 z 40 . .
83 N — improved with ABR vs PBR
o - ABR (n=200) PBR (n=200) ABR (n=299) s PBR (n=299)
20 mMa) 884 (55.1. NE) b 40.6(38.0,84.1) 725(60.7,NE)  47.8(36.1, 60.8)
; ’“‘""":f*":“ cn; 0.73 (0.57. 0.94); P=0.0160 0.68 (0.53, 0.87); P=0.0022
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
No. at risk Months
ABR 299 258 232 205 184 165 147 3" 123 115 95 70 39 18 4 0
PBR 299 244 205 182 160 145 128 116 103 89 74 56 27 1" 3 0
*  PFS risk reduction with ABR vs PBR increased from 27% (primary analysis) to 32% (updated analysis)
* Median PFS was longer with ABR vs PBR (6 years vs 4 years)
100 9
- ABR
- * . L]
15 ABR lowered the risk of needing 3L therapy
2s .
1 Py e (TTNT2) by 24% compared with PBR
2 e mEy  uma ~ -
- ot B =a7 COABR Acses A we
Medan TTNTS monihs (9. NEZLIE) 738682 1) —“— Weromowr e
i . . . : : ; ; . . : ; ; : ;
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
No. at risk Months
ABR 299 280 256 241 230 210 190 175 162 147 134 102 72 45 20

2 0
PBR 299 269 244 223 205 187 172 157 149 139 125 95 65 38 17 2 0 WangM ASH 2025
’

* At 48 months, the rate of patients who had not yet initiated 3L therapy or had not died was 67.6% for ABR vs 59.2% for PBR



Any AE g;
Grade 23
SAE

(G23)

Infections

(G23)

Atrial fibrillation

(G23)

Ventricular tachyarrhythmia
(any grade)

Hypertension

(G3/4)
openia

(any grade)
hemorrhage
(any grade)

100 80 60 40 20 0 20 40 60 80

ECHO Study: Long Term Safety

Safety & Long Term FUP

ABR (n=297)
ABR (46.1 mo) = ABR (53.0 mo)

PBR (n=297)
»PBR (444 mo) u PBR (50.8 mo)

990
990
889
892

690
704
502
512
411
423

40
LX)
24
24
57
6.1

1.7

24

3.0

84
84

229 205

24
24

54
57

100
Incidence, %

« ABR arm® 1 new case of grade 23 atrial fibrillation reported (primary, 4.0%; updated, 4.4%)
* PBR arm® 1 new case of ventricular tachyarrhythmia reported (primary, 2. 4%, updated, 3.0%)

Wang M, ASH 2025



cBTKi+ Anti CD20

Towards a chemofree 1L therapy in MCL

R + |brutinib R+ Acalabrutinib

1.00 —_‘_‘_‘—\—‘_l— 1.00 4 (1) o T N R 10T
(0]
- o0 pts W £ 804 o0 pts 3 .
5" 7m0 = 0751 § 0 2 Deaths/Total
= 22% AF 5 2 o 2% AF B gl Median - Not reached  3/50
g o= { 21 out for tox 5 o 5 |Doutfortox 5
g 71% CR § [+R 24 m, then | until PD ; 401 QO%RM%BNMreachedProngss;ed/Tota' é 404 A+R 24m
0.25 No. (events) Median (95%CI )
(50(7):‘0“%0;(’ o) 0.25 No.ie\;ents)Median(SS%Cl) g 20 g 20-
50 (5) Not reached & o
0 6 1 1w ZI: 310( 3l6th ‘;'2 ® s @ 6 0 6 12 18 24 30 36 42 48 54 60 66 00 5 é 6 1'2 1'5 1'3 2'1 2'4 00 é é ; 1'2 1'5 1l8 2'1 2'4
No. at risk (events): e mons N——— Time {months) Time in Months Time in Months
50 (1) 48 (2) 45 (2) 42 (0) 37 (0) 31 (1) 29 (0) 25 (1) 18 (0) 14 (0) 8 (@) 0 .50 (0) 49 (2) 46 (1) 44 (0) 39 (0) 32 (0) 31 (0) 27 (1) 20 (0) 16 (1) 8 (0) O
Median PFS NR Median OS NR Median PFS NR Median OS NR
3-year 87% 3-year 94% 2-year 92% 2-year 96%
Ki-67% > 50% and blastoid excluded. Ki-67% > 50% in 31% pts, 3 blastoid,
Ki67 30-50% in 24% pts. s-MIPI high in 16% s-MIPI high in 22% pts

Jain at al. JCO 2021 Jain at al. ASH 2023



ENRICH Study

Towards a chemofree 1L therapy in MCL

> =+ Ibrutinib plus rituximab == Immunachemotherapy [+R x 6 CyCleS s I+R m 2y, | QPD = lbrutinib plus rituximab == Immunochemotherapy
% 1.00- — -1.00 . 1.00- -1.00
g HR (95% cn._n.sg (0.52100.90) 2 HR (85% O): 087 (064 1011.16)
£ p=0.003 3
= 0.75- -075 3 0.75- -0.75
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Lewis et al ASH 2024, Lancet 2025



TrAVeRse Study

Intent-to-Treat Patients Evaluable for MRD
Population & Response at C14
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Hawkes et al. ASH 2025



MCL.: past, current & future treatment scenario

R/R MCL

Time limited
(2y w/R Maint.) ncBTKi
Pirtobrutinib

CIT +/- R Maint.

Int. CIT+ASCT
RB, RBAC

ECHO Acalabrutinib NCBTKi

(RB+A +R Maint. 2y) Soqtmous Pirtobrutinib
ntil PD

NncBTKi
Pirtobrutinib

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

Ibrutinib
Time limited ncBTKi

SAREEN °©'" poL2i . @l Pirtobrutinib

Eyre TA, et AL. Lymphomas: ESMO Clinical Practice Guideline for diagnosis, treatment and follow-up. Ann Oncol. 2025 Nov;36(11):1263-1284.
doi: 10.1016/j.annonc.2025.07.014. Epub 2025 Aug 5. PMID: 40774601.



Conclusions

===
¢BTKi containing regimens have reshaped the treatment of algorithm of mantle e ——
cell ymphoma, with a profound impact on the natural history of MCL -

In elderly/unfit patients, the combination of cBTKi (Acalabrutinib) and BR (ECHO — N
regimen) increases the quality of initial response, with significant impact on long-term il i
outcomes (TTN2)

ABR (n=297) PBR (n=287)

With longer follow-up, there are no safety signals with ECHO regimen - -

(Acalabrutinib-BR)

In light of the data of chemofree trials of Anti CD20 mAbs+BTKi,
consider de-escalating bendamustine in selected patients populations

(Frail or TP53 mutated) treated with the ECHO regimen. Triplets will replace
immunochemotherapy in the future
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