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ESMO guidelines for RRMCL (2017)

Young patients < 65 years Elderly patients > 65 years Compromised patient
Targeted approaches Targeted approaches Targeted approaches
Immunochemotherapy Immunochemotherapy Immunochemotherapy
Discussion about allo- Discussion about R
SCT maintenance or

radioimmunotherapy

Higher relapse
Targeted approaches: ibrutinib, lenalidomide, temsirolimus, bortezomib
Alternatively, repeat previous therapy (long remission)

Annals of Oncology 28 (Supplement 4): iv62—-iv71, 2017



cBTKI Is moving to frontline therapy

TRIANGLE

ECHO

Ibrutinib combined with immunochemotherapy with or
without autologous stem-cell transplantation versus
immunochemotherapy and autologous stem-cell
transplantation in previously untreated patients with
mantle cell ymphoma (TRIANGLE): a three-arm,
randomised, open-label, phase 3 superiority trial of the
European Mantle Cell Lymphoma Network

Martin Dreyling, Jeanette Doorduijn, Eva Ging, Mats Jerkernan, jan Walewski, Martin Hutchings, Ulrich Mey, jon Riise, Marek Trmeny,

Vibeke Vergote, Ofer Shpilberg, Maria Gomes da Silwa, Sirpa Leppd, Linmiao Jiang, Stephan Stilgenbauver, Andrea Kerkhoff, Ron D Jachimowicz,
Mefania Cefli, Georg Hess, Luca Arcaini, Carlo Visco, Tom van Meerten, Stefan Wirths, Pier Luigi Zinzani, Urban Novak, Peter Herhaus,

Fabio Benedetti, Kristina Sonnevi, Christine Hanoun, Matthias Hanel, judith Diedamm, Christiane Pott, Wolfram Klapper, Dandi Gozel,
Christion Schmidt, Michael Unterhalt, Marco Ladetto®, Eva Hoster®

Summar,

Backgmun); Adding ibrutinib to standard immunochemotherapy might improve outcomes and challenge
aulologous stem-cell transplantation (ASCT) in younger (aged 65 years or younger) mantle cell lymphoma patients.
This trial aimed to investigate whether the addition of ibrutinib resulls in a superior clinical oulcome compared
with the pre-trial immunochemotherapy standard with ASCT or an ibrutinib-containing treatment without ASCT.
We also investigated whether standard treatment with ASCT is superior to a treatment adding ibrutinib but without
ASCT.

Original Reports | Hematologic Malignancy

®Acalabrutinib Plus Bendamustine-Rituximab in Untreated
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RESULTS

The combination of the Bruton tyrosine kinase inhibitor ibrutinib with
bendamustine-rituximab for first-line treatment of mantle cell lymphoma
(MCL) prolonged progression-free survival (PFS), but without improvement in
overall survival (0S), likely because of toxicity. Acalabrutinib was shown to be
efficacious and less toxic than ibrutinib in a head-to-head trial in chronic
lymphocytic leukemia and therefore might lead to better outcomes in MCL.

Patients 65 years and older with previously untreated MCL received acalab-
rutinib (100 mg twice daily) or placebo (until disease progression or unac-
ceptable toxicity), plus six cycles of bendamustine (90 mg/m* once daily; days 1
and 2) and rituximab (375 mg/m? as a single dose; day 1) followed by rituximab
maintenance in responding patients for 2 years. Crossover to acalabrutinib at
disease progression was permitted. The primary end point was PFS per the
independent review committee; overall response rate and OS were secondary
end points.

In total, 598 patients were randomly assigned, with 299 in each arm. At a
median follow-up of 49.8 months using the reverse Kaplan-Meier method, the
median PFS was 66.4 months in the acalabrutinib arm and 49.6 months in the
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ESMO guidelines for RRMCL (2025)

post-BTKi
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Relapse post-first-line immunoChT BTKi naive Relapse post-first-line cBTKi-based treatment

cBTKi monotherapy® + venetoclax®
(standard second-line option for early and
late POD [lll, B] and for CNS relapse in
BTKi-naive patients [IV, B])

CAR-T therapy [lll, A
Pirtobrutinib®® [lll, A]
ImmunoChT or lenalidomide = R [IV, B]

CAR-T therapy®
[, A]

Pirtobrutinib® [lll, B]
ImmunoChT [IV, B]

Pirtobrutinib® ImmunoChT*
[, A] A

CAR-T therapy il A
CAR-T therapy [IV, B] apy LAl

ImmunoChT [IV, B] Pirtobrutinib®e [lll, A]
ImmunoChT or

lenalidomide = R [IV, B]

¢BTKi monotherapy®
+ venetoclax® [V, C]

CAR-T therapy [lll, A]
Pirtobrutinib®2 [lll, A]
ImmunoChT or

lenalidomide = R [IV, B]

Eyre TA et al., Annals of Oncology (2025), doi: https://doi.org/10.1016/ j.annonc.2025.07.014



NCCN guidelines
v5.2021 v2.2025

Second-line and subsequent therapy

Preferred Regimens (in alphabetical order)
BTK inhibitors

o Acalabrutinib
o Ibrutinib + rituximab

° Zanubrutinib
Lenalidomide + rituximab

Useful in certain circumstances
Bendamustine + rituximab (if not previously given)
+ others like RBAC, R-DHAX, R-GemOx....

Second-line consolidation
Allo-SCT (non-myeloablative or myeloablative)

Third-line therapy
Brexucabtagene autoleucel
(only after chemoimmunotherapy and BTK inhibitor)




NCCN guidelines

v5.2021

v2.2025

Second-line and subsequent therapy

Preferred Regimens (in alphabetical order)

BTK inhibitors

o Acalabrutinib
o Ibrutinib + rituximab

e  Zanubrutinib

Lenalidomide + rituximab

Useful in certain circumstances
Bendamustine + rituximab (if not previously given)
+ others like RBAC, R-DHAX, R-GemOx....

Second-line consolidation
Allo-SCT (non-myeloablative or myeloablative)

Third-line therapy

Brexucabtagene autoleucel

(only after chemoimmunotherapy and BTK inhibitor)

Second-line and subsequent therapy

Preferred Regimens (in alphabetical order)

Covalent BTKi (continuous): Acala or Zanubrutinib

Lenalidomide + rituximab

Other recommended regimen

Covalent BTKi (continuous): Ibrutinib + rituximab

Useful in certain circumstances
Bendamustine + rituximab (if not previously given)
+ others like RBAC, R-DHAX, R-GemOx....

PD after prior cBTKi

Non-covalent BTKi (continuous): Pirtobrutinib
CAR T-cell therapy: Brexu-cel or Liso-cel

PD after CAR T-cell therapy and pirtobrutinib or ineligible

for CAR T-cell therapy

Glofitamab (category 2B)




Improved survival in the era of BTKIi: SEER data

Pre-BTKi era (2007-2011, n=3424) vs. BTKIi era (2014-2018, n=4201)

3-year mortality from MCL 2 0.7 —<60, pre-BTKi era
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Overall response rates for therapeutics for R/R MCL

100
90 Ibrutinib + X
80
70
60
50
40
30
20
10
0 — IIII [
o _ _ _ N Ibrutinib + Ibr_utinit_)+ brutinib + Ibrutinib +
GDP Temsirolimus Botezomib Lenalidomide Ibrutinib Venetoclax fituximab Ienqlldqmlde+ venetoclax venetoclax+
rituximab obinutuzumab
PR 20 44 24 35 54 54 30 20 4 17
ECR 22 3 8 5 23 21 58 56 71 67

ECR "PR

* Data from each trial

GDP: Ann Oncol. 2007 Feb;18(2):370-5; Temsirolimus phase 3, Lancet. 2016;387:770-778; Bortezomib; J Clin Oncol. 2006;24:4867—-4874; update of PINNACLE study Ann Oncol.
2009;20: 520-525; Bortezomib + R; Haematologica. 2011;96(7):1008-1014; Lenalidomide: MCL-002; SPRINT, randomized phase 2 _Lancet Oncol. 2016;17(3):319-331;
Lenalidomide + R, Lancet Oncol. 2012;13(7):716-723; Ibrutinib, phase 3, Lancet. 2016;387:770-778; Ibrutinib+R, phase 2 update, Br J Haematol 2018 May 22.
doi:10.1111/bjh.15411; Venetoclax, phase 1 J Clin Oncol. 2017;35(8): 826-833; ibrutinib+lenalidomide+rituximab, Lancet Haematol. 2018;5(3):e109-e116; ibrutinib+venetoclax,
NEJM 2018;378:1211-1223 Blood 2020, epub, ibrutnib+venetoclax+obinutuzumab


https://www.ncbi.nlm.nih.gov/pubmed/30154113

Ibrutinib Combined With Venetoclax in Patients With RR-MCL.:
Primary Analysis Results From the Randomized Phase 3
SYMPATICO Study

«  SYMPATICO (NCT03112174) is multinational, randomized, double-blind, placebo-controlled, phase 3 study

/ \ Ibrutinib + venetoclax (n=134)

SYMPATICO (N=267) Ibrutinib 560 mg once daily +
. Age 218 years venetoclax 5-week ramp-up to [ \
. RR I;/ICLy : 400 mg once daily for 24 months
- 1-5 prior therapies for D Single-agent ibrutinib
MCL N | 560 mg once daily
T : g until PD or
« =1 prior rituximab/ anti- S unacceptable toxicity
CD20-containing =
regimen o Ibrutinib + placebo (n=133) \ j
+ ECOGPSO0-2 Ibrutinib 560 mg once daily +
K / placebo once daily for 24 months
Stratification: ECOG PS, prior lines of therapy, TLS risk2 « Secondary endpoints (tested hierarchically in the following order):
- Primary endpoint: « CR rate by investigator assessment

: : : . b
* PFS by investigator assessment using Lugano TTNT
criteria * OS (interim analysis)

* ORR by investigator assessment

Michael Wang et al., Blood (2023) 142 (Supplement 2): LBA-2.



CR rate was significantly improved with ibrutinib +
venetoclax

Duration of ResponseP

Response Rates

100+
100 - P=0.1279° 90 -
%0 - P=0.0004° 80 -

Ibr+Ven

Ibr+Pbo

lbr+Ven Ibr+Pbo
20 A n=110 n=99
10 4/ Median DOR, mo 42.1 27.6

Patients, %

Remaining in Response, %
a1
o

0 6 12 18 24 30 36 42 48 54 60
Time Since Initial Response, Months

CR Rate ORR

Patients at risk:

lbr+Ven 110 93 83 72 66 58 52 37 15 1 0
m lbr+Ven (n=134) = Ibr+Pbo (n=133) lbr+Pbo 99 85 72 62 50 42 35 22 8 1 0

Michael Wang et al., Blood (2023) 142 (Supplement 2): LBA-2.



Significantly improved PFS and numerically higher
OS In ibrutinib + venetoclax arm

100 -
90 -
80 -
70 - Ibr+Ven
2 60 -
@ 50 Ibr#Pbo
o 40
30 Ibr+Ven |br+Pbo
1 n=134 n=133
20 4 |PFS events, n (%) 73 (54) 94 (71)
Median PFS, mo 31.9 22.1
10 1 |HR (95% CI) 0.65 (0.47-0.88)
o 4 [Log-rank Pvalue® 0.0052

0 6 12

Patients at risk:
Ibr+Ven 134 107 91
Ibr+Pbo 133 96 79

18 24 30 36 42 48
Time Since Randomization, Months

80 69 63 56 53 34
70 54 46 37 36 18

1001
901
801
701
2 601 Ibr+Ven
» i
o 50
401
Ibr+Ven Ibr+Pbo
301 n=134 n=133 Ibr+Pbo
| [OSevents, n (%) 69 (51) 75 (56)
20 Median OS, mo 449 38.6
101 HR (95% ClI) 0.85 (0.62-1.19)
| Log-rank P value® 0.3465
0
0 6 12 18 24 30 36 42 48 54 60
Time Since Randomization, Months
Patients at risk:
lbr+Ven 134 116 102 95 87 81 70 65 48 20 3
|Ibr+Pbo 133 115 103 88 80 70 66 61 46 20 4

Michael Wang et al., Blood (2023) 142 (Supplement 2): LBA-2.



Ibrutinib + venetoclax seems to be tolerable

Ibrutinib + v | lbrutinib + pl
AE, n (%) enetoclax acebo
n=134 n=132

Ibrutinib +
placebo

« Safety was consistent n=132

Ibrutinib +
AE, n (%) venetoclax
n=134

with known AEs of

Grade >3 AEs 112 (84) 100 (76) Most frequent any-grade A = 5
. . Esb
each single agent Serious AEs 81 (60) 79 (60) Diarrhea 46 (34) 19 (14)
- - E Neutropenia 42 (31) 22 (17)
_ {-\Es leading to discontinuat 41 (31) 48 (36) Navsed 39 (29) 36 (27)
* Median overall ion 118 10 (8 ,
_ Ibrutinib only (8) (8) Fatigue 30 (22) 16 (12)
treatment duration: 2 (1) 7(3) Anemia 28 (21) 26 (20)
Venetoclax/placebo only ;
. Ibrutinib + Both 28 (21) 31 (23) Pyrexia 27 (20) 36 (27)
utini . . Cough 11 (8) 32 (24)
venetoclax, 22.2 gﬁs leading to dose reducti 48 (36) 29 (22) Muscle spasms
months (ran . 17 (13) 14 (11) Most frequent grade >3 AE
0 S ( ange, /bl‘ufln!b/ on/); . ) 14 (10) 7 (5 s¢ 42 (31) 14 (11)
0.5-60.4) gf;/;;'toc Y et Clly 17 (13) 8 (6) Neutropenia 17 (13) 14 (11)
e |brutinib + p|aceb0’ Pneumonia . 17 (13) 10 (8)
AEs leading to death Thrombocytopenia 13 (10) 4 (3)
17.7 months brutiniborelatec 2-3 g ;5) 13 g)fl) Anen};a 11 (8) 3(2)
_ Venetocl. lacebo-relat Diarrhea 10 (7) 0
(range, 0.1-58.9) SO PR R R 0 1(1) Leukopenia 9 (7) 16 (12)
MclLd 7 (5) 7 (5)
Tumor lysis syndrome Atrial fibriflation 7 (5) 1(1)
Laboratory 7 (5) 3(2) CoVID-19 6 (4) 12 (9)
Clinical 0 0 Hypertension

dWorsening of MCL not meeting protocol criteria for progressive disease

Michael Wang et al., Blood (2023) 142 (Supplement 2): LBA-2.




Ibrutinib + venetoclax seems to work better regardless of

TP53 Mutations

Humbser of patients (events) HER (95% 1)
bntinib-venetoclax  Brutinib-placebo . . .

— - Patients With TP53 Mutations

patients 134 (73) 133(94) | 0465 [0-47-0-E8)
- R/R i
Sphlind P o 100 Ibr+Ven  Ibr+Pbo | Ibr+Ven
Lo risk 18(5) 3(11) B D47 {0:16-1-35) _ _ _
Intermediate risk &3(33) 68 {50 —— 062 [040-0457) 90 , n=45 n=37 n=29
High risk £1(34) a1z o 064 (0-40-1:03) Median PF%, 20.9 10.9 22.0
Bulky disease 80 4 months (95% CI) (13.0-33.1) (4.5-17.9)( (9.2—-NE)
5 .cm 72 (40) 80(51) —.—— 0-B2 (0e54=1:24)
=5 em &2(53) 5343 —— 048 (B-31-075) 70
Splenomegaly
Yeu 42(25) 33025) _— D61 {35106 o 60 4
Ma B7 (44) 98 (E7) —— (62 (4 2-0-90) =
Extranodal disease (’)l 50 e L s - S S S
Yes 64 {30) 61 (486) —— 050 [:31-0.74) 1
Ma T0(43) 72 (48) — 0B [551:24) o 40 Ibr+Ven R/R
Blastoid wariant
es 19 {15) 17{14) L D65 [0+31-1:35) 30 - e
Ha 115 {58) 116 (Ba) _._ (63 [D45=0-81)
Blastoid or plecmorphic variant {or both) 204
Yes 7 (22) 73{18) & (-84 (D-50-1:75) Ibr+Pbo R/R
Ma 107 [51) 110 {75} _._ (56 [ 39-080) 10 -
Prewviows stem cell transplantation
b e 0 (52) —— 051 (0-28-0052) 04 | | | | | | | | | |
: Holoni Erkel = = el 0 6 12 18 24 30 36 42 48 54 60 66

'53 statws
Mutated 40(24) 3713 —— D57 (0-33-097) Time Since Randomization or First Dose, Months
Mat mutated 66 (32) 57 (39) —— 052 (O-32-082) A B
twat performed or missing {or both) .21:(1?: 19 [25) W 1i1b (G 3=2110) Patients at risk
Lactate dehydrogenase Ibr+Ven R/R 45 31 27 22 17 14 11 7 2 0 0
<185 UL 266} 40(5) - 0-23 (509-0-55) lbrtPboRR 37 21 12 T 7 3 2 1 0
s weEn e —@ , : | oesse lbr+Ven 1L 29 25 18 16 9 o o 0o o0

o 5 1 15 0 5
— —»

Fawours ibnutinib=venetodax  Favours ibnutinibeplacebo

Michael Wang, abstract 7007 ASCO 2024; Lancet Oncol. 2025 Feb;26(2):200-213



Ibrutinib, acalabrutinib and zanubrutinib
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Ibrutinib Wang Ibrutinib Dryling Acalabrutinib

mm ORR CR PFS

Ibrutininib Dryiling: 280 patients were included; 139 were treated with ibrutinib and 141 with temsirolimus;
Zanubrutinib Tam: 48 MCL patients were included in the study, 37 of whom had R/R MCL.

Zanubrutinib Song

Zanubrutinib Tam
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Outcomes in MCL are Poor Following Covalent BTK Inhibitor Progression

« Covalent BTK inhibitor resistance in MCL and other lymphomas is incompletely understood’-1°

« BTK C481-mutations are uncommon; bypass alterations & epigenetic changes implicated in some patients’

« Overall survival following covalent BTK inhibitor therapy is poor34
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064
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00+
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40
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1.00 4 1---->
R no response
_Ll__ ————— response
0.75 "
L |,
0.50
0.25 4
U-Oo l 1 1 L
0 6 12 18 24

Time (months)

Figures adapted from Martin et al, 2016 (left) and Cheah et al, 2015 (right). "Hershkovitz-Rokah et al. Br J. Haemtol 2018;181:306-19. ?Wang et al. N. Engl. J. Med. 2013;369:507-16_3Cheah et al. Ann. Oncol.
2015;26:1175-79. *Martin et al. Blood. 2016;127:1559-63. *Dreyling et al. Lancet. 2016;387:770-8.°Epperla et al. Hematol. Oncol. 2017;35:528-35. "Ondnisova L and Mraz M, Front. Oncol. 2020;10. *O'Brien et al. Clin

Lymphoma Myeloma Leuk. 2018;18:648-57_°Byrd et al. Blood. 2019:130(Suppl 1):4326. "°Tam et al. Blood. 2020;136:2038-50.

Wang et al, ASH 2021 abstract 381



Venetoclax in those with BTKIi-refractory
Still some respond, but limited DoR

UK CUP, n=20 US multicenter retrospective study (n=81)

ORR 53% with CRR 18% ORR 40%
mPFS‘: 3.2 mo | mDoR = 8.1 mo Median PFS 3.7 mo
1 i EEERREE 1.0 -
A C
o8
O O %
_____ %2 0.6
as o 1 % 0.4
_________ = 0.2
O
| M — . N 0 - o O‘O T ] ] I
T 0 10 20 30

Time (months)

Eyre T, et al. Haematologica. 2019 Feb;104(2):e68-e71; Blood Adv, 7 (13) (2023), pp. 2983-2993



Observational study of lenalidomide in patients with rrMCL

refractory/intolerant to ibrutinib (MCL-004)

Response, %

35 1

30

N
wv

N
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o

22

Refractory Relapse/PD

(n=25) (n=23)

15 14
Ibrutinib Ibrutinib All Patients
Intolerant Tolerant (N=58)
(n=6) (n=48)

ORR < 30% with mDoR of 20 weeks

EPR
OcrR

Wang et al., J Hematol Oncol 2017;10(1):171



Covalent BTKi
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Pirtobrutinib is a Highly Selective, Non-Covalent (Reversible) BTK Inhibitor

Highly selective for BTK3/

. IC5, <10 nM

@ 10nM<ICy, <50 nM
@ 50 nM < IC4, <100 NM
@® 100 nM < IC,, <200 nM
® 200 nM < IC4, <500 nM

BTK - v W ‘// Z STE
N

100

-
o

Concentration (pg/mL)
of pirtobrutinib in plasma

0.1

Plasma exposures exceeded BTK ICy,

throughout dosing interval

—&— Pirtobrutinib 200 mg QD

0 4 8 12 16 20 24
Time (h) on Day 8 (Steady-State)

* Inhibits both WT and C481-mutant BTK with equal low nM potency?

« Steady state plasma exposure corresponding to 96% BTK target inhibition and a half-life of about 20 hours?

* In contrast to cBTKi (A), pirtobrutinib (B) appears to stabilize BTK in a closed, inactive conformation,

blocking access to upstream kinases and phosphorylation of Y551, thus inhibiting scaffolding interactions that
support kinase-independent BTK signaling®

3Mato et al. Lancet 2021; 397: 892-901. "Brandhuber et al. Clin Lymphoma Myeloma Leuk 2018; 18(Suppl.1):S216. 8Gomez et al. Blood.2023; 142(1):62-72.

Cohenetal.; ASH 2023

Pirtobrutinib may stabilize/maintain BTK in

a closed inactive conformation®

(PIRTOBRUTINIB)
S22l PIRTOBRUTINI

KINASE

(Y551)
KINASE

J Clin Oncol. 2023 Aug 20;41(24):3988-3997




Baseline Characteristics of Patients with MCL

Characteristics Prior cBTKi cBTKi Naive Characteristics Prior cBTKi cBTKi Naive
n=152 n=14 n=152 n=14
Median age, years (range) 70 (46-88) 67 (60-86) Prior therapy, n (%)
Male, n (%) 120 (79) 10 (71) BTK inhibitor 152 (100) 0 (0)
Histology, n (%) Anti-CD20 antibody 147 (97) 14 (100)
Classic/leukemic 120 (79) 11 (79) Chemotherapy 137 (90) 14 (100)
_ _ Immunomodulator 26 (17) 1(7)
Pleomorphic/Blastoid 32 (21) 3(21)
Stem cell transplant 33 (22) 7 (50)
ECOG PS, n (%
() Autologous 30 (20) 7 (50)
0 93 (61 5 (36
(61) (36) Allogeneic 7 (5) 0(0)
1 56 (37 8 (57
(37) ®7) BCL2 inhibitor 24 (16) 0(0)
> 3(2) 1() CAR-T 13 (9) 0(0)
0,
sMIPI score, n (%) PI3K inhibitor 6 (4) 1(7)
Low risk (0-3) 30(20) 3(21) Reason discontinued any prior BTKi?&, n (%)
Intermediate risk (4-5) 79 (52) 5 (36) Progressive disease 128 (84) _
High risk (6-11) 43 (28) 6 (43) Toxicity / Other 21 (14) -
Bulky Lymphadenopathy (cm), n (%) Unknown 3(2) _
<5 94 (62) 8 (57) TP53 Mutation status, n (%)
25 36 (24) 5 (36) Yes 30 (20) 3(21)
No Measurable Lymph Node 22 (15) 1(7) No 30 (20) 4 (29)
Bone marrow involvement, n (%) Missing 92 (61) 7 (50)
Yes 81 (53) 4 (29) Ki-67 index, n (%)
No 71 (47) 10 (71) <30% 18 (12) 2 (14)
. —_ . >309 45 (30 6 (43
medlan number of prior lines of systemic 3(1-9) 2 (1-3) %o (30) (43)
erapy, n (range) Missing 89 (59) 6 (43)

aln the event more than one reason was noted for discontinuation, disease progression took priority. Total percentages may not sum to 100% due to rounding.

Cohenetal.; ASH 2023
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Pirtobrutinib Efficacy in Patients with MCL who Received Prior cBTKi

*
g [0 0 I ——
B Prior BTKi discontinuation due to PD
75 Prior BTKi discontinuation due to toxicity/other ORRP®, % (95% ClI) 49.3 (41.1-57.6)
B Prior BTKi discontinuation due to reason unknown Best Response, n (%)
50 CR 24 (15.8)

PR 51 (33.6)

|

B0 - e e HEHHMIHAHAH I I A  HHIHAIEE - HAF T F AT HAAHA -

% Change in Sum of Products of
Diameters from Baseline

=75

-100 - Number of Patients (n=124)32

Median Time to First Response was 1.8 months (range: 0.8-13.8)

Data of patients with baseline and at least one evaluable post baseline tumor measurement. *Patients with >100% increase in SPD. 2Data for 28/152 patients who received prior cBTKi are not shown in the waterfall plot due to no measurable target lesions identified by CT at
baseline, discontinuation prior to first response assessment, or lack of adequate imaging in follow-up. PORR is the number of patients with best response of CR or PR divided by the total number of patients; 13 patients with a best response of not evaluable (NE) are included in

the denominator. Response status per Lugano 2014 criteria based on IRC assessment.
Cohen etal.; ASH 2023



Pirtobrutinib OQutcomes in Prior cBTKI Patients with MCL

Duration of Response

< 1007 Median DoR: 21.6 months
z 90 95% Cl: 9.2-27.2
o 807 Median Follow-up: 14.7 months
-§ 70+ Events/Total: 32/75
o B
p 60
S 50
[
'05 40-
2 30 HH
S 201
0_ T T T :f T T E T T i T T i T T T T T T T T
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 20 117 16 10 8 7 6 6 2 2 1 1 0

Cohenetal.; ASH 2023

Progression-Free Survival

100-
R 90- Median PFS:; 5.6 months
S 804 95% CI: 5.3-9.2
£ 70- Median Follow-up: 15.9 months
T Events/Total: 88/152
3
& 501
S 40-
g’: 30_
o
g 20-
o 10
0_ T T T i T T E T T ; T T i T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
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
Overall Survival
100
& 904 Median OS: 23.5 months
£ 80+ 95% Cl: 17.1-NE
§ 70+ Median Follow-up: 24.2 months
g 60 - Events/Total: 64/152
j— 50_
s
= 404
3
@ 30-
g 20
& 10-
0_ T T T i T T :I T T i T T i T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 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

152135 123109100 90 84 77 74 67 58 48 38 32 21 17 16 15 11 7 5 4 2 2 2 0



Overall Response Rate in Prior cBTKI Patients with MCL, Including High-Risk

Subgroups

Responders/Patients ORR % (95% ClI) Responders/Patients ORR % (95% ClI)

All Patients 751152 —e— 49.3 (41.1-57.6) Bone Marrow Involvement

: Yes 40/81 —e— 49.4 (38.1 - 60.7)

Age (vears) : No —— -
<65 26/43 —— 60.5 (44.4 - 75.0) 3571 : 49.3(37.2-614)
>65 49/109 |oe 45.0(35.4 - 54.8) Gastrointestinal Involvement :

ECOG PS af Basel ; Yes 6/10 : . 60.0 (26.2 - 87.8)

at Baseline ! . -
5 4893 : 516 (41.0 - 62.) No 69/142 e 486 (40.1 - 57.1)
12 27159 F—ei— 458 (32.7 - 59.2) MCL Histology ;
; Classi(_:ILeukemic 61/120 '—‘P—| 50.8 (41.6 - 60.1)

Ann Arbor Staging for Lymphoma : El:";‘"m';’ hic o ' PRI i1 (;gg i %?

- ———— -
Stage I- 1l 17731 e 54.8(36.0 - 72.7) i . : 1(230-722)
Stage IV 57/119 —e— 47.9(38.7-57.2) Prior Lines of Systemic Therapies :

M| ; <3 43/94 T 45.7 (35.4 - 56.3)

Low Risk (0 to 3) 20130 P 66.7 (47.2 - 82.7) >3 32158 e 55.2 (41.5-68.3)
iate Risk (4 to 5) 42179 P 532 (416 - 64 5) Prior BCL2 Inhibitor
| High Risk (6 to 11) 13/43 —e— 30.2 (17.2-46.1) | Yes 10/24 e 41.7 (22.1- 63.4)

Bulky Lymphadenopathy ! No 65/128 —— 50.8 (41.8 - 59.7)
< 5cm 48/94 e 51.1 (40.5 - 61.5) Prior Stem Cell Transplant i
25cm 16/36 - 44.4(27.9-61.9) Yes 18/33 —e— 54.5(36.4-71.9)
No Measurable Lymph Node 11/22 | 50.0 (28.2 - 71.8) No 57/119 —e— 47.9 (38.7 - 57.2)

Extranodal Disease : Prior CAR-T Therapy
Yes 34/57 i 59.6 (45.8 - 72.4) Yes 5113 : T— | 38.5(13.9 - 68.4)
No 41/95 F—e— 43.2(33.0-53.7) No 70/139 —— 50.4 (41.8 - 58.9)

_ 5 Prior Anti-CD20 and Chemotherapy ;

TPsr-uulahe" s Yes 71137 F—e—i 51.8 (43.1 - 60.4)
Positive 13/30 e 43.3 (25.5- 62.6) | No 4/15 A 26.7 (7.8 - 55.1)
Negative 15/30 I 50.0 (31.3-68.7) '

. . 1 ~ :
Missing 4rioz y 51.1(404-617) Discontinuation from any Prior BTKi® .

Ki-6iZ Index ' Disease Progression 55/128 ' 43.0 (34.3 - 52.0)
>30% 20/45 e — 44.4(296-60.0) | Toxicity / Other 19/21 : (S 90.5 (69.6 - 98.8)
<3I0% 12718 L o i B6.7 (41.0-86.7) .

Missing 43/89 —e— 48.3(37.6-59.2) :
T T T T T 2
0 25 50 75 100 0 2% 50 75 100

Data reported in the forest plot is overall response rate by prespecified patient characteristic subgroups. Two-sided 95% Cl were calculated using the exact binomial distribution. 2In the event more than one reason was noted for discontinuation, disease progression took priority.
Response status per Lugano 2014 criteria based on IRC assessment.

Cohenetal.; ASH 2023



Pirtobrutinib Outcomes in Prior cBTKI Patients with MCL by High-Risk Subgroups

1001 Ki-67 index 1001 TP53 status
£ g
= % <30% >30% > 90 Unmutated Mutated
8 & Median PFS, mos  19.5 5.3 g 5 Median PFS, mos 6.9 3.7
S 70- 85.8% 95% CI: 3.5-NE 3.0-9.1 ° 704 95% CI: 3.7-16.6 1.8-5.5
o ' Events/Total: 10/18 31/45 o Events/Total: 19/30 21/30
S 609 53.8% T 60
= . ..53.'89.6 g
3 50 ' o 3 501
B 401 ' 8 401
= 38.8% ! _32.3% L
S 301 : : =t é 304 296%: 28.8%
= 28.8% ; = 6% : :
& 20 C 24.7% @ 20-  237%  23.7%: 17.3%
= : = : : : -'
g 10] 9.9% S 10- ,
o : o : : :
0+ : : : : 0+ 5 5 . 0.0%] .
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
No. at Risk Months from First Dose No. at Risk Months from First Dose

<30%: 18 14 1 11 10 9 9 9 8 6 3 2 2 1 1 1 0 0 0 0 0 O O O O Unmutated: 30 20 14 12 9 8 8 8 7 5 5§ 6 3 2 2 2 1 1 1 1 1 1 1 0 0
>30%:45 26 19 13 1 8 8 7 6 6 6 6 2 2 2 1 1 11 1 11 1 00 Mutated: 30 15 10 6 6 4 4 4 4 4 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0

Median DoR Median OS Median DoR Median OS
(95% Cl) (95% Cl) (95% Cl) (95% Cl)
Ki-67 TP53
17.7 NLE. 14.8 NLE
0,
S e (1.9-N.E.) (9.4-N.E) LIRS (1.9-N.E.) (10.7-N.E.)
21.6 23.4 17.6 15.9
> o)
= 30% (5.6-27.2) (13.1-N.E) Mutated (1L.7-N.E.) (7.8-N.E)

Cohenetal.; ASH 2023
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Pirtobrutinib Safety Profile in MCL Patients

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

All Cause AEs, (215%), % Treatment-Related AEs, %
Adverse Event Any Grade Grade 23 Any Grade Grade 23
Fatigue 31.9 3.0 21.1 2.4
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 24
Platelet Count Decreased 15.1 7.8 7.8 3.0
AEs of Interest? Any Grade Grade 23 Any Grade Grade 23
Infections® 42.8 19.9 15.7 3.6
Bruising® 16.3 0.0 114 0.0
Rashd 14.5 0.6 9.0 0.0
Arthralgia 9.0 1.2 2.4 0.0
Hemorrhage® 10.2 24 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

aAEs of interest are those that were previously associated with covalent BTK inhibitors. PAggregate of all preferred terms including infection and COVID-19. ¢Aggregate of contusion, bone contusion, ecchymosis, and increased tendency to bruise. “Aggregate of all preferred
terms including rash. ¢Aggregate 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).

Cohenetal.; ASH 2023



BRUIN MCL-321 is a randomized, open-label, global, phase 3 study (NCT04662255)

Key Inclusion Criteria N=500
+ Confirmed diagnosis of MCL

1:1

Arm A
Pirtobrutinib

Investigator’s Choice of
Ibrutinib, Acalabrutinib,
Zanubrutinib per labeled doses

« 21 prior (non-BTKi) line of systemic 5 20 . dail
therapy for MCL ‘E i
* Measurable disease per Lugano — =
criteria (] Arm B
L Arm b
c
&

» Radiographically / histologically
confirmed PD on the most recent
line of therapy or relapse

» 218 years of age and ECOG 0-2

Stratification factors

* sMIPI risk group (low / intermediate vs high)

* Intended comparator BTK inhibitor (ibrutinib
vs acalabrutinib / zanubrutinib)

* Number of prior lines of therapy (1 vs 2 2)




CAR T-cell therapy in R/R MCL (ZUMA-2)

Brexucabtagene autoleucel (Tecartus®, KTE-X19)

Durlng manufacturlng’ B_Ce” A Best Response B Duration of Response
: . : 100+ 56 (93) Complete response 100
depletion is performed before viral 0- ot oo
. « 80
transduction and followed by an 301 £y
.. - . 2 704 55 -
additional positive T-cell selection 3 S
) 5 40 (67) -
for enrichment 5 50 E
E 404 g 0.
N:68 ptS 8 ;g— . Median, not reached (95% Cl, 8.6—NE)

_ 17 patlentS (25%) had bIaStOId Lo " Lo 0 2 4 6 8 1012 14M1c6m1i520 22 24 26 28 30 32 34
hIStOIOgy’ 6 ha‘d TP53 mt’ and 32 o Objective Stable Progressive No.at Risk 56 48 42 32 2517 1514121211 9 2 2 2 0
eXh|b|ted K|_67 > 50% Response Disease Disease

. . . C Progression-free Survival D overall Survival

o o > ) .
median 3 prior LOT (81% with 2 3 0 Estimated 12mos PFS: 61% 100- Estimated 12mos OS: 83%.
LOT). @ E 80 % 30__\\q_\_l_l*_‘

. . . £f o L § oo
« Previous BTKi therapies: 100%, =3 S 3
‘é ] 404 “6 404
72% refractory to BTKi. 5 S 5
&z 204 S 204
Median, not reached (95% Cl, 9.2—NE) & Median, not reached (95% Cl, 24.0—NE)
O T T T T T T T T T T T T T T T T 1 O T T T T T T T T T T T T T T T T 1
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34
Months Months
No.atRisk 60 54 43 383117 161513121211 4 2 2 1 O No. at Risk 60 59 55 52 46 36 27 21 212120201915 7 2 1 O

Wang et al., N Engl J Med 2020;382:1331-42.



Indirect treatment comparison of brexucabtagene autoleucel
(ZUMA-2) versus standard of care (SCHOLAR-2) in relapsed/
refractory mantle cell lymphoma

ZUMA-2 SCHOLAR-2
Brexu-cel Standard of care regimens

Enrolled patients Eligible patients A' i -
[ e ] il po Median OS: 9.74 mo vs. 46.55 mo
1 100 —
Patients with post-BTKi treatment(s)
N=149
\ J 80 -
)
¥ L é
i ITT analysis set ) ®
analysis se =
N=¥4 (" Initial-line cohort A 2 80
u n=60 c
* Underwent leukapheresis =3
k s + Reported ECOG PS 0-1 or KPS 70-100 within six (%]
3 Base-case analysis: months prior to the initiation of post-BTKi therapy (=“ 40 -
[ T Iyst t 3 ZUMA-2 mITT ve « Initiated the first post-BTKi therapy on June 30, 2018 or o
m analysis e SCHOLAR-2? Initial-line \_ earlier to allow at least 12 months of potential follow-up J q>')
N=68 @)
L * Received brexu-cel infusion ) Scenario analysis: 1 20 Median survival (95% CI)
T All other ZUMA-2 and 'S ~ — ZUMA2mITT 46.55 months (24.90, NE)
- ~ SCHOLAR-2 comparisons Period-prevalence cohort —— SCHOLAR-2 9 74 months (6,32, 12.73)
Inferential analysis set n=40 —— SCHOLAR-2IL 1535 months (9.99, 30.93)
N=60 +  Subset of initial-line cohort who initiated any line of post- 0 T T T T 1
- First 60 patients who received brexu-cel infusion and . BTKi therapy between Nov 1, 2015 to and July 31, 2018
were included in the ZUMA-2 primary analysis y f Adjustment method 1 ~ o 0 12 24 36 48 60
\_ |+ IPW (primary analysis) | Time (months)
|+ RA(sensitivity analysis) " e s "
- DR (sensitivity analysis umber at risk /n(number censore
\_ o DR (sensitvity analysis) ZUMA-2 mITT 68 (0) 55(0) 43 (0) 19 (21) 14 (22) 0(35)
SCHOLAR-2 149 %0) 54 (15) 24 %??‘ 8 (38) 2 (41) 0 }43'
SCHOLAR-2 IL 60 (0) 32(2) 15 105 5 }17) 1(19) 0 205

Comparison of overall survival

Leuk Lymphoma. 2024 Jan;65(1):14-25



Real world outcomes of Brexu-cel from CIBMTR

ORR and CR Rate Kaplan—Meier Estimates for DOR
EORR mECR

100 - 91 95 90 92 93 90 93 2 100- 6-month,
am.i‘ 83% 12-month,
R 801 s 807 . 69%
N % 6-month,
- - |
S 60 - o 60 78i% 12-month,
S S 40- : 65%
® w0 § ’ '
£ 20{ — CRe | i
S — ORR:® | |
20 A (=) 0 T i T i
0 3 6 9 12
0 - Months
250% <50% Ineligible Eligible No. at risk
. - ] Patients with CR 347 290 209 168 71
TP53/17p deletion Ki-67 ZUMA-2 Patients with ORR 388 311 219 176 75

* ORR and CR rates were consistent across high-risk subgroups

* Median DOR was not yet reached

aSubsequent cellular therapy and HCT without previously documented relapse or disease progression were censored; median follow-up was 12.3 months (range, 2.9-28.6). ® Among patients who achieved CR as best response.
¢ Among patients who achieved CR/PR as best response.

CR, complete response; DOR, duration of response; HCT, hematopoietic cell transplant; ORR, overall response rate; PR, partial response.

FOR REACTIVE USE ONLY Kambhampati et al. ASH 2023. Abstract #107



ZUMA-2 5-year outcomes

Median (95% CL), mo

100 ¢ 100 -
\.11 Median (95% CL), mo
i

°\Q. g0 - Cohort 1 (n=60) 36.5 (17.7-48.9) X 80 - Cohort 1 (n=68) 25.3 (12.7 - 46.6)
B H_HH_| 2 | 29.5 (3.3 - NE)
3 3
2 60 _"_‘—o—nl‘_ S 60 ¥
o —— o
S 40 2 40 - “'_'1_‘_‘_‘_‘_
[a)] L o
!
20 7 20
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84

Cohort 1 at risk Months Cohort 1 at risk Months

60 49 43 39 3733 3028 2722 2118161514 8 6 6 3 2 21 68 52 44 40 37 35 31 28 2723 2118 161515 12 6 6 5 2 2 2

12 11 8 8 7 6 6 5 3 3 3 2 2 2 2

In Cohort 1, median investigator-assessed DOR was
36.5 months (95% ClI, 17.7-48.9; n=60) with 17
patients in ongoing response at data cutoff, all CR

14112 9 8 7 6 6 5 3 3 3 2 2 2 2

Median investigator-assessed PFS was 25.3 months
(95% ClI, 12.7-46.6; N=68) and 54-month PFS rate
was 32% (95% ClI, 20.0-44.2) in Cohort 1

Wang et al. ASH 2024 (Abstract 4388; poster/oral presentation)
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Real-World Outcomes of Brexu-cel in Patients with RRMCL.:
A Systematic Literature Review and Meta-Analysis

Median survival
18.4 mo 58.9% 45.1%

1-year survival 2-year survival

(95% Cl, 17.5-19.4) (95% Cl, 58.1-59.8) (95% Cl, 43.8-46.3)

=+ Bemn UH (n=9)

== CART-SIE (n=44)

== CIBMTR - MCL (n=442)
+ DESCAR-T (n=152)

-+ EU EAP (n=39)

T T

12 18 24 30 36
Time (months)

+- International 9 (n=103)
== Moffitt CC (n=40)

== Oregon H & S (n=10)
-+ Stanford U (n=26)

-+ U Pennsylvania (n=22)

-+ UK 12 (n=83)
+ US 12 (n=52)
== US Lymph CAR-T Cons. (n=168)

The estimated median PFS was 18.4 months
The 1-year PFS probability was 58.9%
The 2-year PFS probability was 45.1%

1.00

S 0.75-
?.
=
)]
0 Gigal
2 0.50
=
©
o]
£ 0.25- L
Median survival  1-year survival 2-year survival
40.6 mo 73.1% 59.5%
0.00 (95% Cl, 36.1-47.0) (95% Cl, 72.3-73.8) (95% Cl, 58.3-60.6)
0 3 12 18 24 30 36

=+ Bern UH (n=9)

=+ CART-SIE (n=44)

== CIBMTR - MCL (n=456)
+- DESCAR-T (n=152)

== DRST-EMCL (n=105)

Time (months)

+ EU EAP (n=39)

-4 |nternational 9 (n=103)
-+ Oregon H & S (n=10)
- Stanford U (n=26)

== U Pennsylvania (n=22)

== UK 12 (n=83)
+ US 12 (n=52)
=+ US Lymph CAR-T Cons. (n=168)

The estimated median OS was 40.6 months
The 1-year OS probability was 73.1%
The 2-year OS probability was 59.5%

Oluwole et al. EHA 2025 (Abstract PF954; poster presentation)



Brexu-cel for RRMCL in Standard-of-Care Practice:
Results From the US Lymphoma CAR T Consortium

A MIPI B Ki-67 E Blastoid/pleomorphic F POD24

1.0 4 1.0 4 1.0 1.0 4
08 08 — 08 — 0.8
= z = z
2 o6 S o6 = 06 T 06
=) Q0
£0 °0
S S = =
S pad P<om 8 o4 P-007 £ 0ad poos LL‘_*_H,_.,,_._.._._ ?% 0ad p-oe2
L Simplified MIPI L Ki-67 w bl
o 0.2 4 —— Low o 0.2 —+— < 30% o 02 Blastoid/pleomorphic o 0.2 POD24
' —+— Intermediate : —— 30%-49% “1 ——nNo “1 —— No
—+— High — > 50% —— Yes —— Yes
! ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Time Since Infusion (months) Time Since Infusion (months) Time Since Infusion {months) Time Since Infusion (months)
No. at risk: No. at risk: No. at risk: No. at risk:
Low 55 48 45 41 2 19 10 5 0 <30% 3 31 28 24 17 13 6 2 0 No 100 84 73 62 4 %5 14 3 1 No 81 70 5 53 37 24 15 6 1
Intermediate 87 74 56 44 33 17 9 3 1 30%-49% 32 28 24 21 12 6 2 1 1 Yos 68 B4 39 32 2% 16 g 2 0 Yos 87 68 53 M 20 17 7 4 o
High 26 16 11 9 6 5 3 2 0 >60% 86 65 46 37 29 19 13 6 0
c . TP53 aberration D . Complex karyotype 10 CNS involvement
— 0.8 4
081 — 084 =
Z = =
= = o 0.6 1
0
o 061 -% 0.6 _g
2 = — 04- P-.568
2 04 p_o0s 2 044 %
= P=.005 s
w w [ .
L= L 0.2 CNS involvement
o 0.2 4 TP53aberration o 0.2 4 Complex karyotype “1l ——No
=t NoO = NoO —— Yes
—— Yes —+— Yes T T r T r r r r
T T T T T T T T T T T T T T T T 0 3 6 g 12 15 18 21 24
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Time Since Infusion (months) Time Since Infusion (months) ) Time Since Infusion (months)
No. at risk: No. at risk: No. at risk:
No 65 56 48 39 27 17 10 7 0 No 80 67 58 47 36 20 13 7 1 No 152 126 103 87 61 37 20 9 1
Yes 61 45 31 27 20 13 5 3 1 Yes 31 19 12 N 9 5 1 1 0 Yes 16 12 9 7 6 4 2 1 0

J Clin Oncol. 2023 May 10;41(14):2594-2606
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Liso-cel for MCL (Transcend NHL-001)

(B) DOR
(A) RE'SPOI'ISE‘ rate Median (95% Cl) follow-up for DOR®: 22.9 mo (22.8—-23.1)
- ORR All responders [ZZUE01SEWE HE  Patients with PR
95% C1,2 73—90.5 799 g . - f:tfggé'ig% ap 206054  46(33-58) NE
80 - 95% Cl,2 61—82 5
> 70 1 Sg 607
& 60 A S ¢ el
o >2a 404 2.2 mo (1.5—2.4)
= 50 A = 0 14.5 mo (6.2—24.0)°
S 40 - B =
& = =
30 A -
= ] Responders
20 - 0 T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27
10 4 No. at risk Time from first response, months
0 - ’ :
Efficacy analysis set (n = 83) PR 9 0
CR/PR 69 50 42 37 33 31 25 25 1 0

* Liso-cel continued to show clinically meaningful and durable disease control with high
efficacy, including unchanged response rates, durable responses (Figure 3), and sustained
PFS (Figure 4) and OS (Figure 5), consistent with primary analysis results!

All percentages are rounded to whole numbers except those with “.5%”. Data on KM curves are expressed as median (95% Cl).

aTwo-sided 95% exact Clopper-Pearson Cls; bReverse KM was used to obtain median follow-up and its 95% Cl; KM method was used to obtain 2-sided 95% Cls.
Cl, confidence interval; KM, Kaplan-Meier; NE, not evaluable.

1. Wang M, et al. J Clin Oncol 2024;42:1146—1157.

Wang M, et al. ASTCT 2025. Poster number 240



Liso-cel for MCL
(Transcend NHL-001)

100+

Median (95% Cl) follow-up for PFS2: 24.0 mo (23.7—-24.0)

Total
{n=283)

38 (27-50)

24-mo PFS
rate, % (95% ClI)®

12.3 mo (6.6—24.0)

] BD-
2
Evaluable Patients q'- EE
Characteristic Patients (n) With CR (n) CR Rate (95% Cl) 5 _I'ﬂ- ﬁﬂ =
Age, years '; :1-
=65 60 45 00— 75.0 (62.1 to 85.3) W T
<65 23 15 e 65.2 (42.7 t0 83.6) Q t 40
275 16 " ; ! 68.8 (41.3 to 89.0) | - =5
<75 67 49 ——e— 73.1(60.9 to 83.2) on i
Sex \ [=]
Female 20 17 —te 85.0 (62.1t0 96.8) L
Male 63 43 —e—— 68.3 (55.3 to 79.4) oo 204
Previous HSCT '
Yes 27 22 —— 815 (61.9 10 93.7)
No 56 38 I—.—f—l 67.9 (54.0 to 79.7)
Secondary CNS lymphoma Il U -
Yes 7 6 } T - 85.7 (42.1 10 99.6)
No 76 54 '—.-!—| 71.1(59.5 to 80.9)
Response to last therapy ! 519107751
Refractory 58 38 —— 65.5 (51.9 to 77. .
Relapsed 25 22 = 88.0 (68.8 to 97.5) No. at risk
|
Refractory 24 13 ——e—+ 54.2 (32.8 10 74.4) | T(Jtﬂl
ensiive ] a7 0 7.7 (67.2 10 89.
; . '
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Ot refractory to BTRI Kis) 78 T
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Ki-67 proliferation index
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=30% 62 17 T

Unknown 7 5 ; *
2 mutation statiy
| Yes 19 11 | . 57.9 (33.5 t0 79.7. I 1 DD =1
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Not tested 29 20 —_—<e— 69.0 (49.2 to 84.7)
Indeterminate 3 2 k +— 66.7 (9.4 t0 99.2) -BQ
_ ) : 80
Yes 27 17 b O0————— 63.0(42.41080.6) | -
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Not tested 1 6 I & i 54.5 (23.4 to 83.3) -
sMIPI risk category ) =
Low risk 34 28 —t— 82.4 (65.5 10 93.2) > ﬁﬂ =1
Intermediate/high risk 49 32 ——e— 65.3 (50.4 to 78.3) o
LDH | =
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0 10 20 30 40 50 60 70 80 90 100
CR Rate (95% Cl) 0-

0 3 6 9 12 15 18
Time from liso-cel infusion, months
49 38 37 34 28

21

83 61 26 9 0

Median (95% ClI) follow-up for 052: 35.4 mo (24.6—36.4)

Total
(n=83)

24-mo 05

rate, % (95% CIf 47 (36—58)
18.4 mo (12.9—NR)b Total

No. at risk

ORR =84% (27/32); CR = 59% (19/32) ot
1% CRS (no G3-5), 9% G3 neurologic events (no G4-5)

0 3 6 9121518212427 3033 36 3942 454851 5457 60 63 66 69 72 75
Time from liso-cel infusion, months
837265585047423931232120169 7 55 4 4 42 111 1 0

J Clin Oncol. 2024 Apr 1;42(10):1146-1157
Wang M, et al. ASTCT 2025. Poster number 240



TARMAC: Combination of time-limited ibrutinib and

tisagenlecleucel in RR-MCL

STUDY : -
OVERVIEW Study Schema: NEN

Key inclusion criteria:

« MCL!
* Relapse after 1 line or

* Insufficient response to
induction 2

Leukapheresis

assessable or bone

marrow phase disease
* Prior allogeneic transplant
» Active CNSinvolvement

s

cwl8yo -
- Radiographicall

______ 6months 2

Follow up
(no therapy)

Primary endpoint: Complete response rate at 4 months post
tisagenlecleucel3

Key secondary endpoints: Safety, objective response rate,
progression free survival, duration of response, overall
survival, subgroup analysis based on TP53 status

Alternative hypothesis: CR rate of 240% at M4
Null hypothesis:

Ibrutinib naive: CR rate of 9% at M4 and 20%
overall with ibrutinib

Ibrutinib exposed: CR rate of ~20% with
chemotherapy

Adrian Minson et al., Blood. 2024 Feb 22;143(8):673-684.



TARMAC

Primary endpoint —response at 4 months

Trial period Event
No therapy - Ibrutinib W TisA @ CMR/CR MRD- B cMRICRMRD+ [l NMR/SD * PMRPR  3{ PMD/PD

Efficacy endpoint (n=20) Rate
Complete response rate! 80%

100%

90%
80%
70%
60%

50%
40%
30%
20%
10%

0%

DAY 28 MONTH 4

'
22

Months from commencement of Ibrutinib

Adrian Minson et al., Blood. 2024 Feb 22;143(8):673-684.



TARMAC
Survival outcomes

PFS

1001
80

80

70

60

50

PFS (%)

40
30

20 Approx. treatment cessation if
WRD negative

10

] 2 4 & 8 10 12 14 16

Months from date of C1D1 of Ibrutinib

No. at risk (Mo, censored)

Al 20(0) 2000} 18 (0) 17(0) 15 {0} 15 (0) 15 (0} 4 (113 4 (11)

Median follow up, mo (range)

Median PFS

6 month event-free rate, % (95% CI)
12 month event-free rate, % (95% CI)

4

20

100 t t t t

80

80

70

60

50

40

30

Overall survival (%)

20 Approx. treatment cessation if
MRD negative

=]
[ 5]
1.

6 8 10 12 14 16 18 20

Months from date of C1D1 of Ibrutinib

No. at risk (N, censored)

Al 20(0) 20(0) 18 (1) 18 (1) 18(2) 16 (4) 16 (4} 5(15) 5(15) 5(15) 1{19)

N=20

13.0 (3.5-21.4)

Not reached (7.2-NE)
85 (60-95)

75 (50-89)

Adrian Minson et al., Blood. 2024 Feb 22;143(8):673-684.



LV20.19 CAR T-Cells for Relapsed, Refractory Mantle Cell
Lymphoma

Grade 3-4 CRS in 1 (5%) patient

a-CD20 (leu16) a-CD19 (FMC63) aiBB/cp137 | cp3; | Grade 3-4 neurotoxicity in 3 (14%) patients.
ORR 82% with 64% CR rate
ORR 100% with 92% CR rate at RP2D

Figure 1

Table 1: Clinical characteristics of MCL patients receiving LV20.19 CAR T-cells
. MCL patients (n=17)

Duration of Response (n=17)

& Ge7h e
Male % (n) 88% (15) .
Prior auto-HCT % (m) 41%(7) E 1
Prior allo-HCT % (n) 12% (2)
s 19 :
70 1 °
55%0)
169 °‘
s psns :
4 patients with p53 somatic mutation Months

Nat Med. 2020 Oct;26(10):1569-1575 ; Blood. 2023;142(suppl 1):1024



Glofitamab in RRMCL: Results From a Phase /Il Study

Patients with prior BTKi

BCR BCR
' 85.0 85.0
— 80 1 . 80
S =
% 60 ® 60
& 3
g 40 g 40
7 0
i %
20 20
0 0
SUD + 1000mg Gpt  SUD + 2000mg Gpt  All patients (N=60) Prior BTKI (n=31) BTKI naive (n=29)  All patients (IN=60)
(n=16) (n=44)

Median time to first response among responders (n=51): 42 days (95% CI. 42.0-45.0)
High response rates in the overall population and in both BTKi-naive patients and those with prior BKTi therapy

Clinical cut-off date: September 04, 2023. Response rates shown for the efficacy-evaluable population.
*Investigator-assessed.

1. Cheson BC, et al. J Clin Oncol 2014;20:3059-68;
BTKi, Burton’s Tyrosine Kinase inhibitor; Cl, confidence interval; CR, complete response; Gpt, obinutuzumab pretreatment2. Philips T, et al. J Clin Oncol 2024; doi:10.1200/JC0.23.02470 (online ahead of print);
PR, partial response; SUD, step-up dosing.

3. Philips T, et al. ASCO 2024; oral presentation (abstract #7008).
J Clin Oncol. 2025 Jan 20;43(3):318-328



Glofitamab in RRMCL: Results From a Phase /Il Study

Outcomes

Median DOCR, months (95% CI)

Prior BTKi All patients
n=22 n=47

12.6 (5.4-NE) 15.4 (12.7-NE)

12-month DOCR rate, % (95% CI) 71.0 (56.8-85.2)

Median PFS, months (95% CI)

Median OS, months (95% CI)

8.6 (3.4-15.6) | 16.8(8.9-21.6)

21.2 (9.0-NE) | 29.9 (17.0-NE)

1007 — All patients (N=61)
S 80+ + Censored
2
Z 60-
@
QO
© 401
o
2
o 20 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time (months)
No.atrisk 61 51 40 27 22 17 14 10 7 4 3 2 2 NE

DOCR
~ proRability (%)e

o
1

No. at risk

=
o
o

]

o
1

o
1

o
1

0

— Patients with a CR (n=47)
*+ Censored

0

47

3

41

6

33

9

25

12 15 18 21 24 27 30 33 36 39
Time (months)
9 12 9 7 6 3 2 2 1 NE

OS probability (%)

No. at risk

80 1

60 1

100 1

— All patients (N=61)
+ Censored

0

61 55 50 42 31 24 20 20 14 9 3 2 2 2 NE

3

6

9

12 15 18 21 24 27 30 33 36 39 42
Time (months)

J Clin Oncol. 2025 Jan 20;43(3):318-328



GLOBRYTE: A Phase lll, Open-label, Multicenter Randomized Study Evaluating
Glofitamab As A Single Agent Versus Investigator’s Choice in Patients With R/R MCL

Key Inclusion Criteria

« Histologically confirmed MCL with documentation of either
overexpression of cyclin D1 or the presence of t(11:14)

« Relapsed or refractory disease

« Prior therapy must have included a BTKi

« At least 1 bi-dimensionally measurable (1.5 cm) nodal lesion, or

1 bi-dimensionally measurable (1 cm?®) extranodal lesion, as N=182 R-Chemo or R2
measured on computed tomography scan (BR or R-Len)

Glofitamab
monotherapy

Other Study Details

- Primary EP: PFS by IRC
- Secondary EPs: ORR, CR, OS, PFS (INV), DOR, DOCR
- Exploratory EPs: QOL, PK/PD/ADAs, Biomarkers, Safety

C2D1 up to C12D1 (Q3W)

- Stratification factors: 2L vs 3L+, outcome of last line of therapy | S5 \
n I . . ]
(relapsed vs refr'act'ory') | pretreatment | Glofitamab 2.5 Glofitamab 10 Glofitamab 30 mg
« Mandatory hospitalization after Dose 1 | 2000mg mg mg

- Crossover to glofitamab permitted on confirmed \ ,
progression

Gononit GLOBRYTE




Mosunetuzumab + Polatuzumab vedotin
Phase 1b/ll for BTKI RRMCL

Figure: Best overall response rates in high-risk MCL subgroups

_ Swimlane plot
W Complete response M Partial response

100% A
80% A
g
o 60% -
-
@ c
5 2 * * A
o 40% - w
@ 71% o ® Complete response
o D
A H Death
> + Partial response
20% 1 A Progressive disease
= Still on treatment
¥y + Treatment completed
0% . . J O Treatment discontinuation
Overall Prior CAR T-cell Ki-67 230% Blastoid/pleomorphic ~ Mutated TP53 Treatment duration
(n=20) therapy (n=14) (n=10) (n=4)* I T T T T T
(n=7) 3 6 9 12 15
*The TP53 status of 10 patients was unknown or not done, therefore these patients were not included Time (months)
in this analysis.

CAR, chimeric antigen receptor; Ki, kinase inhibitor; MCL, mantle cell ymphoma; TP53, tumor protein 53

Median DoR: 13.3 mo (95% CI: 13.3-NE)

Michael Wang et al., ASH 2023 Abstract 734



Overall response rates for therapeutics for R/R
MCL after covalent BTKI

100
90
80
70
60
5
4
3
2
1

o O o O o o

PR
ECR

Lenalidomide

15
14

Venetoclax

35
18

Parsaclisib

27
2

Zilovertamab

. Pirtobrutinib R-BAC Glofitamab Brex-cel Liso-cel
vedotin
34 27 23 18 25 25
13 25 60 65 67 59
ECR " PR

* Data from each trial

Lenalidomide: Wang et al., J Hematol Oncol 2017;10(1):171; Venetoclax: Eyre T, et al. Haematologica. 2019 Feb;104(2):e68-e71; Parsaclisib, Zinzani et al., ASH 2020, abstract

2044; Pirtobrutinib, Wang et al, ASH 2021 abstract 381; Zilovertamab vedotin: Wang et al., ASH 2020, abstract 121; R-BAC, McCulloch et al., Br J Haematol. 2020
May;189(4).684-688); Glofitamab, Blood (2021) 138 (Supplement 1): 130; Brex-cel, Wang et al., N Engl J Med 2020;382:1331-42; Liso-cel, ASH 2020 abstract 118



Novel agents under active investigation for R/R

MCL

Name
NX-2127, BGB-16673
Epcoritamab

JNJ-80948543
CART

Sonrotoclax (BGB11417)
PRT-343 (NCT03886831)

LP-284135

KIN-8194
Luxeptinib (CG-806)137
TIGIT ab

Miscellaneous

Target and mechanism
BTK-targeting PROTACs
Bispecific antibody targeting CD20 and CD3; given subcutaneously

Trispecific antibody targeting CD79b, CD20, and CD3

CAR T-cells targeting CD19/CD20,130 CD79b,121 BAFF, SOX11, and ROR1.
Efforts to improve the persistence of CART by modulating BCL2 and FOXO1 are
being explored.

BCL2 antagonist

PRMTS5 inhibitor

DNA-damaging agent that induces double-stranded DNA breaks. It has elevated
potency in cancer cells with homologous recombination repair defects.

Dual BTK/HCK inhibitor

Dual BTK/SYK inhibitor

Anti-TIGIT antibody

CDK inhibitors, MALT1, BAFF, ROR1

Blood. 2025 Feb 13;145(7):683-695



AESG consensus (zozo)%\

-~ Indolent Stage I/II Advanced stage Ill+

SOX-11 positive or
asymptomatic worried

Ibrutinib /

R-BAC, R-CHOP, BR

|

Consider Allo-HSCT

Ibrutinib
R-BAC, R-CHOP, BR

i
- i
___________________________________________________________ > clinical trial enro"ment 4_.._4._.._.._.._.._.._.._...L.4_.._.._.._4._.._.._.._.._.._.._.._.4_.._.._.._4._.._.._.._.._.._.._.._.4_.._.._.._4.

* Only for country where R-CHOP is not available

SOX-11
negative Young/fit Older/unfit I =
v ¢ L :
Induction/first line Watch and Same treatment RT/chemo- Cytarabine-based therapy R-CHOP, R-BAC, CHOP*,
wait scheme for immunotherapy BR VR-CAP, BR (very elderly) :
symptomatic :
patients l i
Symptomatic 4 I
HSCT S orrapid PD ASCT
Maintenance R-maintenance therapy individualized based on prior therapy :
Relapse Choice based on prior therapy :

| |



Newly diagnosed MCL

I

—— Indolent Stage I/l Advanced stage I+

SOX-11 positive or
asymptomatic worried

| SOX-11
| negative Young/fit Older/unfit pra s :
v ¢ l
Induction/first line Watch and Same treatment RT/chemo- Cytarabine-based therapy R-CHOP, R-BAC, CHOP*,
wait scheme for immunotherapy BR VR-CAP, BR (very elderly)
, symptomatic
| patients l Triangle or ECHO
___Symptomatic % regimen
HSCT or rapid PD ASCT

Maintenance R-maintenance therapy individualized based on prior therapy

N\ ~

BTKis for those who are naive or not
rd;fraItory to BTKi
|

Relapse

CAR-T, bispec}ifics, pirtobrutinib, R-chemo
(R-BAC, B-R, R-CHOP), lenalidomide,
'allo-SCT, etc

| |

Modified from Yoon DH et al., J Hematol Oncol. 2020 Mar 17;13(1):21.



Summary

Treatment is evolving with the addition of novel therapeutics
— BTK inhibitors: most actively investigated agents for R/R MCL

e Covalent BTKi: Ibrutinib + acalabrutinib, zanubrutinib A moving to the 1s-line therapy
e Non-covalent BTKi: pirtobrutinib

— Venetoclax: moderate efficacy as a single agent
e Novel combinations: eg., ibrutinib + venetoclax

— Bispecifics such as glofitamab
— CAR-Ts: Brexu-cel or liso-cel
— R-BAC: toxic but effective even after BTKi

Challenges

— Limited number of randomized trials to guide therapy
— Still limited options in our clinic



Real challenge for use = $$$

Pirtobrutinib: $247,000 to $260,000 USD per year
CAR-Ts: Brexu-cel: $410,000 USD, Liso-cel: $447,227 USD
Glofitamab: $226,658-%$283,147 USD per patient

B-R and 2-year R maintenance: $65,000 to $70,000 USD



Category
28.6% 1.4% 19.9% Em Subsequent Tx.

B Completion of treatment and in response, or ongoing treatment ‘;
mmm Progressed without treatment :

. B Death
1st line

N (n = 632)

Attrition rate: 21.3%

532%  21.5% 0.6% 24.7%

~ 2nd line
' (n=168)
Attrition rate: 25.3%

56.2% 17.6% 1.8%  25.0%

3rd line
(n = 169)

Attrition rate: 26.8%
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