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“Classical” approach to treatment of MCL — before TRIANGLE

Patient Eligible for Aggressive Therapy
Preferred Regimens Other Recommended Regimens

LyMA regimen: RDHA + platinum

x 4 cycles followed

by R-CHOP for non-PET CR

NORDIC regimen Hyper-CVAD +
Rituximab + bendamustine rituximab
followed by rituximab +

high-dose cytarabine

TRIANGLE regimen:
Alternating R-CHOP + covalent Consolidation
BTKi/RDHA + platinum with HDT/ASCR

Maintenance covalent BTKi x 2 years +
rituximab every 8 weeks x 3 years

\ 4

l

Preferred Regimens Other Recommended Regimens

\ 4

Bendamustine +
rituximab
VR-CAP
R-CHOP
Lenalidomide
(continuous) +
rituximab

|

v

RBACS500

\ 4

Maintenance rituximab every 8 weeks for 2-3 years

following R-CHOP or BR
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Older patients: not eligible for
aggressive induction



StiL Trial: BR vs R-CHOP

Phase Ill noninferiority trial
N = 549 (94 patients with MCL)

BR

 Bendamustine 90 mg/m? day 1 + 2

and INHL
R-CHOP
* Cyclophosphamide 750 mg/m? day 1

. * Rituximab 375 mg/m? day 1
1:1 / g/m? day
Mantle cell lymphoma .
—
« Doxorubicin 50 mg/m? day 1
* Vincristine 1.4 mg/m? day 1

* Prednisone 100 mg days 1-5

« Rituximab 375 mg/m? day 1

StiL, Study group indolent Lymphomas

Rummel MJ, et al. Lancet. 2013;381(9873):1203-1210.



StiL Trial: Progression-Free Survival (PFS)

1 HRO049

Median (IQR; months)

— B-R 35-4 (28-8-54-9)
— R-CHOP  22-1(15-1-33-8)

R

(95% Cl 0-28-0.79)
p=0-0044

HR, hazard ratio; IQR, interquartile range

Rummel MJ, et al. Lancet. 2013;381(9873):1203-1210.
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Acalabrutinib plus bendamustine and rituximab
in untreated mantle cell ymphoma (MCL):
Results from the phase 3, double-blind,
placebo-controlled ECHO trial
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Study Design

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

Untreated MCL
(N=598)

Age =65 years
ECOGPS<2

Stratification

sMIPI score: Low vs
intermediate vs high

Geographic region:
North America vs
Western Europe vs other

Enrollment: Apr 2017-Mar 2023 1:1
Sites: 195 globally 2

* PFS (Independent Review Committee)
Key secondary endpoints:

* ORR (Independent Review Committee)
* OS

1 a . g o
Bendamustine Maintenance Rituximab Safety

RituximabP
X 6 cycles

(every 2 cycles x 2 years)

Acalabrutinib 100 mg BID, PO until PD or toxicity

| Crossover to
Maintenance Rituximab I acalabrutinib after PD

(every 2 cycles x 2 years) was permitted

Bendamustine?
RituximabP
X 6 cycles

Placebo BID, PO until PD or toxicity

1 cycle = 28 days

aBendamustine 90 mg/m? on days 1 and 2. PRituximab 375 mg/m? on day 1.
BID, twice daily; ECOG PS, Eastern Cooperative Oncology Group performance status; MCL, mantle cell ymphoma; sMIPI, simplified Mantle Cell Lymphoma International Prognostic
Index; ORR, overall response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PO, orally; PR, partial response.



Demographics and Baseline Characteristics

Acalabrutinib + BR Placebo + BR
n=299 n=299

Age, median (range), y 71 (65-85) 71 (65-86)

=75y, n (%) 84 (28.1) 77 (25.8)
Male, n (%) 214 (71.6) 209 (69.9)
ECOG PS, n (%)

1 129(43 1) 132(441)

2 2(4.0) 23(7.7)
Tumor bulk =5 cm, n (%) 112 (37.5) 113 (37.8)
Blastoid/pleomorphic histology, n (%) 41 (13.7) 38 (12.7)
Simplified MIPI score, n (%)

Low risk 99 (33.1) 101 (33.8)

Intermediate risk 128 (42.8) 125 (41.8)

High risk 72 (24.1) 73 (24.4)
Extranodal disease, n (%) 264 (88.3) 277 (92.6)
TP53 status, n (%)

Mutated 22 (7.4) 29 (9.7)

Unmutated 97 (32.4) 83 (27.8)
Ki-67, n (%)

<30% 133 (44.5) 126 (42.1)

=30% 139 (46.5) 147 (49.2)

aAll other patients in the acalabrutinib (n=180) and placebo (n=187) groups had unknown TP53 mutation status.
BR, bendamustine + rituximab; ECOG PS, Eastern Cooperative Oncology Group performance status; MIPIl, Mantle Cell Lymphoma International Prognostic Index.



Best Overall Response and Complete Response Rates

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

100 -

90 -

80 1 PR: 24.4%

70 - PR: 34.4%
L 60 -
£ 50 -
oc
O 40 -

30 CR: 66.6%

CR:53.5%

20 -

10 4

0

Acalabrutinib + BR Placebo + BR
(n=299) (n=299)

BR, bendamustine + rituximab; Cl, confidence interval; CR, complete response; ORR, overall response rate; PR, partial response.



PFS (primary endpoint) Was Significantly
Improved With Acalabrutinib + BR

‘ * Significant improvement in median PFS by ~17 mo

e 27% reduction in risk of PD or death?

100 - Acalabrutinib + BR
o Placebo + BR
X
= 80 A
2
>
} S
=
" 60 -
o
i ABR PBR
c 40 - (n=299) (n=299)
2 PFS events, n (%) 110 (36.8) 137 (45.8)
(/)]
@ PD 57 (19.1) (99)33.1) 69% received BTKi as
o 20 4 Median PFS, months 66.4 49.6 subsequent treatment
E (95% Cl) (55.1, NE) (36.0, 64.1)
Stratified HR (95% CI), _
5 | log-rank P-value 0.73 (0.57, 0.94), P=0.0160

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 44 25 4 0

aAt a median follow-up of 45 months.
ABR, acalabrutinib + bendamustine + rituximab; BR, bendamustine + rituximab; BTKi, Bruton tyrosine kinase inhibitor; Cl, confidence interval; HR, hazard ratio; NE, not estimable;
PBR, placebo + bendamustine + rituximab; PD, progressive disease; PFS, progression-free survival.



Significantly Longer PFS With ABR in Patients With
High-risk MCL

PFS in High-risk Populationi PFS in Full Analysis Population?

100 7~ —— Acalabrutinib + BR o 100 ; —— Acalabrutinib + BR
e - Placebo + BR S~ 3 - Placebo + BR
=) -
—_ ©
S 80 - > 80
.E E
3 @
P 60 - o 60
@ o
5 n
£ 40 - S 40
=) o
T "B -,
3 Acalabrutinib + BR Placebo + BR (7] Acalabrutinib + BR Placebo + BR
=187 =183 =299 =299
‘g') 20 - PFsevents, n (%) (&?3 (44.4)) (s?e (52.5; """ H % 20 1 PFsevents, n (%) 1(?0 (aaa)) 1"3]7 (453’)
PD 44 (23.5) 71 (38.8) PD 57 (19.1 99 (33.1
L Median PFS, months 49.5 36.0 o Median PFS, months 6(6.4 ! 4(9.6 )
n‘ (95% CI) (35.8, NE) (26.9, 50.1) ' E (95% CI) (55.1, NE) (36.0, 64.1)
0 - Unstratified HR (95% Cl), log-rank P-value 0.74 (0.55, 0.99), P = .0432 0 - Stratified HR (95% Cl), log-rank P-value  0.73 (0.57, 0.94), P = .0160 i
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 1
0 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
Months Months
Number at risk Number at risk
Placebo + BR 183 143 113 100 87 78 64 55 44 31 21 12 2 0 Placebo + BR 299 243 204 181 159 142 118 102 B84 63 44 25 4 0
: T . . Of the 99 patients who progressed on placebo, 75 (75.8%
After PD, 38 (53.5%) of 71 patients with high-risk disease who b brog b ' 15 ( )

received at least 1 subsequent anticancer therapy, and
among these 75, 68 (90.7%) received BTKis, including 5
patients who crossed over to acalabrutinib within the ty

progressed on placebo crossed over to acalabrutinib

BR, bendamustine-rituximab; BTKi, Bruton tyrosine kinase inhibitor; Cl, confidence interval; HR, hazard ratio; MCL,
mantle cell ymphoma; NE, not estimable; PD, progressive disease; PFS, progression-free survival.

1. Presented at the European Hematology Association (EHA) Annual Meeting; June 12-15, 2025; Milan, Italy. S233

2, Wang M, et al. J Clin Oncol. 2025:101200JC02500690. doi: 10.1200/JC0O-25-00690. Online ahead of print. . . .
Proprietary and Confidential © AstraZeneca 2025. For advisory board purposes only. Not for further distribution. EC H O H | g h Rl S k A n al yS | S




Overall Survival Including Crossover

100 Acalabrutinib + BR
Placebo + BR
80—
=
®
2 60
e
S
2 ABR PBR
T 407 (n=299) (n=299)
g OS events, n (%) 97 (32.4) 106 (35.5)
O | Median 0S, months NE NE
207 (95% cI) (72.1, NE) (73.8, NE)
Stratified HR (95% CI),
(95%Cl. .86 (0.65, 1.13), P=0.2743
0 log-rank P-value
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
Number at risk
Acala+BR 299 280 259 243 230 207 181 163 146 110 86 58 25 3 0
Placebo+BR 299 268 247 229 215 193 175 157 141 108 78 51 21 3 0

Median follow-up of 45 months.

ABR, acalabrutinib + bendamustine + rituximab; BR, bendamustine + rituximab; Cl, confidence interval; HR, hazard ratio; NE, not estimable; OS, overall survival; PBR, placebo

+ bendamustine + rituximab.



Adverse Events of Interest

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

Event, n (%)

Atrial fibrillation 18 (6.1) 11 (3.7) 13 (4.4) 5(1.7)
Hypertension 36 (12.1) 16 (5.4) 47 (15.8) 25 (8.4)
Major bleeding? 7 (2.4) 6 (2.0) 16 (5.4) 10 (3.4)
Infections® 232 (78.1) 122 (41.1) 211 (71.0) 101 (34.0)
Second primary

malignancies (excluding 29 (9.8) 16 (5.4) 32(10.8) 20(6.7)

non-melanoma skin)®

Median treatment

29 (0.1, 80.1) 25(0.03, 76.4)
exposure (range), months

aGrouping of preferred terms; defined as a hemorrhagic event that is serious, or grade 23 in severity, or that is a CNS hemorrhage (any severity grade). °Grouping of preferred terms.
BR, bendamustine + rituximab; CNS, central nervous system.



Deaths

Acalabrutinib + Pl.acebo.+ BR
BR including
n (%) n=299) | "\ lp0g)
Total deaths 97 (32.4) 106 (35.5)
Due to disease progression 30 (10.0) 43 (14.4)
Due to AEs <30 days of last dose of study drug (TEAES) 27 (9.0) 27 (9.0)
Due to AEs >30 days after last dose of study drug 19 (6.4) 14 (4.7)
Other® 14 (4.7) 16 (5.4)
Unknown 7 (2.3) 6 (2.0)

a“Other” includes fatal adverse events occurring >30 days after last study drug dose AND not considered treatment-related.
AE, adverse event; BR, bendamustine + rituximab; TEAE, treatment-emergent adverse event.



OS With and Without COVID-19 Deaths:
Prespecified Sensitivity Analysis

Full analysis population (including crossover)

COVID-19 deaths censored

100 - — Acalabrutinib + BR 1007 —— Acalabrutinib + BR
Placebo + BR Placebo + BR
80 A 80 A
X =3
® ®
= 60 - 2 60 A
> >
| & S
=} 3
7p] /9]
= 40 ABR PBR < 401 ABR PBR
5 (n=299) (n=299) S (n=299) (n=299)
8 OS events, n (%) 97 (32.4) 106 (35.5) 5 OS events, n (%) 64 (21.4) 80 (26.8)
20 4 Median OS, months NE NE 204 Median OS, months NE NE
(95% Cl) (72.1, NE) (73.8, NE) (95% CI) (NE, NE) (73.8, NE)
Stratified HR (95% _ Stratified HR (95% _
o | Chtogrankprvatue  0-86/(0.65,1.13), P=0.2743 o] o togrankpuvatue 0.75 (0.53, 1.04), P=0.0797
” 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | 1 1 1 1 1 1 1 1 1 ) 1 1 1 ) 1
0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months Months
Number at risk Number at risk
Acala+BR 299 280 259 243 230 207 181 163 146 110 86 58 25 3 0 Acala+BR 299 280 259 243 230 207 181 163 146 110 86 58 25 3 0
Placebo+BR 299 268 247 229 215 193 175 157 141 108 78 51 21 3 0 Placebo+BR 299 268 247 229 215 193 175 157 141 108 78 51 21 3 0

ABR, acalabrutinib + bendamustine + rituximab; CI, confidence interval; COVID-19, coronavirus disease 2019; HR, hazard ratio; NE, not estimable; OS, overall survival; PBR,

placebo + bendamustine + rituximab.



...and now to younger patients
eligible for aggressive
induction...



There are no randomized trials which confirm benefit of ASCT in MCL

4-6 eycles of CHOP-like induction therapy

/ PR, CR
2 cycles of CHOP-like
consolidation

\

Interferon-o
maintenance

(3 x 6 x 10%week)

~N

Dexa-BEAM
{stem cell mobilization)

\

TBL{12 Gy) +
Cyclo 60 mg/kg
\

ASCT

Dreyling M, et al. Blood. 2005 Apr 1;105(7):2677-84.

Lancet Haematol 2021; 8: e648-57

Progression-free survival (%)

901

80

704

60+

504

40

304

204

10+

0

log-rank p=0-087; aHR 072 (95% 1 0-42-1:24)

T T T 1
012345

T T T T T T T T T T T T T
6 7 8 9 10 11 12 13 14 15 16 17 18 19 20

Time from end of induction therapy (years)

Ovwerall survival (%)

90

80

704

60

504

40

304

20

10+

0

log-rank p=0-68; aHR 1-05 (95% (1 0-55-1-99)

T T T 1
012345

T T T T T T T T T T T T T
6 7 8 9 10 11 12 13 14 15 16 17 18 19 20

Time from end of induction therapy (years)
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Martin et al, JCO 2022

A 100 4

75

rwTTNT (%)
=

e [id mot receive ASCT
—t Recsived ASCT

25 -
1 I 1 1 I
1] 12 24 36 48 &0
Time (months)
Mo at risk:
Did not &30 451 331 228 164 106
receive ASCT
Receivad 282 222 160 12 81 L
ASCT
Age = 65 Years and ASCT-Eligible
n = 962
Received ASCT Did Mot Receive ASCT
n=282 n =630
Madian nwTTNT Eo.g9 4B.3
195% Cl), months (513 to 75.6) (415w E3.6)
rwTTHT rate at 3 years, [ 51 ]
% (86% CII (58 to 71} (EE to B4}

HR (86% Cli

10.84 (0.68 1o 1.03)

Log-rank test P

i

ASCT in MCL.: retrospective analysis - Flatiron cohort

Diid not recaive ASCT

100 —— Received ASCT
75 -
=
7] B0 -
L=
25 -
1 I 1 1 1
0 12 24 36 48 &0
Time {months)
Muo. at risk:
Did not 6580 B16 418 g 251 186
receive ASCT
Recsivad 282 251 184 144 112 EBE
ASCT
BAge < 65 Years and ASCT-Eligible
n = 962
Received ASCT Did Not Receive ASCT
n =282 n = GBO
Median 05 109 113
195% CI), months 19€.1 to MEI {102.9 to NE)
05 rate at 3 years, BB B4
% (85% Cl| B3 to 92} {B1 to BE)
HR (95% Cl) 0.BE {0.63 to 1.1E}
A

Log-rank test P
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Has transplant-free

future arrived in
MCL?

YES!..



Abstract #240: Role of Autologous Stem Cell Transplantation in the
Context of Ibrutinib-Containing First-Line Treatment in Younger
Patients with Mantle Cell Lymphoma: Results from the Randomized
Triangle Trial By the European MCL Network

Martin Dreyling, MD1, Jeanette K Doorduijn, MD, PhD2, Eva Gine, MD3, Mats Jerkeman, MD, PhD4, Jan Walewski, MD, Prof.5, Martin Hutchings, MD, PhD6,7,
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MPH14*, Maria Gomes da Silva, MD, PhD15%*, Sirpa Leppa, MD, PhD16, Linmiao Jiang, MSc17*, Christiane Pott, MD18*, Wolfram Klapper, MD, Prof19*,

Christian Schmidt, MD20*, Michael Unterhalt, MD21*, Marco Ladetto, MD22 and Eva Hoster, PhD, Prof.23,24*
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Kingdom, 4 Institute of Health Research, Exeter University, Exeter, United Kingdom, 5 Department of Immunology, Genetics and Pathology, Cancer Precision Medicine Unit,
Uppsala University, Uppsala, Sweden, 6 Helsinki University Hospital Comprehensive Cancer Center, Helsinki, Finland, 7 Dept. of Hematology, Odense University Hospital,
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Denmark, 22 Nottingham University Hospitals NHS Trust, Nottingham, United Kingdom, 23 Department of Clinical Haematology, Oxford University Hospitals NHS Trust, Old
Road, United Kingdom, 24 Executive Director, Haematology R&D, AstraZeneca, Cambridge, United Kingdom.
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@ TRIANGLE: Trial Design LN KLINIKUM

Arm A (control)

R-CHOP/

R-DHAP x 3 ASCT Observation

=Patients with MCL

*Previously untreated
=Stage -1V

Arm A + | (experimental)

ASCT H 2 yrs I-maintenance [ Observation

=<66 years
=Suitable for HA and ASCT
“ECOG 0-2

Arm | (experimental)

2 yrs I-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.
* Follow-up =55 months Abstract #240



&

0.9

0.8

0.7
2 0.6
©
3 0.5
s 04

0.3  median follow-up = 55

0.2 — A, median not reached

0.1 — A+l, median not reached

0.0

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 245235 219211200187 158121 74 57 32 20 4 1 O
A+l 292 274 259 252 245236230217 180141 89 70 28 24 6 2 O

1.0

TRIANGLE: FFS Superiority of A+l vs. A U KLINIKUM

FFS

= Superiority of A+l vs. A

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

= p-value (overrunning, one-sided):
p=0.0026

*HR (A+l vs. A): HR=0.64



&

probability

Numbers At Risk

A
I

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

FFS

median follow-up = 55
= A, median not reached
— |, median not reached

0 6 12 18 24 30 36 42 48 54 60 66 /2 /8 84 90 96

288 255 245 235 219211 200 187158 121 74 57 32 20 4
290 273 263 250 246 237 228 213167129 89 67 31 20 7

1
2

months from randomisation

0
0

TRIANGLE: No FFS Superiority of Avs. | LU KLINIKUM

=Superiority of A vs. | rejected

4-year FFS A: 70%
(MCL Younger: 70%)

4-year FFS I: 81%

=p-value (overrunning, one-sided):
p=0.9890

*HR (A vs. I): HR=1.29

=Superiority of |
(two-sided, retrospective)
p=0.0208




probability

Numbers At Risk

A
A+l
|

0.6
0.5
0.4
0.3
0.2
0.1
0.0

OS

median follow-up = 55

= A, median not reached
= A-+l, median not reached
= |, median not reached

TRIANGLE: Overall survival

NV KLINIKUM

- ASCT + I ORI vs ASCT:
Ibrutinib containing arms
were superior

« ASCT + I vs I: Analysis

Ongoing

0 6 1218 24 30 36 42 48 54 60 66 72 78 84 90 96

288 270 260 255 243 238 233 222186145 92 73 41 23 5
292 281 267 262 257 253 248 235 201 160 107 83 39 26 8

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

7

months from randomisation

1
2
2

Abstract #240



CTRIANGLE: Grade >3 AEs (maintenance/follow-up) TI0 KLINIKUM

m A (N=240) m A+I(N=234) m1(N=269)

Blood and lymphatic system disorders

54% -

Infections and infestations

Gastrointestinal disorders

.UJ
ae
w
o
X

w
o
=X

Neoplasms benign, malignant and unspecified (incl cysts and polyps)

e
ES

Nervous system disorders

N
m
wu
e
X

Cardiac disorders

-
] =
X
B
w X
X

General disorders and administration site conditions

w
ES

w

ES

Respiratory, thoracic and mediastinal disorders

-M

R wwXR
XX

Musculoskeletal and connective tissue disorders

!
w

(%)

R
=X
ES

Investigations

@
=S

Injury, poisoning and procedural complications

2o

.
w

=X

S

Metabolism and nutrition disorders

w w
S

Vascular disorders

o
IMae
w X
xR

o
»

: o o o o o Abstract #240



PFS based on

Rituximab maintenance

Arm A+l: PES Arm |: PES

100%9 = | 100% -
=z T M g E
2 80%- 2 80%-
E [ UL L UL | 1
3 3 Tl Tl | 1L
w "]
Y 60%- Y 60%- o [T
ft= o= T T
: g
9-;1 —+ no Rm: 4 years PFS probability = 76% (65 - 86) % — no Rm: 4 years PFS probability =74% (65 - 83)
£ 20% ~ Rm: 4 years PFS probability = 90% (85 - 96) g 20%1 ~+ Rm: 4 years PFS probability = 85% (78 - 91)
p =<0.001 p=0.019
0% - 0% -
0 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84
Months from restaging after ASCT Months from staging after induction
noRm group noRm group
Atrisk  85.3 75.1 71.6 63.8 41 12.9 6 0 Atrisk 116.7 100.7 92.5 82.6 59.8 38.2 19.3 6
Event 0 8.1 11.5 13.5 19.5 28.7 29.7 29.7 Event 0 14.1 20.2 26.2 29.2 35.8 37.7 37.7
Rm group Rm group
Atrisk 151.8 146.9 142.1 125.8 85.7 63 24.5 0 Atrisk 157.2 148.3 141.5 135.3 87.3 57.9 23 3.9
Event 0 3.1 6.9 12.8 14.6 15.5 16.6 16.6 Event 0 7 12.8 16.9 22.8 28.7 30.6 30.6

*Propensity Score including MIPI single variables, response after induction (arm ) after ASCT (arm A, A+l), Ki67, cytology Abstract #237



LBA-6: Lack of Benefit of Autologous Hematopoietic Cell
Transplantation (auto-HCT) in Mantle Cell Lymphoma (MCL)
Patients (pts) in First Complete Remission (CR) with Undetectable
Minimal Residual Disease (uMRD): Initial Report from the ECOG-
ACRIN EA4151 Phase 3 Randomized Trial
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Medicine, Saint Louis, MO, 13 City of Hope Cancer Treatment Center, Atlanta, GA, 14 Case Comprehensive Cancer Center, Cleveland Clinic Taussig Cancer Institute
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Step 1

EA4151/BMT-CTN 1601- Schema R
A
N
D Arm A
Step 0 e Any induction regimen Stratify: o =) Auto-HCT
* Enroll before, during, or . MlPl-C_ M + Rituximab
P after induction * Intensive vs non- I x 3 years
R intensive induction
E y 4
R A
E ingt?s:i-on == > H —p Arm B
G Submit tagi I Rituximab
I diagnostic res iglng o X 3 years
—JP tissue for N
_?_ r;olueecucl)ar Submission
R testing of blood PR (MRD + or -) R Arm C
for MRD or MRD-pos CR E
A > Auto-HCT
T No assessment G . + Rituximab
I ' X 3 years
o S
N T
No informative R
marker: MRD A Arm D
indeterminate MRD indeterminate T —
4 > | )| Auto-HCT
o + Rituximab
N X 3 years
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OS-Arms A& B

. With median follow up of 2.7 years, the - |
futility boundary was an OS hazard

ratio (HR) of 0.984 for Arm A vs B. All
—T 4 e ey 2z e randomized

Probability

. The estimated OS HR for Arm A vs B in

all randomized (n=516) and pts
treated as assigned (n=375) were 1.11 S g

(C10.71-1.74, p=0.66) and 1.00 (ClI
0.58-1.74, p=0.99), respectively and
crossed the futility boundary.

. The 3 year OS for Arms A and B were ]
82.1% and 82.7% in all randomized pts, .
o o - Treated as
and 86.2% and 84.8% in pts treated as B A sk e 157 sasesy :
. — — B (30 deaths/ 218 cases) aSS|g ned
assigned. -

T
4

Number at risk

E: American Society of Hematology LBA-6
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Abstract #235: Ibrutinib-Rituximab Is Superior to Rituximab-
Chemotherapy in Previously Untreated Older Mantle Cell Lymphoma
Patients: Results from the International Randomized Controlled Trial, Enrich
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Abstract #235

Choice of

Tr I al d eS I g n ﬁmmunochemotherapy (R-]

Chemo)

[ Bendamustine-R ]

( R-CHOP ]

= Inclusion criteria \/
*60 years or older

*Pathologically confirmed MCL [ Randomisation ]

*Previously untreated, measurable (>1.5cm), stage II-IV MCL

in need of treatment = Chemo Ibrutinib-
rituximab
*ECOG 0-2
F—Chemo every 21!28j [ Induction ] IR in cycles as per ]
= Exclusion criteria days choice of chemo
*Considered fit for stem cell transplantation l
*CNS involvement Daily ibrutinib plus
Rlc:uxm':cabzevery o6 Maintenance ] rituximab every 56
Rituximab 375mg/m? ays for < years days for 2 years
Ibrutinib - 560mg od
Bendamustine 90mg/m? D1+D2 of 28 day cycle
CHOP - (Cyclophosphamide 750mg/m?, Doxorubicin 50mg/m?, Ongoing ibrutinib
Vincristine 1.4mg/m?2, Prednisolone 100mg *5 days) 21 day cycle Follow-up Follow-up | treat;zg:;gs‘?;ease

Maintenance rituximab - 1400mg sc every 56 days
Y EBEBEBGBEBEBE




Progression-free survival probability

1.00-

0.75-

0.50-

0.25-

0.00-

PFS for R-CHOP or BRvs IR

=+ lbrutinib plus rituximab == R-CHOP

-1.00
HR (95% Cl): 0.37 (0.22 to 0.62)

=0.75

-0.50

-0.25

1 1 1 1 1 1 1 1 1 -OOO
0 1 2 3 4 5 6 7 8

Years from randomisation
Number at risk (humber censored)

nab 54 (0) 43(0) 39(0) 35(3) 25(8) 21(9) 14(16) 4(26) 1(29)
53(0) 38(2) 31(2) 18(2) 13(4) 7(6) 3(7) 1(9 0(9)

R-CHOP

0 1 2 3 4 5 6 7 8
Years from randomisation

PFS difference is mainly driven
« Similar findings with OS
Subgroup analysis:

1.00-

0.75-

0.50-

0.25-

0.00-

+= lbrutinib plus rituximab =+ Bendamustine-rituximab

-1.00
HR (95% CI): 0.91 (0.66 to 1.25)
-0.75
-0.50
et

-0.25
1 1 1 1 1 1 1 1 1 -0.00
0 1 2 3 4 5 6 F 8

Years from randomisation

Number at risk (number censored)

b 145(0) 115(2) 101(3) 85(6) 69(19) 37(42) 13(63) 1(75) 0(75)

tuximab

145(0) 119 (3) 102(3) 85(6) 57 (21) 37(37) 9(59) 2(66) 0 (68)

0 1 2 3 4 5 6 7 8
Years from randomisation

by lack of benefit with R-CHOP

« Blastoid (n=25) — Shorter PFS with IR

« TP53 Mutation (n=40) — Longer PFS with IR

Abstract #235
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Acalabrutinib-umbralisib-ublituximab (AU2) in MCL: Dosing Schema

‘ Ublituximab ' Disease Correlative
IV 900 mg Staging’ Blood?

Induction Phase (6 cycles)

Acalabrutinib 100 mg PO twice daily 12 patlentS
i 1 l_ “”“““S'“i—mg o l_ ‘— 6/12 had TP53 mutation
Day of Cycle 1 8 15 1 7 1 7 1 7 1 7 1 7
Screening | I Il | I | Il | It | |
Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle 5 Cycle 6
x *
Maintenance Phase (24 cycles)
Ublituximab every 2 cycles
Acalabrutinib 100 mg PO twice daily : Optional®
Umbralisib 800 mg PO daily (Days 1-7) |
| | | | | | | | | u | | | . | || u | | - | u | u Ih || -
200 2 2R R NEE 2NN 20 2 20 2NN 2R 2N (e
Day of Cycle 111 11111 1111111 1111 11 111 visit*

Cycles 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 !‘

Follow-up

\ % t 15 t H Cityof
Hope

Danilov et al, ASH 2024



Survival Probability

100%
90%
80%
710%
60%
50%
40%
30%
20%
10%

0%

0s
PFS

AU2 efficacy after median follow up 2.5 years

All patients

——0S
—— PFS

11

2-year PFS: 63%
2-year OS: 88%

11 11 7 4
10 2 -] 4

12 18 24 30

Time (months)

ORR 100%
CR 100%
UMRD (10°) 73%

TP53mut

100%

90%

80%

70%

60%
50%

4% 2-year PFS: 21%

30%

0% 2-year OS: 67%

10%

Survival Probability

——0S
0% - —— PFS

08 [
PFS g 5 4 3 1 i a

0 ] 12 18 24 30 36

Time (months)

Cityof
Danilov et al, ASH 2024 Hope



Venetoclax+Lenalidomide+Rituximab (VALOR) in de novo MCL

Patients who arein a
Radiographic CR and
MRD (-), Patients w/o
PD or not eligible for
transplant or decline
transplant

Dosing Duration
Venetoclax for 12 months
Lenalidomide for 24 months
Rituximab for 36 months

12 planned cyclesP

mg PO daily Day 1-

Lenalidomide 10
mg PO daily Day 1-
21 every 28 days®

21 every 28 days

PET/CT! scan and MRD
testing (peripheral
blood) after Cycle 3, 6,

Venetoclax® 400 mg
PO daily

Rituximab 375
mg/m2 D1, DS,
D15, D22 Cycle 1

Untreated Mantle
Cell Lymphoma Venetoclax 400 mg

PO daily

Rituximab 375
mg/m2 even cycles
only

9,and 12

(MCL) who required
treatment

Maintenance

Induction
Response Assessment

Day 1 of each cycle
during induction

Patients with PD

aVenetoclax started at 50 mg on day 8 of cycle 1 and escalated weekly (dose doubled
until 400 mg dose or DLT)

bstudy was amended to allow for transition to maintenance after cycle 6 if patient in
radiographic CR and MRD (-)

¢OR HALF FINAL DOSE of MAINTENANCE.

od Cityof
Philips et al, Blood Adv 2023 Hope




Patient characteristics

Variant

» Blastoid/Blastic o 4(14%)

* Pleomorphic e 2(7%)

Ki-67

e <30% * 8 (one not reported at COH)
e 2>30% e 19

P53 status

* Deleted e 1 (had concurrent mutation)
¢ Mutated « 4

Cytogenetics at diagnosis

e 25 * Normal

3 e Abnormal

Unfit for or ineligible for high dose chemotherapy e 3 patients

* Two patients for age/fitness
* One patient concurrent medical condition

Cityof
Hope

Philips et al, Blood Adv 2023



AE Name Any Grade Grade >=3
Neutrophil count decreased 85.7%(24) 75%(21)
TOXiCitieS Platelet count decreased 60.7%(17) 60.7%(17)
Anemia 50%(14) 32.1%(9)
Febrile neutropenia 14.3%(4) 14.3%(4)
Tumor lysis syndrome 14.3%(4) 14.3%(4)
Hypokalemia 28.6%(8) 10.7%(3)
White blood cell decreased 21.4%(6) 10.7%(3)
Lymphocyte count decreased 14.3%(4) 10.7%(3)
Diarrhea 75%(21) 7.1%(2)
Fatigue 71.4%(20) 7.1%(2)
Upper respiratory infection 25%(7) 3.6%I(1)
Dysgeusia 429%(12) 0%(0)
Nausea 429%(12) 0%(0)
Headache 39.3%(11) 0%(0)
Bruising 28.6%(8)  0%(0)
Constipation 28.6%(8)  0%(0)
Pruritus 28.6%(8)  0%(0)
Cityof Abdominal pain 25%(7) 0%(0)
Philips et al, Blood Adv 2023 Ho pe Rash maculo-papular 25%(7) 0%(0)




Response and MRD

1.00- -1.00

MRD response data”

8 0.75- -0.75
[
[}
o
[}
=
g.) 0.50- -0.50
E
>
£
=1
¢ 0.25- 0.25
16%
6%
0.00- -0.00 3 months 6 months 9 months 12 months

0 2 4 6 8 10 12 14 16 18 20

, MRD + ®MRD- M Equivocal
Months from first dose quivoca

Cityof
Hope

Philips et al, Blood Adv 2023



1.00-

Progression-free survival

0.75-

0.50-

0.25-

% alive and progression-free

0.00-

All

e ——
Figure 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months from first dose
Number at risk
28 27 26 26 23 23 20 13 11 8 5 3 1 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39

2-year PFS = 89%

Months from first dose

Philips et al, Blood Adv 2023

1.00-

o
o
o

% alive and progression-free
o o
ye) (4}
(4)] o

0.00-

Figure 2
p < 0.0001 == p53 Wildtype
== p53 Mutated
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months from first dose
Number at risk
23 23 23 23 2121 18 12 10 / 4 3 1 0
5 4 3 3 2 2 2 1 1 1 1 0 0 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39

Months from first dose

H Cityof
Hope



GLOVe in 1L high-risk MCL

* Inclusion

- High risk features as classified by Jain et al.
JCO 2020

o Blastoid/Pleomorphic variants
o Ki67=50%

o Presence of a TP53 mutation defined by
either molecular testing or IHC

del (17p) by FISH
complex karyotype

o 3 or more cytogenetic abnormalities in
addition to t(11:14)

o High-risk MIPI score (=6.2)
o Bulky disease
o Exclusion

* Prior systemic
corticosteroids.

therapy excluding

STUDY SCHEMA|

Protocol therapy (~33 months)

Follow-up (24 months)

High-risk newly diagnosed MCL
Safety lead-in: 6-12 evaluable participants

Phase 2: 50 evaluable participants (incl. eligible lead-in pts)

Phase 2 single-arm,
open label,
multicenter study

Tumor Tissue

* Archival tissue, AND
* If applicable, leftover fresh biopsy from a
standard of care procedure post-consent

Initiate Tumor Lysis Syndrome (TLS) Prophylaxis
(within 72 hours prior to Day 1)

Induction: 21-day cycles (14 days only for C2)

Cycle1 Cycle 2 Cycle3 Cycle 4-12
Day 1 8 15 1 8 18 15 1 8 15

Venetoclax*:

Glofitamab, IV:
2.5mg, C2D1; 10 mg, C2D8; I ' I '
30mg C3+D1

nalidomide

Clinic Visits

Induction: C1D1, 8, 15; C2D1, D8:
C3+D1

Maintenance: C1D1, C2D1, then
every other cycle.

End of Tx

Toxicity

Every Cycle

Safety DLT evaluation period is
C1D1 until 63 days post-first
venetoclax dose).

= =
TLS Monitoring
Venetoclax Ramp-up stage:
low/medium TLS risk: for 20, 50,
and 100mg ramp-up doses, pre-
dose, 6-8 h, and 24 h; at
CR PR lzl:i‘)giigls;T SD or PD subsequent ramp-up doses, pre-

dose only.

_ Allo-HSCT e e

no (off study) high TLS risk (monitoring while

hospitalized): at 20, 50, and

Maintenance: 28-day cycles (C1-C5), 56-day cycles (C6-15)

c1 e €3 c4 G5! cé €715
Day 1 15 1 1S 1 15 1 15 1 15 1 15 28 1 28
Venetoclax:

Glofitam;b,l\;:: | ' t I I

30 mg every 56 days starting C2D1
P N T N S

100mg ramp-up doses, 4 h, 8 h,

12 h and 24h; at subsequent

ramp-up doses, pre-dose, 6-8 h,
and 24 h after dosing.

Cycle 2+: As clinically indicated
Response:

(Lugano Classification)
Induction: end of C3, 6, 9 & 12
Maintenance: C9 and 15 & EOT
and g3 months during follow-up
Correlative Blood Samples
Induction C1D15, CeD1.
Maintenance C6, C9, C12, C15.

Completion of 15 cycles of maintenance therapy, disease progression,
or otherwise meeting off-treatment criteria (Section 5.6)

Safety

Until 30 days post-last dose.

Note: if the last cycle is maintenance C7-12 the safety follow-up will be 8 weeks post last dose.

Response

Until progression/initiation of new anti-cancer therapy




R-nemta in de novo MCL

* Inclusion

« Pretty much any patients
with previously untreated
MCL

Participating Sites:
« COH Duarte
 COH Atlanta
* Northwestern University
* Cleveland Clinic

‘ Rituximab 1 Disease Correlative
[V 375 mg/m? Staging Blood

Induction Phase (6 cycles)
Nemtabrutinib 65 mg PO once daily

PVvdy | | | |

8 15 21 1 7 1 7 1 7 1 7 1 7

s —————-.-

Screening | [ I I Il J| J
Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle 5 Cycle 6

t 5 t

Maintenance Phase (24 cycles)
Rituximab every 2 cycles

1 1 1
Cycles 7 8 9 10 M 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 Follow-up

S S S S A

Each cycle = 28 days

Day of Cycle

| ) ek
Optional

|
l : Safety
1 1

Nemtabrutinib 65 mg PO once daily

RN

1T 1 111 1 1 11

Day of Cycle 1 1 1 1 1 1 visit

1 1

*Participants with PR or CR at the end of Induction will be eligible to proceed to Maintenance

Participants may continue therapy with nemtabrutinib beyond 30 cycles if they have not achieved or maintained CR state

at the end of 30 cycles of therapy

H Cityof
Hope




Summary: MCL

Targeted therapy with BTKIi secured its role in frontline therapy for MCL

ECHO is the preferred regimen for older patients

Most patients with MCL do not need consolidation with ASCT in first remission.
It is entirely unclear which patients, if any, need ASCT

Rituximab maintenance can prolong PFS in targeted era

In this context, ECHO regimen is a reasonable approach to use in the initial
treatment of younger patients

Chemo-free regimens are coming fast and furious

ECHO — BR+acala improves PFS over BR

Triangle — No benefit to ASCT in era of BTKi. Rituximab maintenance improves PFS
Enrich — IR improves PFS & OS over RCHOP and less toxicity than BR in frontline
EA4151 — Minimal (if any) benefit to ASCT in era of BTKi
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