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Background/risk factors




Mantle cell lymphoma: clinical features

Subtypes:
6-7% of NHL in US

Nodal MCL:
70% males ' 1. >75% cases

Involves nodes, spleen and/or
Median age 65 extranodal sites

>80% stage Leukemic non-nodal:
/v Circulating disease

Splenomegaly
Gl tract involvement SOX-11 neg

common




High-risk MCL includes high Ki67 & TP53-aberrant disease
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K Eskelund et al. Blood 2017 /

\ Scheubeck et al. Leukemia 2023




Treatment landscape for MCL in 2022

Observe

N/ ?
[ ]
_Intens.ive Rituximab

Newly I induction Auto- :
: Indication for ) —> b —>»  maintenance
diagnosed —> T (Nordic MCL2 v HCT x 3 years

MCL BR/R-araC)
\ TP53 /

Younger than
70 years,

yeor addition of
good PS, no .
comg:gjig:ties \ upfront BTKI?
No

Nonintensive Rituximab
induction —)»  maintenance
(BR vR?) x 2 years®

Fenske. JCO 2022




Management of patients who
are candidates for intensive
therapy




Why has ASCT consolidation been standard of care for 2 decades?

4-6 cycles of CHOP-like induction therapy

‘,/

2 cycles of CHOP-like
consolidation

PR, CR

~a

Dexa-BIEAY
{stem cell mobilization)

\ \j
Interferon-a TBI(12 Gy) +
maintenance Cyclo 60 mg/ky
i3 x6x 10%week) \
ASCT
Table 1. Patient characteristics
IFN ASCT Total
Patients evaluable, no. 60 62 122
Median age of evaluable patients in
years (range) B55.2 (37-65) 55.6 (35-65) 55.6 (35-65)

IP1, n = 108 (%)

Low-risk 22 (42) 24 (44) 46 (43)

Low-intermediate risk 23 (43) 21 (38) 44 (41)

High-intermediate risk 6 (11) 6 (11) 12 (11)

High-risk 2(4) 4 (7) 6 (6)
Male (%) 42 (70) 48 (77) 90 (74)
Stage IV (%) 47 (78) 52 (84) 99 (81)
Elevated serum LDH, n = 111 (%) 14 (26) 14 (25) 28 (25)
ECOG score greater than 1 (%) 3 (5) 2 (3) 5(4)
B-symptoms (%) 20 (33) 25 (40) 45 (37)
Induction therapy (%)

CHOP 35 (58) 39 (63) 74 (61) /

[ R-CHOP 14 (23) 18 (29) 32 (26) |
Other CHOP-like regimens 11 (18)

5 (8) 16y

— ASCT
=== IFN
P =.0108
Z
.E
3
o
[=8
™
:
T ] T
5
years after end of induction therapy
numbers of patients at risk
ASCT 62 38 31 17 10 3
IFN 60 33 19 9 6 2

No difference in OS

Dreyling et al. Blood 2005




Intensified Induction with ASCT Consolidation

Group Regimen n PFS 0OS ref
LyMA RDHAP x 4 120 (obs) 7 yr 47% 7 yr 72% Sarkozy
CHOP if < CR +/- JCO 2024
MR 120 (MR) 7 yr 79% 7 yr 83%*

Nordic R+maxiCHOP + Eskelund
regimen R-cytarabine 159 Med 9 yr 13 yr BrJ Heme 2016

DFCI/ BR 8 yr 68% 8 yr 76% Ryan
Wash U + 88 ASH 2024

R-cytarabine

* 0S benefit not statistically significant



http://www.bloodjournal.org/cgi/content/full/105/7/2677/FIG2
http://www.bloodjournal.org/cgi/content/full/105/7/2677/FIG4

MCL Younger: superior PFS with inclusion of
cytarabine in induction therapy

European MCL Network Trial
Previously untreated MCL (n=466)
Age =65 yrs

—— R-CHOP  —— R-DHAP —— R-CHOP —— R-DHAP

1.00
Unadjusted HR: 0.80, p=0.12

= R-CHOP/R-DHAP: = HR adjusted for MIPI: 0.74,
= 0.75 4 . = 075 4 —
= median TTF ~8.5 yrs = p=0.038
3 @
© 0.50 _ S 050 :
= = R-CHOP/R-DHAP: 10-yr OS: 60%
E 0.25 - D 025 - :
- 3 - . 4]
R-CHOP: median TTF ~4 yrs FHELIRI ST Dtk bt
T T T T T T T — T T T T T T T I I I I I I I I I f T T T T T T
001 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 0 1 2 3 45 6 7 8 9 1011 12 13 14 15 16
Time (years)  HR:0.59, p=0.038 Time (years)

Hermine et al. JCO 2023 ‘



“Real world” first-line management MCL in the US:
transplant-eligible patients

100
Others?

75

50

Patients® (%)

25

Cytarabine-containing®

2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 Martin et al. JCO 2023
Year




No significant difference in TTNT or OS with ASCT

y ) === Did not receive ASCT
100 4 =i Did not receive ASCT 100 4 Received ASCT
—— Received ASCT
. 75 75
) s
. =
= ] i
= 50 8 50
|_
=
} S
25 - 25 -
I T 1 T 1 1 I 1 I T
0 12 24 36 48 60 0 12 24 36 48 60
Time (months) Time (months)
No. at risk: No. at risk:
Did not 680 451 331 228 164 106 Did not 680 616 418 319 251 186
receive ASCT receive ASCT
Received 282 222 160 112 81 59 Received 282 251 194 144 112 86
ASCT ASCT
Age < 65 Years and ASCT-Eligible Age < 65 Years and ASCT-Eligible
n =962 n =962
Received ASCT Did Not Receive ASCT Received ASCT Did Not Receive ASCT
n =282 n = 680 n =282 n =680
Median rwTTNT 59.9 48.3 Median OS 109 113
(95% CI), months (51.3 to 75.6) (41.9 to 53.6) (95% Cl), months (96.1 to NE) (102.9 to NE)
rwTTNT rate at 3 years, 65 59 OS rate at 3 years, 88 84
% (95% CI) (59to 71) (55 to 64) % (95% Cl) (83 to 92) (81 to 88)
HR (95% CI) 0.84 (0.68 to 1.03) HR (95% CI) 0.86 (0.63 to 1.18)
Log-rank test P .10 Log-rank test P 4

Martin et al. JCO 2023




EA4151: testing the benefit of ASCT in
patients with uMRD after induction

Key Eligibility Criteria

 Aged 18-70 years

* MCLin first remission

* R-containing induction was allowed, including BTKi

uMRD CR? PR (MRD-pos or -neg) or MRD-post CR

Arm A (n=257) Arm C [MRD+]
autoHCT + MR (n=49)

x3 years autoHCT + MR x3 years

Arm D [MRD-indet]
(n=85)
autoHCT + MR x3 years

MRD indeterminate

Primary endpoint: Comparative OS between autoHCT with
R maintenance and maintenance R monotherapy alone

Registration

Arm B (n=259)
MR x3 years

1:1 Randomization

Key secondary endpoints: PFS, MRD+ conversion rate to uMRD following
autoHCT (Arm C)

Patient ArmA ArmB ArmC ArmD Total
Characteristics, % (n=257) (n=259) (n=49) (n=85) (N=650)
Median age (range), 59 61 60 60 60
years (28-71) | (27-70)| (33-70) | (41-70) | (27-71)
Sex |Male 81 77 76 82 79
White 92 92 87 96 92
Race
Black 5 5 11 1 5
Elevated LDH 66 66 36 32 34
High/High-int| 33 37 42 42 37
MIPI-c
Low/Low-int 67 63 58 58 63
Intensive |y, o 74 74 69 68
induction
Induction 7.4 7.7 6.1 5.9
BTKi
Maintenance 0 0.4 2.0 0

Fenske T. ASH 2024. Abstract LBA-6.

14




No difference in OS between ASCT + MR vs MR alone

Proanlity

A (38 deaths/ 257 cases ¥
- B (38 deaths/ 2! ca £=3

All
randomized

Probabilty

— A (22 dealhs/ 157 cases)
8 (-

—_— (30 dealh

s/ 218 cases)

Treated as
assigned

T
2

115
150

Arm Avs ArmB

Arm Avs Arm B

Efficacy All Randomized Treated as Assigned
(n=516) (n=375)
OS HR 0.984 -
Estimated OS HR (95% ClI) 1.11 (0.71-1.74) 1.00 (0.58-1.74)
P-value 0.66 0.99
Arm A Arm B
All randomized 82% 83%
3-year OS, % -
Treated as assigned 86% 85%

Median follow-up: 2.7 years

Fenske T. ASH 2024. Abstract LBA-6.

15




No difference in PFS between with ASCT + MR vs MR alone

% Arm A vs Arm B Ar?r:a\;::;:\ B
=1 Efficacy All Randomized .
All Assigned
. ) (n=516) (n=375)
S| o7 4 g eens o7 casen randomized -
- Estimated PFS HR (95% Cl) 1.05 (0.71-1.56) 0.95 (0.59-1.54)
° 1' . : : ¢ P-value 0.79 0.84
TR g 133 %2 2 5 o Arm A Arm B
- All randomized 77% 77%
3-year PFS, %
N y ° Tre?ted as 8% 30%
2 assigned
%j
) Treated as
T 8 G At o) assig ned
T .'. : : T : : Fenske T. ASH 2024. Abstract LBA-6.

93 57 23 1 .



No difference in OS by MIPI/intensity of induction and

outcomes in arms C+D

OS by MIPI-cof arms A & B

OS by intensive vs non-intensive induction

OS (top) and PFS (bottom) of arm C& D

= | = =] —
o - g T T _— =TT T T T T
3-yr OS: arm C (82%) vs -
o = . = o/ )a
= < z = | 3-yr0OS:arm A (83%) vs g arm D (85%)
| o E £
£ 3-yr OS: arm A (85%) vs < _| arm B (86%); P=0.30 .
arm B (86%); P=0.96 . el - e e oS
Intensive o | TS Esesheg caced
o] ] , = -
1 — 4 eggeuns et cason MIPI-c low/ LI ST 5 Ea ey 131 g induction All assigned
= = _| =
S , s ‘ : : ] T p
o 1 2 3 a 5 & o 1 2 3 “ 5 & Yo
Nomber mt s Yo Numbar g1 i - et R 128 s 7 o
- et 120 22 85 4z 12 -— 18 -4 118 23 a8 32 tH - e Els 23 20 i) S
= = | =7 1~.‘f—-—'~_—‘_‘
. oo | 7, ‘fq_t\::?_}:\\__ﬁ
= g ] = == = o I — .

= 3-yr OS: arm A (80%) vs

g 3-yr OS: arm A (77%) vs =
£ ] arm B (78%); P=0.71 £ . arm B (73%); P=0.48
_ Non-intensive
B IR i et MIPI-c high/ Hi %1 == 3 ugdemne o canen induction
o 2 ch;rs a 8 o 1 2 o
Nu =1 13 ™~ er at risk
- = . = 2 % g el a2 3 2 2 :

Fenske T. ASH 2024. Abstract LBA-6.

3-yr PFS: arm C (77%) vs
= arm D (73%)°

—— A (50 evants/ 257 cases)

= — B (51 events/ 259 cases)

S0 G (12 evenls/ 49 cases)
D (22 cvents/ 85 cascs)

Prodabilty

PFS

o
o
All randomized
= _|
o 1 2 a 4 5 =3
Years
aaaaaaaaaaaa
25 76 3 5
—— 2 198 £=3
s a9 29 9 k=l
61 8 5




PFS and OS improved in patients who converted to MRD
undetectable after ASCT

OS (top) and PFS (bottom) of Arm C

{ { ]
= Cause of Death, ArmA ArmB Arm C ArmD
| L n (%) (n=257) (n=259) (n=49) (n=85)
% N 3-yr OS in pts converted from uMRD6 Lymphoma 12(4.7) 9(3.5) 1(2.0) 2(24)
T oz post-autoHCT: 100% vs 64% in MRD+ L
. o Overall COVID-19 13 (5.1) 17 (6.6) 1(2.0) 3(3.5)
— — MRD+ (4 deaths/ 13 cases)} suwival
1 ‘ i ‘ : . ‘ Other 9 (3.5) 8(3.1) 3(6.1) 5(5.8)
— o . |Unknown 4(1.6) 4 (1.5) 1(2.0) i

Probability

post-autoHCT: 100% vs 49% in MRD+
Progression-free Fenske T. ASH 2024. Abstract LBA-6.

survival

o
= MRD- (2 evenls/ 17 cases)
— — MRD+ (6 events/ 13 cases)

Number at risk

18



TRIANGLE: does the addition of ibrutinib improve
outcomes and preclude the need for ASCT?

-

* Previously untreated with MCL
* Stage ll-IV
*  Younger than 66 years

~

* Suitable for high-dose cytarabine

K and ASCT

/

.

N=870

Age: median =57 (27-68)
Male: 76%

ECOG>1:1%

MIPI: Low: 58%, Intermediate: 27%, High:

15%

~

/ A

/

\

3x R-CHOP/

3x R-DHAP

-1AscT | Observation

3yrs R maintenance

IASCT -| 2 yrs I-maintenance | | Observation

3yrs R maintenance

I 2 yrs |I-maintenance H Observation

3yrs R maintenance

_/

[Rituximab maintenance added in all 3 arms following updated ]

national guidelines (~*56% of patients)

Dreyling et al. Lancet 2024




ASCT + ibrutinib with superior FFS compared to ASCT alone.
ASCT is not superior to ibrutinib.

\ Is there a FFS benefit of

ASCT in first remission

/ A+l: 3-year FFS = 88%

L0 I: 3-year FFS = 86%

0.9

_ 08 Ll - . i . .
T,y : with inclusion of ibrutinib?
= > . + o

Likely NO

© 8 05 :

£ £ 04 :

i 0.3  median follow-up = 31

0.2 = A, median not reached *
' = A+, median not reached -
0.1 |, median not reached

0.0
0 6 12 13243036424854606%

Dreyling et al. Lancet 2024

a




Ibrutinib added to toxicity during maintenance

Addition of ibrutinib to R-CHOP/R-DHAP did not Addition of ibrutinib to maintenance following ASCT
significantly increase toxicity during induction led to increased toxicity
m R-CHOP/R-DHAP (N=287) IR-CHOP/R-DHAP (N=579) Grade 3_5 AES Group A Group A+| Group |
Blood and lymphatic system disorders — 71??6% (n=238) (n=231) (n=269)
Gastrointestinal disorders N 006 Blood & lymphatic | 51 (21%) | 114 (50%) | 74 (28%)
Infections and infestations = 9‘7;2? System disorders
Metabolism and nutrition disorders . 7% o Neutrophi| count 40 (17%) 101 (44%) 62 (23%)
13%
General disorders and administration site conditions - g:;" decreased
nvestigations M 4% Infections & 32 (13%) 58 (25%) 52 (19%)
Renal and urinary disorders - S;A:% InfeStatlons
vascutar disorders | 5% Lung infection 13 (5%) 22 (10%) 18 (7%)

6%

i W 3%
Nervous system disorders . . . .
- - 5% Grade 3-5 Infections w/ rituximab maintenance
. . 2%
cardiac disoraers | 20 A+l (n=149): 31% | (n=155): 25%
Respiratory, thoracic and mediastinal disorders a g:;‘; Grade 3-5 AES, >2%

Dreyling et al. Lancet 2024




Addition or Substitution of Acalabrutinib in Intensive

Frontline Chemoimmunotherapy for Patients < 70

Randomization

Ke

BR/CR
3 cycles of Bendamustine/Rituximab
3 cycles of Cytarabine/Rituximab

BR/CR-A
* 3 cycles of BR + Acalabrutinib continuous

1:1:1 * 3 cycles of CR + Acalabrutinib D1-7, 22-28

BR-A
6 cycles of BR + Acalabrutinib continuous

Hypothesis:
Acalabrutinib to
either experimental
arm (BR/CR-A or
BR-A) will improve
the PET/CT CR/MRD
negative rate by
15%

y Eligibility
Untreated mantle cell
lymphoma
Age 18-70

ECOG PS 0-2
Adequate organ and
marrow function

Patient Characteristics,
All Randomized Patients, n (%)

Aged >65

White

Amer Indian/Native
Race Asian

Black
Native Hawaiian

Ethnicity, Hispanic

Low
MIPI Intermediate
High
Morphology,

blastoid/pleomorphic

BR/CR
(n=128)

37 (29)
119 (93)

3(2)
6 (5)
22 (17)
55 (43)
51 (40)

9(7)/2(2)

BR/CR-A
(n=129)

36 (28)
109 (84)
4 (3)
3(2)
4 (3)
1(1)
5 (4)
24 (19)
55 (43)
50 (39)

7(5)/8 (6)

Wagner-Johnston et al. ASH 2024

BR-A
(n=102)

35 (34)
90 (88)

4 (4)
6 (6)
19 (19)
44 (43)
39 (38)

9(9)/4 (4)

L‘__..-_L



No significant difference in PFS/OS by arm
~

o
a | =
- i
] T Py < S— lf
o “ g _ g T L'_ _
_________ T
- "ﬂ
o Q o | 1!
z. o z o = o R _L
= 12 mo PFS: - e T e O
2 < 0 & g | - [
S o 90% BR/CR ° ° [
o
0, / - — BRICR (7 events/ 73 cases) = BRICR (4evens/ 12 cases)
= BR/CR (11 events/85 cases) 91% BR CR A & | = = BRCR-A (8 events/ 85 mses) N = = BRCR-A (5ewents/ 12 cases)
N BR/CR-A (13 events/98 cases) | -- BRA (Bevents/Bécmes) °© BR-A (7 events/ 13 casss)
¢ = S— — - events, cases o ’ .- / o=
o == = = BR-A (13 events/77 cases ) 92/’ BR'A
g 7 g N
T T T T
=] 0 i 2 > : ; : : i
Years Years
MNumber atrisk .
0 1 2 3 il =2 2 7 1 Hurber atekk o s 2
-= 88 & 2 7 0 -- 12 g 3 1
Years - 8 “ = B 0 L1 7 : 2
BR/CR 85 59 30 9

uMRD MRD +

-]
!,"‘ O

BR/CR-A 98 68 32
\BRA 77 53 29 7

PFS Wagner-Johnston et al. ASH 2024




Conclusion/interpretation E4181

4 Addition of N
acalabrutinib to
BR/CR added toxicity
without improving

4 N

BR-A was not
superior and closed
early by the DSMC

\_ efficacy )

\ /

Wagner-Johnston et al. ASH 2024

Adopt BR-A as
induction for all
patients

Reserve A for use
in second line




Management of patients not
appropriate for intensive
chemotherapy




“Real world” Front-line management older patients in the US

100

Others?

75

Patients? (%)

25

R-CHOP

Cytarabine-containing®

2011 2012 2013 2014 2015 2016 2017 2018 2019 2020

Martin et al. JCO 2023
Year



Rituximab maintenance associated with
improved TTNT and OS

100 100
75 75
c“\c“ —
i =
= 50 4 o 50
= o
=
—— BR only —— BR only
25_ *BR+MR 25_ *BR+MR
== R-CHOP only == R-CHOP only
== R-CHOP + MR == R-CHOP + MR
I I I I I I I I I I
0 12 24 36 48 60 0 12 24 36 48 60
Time (months) Time (months)
No. at risk: No. at risk:
BR only 679 431 258 161 97 66 BR only 679 458 317 225 156 106
BR + MR 427 403 310 205 147 92 BR + MR 427 409 330 235 179 113
R-CHOPonly 195 113 60 42 24 19 R-CHOPonly 195 144 120 99 75 61
R-CHOP + MR 160 149 105 82 57 42 R-CHOP + MR 160 155 129 108 86 71
BR Only BR+ MR | R-CHOP Only | R-CHOP + MR BR Only BR + MR R-CHOP Only | R-CHOP + MR
n==679 n =427 n=195 n =160 n=679 n =427 n=195 n =160
Median rwTTNT 37.7 65.3 18.8 478 Median OS 78.1 895 819 99.0
(95% Cl), months (33.11t0 41.2) | (61.6 to 75.6)] (16.11to 23.5) | (39.6 to 59.2) (95% Cl), months (62.9 t0 93.5) | (80.0 to 108.6)|(67.6 to 105.0)] (82.1 to NE)
rwTTNT rate at 51 74 30 63 OS rate at 3 years, 74 84 70 86
3 years, % (95% Cl) (46 to 56) (69 to 79) (24 to 39) (55 to 71) % (95% Cl) (70 to 79) (80 to 88) (68 to 82) (80 to 92)
HR (95% CI) 1.96 (1.61 to 2.38) 2.17 (1.66 to 2.83) HR (95% CI) 1.561(1.19 to 1.92) 1.563 (1.06 to 2.20)
Log-rank test P < .001 < .001 Log-rank test P <.001 023

Martin et al. JCO 2023




Phase 2/3 ENRICH: Ibrutinib-R vs R-chemo in patients > 60

=
S
8
-
E
(=]
g
5
o
o
-

Induction Maintenance  Follow-up

PETIVAL 1
every 56 days ongoing until

for 2 years progression

R
every 56 days
(o] g AV-F 143

R-Chemo
(n=198)

Primary endpoint: PFS (stratified by choice of chemo)

Lewis DJ et al. ASH 2024.

Patient Characteristics IR R-Chemo
(ITT) (n=199) (n=198)
Median age (IQR), yr 74 (70-77) 74 (70-78)
Male 75.4% 73.7%
0 62.3% 54.0%
ECOG |1 32.2% 40.4%
2 5.5% 5.6%
Stage IV 87.9% 92.4%
Blastoid 5.6% 7.8%
Ki-67 230% 38.7% 45.2%
Low 11.6% 11.8%
MPI Intermediate 32.3% 31.3%
High 56.1% 56.9%
TP53mut 27.5% 24.0%




Difference in PFS driven by RCHOP treated patients

PFS by BR

=+ |brutinib plus rituximab == Bendamustine-rituximab

5-yr PFS (95% Cl)
IR: 51% (42.8-60.4)
BR: 47% (39.5-56.9)

1.00- -1.00
HR (95% Cl): 0.91 (0.66 to 1.25)
0.75- =0.75
0.50~ -0.50
0.25- =-0.25
000- ' . ' ‘ L) L) . ' ' -000
0 1 2 3 B 5 6 7 8

Years from randomisation
Number at risk (number censored)

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

BR 145(0) 119(3) 102(3) 85(6) 57(21) 37(37) 9(59)

1(75)
2 (66)

0 (75)
0 (68)

Overall PFS in the ITT
=  Median F/U of 47.9 mo
= |R:65 mo (52.7-NE)
= R-Chemo:42 mo (32.7-55.3)
- HR0.69 (95% Cl, 0.52-0.90); P=0.003

PFS by R-CHOP

=+ |brutinib plus rituximab == R-CHOP

5-yr PFS (95% Cl)
IR: 52% (40.0-68.6)
R-CHOP: 19% (10.6-35.1)

1.00- -1.00
HR (95% CI): 0.37 (0.22 to 0.62)
0.75~ =TS
0.50- ot -0.50
0.25- =0.25
000 i ' ) ) ' ' 1 ] ] I ' - 000
0 1 2 3 4 5 6 7 8
Years from randomisation
Number at risk (number censored)
IR 54(0) 43(0) 39(0) 35(3) 25(8) 21(9) 14(16) 4(26) 1(29)
R-Chop 53(0) 38(2) 31(2) 18(2) 13(4) 7(6) 3(7) 1(9) 0(9

Lewis DJ et al. ASH 2024.

29 AN




Median PFS poor with IR in blastoid disease

though more favorable with aberrant TP53
PFS in subgroups

Ibrutinid plus

T Immunocchemotherapy .
Median PFS 0. of eventsio. of patents : Hazard Ratio (95% CI)
IR R-Chemo Aos ceieoory :
(95% C|) {60, 70) 1851 2745 —_— 051 (027, 0.95)
(70, 80) 63129 17129 - 071(051,099)
7m 21 m e e L —"—' — 0.94 (0.45, 1.95)
Blastoid disease e ,, i L e
(19'N E) (98'N E) ;';stond ;21068 12'15 - 22:0 5 6::2:
HR 2.33 (083-652) :‘: a23 1223 = 0,82 (025, 1.53)
Intermediate 2184 861 P e e— 0.52 (0.30, 0.89)
TP53mUt 19 m 9 m :g;c 5111 Ti11 ——.—- 077 (055, 1.08)
0 4an124 ex107 —_— 053(038,078
(4.2-46.2) (2.9-25.7) . jei i R . o 1_‘6;
HR 0.77 (0.40-1.52) :Ps: 111 a1 ; - 1.42 (0.53, 3.80)
e o o — [ irE is
. . N N f‘::‘h 2987 4488 '—.—:— 0.58 (0.36,0.94)
Gr3/4 AEs During Induction and Maintenance in the =a0% 455 4071 — - — 088 (055, 1.34)
Safety Populationa Male 8/150 0148 + 050 (0.4, 0.83)
Female 2649 3152 ——— 057 (057, 1.63)
Disease stage :
. IR BR R-CHOP : — = = e S
GI‘3/4 AE Overview (n=198) (n=143) (n=52) r'v :,,?75 “sg,m + 275 :o si. ?:::)
All participants 841199 1211198 e 0.69 (0.52, 0.90)
Total 63.1% 67.8% 69.2% ) hm Hazard Rato W )
All cardiac AEs 22.2% 4.9% 13.5%
All bleeding AEs 5.1% 2.1% 5.8%
Atrial fibrillation 6.1% 0.7% 0% Lewis DJ et al. ASH 2024
ewiIs et al. .
Neutropenia 9.1% 18.9% 21.2%
Neutropenic sepsis 3.0% 1.4% 15.4%

Corona virus infection 5.1% 7.0% 0% 30 ‘



Py ——— BR + Ibrutinib (SHINE) with
Improved PFS But Not OS

Table 3. Causes of Death Due to Adverse Events during Treatment.®

Disease Progression

Ibrutinib Group Placebo Group
Cause (N=261) (N=262)

Maceto+ bendamustine and mtusmab:
Stratified hazard ratio for progression or death, 0.75 (95% O, 0.58-0.9€)
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= A —— —
=] = . .
5 &0+ |bnatirib < bendamustine and rrhximab . Respiratory disorder — no. 1
E 50 General physical health deterioration 1 0
" 40 — no.
[ S
T 30 Traumatic intracranial hemorrhage 1 0
i 10 — no.
'! Stratified hazard ratio for death, 107 (95% O, 081 to 1.40)
10+ Tumor lysis syndrome — no. 1 1
¥5I5 Sy
o
D & 12 I8 74 30 36 42 48 4 60 6 72 75 34 %0 96 Cancer —no.j 1 Z
Months Ischemic stroke — no. 1 0
Mo. at Risk Hemarrhagic stroke — no. 0 1
Ibrutinib+bendamuestine and ritimab 261 239 321 208 197 147 IT1 161 158 157 145 13& 122 112 70 ¥ O
Macebo < bandamusstine and ritwimab 263 344 223 712 203 197 18 IFT Q7D I&S 159 1S4 147 137 @4 31 2

Wang et al. NEJM 2022




ECHO Study of Bendamustine plus Rituximab
+/- Acalabrutinib in older patients

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

Untreated MCL
(N=598)

Age =65 years
ECOGPS=2

Bendamustine?
Rituximab®
X 6 cycles

Maintenance Rituximab

(every 2 cycles x 2 years)

Stratification

sMIPI score: Low vs
intermediate vs high

B&I'I}:lﬂl‘l:lustlnea i Maintenance Rituximab
Rituximab?

X 6 cycles

Geographic region:
North America vs
Western Europe vs other

mMN-—- <00 2 > 2

(every 2 cycles x 2 years)

Placebo BID, PO until PD or toxicity

Enrollment: Apr 2017Mar 2023
Sites: 195 globally

1 cycle=28days

Wang et al. EHA 2024

Primary endpoint:

* PFS (Independent Review Commitiee)
Key secondary endpoints:

= ORR ({Independent Review Committes)
= 05

Safety

Acalabrutinib 100 mg BID, PO until PD or toxicity

l Crossover to
I acalabrutinib after PD
was permitted




Acalabrutinib associated with improved PFS

without OS benefit

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

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

1605 Acalabrutinib + BR

5 “- Placebo +BR

=)

% 80

=

2

3

9?60

3

—

.

< 40 A (n=299) e

2 PFS events, n (%) 110 (36.8) 137 (45.8) T,

5 PD 57(19.1) (99)33.1) 69% received BTKi as :

w 20 - Median PFS, months 66.4 49.6 subsequent treatment

E (95% C1) (55.1, NE) (36.0,64.1) :
Stratified HR (95% Cl), B !

o -|_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
Acalat+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

Overall Survival Including Crossover

100 - Acalabrutinib + BR
---------- Placebo +BR
— ety
S 80 P
.‘.‘E’ ......
2 60
s Hb - - = -
=
2 ABR PBR
E 4077 (n=299) (n=299)
°>’ 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),
ratified HR(95% C1). - 4,86 (0.65, 1.13), P=0.2743
0 log-rank P-value
0 6 12 18 24 30 36 42 48
Months
Number at risk
Acala+BR 299 280 259 243 230 207 181 163 146
Placebo+BR 299 268 247 229 215 193 175 157 141

Wang et al. EHA 2024




Management of patients with
TP53 aberrancy




TP53 mutated MCL: zanubrutinib +

obinutuzumab +venetoclax

Zanubrutinib

Obinutuzumab m t t t ' t ' t Minimum of
24 cycles

Dosing:

Zanubrutinib 160 mg oral twice daily ~ Obinutuzumab 1000 mg IV

Cycle 1: day 1, 8, 15
Cycle 2-8: day 1

Venetoclax 400mg oral daily
5-week ramp-up: 1 week each of 20mg; 50mg;
100mg; 200mg; 400 mg oral daily

N=25 heterogeneous patient population

. L CR and uMRD —_— Stop treatment
After 24 cycles, MRD-driven approach to limit

treatment duration in selected patients:

<CR and/or dMRD —_— Continue ZANU and VEN

Kumar et al. Blood 2025

MCL histology

Blastoid 5 (20%)

Classic 17 (68%)

Non-nodal leukemic* 3 (12%)
Disease stage, IV 25 (100%)
Ki-67 proliferation rate

<30% 8 (32%)

30%-49% 6 (24%)

At least 50% 7 (28%)

Unknown 4 (16%)
SOX-11 expression by IHC

Positive 12 (48%)

Negative 10 (40%)

Unknown 3 (12%)
TP53 expression by IHC§

Positive 18 (72%)

Negative 3 (12%)

Unknown 4 (16%)
IGHV mutation

Mutated 5 (20%)

Unmutated 13 (52%)

Unknown 7 (28%)
17p deletion by FISH

Yes 12 (48%)

No 13 (52%)




PFS encouraging, though follow-up too limited to
determine if discontinuation in uMRD is a good strategy.

100 4
100 4 : —
—
= = Arlrnlnnl sninlnnl
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= =
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o = 25
< =
= 2
o
04 ==
o
T T T T T 1 T T T 0 1

0 1) 12 18 24 30 36 42 48
Months from treatment start

Number at risk (number of events)

— 25(0) 23(2) 21(4) 19(6) 18(7) 99 4(9 0(10) 0(10)

0 6 12 18 24 30 36 42 48
Months from treatment start

Number at risk (number of events)

— 25(0) 25(0) 240) 21(1) 192 12(2) 6(2) 1(2) 0@)

Kumar et al. Blood 2025 .



Summary

/

ASCT does not
improve outcomes
in uUMRD patients

— Addition of BTKi to BR
improves PFS with

.,.%
added toxicity

Addition of BTKi with
intensive induction
appears to improve PFS

Novel agent
E combinations
> promising in TP53
mutated patients

BR + MR with simb

efficacy in older
patients compared to
IR
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