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Rituximab after Autologous Stem-Cell Transplantation in Mantle-Cell
Lymphoma
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Addition of high-dose cytarabine to immunochemotherapy
before autologous stem-cell transplantation in patients
aged 65 years or younger with mantle cell ymphoma
(MCLYounger): arandomised, open-label, phase 3 trial of
the European Mantle Cell Lymphoma Network
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Lenalidomide maintenance after autologous
haematopoietic stem-cell transplantation in mantle cell
lymphoma: results of a Fondazione Italiana Linfomi (FIL)
multicentre, randomised, phase 3 trial
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RANDOMIZED POPULATION
FFS/OS FROM RANDOMIZATION (ITT ANALYSIS) :

Arm A (control)
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Dreyling M, et al. ASH 2024
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0.2 = A, median not reached
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Numbers At Risk months from randomisation
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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
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TRIANGLE: Overall survival

=4-year OS:
A: 81%
(MCL Younger exp.: 80%)
A+l: 88%
l: 90%

=two-sided test, (o = 5%):
Avs. |: p=0.0019, HR: 0.565
Avs. A+l: p=0.0036, HR I: 0.587

A+l vs. I: ongoing

Dreyling M, et al. ASH 2024



Progression-free survival

WHAT DO WE KNOW ABOUT
RITUXIMAB MAINTENANCE
IMPACT ON SURVIVAL?

Rm

¢ R maintenance was added following national guidelines in all 3 trial arms

Arm A: PFS

100%
80%-+
60%+
40%-
—+ no Rm: 4 years PFS probability =51% (37 - 65)
20%1 — Rm: 4 years PFS probability = 83% (76 - 90)
p =<0.001
0%+
0 12 24 36 48 60 72 84
Months from restaging after ASCT
noRm group
Atrisk 765 66.8 52.2 41 23.8 12.9 2.6 0
Event 0 8.5 21.9 26.2 31.8 334 33.4 334
Rm group
Atrisk 156.8 145.9 140 122.7 86 495 16.1 1.7
Event 0 10.9 15.8 24.6 26.9 28.5 30 30

Blood (2024) 144 (Supplement 1): 237.

Progression-free survival

Arm A+l: PFS

100%-+
80%
60%
40%+
—+ no Rm: 4 years PFS probability = 76% (65 - 86)
20% —— Rm: 4 years PFS probability = 90% (85 - 96)
p =< 0.001
0%-
0 12 24 36 48 60 72 84
Months from restaging after ASCT
noRm group
Atrisk 853 75.1 71.6 63.8 41 12.9 6 0
Event 0 8.1 1.5 13.5 19.5 28.7 29.7 29.7
Rm group
Atrisk 151.8 146.9 142.1 125.8 85.7 63 24.5 0
Event 0 3.1 6.9 12.8 14.6 15.5 16.6 16.6

Progression-free survival

Arm |I: PFS

100% A
80%
60%
40% -
—+ no Rm: 4 years PFS probability = 74% (65 - 83)
20%1 — Rm: 4 years PFS probability = 85% (78 - 91)
p =0.019
0%+
0 12 24 36 48 60 72 84
Months from staging after induction
noRm group
Atrisk 116.7 100.7 92.5 82.6 59.8 38.2 19.3 6
Event 0 14.1 20.2 26.2 29.2 35.8 37.7 37.7
Rm group
Atrisk 157.2 148.3 141.5 1353 87.3 57.9 23 3.9
Event 0 7 12.8 16.9 22.8 28.7 30.6 306




MCL Treatment: The Horizon for Older MCL

Trials of relevance for an elderly population
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% MANGROVE: Zanubrutinib-R vs. BR
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Blood 146 (2025) 885-886

The 67th ASH Annual Meeting Abstracts
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623. MANTLE CELL, FOLLICULAR, WALDENSTROM'S, AND OTHER INDOLENT B CELL LYMPHOMAS: CLINICAL

AND EPIDEMIOLOGICAL

Time to third-line after k
d mantle cell ly

d. b with or without acalabrutinib in patients with previously
Updated analysis of the phase 3 ECHO trial after 50 months of follow-up

Michael Wang ', Jonas Paludo?, Jodo Samuel de Holanda Farias®, Diego Villa®, Cecily Forsyth®, Ellie John¢, Menglu Che’,

Harneet Arora’, Craig Delury?, Victoria Otero?, Yugin Song?

ECHO (NCT02972840): multicenter, double-blind, placebo-controlled, phase 3 trial

Primary endpoint
« PFS (independent review committee)

ABR (N=299) Key secondary endpoints
i . 8gR (independent review committee)

Untreated MCL Bendamustine® >pr  Maintenance Rituximab

: + Rituximab® .
(N=598) A 5 vl (every 2 cycles x 2 years)
- A 65 years N E
ERECUO D Acalabrutinib 100 mg BID, PO until PD or toxicity

0
Stratification M PBR (N=299)
sMIPI score: Low vs If C t
O [ | Bendam amustine® >R Meaintenance Rituximab ecatabrutinib after
Geographic region: ik K
North America vs E x 6 cycles (every 2 cycles x 2 years) FD wes perssitiod
Western Europe vs

Placebo BID, PO until PD or toxicity

1 cycle = 28 days

Updated Analysis (1 additional year of follow-up)

Data cutoff date: February 15, 2025
Median time on study: 51.9 (0.03-93.04) months

Need for Subsequent Anticancer Therapy

Was 3-fold Higher With PBR

Wang et al. Blood (2025) 146 (Supplement 1): 885

At 60.8 Months of Follow-up, PFS Further Improved With

ABR vs PBR

100
- ABR
P
T8
=
§= 60
- o
" >
o
55 40
2 «n Primary analysis' Updated analysis
o ABR (n=200) PBR (n=209) ABR (n=299) PER (n=299)
20 { Median follow-up, months® : i
Median PFS, months (95% CI) 8.4 (55.1. NE) 40.8(36.0,84.1) 72.5 (60.7, NE) 47.8(36.1, 60.8)
Stratified HR (95% CI); 2 .
. Sograsik P i 0.73 (0.57. 0.94); P=0.0160 0.68 (0.53, 0.87); P=0.0022
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
No. at risk Months
ABR 299 258 232 205 184 165 147 131 123 115 95 70 39 18 4 0
PBR 299 244 205 182 160 145 128 116 103 89 74 56 27 1" 3 0

OS Results Were Consistent With the Previous Analysis

100
- ABR
—_ —
I 80 PBR
<
-
= £0
£
3
(2]
= 40
[
s Primary analysis' Updated analysis
> ABR (n=200) PBR (n=200) ABR (n=299) PER (n=299)
O 20 { Median follow-up, months 440 519
Median OS, months (95% CI) NE (72.1. NE) NE (73.8, NE) NE (73.3, NE) NE (73.8, NE)
Stratified HR (95% CI) 0.36 (0.65, 1.13° 0.87 (0.67, 1.13)°
0
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
No. at risk Months
ABR 299 280 259 243 231 212 191 175 163 147 136 104 75 47 21 3 0
PBR 299 269 248 230 215 195 180 165 156 147 132 103 70 40 17 2 0



Safety Profile Remains Favorable and Similar Between Arms With Longer Follow-up,
With No New Signals Despite Continuous Acalabrutinib Therapy in ABR Arm

ABR (n=297) PBR (n=297)
ABR (46.1 mo) = ABR (53.0 mo) =PBR (44.4 mo) = PBR (50.8 mo)

100 80 60 40 20 0 20 40 60 80 100
Incidence, %

Cumulative Event Rate of Grade 23 Adverse Events Was
Comparable Between Treatment Arms

= 100 Hr—T—v* #
o
5 80
-
&
u>l 60
o
2
= 40
3
£
o 20 ~ ABR
-— PBR
0 6 12 18 24 30 36 42 43 54 60 66 72 78 84 90 96
Months
No. at risk

ABR 207 80 57 43 36 3 27 26 2 2 19 1 8 6 1
Pi 7 7 4
Wang et al. Blood (2025) 146 (Supplement 1): 885 S o L o L i s " o L o ’ i . o < "



Patterns of survival in patients with recurrent mantle cell lymphoma in the modern era:
progressive shortening in response duration and survival after each relapse.

A ~=Line1 (n=386) B ~Line1 (n=386)

1.001 -Line2 (n=204) 2 1.001 +Line2 (n=204)
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Despite progress in first line treatment, relapse is still the rule.

Treatment of R/R MCL is still a complex issue.

J
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== 8 9 5 0 0 O O0 0 O

0
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113 17 4 3 2 2 0
72 2 0 0 0 0 O
8 4 1 0 0 0 O

0 0 0
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0 0 0

Kumar et al. Blood Cancer Journal volume 9, Article number: 50 (2019).



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

Michael Wang, Wojciech Jurczak, Marek Trneny, David Belada, Tomasz Wrobel, Nilanjan Ghosh, Mary-Ma

aret Keating, Tom v

Ruben Fernandez Alvarez, Gottfried von Keudell, Catherine Thieblemont, Frederic Peyrade, Marc Andre, Marc Hoffmann, Edith Szafer-Glusman,
Jennifer Lin, James P Dean, Jutta K Nevenburg, Constantine S Tam

SYMPATICO Study Desi

+ SYMPATICO (NCT03112174) is double-blind, placebx

phase 3 study

Ibrutinib + venetoclax (n=134)
Ibrutinib 560 mg once daily +
venetoclax 5-week ramp-up to

SYMPATICO (N=267)
Age 218 years

RIR MCL 400 mg once daily for 24 months Single-agent
1-5 prior therapies ibrutinib 560 mg
for MCL once daily until PD

or unacceptable
toxicity

21 prior rituximab/
anti-CD20-containing
regimen

ECOG PS 0-2

Randomized 1:1

Ibrutinib + placebo (n=133)
Ibrutinib 560 mg once daily +
placebo once daily for 24 months

Stratification: ECOG PS, prior lines of therapy, TLS risk®

+ Primary endpoint: . y (tested ically in the following order):
- PFS by investigator assessment using - CR rate by investigator assessment
Lugano criteria -TINT®

-0 (interim analysis)
- ORR by investigator assessment

ossive dsease. PFS, progresson-ree s

9 hmphocy

CR Rate Was Significantly Improved With Ibrutinib + Venetoclax

Response Rates Duration of Response®

100 100
90 P=0.1279* e %
80 g 80
< 70 g 70 Ibr+Ven
g 60 P=0.0004° %50
g 50 @ 50
= c Ibr+Pbo
] =40
o 40 =
30 £ %
c
20 g 2 Tbr+Ven Ibr+Pbo
10 o 10 n=110 n=99
x o | MedianDOR. mo___42.1 27.6
o0
CR Rate ORR 0 6 12 18 24 30 36 42 48 54 60

Time Since Initial Response, Months

= |br+Ven (n=134) = Ibr+Pbo (n=133)

Patients at risk:
Ibr+Ven 110 93 83 72 66 58 52 37 15 1 0

Ibr+Pbo 99 85 72 62 50 42

DOR, duration of response.
*P values were determined by stratified Cochran-Mantel-Haenszel test
last non-PD assessment for patients without PD or death).

factors: prior lines of therapy [1-2 vs 23] and TLS risk category [low vs increased risk]). *Global censoring (censoring at

(/é\ Primary Endpoint: Investigator-Assessed PFS Was Significantly Improved With
Ibrutinib + Venetoclax Versus Ibrutinib + Placebo

\_//'

100
20
80
70
60
50
40
30
20
10

PFS, %

PFS (Global Censoring)

e
1 Y Ibr+Ve
] i 7..?_\ r+Ven
N ——
1 br+Pbo o Ny
B < ‘.\_\4—0.00—0.—0—¢
br+Ven Ibr+Pbo
n=134 n=133 oty
4 [PFS events, n (%) 73 (54) 94 (71) e *
Median PFS, mo 319 221
7 |HR (95% CI) 0.65 (0.47-0.88)
Log-rank P value? 0.0052
0 6 12 18 24 30 36 42 48 54 60 66

Time Since Randomization, Months

Patients at risk:

Median PFS, mo

Ibr+Ven

n=134
Investigator assessment 319
IRC assessment 318

HR, hazard ratio; Ibr, ibrut
*P values were determinec
without PD or death. “Patients were ce

134 107 91 30 9 3 56 3 34 15

Global Censoring® US FDA Censoring®

Ibr+Pbo Log-rank Ibr+Ven Ibr+Pbo Log-rank
n=133 S P value* n=134 n=133 e P value*
221 0.65 (0.47-0.88) 0.0052 426 221 0.60 (0.44-083) 0.0021
209 0.67 (0.49-091) 0.0108 435 221 0.63 (045-087) 0.0057

ib; Pbo, placebo; Ven, venetociax
stratified log-rank test (stratif
ed at last non-PD a

ors: prior lines of therapy [1-2 vs 23] and TLS risk categ
sment before start of subsequent anticancer therapy of

¢ llow vs increased risk]). *Censoring at last non-PD assessment for patients
sing 22 conseculive visits prior 10 a PFS event, whichever occurred first

1001
901
80 Ibr+Ven
701
2 601
g 50
o
401
304 Ibr+Ven br
n=134 n=133
201|OS events, n (%) 69 (51) 75 (56)
Median OS, mo 449 386
107|HR (95% CI) 0.85 (0.62-1.19)
0 Log-rank P value® 0.3465
0 6 12 18 24 30 36 42 48 54 60 66
Time Since Randomization, Months
Patients at risk: \

Michael Wang, et al. Ibrutinib Combined with Venetoclax in Patients with Relapsed/Refractory Mantle Cell Lymphoma: Primary Analysis Results from the Randomized Phase 3 Sympatico Study.

Blood, Volume 142, Supplement 2, 2023, Page LBA-2
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Pirtobrutinib in Covalent Bruton Tyrosine Kinase Inhibitor
Pretreated Mantle-Cell Lymphoma

Authors: Michael L. Wang, MD

B,Wo]c\ech Jurczak, MD, PhD, Pier Luigi Zinzani, MD, PhD

, Toby A. Eyre, MD, MBChB, DipMedEd, MRCP,

FRCPath %, Chan Y. Cheah, MD

AFFILIATIONS

, Chaitra S. Ujjani, MD, Youngil Koh, MD

SHOW ALL

,and Nirav N. Shah, MD AUTHORS INFO &

Publication: Journal of Clinical Oncology e Volume 41, Number 24 e https://doi.org/10.1200/JC0.23.00562

TABLE 2. Efficacy of Pirtobrutinib in Patients With cBTKi Pre-treat
and cBTKi-Naive MCL

cBTKi
Pretreated cBTKi-Naive
Response MCL (n = 90) MCL (n = 14)

Overall response rate, % (95% Cl) 57.8 (46.9 to 68.1) 85.7 (57.2 to 98
Best overall response, No. (%)

Complete response 18 (20.0) 5(35.7)
Partial response 34 (37.8) 7 (50)
Stable disease 14 (15.6) 0
Progressive disease 15 (16.7) 1(7.1)
Not evaluable? 9 (10.0) 1(7.0)
DOR
Patients with a response, No. 52 12
Patients with censored data, 33 (63.5) 12 (100)
No. (%)
DOR, months, median (35% CI) 21.6 (7.5 to NR) R (NR to NR)
Median follow-up, months 119 71
PFS
Patients with censored data, 45 (50.0) 13 (92.9)
No. (%)
PFS, months, median (95% CI) 7.4 (5.3 to 12.5) R (NR to NR)
Median follow-up, months 9.2 8.6
0S
Patients with censored data, 60 (66.7) 13 (92.9)
No. (%)
0S, months, median (95% Cl) R (14.8 to NR) R (NR to NR)
Median follow-up, months 16.6 9.4

NOTE. Overall response and best response were determined accord
to the 2014 Lugano criteria?® and on the basis of independent rev
committee assessment.

Abbreviations: cBTKi, covalent Bruton tyrosine kinase inhibitor; DC
duration of response; MCL, mantle-cell lymphoma; NR, not reached;
overall survival; PFS, progression-free survival.

2Patients without postbaseline disease assessment were not

Median DOR: 21.6 months
95% C1, 7.5 to NR

Median follow-up: 11.9 months
Censored, No. (%}: 33 (64)

70
60 4

50 4

40 4

30 4

Duration of Response Probability (%)

0 2 4 6 8 10 12 14 16 18 20 22 24 26

No. at risk: Time Since Start of Response (months)
— = @ wm o v 1B w2 oM 9 8 3 1 0

Median PFS: 7.36 months.
95% C1,5.3 10 12.5

Median follow-up: 9.2 months
Censored, No. (%): 45 (50)

80

70 4
60 4

50 4

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

No. at risk: Time Since First Dose (months)
— %0 61 4 2 25 16 16 14 12 1M 9 8 3 2 2 2 0

Median 0S: NR
95% Cl, 14.8 to NR

Modian follow-up: 16.6 months
Censored, No. (%): 60 (67)

Overall Survival Probability (%)

104
0 2 4 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
No. at risk: Time Since First Dose (months)
9 78 71 67 64 49 3B 32 28 25 23 18 9 7 2 2 2 1 0

TABLE 3. Adverse Events in At Least 10% of All Patients With MCL

MCL Safety Population (n = 164)

TEAE, (210%), No. (%) TRAE, No. (%)

Adverse Event Any Grade Grade 23 Any Grade Grade
Fatigue 49 (29.9) 4(2.4) 34 (20.7) 424
Diarrhea 35 (21.3) 0 20 (12.2) 0
Dyspnea 27 (16.5) 3(1.8) 15(9.1) 1 (0.
Contusion 24 (14.6) 0 16 (9.8) 0
Anemia 21 (12.8) 8 (4.9) 10 (6.1) 4(2.
Back pain 21 (12.8) 2(1.2) 2(1.2) 0
Cough 20 (12.2) 0 10 (6.1) 0
Pyrexia 19 (11.6) 0 6 (3.7) 0
Constipation 18 (11.0) 0 3(1.8) 0
Nausea 18 (11.0) 0 7 (4.3) 0
Pneumonia 17 (10.4) 14 (8.5) 5 (3.0) 4 (24
Myalgia 17 (10.4) 0 14 (8.5) 0
Adverse event of special interest®
Infections 59 (36.0) 28 (17.1) 24 (14.0) 5 (3.
Bleeding 45 (27.4) 6 (3.7) 26 (15.9) 1 (0t
Thrombocytopenia 24 (14.6) 11 (6.7) 2(1.2) 0
Neutropenia® 23 (14.0) 22 (13.4) 15 (9.1) 14 (8!
Bruising® 27 (16.5) 0 19 (11.6) 0 (0.
Hemorrhage 251(I52) 6 (3.7) 11 (6.7) 1 (0t
Atrial fibrillation/atrial flutter® 6 (3.7) 2(1.2) 1(0.6) 0 (0.

NOTE. There were 11 grade 5 adverse events, none of which were considered treatment-related (two respiratory failure and one each of pneumo
COVID-19 pneumonia, multiple organ dysfunction syndrome, cardiac arrest, hemorrhage, malignant pleural effusion, mucormycosis, streptococ
infection, and sudden death).

Abbreviations: cBTKi, covalent Bruton tyrosine kinase inhibitor; MCL, mantle cell lymphoma; TEAE, treatment-emergent adverse event; TRA
treatment-related adverse event.

“Adverse events of special interest are those that were previously associated with cBTKi and are all composite terms.

®Combines neutrophil count decreased, neutropenia, febrile neutropenia, and neutropenic sepsis.

“Bruising includes contusion, petechia, ecchymosis, and increased tendency to bruise.



Duration of Response (%)

PFS (%)

CAR-T cells therapy: KTE-X19 — ZUMA 2 trial long term FU

Median DOR 28.2 months

Median DOR,
Months 35% Cl)

28213510470
457 (24.810 NEJ
221410459

=~ Patlonts with CR/PR (n » 6:
== Patiants with CR (n = 46|
e Patlonts with PR (n = 16)

. l

LN A A A B A A A B A A A B A A B R A A B B A B |

B 1012 14 16 18 20 22 24 26 28 30 32 34 35 38 40 42 44 46 48 50 52 54

Median PFS 25.8 months

Median PFS, 24-Month PFS Rate,
Months (5% Cl) | % (95% Q)
— Alltreated patlents (N = 68) [ 25.8(9.6t0 47.6) |52.9(39.5t0 64.3)
e Patients with CR (n = 45) 48.0(25.8t0 NE) | 71.8 (55.7 to B2.9)
= Patients with PR (n = 16) 3123056 188 (4.6 t0 40.2)
e Pathenits witls NK (11w 8) 2.30.9 to NE)

rereerererTTrTTrTTrTTTrTTerTTTTTeTTTTYT

0 2 4 6 8 1012141618 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54

Time (months)

0S (%)

Median OS 46.6 months Median 05, |Mgmosm
Months (95% Cl) | % (95%CI)

100 wee All treated patients (N = 68) | 46.6(24.9to NE) | 60.3(47.7t070.8)

w Patients withCR(n=46) | NR(37510NE} |76.1(61.0t086.0)
~= Patients with PR (n = 16} 163(381049.3) |375(154t055.8)
80 ~— Patients with NR (n = 6) 85(2.3t0 NE) ND
§

60 4
0 .
I e e e e NN B s e e e L e e e p s
0 2 4 6 8 10121416 18202224 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58

Time (months)

Best ORR/CR: 92%/68%

Wang et al. JCO,2022 Jun 4;JC02102370.



FREE ACCESS | ORIGINAL REPORTS | December 10, 2023 X in f & B wW m A 100 4 Median (95% Cl) follow-up®: 22.8 months (16.7 to 23.0)

Lisocabtagene Maraleucel in Relapsed/Refractory Mantle
Cell Lymphoma: Primary Analysis of the Mantle Cell €
Lymphoma Cohort From TRANSCEND NHL 001, a Phase | S | 16.7 months (62 t0 24.0)

. .
Multicenter Seamless Design Study 2]
Authors: Michael Wang, MD =] , Tanya Siddiqi, MD, MBBS ,Leo |. Gordon, MD , Manali Kamdar, MD, MBBS, Matthew Lunning, DO, 04
Alexandre V. Hirayama, MD ‘& , Jeremy S. Abramson, MD, MMSc ¥ , .. sHOWALL ..., and M. Lia Palomba, MD AUTHORS INFO & AFFILIATIONS 8 é “3 ; 1‘2 1'5 1‘8 2'1 2‘4 2‘7
J Clin Oncol 42, 1146-1157(2024) » Volume 42, Number 10 « DOI: 10.1200/JC0.23.02214 No. ot rick Time Since Response (months)
Total 69 50 a2 35 28 27 18 18 1 0
B 100 4 Median (95% Cl) follow-up®: 23.5 months (17.7 to 23.8)
80
— 60
g
[%2]
& 404 15.3 months (6.6 to 24.9)
20 ~
0

Best ORR/CR: 87%/75% NI

Time Since Liso-Cel Infusion (months)

No. at risk:
Total 83 61 49 36 32 29 21 19 6 0
C 100 Median (95% Cl) follow-up? 24.0 months (23.7 to 24.2)
80
60
B
[%2]
8 -
18.2 months (12.9 to 36.3)
20 -
04
T T T T T T T T T T T T T T T T T T T T T
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
—— Time Since Liso-Cel Infusion (months)

Total 83 72 65 57 46 42 37 31 16 8 8 8 5 4 4 4 4 3 2 1 1 0




Pivotal trials of CARTs labelled for R/R MCL

Neurotox > G3 31% 9%
CRS 2 G3 15% 1%
Late ICAHT > G2 216% 24%
Severe infection 32% 15%
ICU admission n.a. 7%

Non-relapse mortality 7.4% 18%

Wang et al. JCO,2022 Jun 4;JC02102370.
Wang et al. J Clin Oncol. 2024;42:1146-57
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Glofitamab in Relapsed/Refractory Mantle Cell Lymphoma:
Results From a Phase I/1l Study

Authors: Tycel Jovelle Phillips, MD B carmelo Carlo-Stella, MD

, Franck Morschhauser, MD, PhD

, Emmanuel Bachy, MD, PhD

Crump, MD, FRCPC, Marek Trnény, MD
AFFILIATIONS

,Nancy L. Bartlett, MD

SHOW ALL ..., and Michael Dickinson, MBBS, DMedSc

Publication: Journal of Clinical Oncology ¢ Volume 43, Number 3 o https://doi.org/10.1200/JC0.23.02470

TABLE 1. Baseline Characteristics in the Overall Populations and in Patients With and Without Previous BTKi Treatment

, Michael

AUTHORS INFO &

TABLE 2. Efficacy in the Overall f ion (efficacy bl I

and in Patients With and Without Previous BTKi Treatment

Previous BTKi No Previous BTKi

Characteristic (n=31) (n = 29) All Patients (N = 60)
Age, years, median (range) 70.0 (41-84) 72.0 (52-86) 72.0 (41-86)
Male sex, No. (%) 23 (742) 21 (72.4) 44 (733)
ECOG PS, No. (%)

0 14 (452) 14 (483) 28 (46.7)

1 17 (54.8) 15 (51.7) 32 (533)
Ann Arbor stage at study entry, No. (%)

1 1(32) 2(6.9) 3(5.0)

1 2 (65) 3(103) 5(8.3)

n 5(16.1) 6(207) 1 (183)

v 23 (742) 18 (62.1) 41 (68.3)
MCL IPI score 26, No. (%) 7 (226) 8 (27.6) 15 (25.0)
Extranodal disease present, No. (%) 20 (64.5) 19 (65.5) 39 (65.0)
Bulky disease, em, No. (%)

>6 7 (226) 6(20.7) 13(21.7)

>10 2 (65) 3(103) 5(83)

Time since last previous therapy to first study treatment, months, 1.3 (0.1-53.2) 7.4 (1.1-1325) 24 (0.11325)

median (range)

Time since last anti-CD20 therapy to first study treatment, months, 15.1 (0.7-159.0) 25.1 (1.4-1325) 16.3 (0.7-159.0)
median (range)
No. of previous lines of therapy, median (range) 3.0 (1-5) 20 (1-4) 2.0(1-5)
Previous therapy for lymphoma, No. (%)
CAR T-cell therapy 1(32) 1(3.4) 2(33)
ASCT 7 (226) 9 (31.0) 16 (26.7)
Refractory status, No. (%)
Any previous therapy 30 (96.8) 20 (69.0) 50 (83.3)
Firstline therapy 17 (54.8) 14 (48.3) 31 (51.7)
Last previous therapy 27 (87.0) 17 (58.6) 44 (733)
Progress or relapse =24 months after first-line treatment start, No. (%) 17 (54.8) 14 (48.3) 31 (51.7)

Glofitamab SUD All Patients
Efficacy 1,000 mg Gpt Cohort 2,000 mg Gpt Cohort Previous BTKi No Previous BTKi All Patients
(INV-assessed) (n = 16) (n = 44) (n=31) (n = 29) (N = 60)
Complete response rate
No. (%) 11 (68.8) 36 (81.8) 22 (1.0) 25 (86.2) 47 (7183)
95% CI 41310890 67310918 52010858 68.3 to 96.1 65810879
Partial response rate
No. (%) 1(63) 3(68) 1(32) 3(103) 467)
95% CI 0210302 1410187 01167 2210274 1910162
Overall response rate
No. (%) 12 (75.0) 39 (88.6) 23 (74.2) 28 (36.6) 51 (85.0)
95% CI 47610 927 75410 96.2 554 to 8811 82210999 73410929
A
100 1 Patients with a CR (n = 47)
4+ Censored
80
g 60
=
3
=
2
S 404
o
20
o
o 3 6 9 12 15 8 21 24 27 30 33 36 39
Time (months)
No.atrisc 47 a E-) 25 L] 12 9 7 6 3 2 2 1 NE
B
100 7 = Patients with a response (PRICR) (n = 51)
4 Censored
80
Y
>
Z
]
2
S w0
o
204
o T T T T T T T T T T T T 1
o 3 9 12 15 18 2 24 7 30 33 36 39
Time (months)
No.atrise 81 a B 7 2 1 10 7 7 3 2 2 2 N
I —

FIG 2. (A) Duration of CR, (B) duration of response, and (C) time on treatment. CR,

estimable; PD, progressive disease; PR, partial response. (continued on following page)



GLOBRYTE: A Phase lll, Open-Label,
Multicenter, Randomized Trial Evaluating =
Glofitamab Monotherapy in Patients with
Relapsed or Refractory Mantle Cell Lymphoma

Figure. Study schema

Glofitamab

C1 D1: Gpt 2000mg C1D8:2.5mg WC1D15:10mgl C2-12D1:30mg
MD01-01_101_PFILO&

e D ] peantn'l‘:ed BR: Rituximab + bendamustine I_I N FU M I

(N=182)
S C1-6 D1: Rituximab 375mg/m?
Stratification factors C1-6 D1-2: Bendamustine 90mg/m?

* Prior lines of therapy (1 vs 22)
* Response to last therapy
(relapsed vs refractory)

v

[

>
>

v

OR
R-Len: Rituximab + lenalidomide

C1-6 D1: Rituximab 375mg/m?

D1-21 until PD: Lenalidomide 20mg CI I P l
inical Protoco

B, bendamustine; C, cycle; D, day; Gpt, obi imab pretr ; Len, lenali ide; MCL, mantle cell lymphoma; PD, progressive disease;

R/R, relapsed/refractory; R, rituximab. Relapsed disease is defined as disease progression after the last regimen; refractory disease is defined as failure
Title

to achieve a partial response or complete response to the last regimen.
A phase ll, multicenter study of GlOfitamab in patients
with mantle cell Lymphoma and inaDequate response
or relapse following CAR T-cell therapy

(GOLD)
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DLBCL Patient Journey : Likelihood of cure is highest with treatment in 1L setting

1L DLBCL
Therapy Cure

-2 e Progression-free
Mﬁ‘ ripiih
W. ® 0o o o0 °
May also involve: Life expectancy similar to

e CNS prophylaxis age-sex-matched controls
o Radiation

Progression
[ J ®

® o
M Only select patients are eligible to

receive CAR-T cell therapy or SCT.
Other

subsequent 2L DLBCL Therapy Projected Cure
therapies MWW . AR L UEORL TR T °

e Auto transplant ~5% of all 2L LBCL

Non-response/ Janag Response
progression

Westin J and Sehn LH. Blood 2022;139 (18): 2737-2746.



OVERALL SURVIVAL

0.0

R-CHOP has been the SoC for patients with
previously untreated DLBCL for the past 20 years

R-CHOP “INSUFFICIENT”
(30-40%)

R-CHOP is insufficient in 35% of DLBCL:
e High-Risk “Clinical” (IPI 3-5)

e High-Risk “Biological”

2 4 6 8 10

TIME (years)

BC Cancer Agency Database, Sehn, Hematology 2012



OPEN ACCESS | CLINICAL TRIAL UPDATES | @ (D @ @ | September 24, 2025 X in f & O W a
Five-Year Outcomes of the POLARIX Study Comparing Pola-
R-CHP and R-CHOP in Patients With Diffuse Large B-Cell
Lymphoma

Authors: Franck Morschhauser, MD, PhD , Gilles Salles, MD, PhD , Laurie H. Sehn, MD, MPH , Alex F. Herrera, MD , Jonathan W.

= AR,

AGENZIA ITALIANA DEL FARMACO

Friedberg, MD, Marek Trnény, MD ,Georg Lenz, MD, ... SHOWALL ..., and Christopher R. Flowers, MD =] AUTHORS INFO & AFFILIATIONS

[Arrroven)
J Clin Oncol 43, 3698-3705(2025) » Volume 43, Number 35 « DOI: 10.1200/JC0-25-00925 :

— Pola-R-CHP (n = 440) — Pola-R-CHP (n = 440)
100 - — R-CHOP (n = 439) 100 A — R-CHOP (n = 439)
+ Censored + Censored
80 4 80
. . R 60+ = 604
- o ~—
POLARIX: A randomized double-blinded study % =
40 40 4
CS Event-free rate, % (95% ClI) = Event-free rate, % (95% ClI)
20 Pola-R-CHP: 64.9 (58.8 to 70.0) 20 4 Pola-R-CHP: 82.3 (78.7 to 85.9)
R-CHOP: 59.1 (54.0 to 64.3) R-CHOP: 79.5 (75.7 to 83.4)
HR 0.77 (95% Cl, 0.62 to 0.97) HR 0.85 (95% Cl, 0.63 to 1.15)
(— p— O T T T T T T T T T T T 1 0 T T T T T T T T T T g T T |}
Polatuzumab vedotin (1.8mglkg)* 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 84
R-CHP + vincristine placebo .
——" Time (months) Time (months)
* Previously untreated DLBCL Number at risk Number at risk
+ Age 18-80 years 46 “ ;‘27;?271:1§ys) |— '::I;;:;r:g Pola-R-CHP 440 407 357 335 318 303 292 280 258 213 100 56 NE Pola-R-CHP 440 424 399 389 381 373 366 355 343 338 319 124 12 1 NE
* IPI2-5 R-CHOP 439 391 332 302 287 274 258 251 240 192 95 54 NE R-CHOP 439 415 403 382 372 361 357 347 338 329 311 128 13 1 NE
+ ECOGPS0-2
Cycles7&8
Stratification factors C D
* IPlscore (2vs 3°5) L ! — Pola-R-CHP (n = 500) — Pola-R-CHP (n = 500)
* Bulky disease (<7.5 vs 27.5cm) R-CHOP' + 100 - — R-CHOP (n = 500) 100 + — R-CHOP (n = 500)
+ Geographic region (Western Europe, US, polatuzumab vedotin placebo + Censored + Censored
Canada, & Australia vs Asia vs rest of world)
80 4 80
008 P2, Eator Conparai Oncotay o setomance sty I erstons st mdon. . mtovenous B randermzeds | 1P oS rodane 100maanca caty cn D2y 1-5 R 60 xR 60+
w
o 40 8 a0
o Event-free rate, % (95% Cl) Event-free rate, % (95% Cl)
20 4 Pola-R-CHP: 63.9 (59.0 to 68.8) 20 4 Pola-R-CHP: 82.4 (79.0 to 85.8)
R-CHOP: 59.2 (54.3 to 64.1) R-CHOP: 79.0 (75.3 to 82.7)
HR 0.80 (95% Cl, 0.65 to 0.98) HR 0.83 (95% Cl, 0.62 to 1.10)
0 T T T T T T T T T T T 1 0 — T T T T T T T T T T
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 84
Time (months) Time (months)
Number at risk Number at risk
Pola-R-CHP 500 463 404 378 357 337 322 305 270 224 100 56 NE Pola-R-CHP 500 482 456 444 433 423 413 400 370 354 319 124 12 1 NE
R-CHOP 500 445 379 344 326 312 294 284 249 201 95 54 NE R-CHOP 500 473 458 433 419 408 401 390 364 343 311 128 13 1 NE




« iPET evaluation
- not required for
non-bulky (<7.5 cm)

and <60 years
- recommended for
bulky (>7.5 cm) or
60-80
+ iPET evaluation + iPET evaluation * Baseline MRI
« FDG-PET EOT * FDG-PET EOT + FDG-PET EOT and CSF + FDG-PET EOT  * FDG-PET EOT
* FDG-PET EOT * FDG-PET EOT

+ FDG-PET EOT

+ iPET evaluation ¢

M w(f,g . \ : d MR achieved For DS4: biopsy encouraged; consider PET follow-up
n advanced-stage, apy is resen : 7 * FDG-PET EOT For DS5: salvage; consider biopsy in selected doubtful cases

Catherine Thieblemont et al. Large B-cell lymphoma (LBCL): EHA Clinical Practice Guidelines for diagnosis, treatment, and
follow-up. Volume9, Issue9. September 2025. e70207



ONGOING CLINICAL TRIALS IN 1L DLBCL
" AL | acewrs | wommsc | lowmsk

wavelINE-010 R-CHOP+ZILOVERTAMAB X 1P 2-5 XIPI1
study
| ESCALADE  RCHOPHACALABRUTINB  XPI25  xpiL
BELIEVE-01 R-CHOP+ORELABRUTINIB X IPI 2-5
| GOLSEEKL  RCHOPWGOLCADOMIDE  XPI25  xpii
DEB STUDY R-CHOP+TUCIDINOSTAT X IPI 2-5 X 1Pl 1
T = N I N N
FRONT-MIND R-CHOP+TAFA/LENA X IPI3-5
————
SKY-GLO R-POLA-CHP-GLOFITAMAB X IPI 2-5

ZUMA-23 CAR-T X IP1 4-5, DH/TH



DLBCL Patient Journey : Likelihood of cure is highest with treatment in 1L setting

1L DLBCL
Therapy Cure

'i' ° o Progression-free
May also involug Life expectancy similar to
CA =
gto

age-sex-matched controls

Progression
[ J ®

® o
M Only select patients are eligible to

receive CAR-T cell therapy or SCT.

Other

subsequent 2L DLBCL Therapy Projected Cure
therapies MWW . SR EEERE IENCRY TUEEEES AT o

""" « Auto ransplant  ~5% ofall 2L LBCL F

Non-response/ Janag Response
progression

Westin J and Sehn LH. Blood 2022;139 (18]



The evolving range of available treatments for
R/R DLBCL after 22 prior therapies

‘ Pola-BRS Liso-cel'®
2L+ ineligible for SCT
Axi-cel'2 tan? Liso-cel?
” ‘ Tafa. I_en After 21 prior therapy
Ineligible for ASCT Axi-cel2 Odronextamab
Tisa-cel34 Selinexor® After =1 prior therapy ]
” ‘ Loncastuximab tesirine?2 Glofitamab plus Chemo
Ineligible for ASCT
2019 2021 2023 2025
2018 2020 2022 . 2024
Tafa-len?® Liso-cel'>14 Glofitamab plus
Pola-BR5 Ineligible for ASCT After 21 prior therapy Chemo
Liso-cel® Epcoritamab ineligible for ASCT
EMA approved . Odronextamab
FDA approved Loncastuximab tesirine? Glofitamab

EMA, European Medicines Agency; FDA, United States Food and Drug Administration;



Bispecific antibody and CAR T-cell therapy Phase Il studies in
2L+ DLBCL

Bispecific antibodies

EPCORE
DLBCL-12
R/R DLBCL R/R DLBCL

transplant transplant R/R aNHL
.{;. ineligible ineligible (N=222)
(N=270) (N=552)

Glofitamab IV + Epcoritamab SC Mosunetuzumab

GemOX vs vs INV choice SC +
R-GemOX; chemo (R-GemOx, | polatuzumab vs
12 cycleg* fixed BR); treat to R-GemOx IV,
duration progression or 8 cycles™ fixed
unacceptable duration
toxicity
(ON] (O PFS

*21-day cycles.

aNHL, aggressive non-Hodgkin lymphoma; chemo, chemotherapy; GemOx, gemcitabine, oxaliplatin;
RGDP, rituximab, gemcitabine, dexamethasone, cisplatin; R-DHAP, rituximab, dexamethasone,
cytarabine, cisplatin; R-GemOx, rituximab, gemcitabine, oxaliplatin; R-ICE, rituximab, ifosfamide,
carboplatin, etoposide phosphate; vs, versus.

CAR T-cell therapies

BELINDAS5 TRANSFORMé®
R/R DLBCL R/R aNHL R/R NHL
(N=359) (N=331) (N=184)
Single axi-cel IV Single tisa-cel Single liso-cel
following following INV following chemo
fludarabine + choice chemo with fludarabine +
cyclophosphamide (R-ICE, cyclophosphamide
R-GemOx,
RGDP,
R-DHAP)
EFS EFS EFS

1. NCT04408638. Available at: https://clinicaltrials.gov; 2. NCT04628494. Available at: https://clinicaltrials.gov;
3. NCT05171647. Available at: https:/clinicaltrials.gov; 4. NCT03391466. Available at: https:/clinicaltrials.gov;
5. NCT03570892. Available at: https://clinicaltrials.gov; 6. NCT03575351. Available at: https://clinicaltrials.gov.



STARGLO

Glofit-GemOXx (n=183)

Glofitamab plus g itabine and
Step-up dosing in Cycle 1,
30mg administered on Day 1 from Cycle 2 onwards

Patients R/R DLBCL (N=274)

+ R/R DLBCL NOS after 21 prior
systemic therapy Cycles 1-8
- Patients with one prior line must (21-day cycles)
be transplant ineligible
+ ECOGPS0-2
Stratification factors R-GemOx (n=91)

» Relapsed vs refractory disease*

Rituximabf plus g itabine and oxaliplatin

* 1vs 22 prior lines of therapy Administered on Day 1 of each cycle

Baseline characteristics

SCIENCI

Glofitamab

30mg administered on
Day 1 of each cycle

Cycles 9-12

MEDICINES

n (%), unless otherwise stated R-GemOx (n=91)
Median (range) 68.0 (20-84)
Age, years 265 years 56 (61.5)
Sex Male 53 (58.2)
Asian 51 (56.0)
Black or African American 1(1.1)
Race White 33(36.3)
Unknown 6 (6.6)
0 44 (50.0)
ECOG PS 1 36 (40.9)
2 8(9.1)
= 20 (22.0)
Ann Arbor stage Y; 70 (76.9)
- 1 57 (62.6)
Number of prior lines of therapy 22 34 (37.4)
Primary refractory Yes 47 (51.6)
RIR to last prior therapy Relapsed / refractory 37 (40.7) / 54 (59.3)
Bulky disease (210cm) Present 14 (15.4)
GCB 29 (31.9)
Cell of origin at initial diagnosis Non-GCB (including ABC) 50 (54.9)
Unknown 12 (13.2)
Prior CAR T-cell therapy Received 8(8.8)

Abramson JS, et al. Glofitamab plus gemcitabine and oxaliplatin (GemOx) versus rituximab-GemOx for relapsed or refractory diffuse large B-

Glofit-GemOx (n=183)

68.0 (22-88)
116 (63.4)
105 (57.4)
86 (47.0)

2(1.1)
82 (44.8)

13(7.1)
72 (40.0)

89 (49.4)
19 (10.6)
60 (32.8)
123 (67.2)
115 (62.8)
68 (37.2)
106 (57.9)

71(38.8)/ 112 (61.2)

23 (12.6)
60 (32.8)
103 (56.3)
20 (10.9)

13(7.1)

cell ymphoma (STARGLO): a global phase 3, randomised, open-label trial. Lancet. 2024 Nov 16;404(10466):1940-1954.

Updated analysis

100+

— Glofit-GemOx (n=183]
R-GemOx (n=91)
Censored

+

)

Glofit-GemOx vs R-GemOx:

No. of patients at risk

| HR (95% CI): 0.62 (0.43-0.88)

0 3 6 9 12 15 18 21 24 27 30 33 36

Time (months)

Glofit-GemOx 183 159 135 119 104 86 71 51

26 11 3 NE
8 3 2 NE

— Glofit-GemOx (n=183

R-GemOx (n=91)
Censored

R-GemOx 91 68 55 46 40 29 23 14
Updated analysis
100 4
80 4 +
g 60 -
4
o 404
20 4
Glofit-GemOx vs R-GemOx:
o4 HR (95% Cl): 0.40 (0.28-0.57)

No. of patients at risk

0 3 6 9 12 15 18 21 24 27 30 33 36

Time (months)

Glofit-GemOx 183 130 107 89 66 54 37 26

R-GemOx

91 34 22 14 9 6 2 2

10 2 1 NE
2 NE NE NE



R/R LBCL

[ Stratification of the patients by time to failure }

2L ‘ Biopsy recommended ’

Glofitamab-GemOx [I, A],
Clinical trial, 2L therapy*
or best supportive care

Glofitamab-GemOx [I, Al,
Clinical trial, 2L therapy*
or best supportive care

{ Decision influenced by prior treatments, condition of the disease and patient's overall status ]

J N

3+L Biopsy strongly recommended

Clinical trials
Best supportive care

*2L therapy: epcoritamab+ Gemox [lIl, C] when available; tafasitamab-LEN [lll, C] in non refractory patients; R-chemotherapy [I, B]: R-GemOx or Pola-BR [lIl, B]

**2L immunochemotherapy before HDT/ASCT: R-DHAX (P or C), R-ICE, R-GDP, R-ESHAP; in case of CMR, proceed to HDT/ASCT [I, A]

Catherine Thieblemont et al. Large B-cell lymphoma (LBCL): EHA
Clinical Practice Guidelines for diagnosis, treatment, and follow-up.
Volume9, Issue9. September 2025. €70207



» The treatment landscape of MCL and DLBCL is rapidly evolving, driven by
early use of targeted agents and novel immunotherapies.

» In MCL, the shift of BTK inhibitors to the frontline setting makes management
of R/R disease a critical unmet need.

»In DLBCL, bispecific antibodies and CAR T-cell therapies are redefining
treatment paradigms and enabling more personalized, targeted approaches.
» Ongoing clinical trials continue to expand therapeutic options, improving

outcomes even in high-risk and heavily pretreated populations.
» Despite major advances, challenges remain in treatment access, cost, and

long-term monitoring of efficacy and durability of response.
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