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Therapeutic Evolution in MCL e

15t Generation: 1992 - 2005
Chemotherapy, R-chemotherapy, Autologous SCT consolidation

2"d Generation: 2006 = 2013
Bortezomib, Bendamustine, Lenalidomide, Temsirolimus (in EU)

3'd Generation: 2013 = 2019
Covalent BTKi (Ibrutinib, Acalabrutinib, Zanubrutinib), maintenance rituximab

4h Generation: 2020 2 2> 2>
CAR-T cell therapy
Non-covalent BTKi (Pirtobrutinib), maintenance BTKi, BTK degrader
Bispecific MAbs
“Chemo-free” combinations (duplets, triplets)
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Frontline Treatment of MCL...

JORNADAIS 55

V 2025
CLINICA DEL GRUPO DE ESTUDIO
LATINOAMERICANO DE LINFOPROLIFERATIVOS

ESTU
LINFO

....until few years ago

* YOUNG: Intensive treatment: Role of
HD AraC

 R-CHOP/R-DHAP
* R-DHAP

* NORDIC

* R-HyperCVAD

* Consolidation + Maintenance

e HDT + ASCT = R maintenance for 3
years

* 10 years PFS: 46% (Hermine et al. JCO 2022)

g

* Elderly: Less Intensive treatment
* BR
* VR-CAP
* R-CHOP

 Lenalidomide + R

 Rituximab maintenance

e After R-CHOP: R maintenance until PD

e R-maintenance after BR
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Role of ASCT in Frontline MCL

(Before BTK inhibitors)

« ASCT has been often used for patients with MCL
in first remission based on a historical
randomized trial that showed improvement in
PFS!

« Other studies have shown prolonged remission
with induction chemo-immunotherapy plus
autoHCT in MCL, but none included a
randomization with or without ASCT 2

* Recent retrospective studies have raised doubts
about the advantages of autoHCT for patients in
complete remission®’

 No OS benefit !....Can novel therapies improve
and/or replace ASCT in frontline MCL?

Does (ASCT) Improve Outcomes?

* Retrospective study in 1029 patients

- 25 centers; restricted to patients
who would have been transplant
eligible

~2/3 got auto up front; 1/3 did not

~On initial analysis, PFS and OS
benefit in favor of ASCT

—After propensity weight analysis,
clear PFS benefit but OS benefit not
significant

Gerson, JN, JCO 2019

AAAAAAAAAAAAAAA

NO DE LINFOPROLIFERATIVOS

Survlval HR 5% Cl 4

PFE {m = 1,003 0.70 .55 o 0.84 < .01

0% in = 1,003) 0.87 368 o 1.10 24

1. Dreyling. Blood. 2005;105:2677. 2. Eskelund. Br J Haematol. 2016;175:410. 3. Hermine. Lancet. 2016;388:565. 4. Hermine. JCO.

2023;41:479. 5. Damon. JCO. 2009;27:6101. 6. Gerson, JN, JCO 2019 7. Martin. JCO. 2023;41:541. !

Con el Aval: Ueszr § (@) %) wio soDeHEM § scw antir @ OO




- ASCT in Frontline MCL RV70RNADAIS 55
Use 0F MRD

MRD has a prognostic value before ASCT:

« Nordic MCL 3 study: Undetectable MRD after augmented R-CHOP/R-HA
associated with prolonged PFS after ASCT

« LYMA Trial: Patients with undetectable MRD after 4 R-DHAP who received ASCT
had superior PFS

« MCL Younger Trial: MRD positivity before ASCT was strongly prognostic for
shorter PFS, independently of the induction treatment arm.

Can MRD status after induction chemoimmunotherapy help to identify patients
that will benefit (or not) from consolidation with ASCT ?

g

Conelaval:  WUEEET § (@) #) wo SODGHEM § s<w antir @ 35




RWE: Utilization of ASCT in Frontline [JU0RNADAISEE  cev
ioll

LATINOAMERICANO DE LINFOPROLIFERATIVOS -

Diagnosis of mantle cell lymphoma g
(n=43386)
Excluded (N=287)
a ° Follow up interval less than 80 days
" from date of diagnosis and alive

No documented treatment Received at least one line of treatment
(n=278) (h=3771)

|

[ Frontline treatment (N=3773)
= Bendamustine + rituximab (n=1576) [42%] * Rituximab monotherapy (n—=292) [8%6]
* R-CHOP (n=643) [17%)] * BTK inhibitor +/— chemoimmunotherapy {n=151) [4%)]
BR: 41.8% | * HyperCVAD (n=2686) [796] + Bortezomib +/— chemoimmunotherapy (n=148) [490]
AraC: 13.6% - RCHOP/RDHAP (n=60) [296] - Lenalidomide +/— chemoimmunotherapy (n=73) [296]
= BR/HIDAC (n=24) [19%] = Venetoclax +/— chemoimmunotherapy (n=3)
= Other cytarabine based regimen (n=161) [4%0] = BTK inhibitor +/— bortezomib {(n=2)
. = Other chemotherapy regimens (n=374) [1090]

! I

Autol it | lidati Rituximab 0 hi
utologous stem c;p;aﬂ)s)p ant consolidation (1 O . 9 % ) (2 0.5% ) tuxi n;::;e;;a)noe therapy

!

Rituximab maintenance therapy

(n=142) l

Received subsequent lines of treatment
{h=1728)
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ASH 2024: The Kiss of Death for ASCT [JURNADAISS::  cevw
In Frontline MCL? -

LATINOAMERICANO DE LINFOPROLIFERATIVOS

TRIANGLE STUDY UPDATE EA 4151: MRD-DRIVEN MCL TRIAL

Stratified by MIPI-c (high/high-int vs low/low-int) and induction (intensive vs non-intensive)

Arm A (control)
ASCT [ Observation :
v/' Arm A: AutoHCT + Rituximab x 3yr
(n =257)
Arm A + | (experimental) ) P°St.' MRD6- CR
Clonal induction \ Arm B: Rituximab x 3yr
- ASCT H2yrs I-maintenance [ Observation marker Yes restaging, (n =259)
. present? MRD MRD6+ CR
Arm | (experimental) assessment | — AbshllERg Arm C: AutoHCT + Rituximab x 3yr
* MRD6+/- PR
2 yrs |-maintenance [ Observation
No

l MRD indeterminate Arm D: AutoHCT + Rituximab x 3y
>

(n =85)

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

+ Rituximab maintenance (without or with Ibrutinib) was started in
168 (58 %)/165 (57 %)/158 (54 %) of A/A+I/I randomized patients.

g
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First Kiss of Death: Addition of Ibrutlnlb'mRNAD“|

A DEL GRUPO DE E
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to chemo-R with or without ASCT

Randomized, open-label, 3-arm phase lll trial

ASCT Arm:
R-CHOP x 3/
R-DHAP x 3

ASCT* 4 Observation
Patients with

previously untreated —
stage II-IV MCL; aged Ibrutinib Arm:

<65 yr; suitable for —» R-CHOP + Ibrutinib x 3/ 2-Yr Ibrutinib
high-dose cytarabine

and ASCT; ECOG PS 0-2
(N = 870) ASCT + Ibrutinib Arm:

R-CHOP + Ibrutinib x 3/ 2-Yr Ibrutinib
R-DHAP x 3 Maintenance*

e=d Observation

R-DHAP x 3 W ETIEN

e=d Observation

*R maintenance was added following national guidelines in all 3 arms
(ASCT arm: 58%; ibrutinib arm: 54%; ibrutinib + ASCT arm: 57%).

= Primary endpoint: FFS
» Secondary endpoints: Response rate, PFS, OS, safety

Dreyling. Lancet 2024;403:2293 Conelavat  USEE (@) i# wieo soDeHEM G =<n aiir @ G




TRIANGLE Failure Free Survival (FFS)

and OS (2022)

=
0
|
0
e
n .
0.3 median follow-up = 31 months
DE- = A, median not reached
' = As|, median not reached
0.1 = . median not reached
0.0
T T 7 I L N L LA L
0 & 12 18 24 30 36 42 48 54 60 66 72
Ibrutinib + AutoSCT AutoSCT P-Value
(n=292) (n=288) =
HR 0.52
0 [) ’
3y FFS 88% 72% 0=0.0008
I3y 0S 91% 86% ] |
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0.3 median follow-up = 31 months

D..'—'.- = A, median not reached

' = A=+|, median not reached

0.1- = |, median not reached

0.0-
T T 7 | - T ' LA L I
0 6 12 18 24 30 36 42 48 54 60 66 72

AutoSCT Ibrutinib P-Value
(n=288) (n=290) =
HR 1.77
0, [v) ’
3y FFS 72% 86% 0=0.9979
3y OS 86% 92% -
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Dreyling et al, ASH 2022
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JORNADAI Bit GELL
TRIANGLE: Take Home Message in 2022 S

OS: No difference

ASCT Arm:
R-CHOP x 3/
R-DHAP x 3

— ASCT* 4 Observation
Patients with

previously untreated =
stage II-IV MCL; aged Ibrutinib Arm:

<65 yr; suitable for — R-CHOP + Ibrutinib x 3/ FFS: No Z-Y.r Ibrutinib* — [ .
high-dose cytarabine R-DHAP x 3 difference ML FES
and ASCT; ECOG PS 0-2
(N = 870) ASCT + Ibrutinib Arm: Better

R-CHOP + Ibrutinib x 3/ § 2-Yr Ibrutinib

| .
R-DHAP x 3 Maintenance* Observation

*R maintenance was added following national guidelines in all 3 arms
(ASCT arm: 58%; ibrutinib arm: 54%; ibrutinib + ASCT arm: 57%).

= Primary endpoint: FFS
» Secondary endpoints: Response rate, PFS, OS, safety

Dreyling. ASH 2022; Lancet 2024;403:2293 Conelavat  USEE (@) i# wieo soDeHEM G =<n aiir @ G




GELL

ASH 2024: TRIANGLE UPDATE Vv JDRNADA T 1
4-Yr FFS and 4-Yr OS e S P b renos

FFS (Arm Avs Arm A + 1)

1.0

0.8

0.6

0.4

02 =A(n=288): median hot reached
' A +1(n=292): median not reached
1

0 |
6 0 6 121824303642485460667278849096

Mo From Randomization

4-yr FFS:

ArmAvs A + | (HR: 0.64; 1-sided P =.0026)
= A+ | superior to A — confirmed

Arm A +1vs | (HR: 0.83; 1-sided P = .21)

Dreyling. ASH 2024. Abstr 240.
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= TRIANGLE STUDY IN 2025 NJLRNADAISS:E  GELL
Take Home Messages o

Improved outcomes with BTK inhibitors

» The inclusion of Ibrutinib in either induction, maintenance, or both significantly improved FFS and
OS in younger MCL patients.

ASCT iIs not always necessary

» The addition of ibrutinib to the ASCT arm did not lead to superior outcomes compared to the
ibrutinib-only arm (no transplant)....... and ASCT was associated with significantly increased toxicity

Ibrutinib-only arm is a viable new standard

» This arm showed similar efficacy to the ASCT+ ibrutinib arm, suggesting that ASCT can be safely
omitted for most patients. Ibrutinib (and by extension other BTK inhibitors) should be a
mandatory component of first-line treatment for younger MCL patients.

High-risk patients are an exception

» For patients with high risk features (blastoid, pleomorphic, p53 expression, Ki-67 >30%), ASCT may
still have a role, and its inclusion in the treatment plan should be considered on an individual basis.

g

iniversidod Ry

Con el Aval: Ue &= ___‘_““»_‘__ xr./‘ ¥ @ % SODGHEM n s<m ABHLT () (4




Second Kiss of Death: MRD-Driven Trial \J0RNADASs::  cELL
in MCL B

Can MRD status after any induction chemoimmunotherapy help to
Identify MCL patients that will benefit (or not) with ASCT ?

ECOG-ACRIN EA4151: Phase lll Trial of
Autologous Hematopoietic Cell Transplantation in MRD-
Negative Patients With Mantle Cell Lymphoma in First Complete
Remission

Fenske, T. et al. Late Breaking Abstract 6
66th ASH Annual Meeting, December 7-10, 2024,
San Diego, CA

,
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Patients aged 218 and <70 yr with
MCL in first remission;
considered candidates for
autoHCT per treating physician;
any rituximab-containing
induction regimen allowed
(including BTKI); if completed
induction therapy, must be within
120 days prior to preregistration
and <300 days between first day
of therapy and preregistration

(N = 650)

Fenske. ASH 2024. Abstr LBAG.

ECOG-ACRIN EA4151

JORNADA GELL 3 = L
2025 GELL
CLINICA DEL GRUPO DE ESTUDIO Unfoproiierstivos B
LATINOAMERICANO DE LINFOPROLIFERATIVOS - “)

Study Design

Stratified by MIPI-c (high/high-int vs low/low-int) and induction (intensive vs non-intensive)

v Arm A: AutoHCT + Rituximab x 3yr
=257
—| mRD6- CR — (n =257)

) POSt,- Arm B: Rituximab x 3yr
Clonal Yes induction (n = 259)
marker — restaging,
present? MRD MRD6+ CR
+CRor
assessment* mad Arm C: AutoHCT + Rituximab x 3yr

MRD6+/- PR (n = 49)
No

l MRD indeterminate Arm D: AutoHCT + Rituximab x 3yr

v

(n =85)

g
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Arm A vs B: No difference in 3-Yr PFS (JJI0RNADAISS:S L
nd 5e B =5

At a median follow-up of 2.7 yr, the futility boundary was an OS HR of 0.984 (Arm A vs Arm
B); estimated OS HR crossed this boundary

Arm A: MRD-, Arm B: MRD-,

(o)
AutoHCT No AutoHCT Al
All randomized 1.11 (0.71-1.74)
i 82.1 82.7 D 66
- pw igned 1.00 (0.58-1.74)
reated as assigne . .58-1.
(n - 375) 86.2 84.8 b 99
All randomized 1.05 (0.71-1.56)
i 76.6 77.4 b 79
SYEPES, % reated igned 0.95 (0.59-1.54)
reated as assigne . .59-1.
(n = 375) 81.5 80.4 p=.84

Fenske. ASH 2024. Abstr LBAG.
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Arm A vs B: No difference in PFS and (JJURNADAISS::  eei
OS by MIPI-c or Tx Intensity o

LATINOAMERICANO DE LINFOPROLIFERATIVOS

3-Yr OS, % Arm A: MRD-, AutoHCT Arm B: MRD-, No AutoHCT
MIPI-c low/low-intermediate 84.6 85.7
(n=313) P =.96
MIPI-c high/high-intermediate 77.4 77.6
(n=169) pP=.71
3-Yr OS, % Arm A: MRD-, AutoHCT
o ) 83.0 86.2
Intensive induction (n = 382)
P=.30
79.5 72.8
Non-intensive induction (n = 134) o

Fenske. ASH 2024. Abstr LBAG.

“

Conelaval:  UEEET | (@) #) wio sODGHEM §¥ << sl @ GO




LIN

ECOG-ACRIN EA4151 WJLRNADAISS::  eELt

Conclusions

* In the ECOG-ACRIN EA4151 trial, patients with MCL who achieved CR and
MRD negativity after induction therapy had similar 3-yr OS with or without
ASCT....... Transplant can be omitted

« 3-yr OS: 82.1% vs 82.7%, respectively, in all randomized patients
« 3-yr PFS: 76.6% vs 77.4%, respectively, in all randomized patients

* In exploratory analysis, patients with MRD+ who converted to MRD- after
autoHCT appeared to have improved 3-yr OS and PFS....Transplant can be
considered

Fenske. ASH 2024. Abstr LBAG.
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ASCT in Frontline Treatment of MCL ~ [YJU0RNADAISS::  cett
Conclusions - -

OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

Taken together, the TRIANGLE update data and the ECOG-ACRIN
EA4151 trial have significantly limited the role of ASCT in the
frontline treatment of young MCL patients

g
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Lymphoma and BMT/Cell Therapy Programs at TGH Cancer Institute

Alan Kerr, MD Nikesh Shah, MD  Eduardo Sotomayor, MD Ivan M. Borrello MD  Megan Melody MD Sajeel Chowdhary MD Gustavo RiVEfFO, MD
DLBCL/FL/MZL MCL/ALL MCL Lymphoma Hodgkin CNS Lymphomas Gc.enomlcs
T cell Lymphomas Aggressive Lymphomas Immunotherapies BMT/ CART cells CAR T / Bispecifics Translational Research
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HIV Lymphomas Director, Microbiome Inst.




Muchas Gracias

Esotomayor@tgh.org
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