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El linfomma del manto: PRESENTE \

® 12|inea basada en la inmunoquimioterapia

® Mantenimiento con rituximab en todos los pacientes
e |brutinib es el estandar en la 12 recaida

e Terapia CAR-T en pacientes que fracasan a iBTK

e Papel del transplante alogénico

/




La IQT actual mejoro la supervivencia del LCM

No candidatos a tratamiento intensivo

R-CHOP? R-Bendamustina® R-BAC 5004 VR-CAP? Ibrutinib+RB®
ORR 75% 91% 88,5% 96% 92% 89,7%
CR 7% 25% 57,6% 91% 53% 65.5%
PFS 14 m (TTF) 14,2% 52,9m 56% (7 a) 247 m 80,7m
0S 55.7m 56,8% (7 afhos) 63% (7 a) 90.7 m 55% (7 afios)

ILenz G, Blood 2005; 3Flinn IW, JCO 2019; “Visco C, Lancet Oncol 2016; >Robak T, Lancet Oncol 2018; ®*Wang M, NEJM 2022

Candidatos a tratamiento intensivo e Induccién + Consolidacion

1R-HCVAD/R-MACc 2R-MaxiCHOP/HDACc 3AR-CHOP/R-DHAP Fase Il EuUMCLN

+ ASCT + ASCTH
FU 15 afios FU 11,4 afios S R-CHOP/R-DHAP vs R-CHOP + TAPH |

ORR  97%/87% 96%/87,7% | 98%/95% i TG
PFS 6,53 11a | NR (TTF 9,1 afios) \_\.\
0s  134a 12,7 a | NA vs 11,3 afios {E M NN
L 1 £ . 8.4 afos
N 97 159 | 497 i § om0 . i
i I & 3,9 afios . SSSSS

e ¢+ 2 3 4 5 €& 7 8 95 10 11 312 13 14 15 16
Time (years)

1Chihara, BJH 2016; 2Eskelund CW, BJH 2016; 3Hermine O, Lancet Oncol 2016; *Hermine O, JCO 2023
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R-CHOP
median follow-up, 8.2 years
e B (median PFS, 5.4 years)
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El Mantenimiento Rituximab prolonga la supervivencia

Candidatos a tratamiento intensivo
Fase Ill LYMA (LYSA)

hhhhh e i it
nnnn ASCT N= 120
£4x RCHOP N 28y =240 | Obs;??l;:;
EFS 7a (M) NR (76,2%) 5.8 a (46%) 0,001
PFS 7a (M) NR (78.5%) 6.1 a(47.4%) <0,001
OS 7 ainos 83.2% 73.2% 0,87

Le Gouill S, NEJM 2017
Sarkozy C, ICML23 0-100
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El uso precoz de ibrutinib mejora la supervivencia

Ibrutinib es el actual SOC en la 19 recaida
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PFS (% patients)

—a— 1 prior LOT
—&— >1 prior LOT

T T ] T 1 |l I

O 12 24 36 48 60 7
Months

Dreyling M, Hemasphere 2022

T T T 1

84 96 108 12

Global 1 linea previa >1 linea previa
N= 370 N=99 N= 271

PFS 125m 254 m 103 m

CR/PR 68.5/12.6 NR/24.2 67.7/10.5

ORR 69.7% 77.8% 66.8%

CR/PR 27.6%/42.2%  37.4%/40.4% 24%/42.8%

DOR 21.8 m 35.6m 16.6 m

CR/PR 66.4/10.3 NR/22.1 65.6/8.3

0S 26.7m 61.6 m 22.5m

CR/PR NR/23.6 NR/36 NR/22.6

e Se confirma la ventaja del uso precoz de ibrutinib
e A largo plazo no hay toxicidades acumuladas
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Figure 1. Progression-free survival calculated from time of first relapse (PFS-2)
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¢Donde quedan los rescates “estandar” ahora?

Approval Agentes diana aprobados antes de los iBTK
! | Bortezomib 33%/8% 9,2 m 6,5 m 23,5 m FDA 2006 (r/r) |1
i Fisherl FDA 2014 (1L) i
| EMA 2015 (1L) |1
| | Temsirolimus 22%/2% 7,1m 4,8 m 12,8 m EMA 2009 : 2. Inmunoquimioterapia Rescate
i Hess? : ¢Cudndo usarla ahora que hay iBTK?
' | Lenalidomida 28%/8% 16,6 m 4,0 m 19,0 m FDA 2014 i
' | Goy? Trneny? EMA 2016 | ORR/CR PFS oS
o e o o o o o o J 10
Ibrutinib 68%/21% 175m  139m 22,5 m FDA 2013 R-GEMOX 85%/60%  22m 20m
Wang>® EMA 2014 FU=24m
Acalabrutinib 80%/43% 26 m 20m NR FDA 2017 R-Benda'! 82%/40%  17m 19m
Wang’-8 (FU=26m) FU=20m
Zanubrutinib 83,7%/68% 19.5m 22.1m NR China Jun 2020 R-BAC!2 80%/70%  NA-70% NA-87%
Song9 FDA: Enero 2020 FU= 26m

1. Fisher Rl, J Clin Oncol 2006
2. Hess G, J Clin Oncol 2009

3. Goy A, J Clin Oncol 2013

4. Trneny M, Lancet Oncol 2016

5. Wang ML, N EnglJ Med 2013

6. Wang ML, Blood 2015

7. Wang M, Lancet Oncol 2017 (ACE-LY-004)
8. Wang M, Leukemia 2019

9. Song Y, Clin Cancer Res 2020

10. Obrador-Hevia, Br J Haematol 2016
11. Czuczman M, Ann Hematol 2015
12. Visco C, J Clin Oncol 2013



Situaciones de alto riesgo en el LCM

1. Failure to ibrutinib (or other covalent BTKi) 4. TP53 alterations
Tratamiento N 0]3{} CR DoR PFS

Overall Survival

R-CT? 31 32% 19%  5.8m 8.4m 1001 T

R-BAC2 36 83% 60% NR 10lm  12.5m 801
o 60+
Bortezomib 10 30% 3m 7m e =
Lenalidomida 12 25% 6m o == TP53 mut (n=20)
Bendamustina3 6 50% 4.5m 0 I ...
Eskelund CW, 0 2 4 6 8 10 12 14 16
Venetoclax? 20 53% 18% 3.2m 9.4m Blood 2017 years

1. Cheah CY, Ann Oncol 2015; 2.McCulloch R, Br J Haematol 2020; 3.Epperla N, Hematol Oncol 2017; 4.Eyre TA, Haematologica 2019
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B reclona # i
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Percent of Patients

BTKI relapsedirefractory status
Roefractory 1o BTK:
Relapsed on/ufer BTK
Intolerant 1o BTKI

MCL morphology
Classical MCL
Ploomarphic
Blastoid

Ki-67 Index
<50%

250%

TPS3 mutation

Mutation detected

Mutation undetocted

ZUMA-2: brexucel es el 12 CAR-T para LCMr/r

56 (93) Complete response
B Partial response
40 (67)
2(3) 2 (3)
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Response Disease Disease
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1.00 (0 82, 1.00)
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1.00 (040, 1,.00)
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Wang M, NEJM 2020; Wang M, JCO 2022



Impacto del Alo-TPH en LCM r/r en Espaia

WO, (©) 1] 18 centros (GELTAMO)
j—*—:F = Late POD = _ 95 _fab’
i - ] — o roD N= 135 MCLr/r + alo-TPH (mar’95-feb’20)
80 TP53 Normal 08 -
2 L, 100 dias
3 B TP53 Altered ‘
§ ° : t 06 -
a ORR/CR 86%/80%
©
g 40 0-4 EFS 47%
P
@ ' oS 50%
. 024
= | IA Rec. 9% 16%
Log-rank P=0.581 0 4
O 77 T T T T 0, 0,
0 24 % 48 0 20 40 60 8 100 NRM 20% 44%
Months post-transplant Months from relapse or progression IA EICR Aguda g3-4 Crénica g3-4
29% 42%
Lin RJ, Br J Haematol 2018 Visco C, Br J Haematol 2018

Gutiérrez A (GELTAMO/GETH), Cancers 2022

El Alo-TPH puede revertir el impacto negativo en OS de factores alto riesgo en LCM
Coste: alta morbi-mortalidad por EICR aguda g3-4: 12 causa de muerte (RR=7.1)




El linfoma del manto: FUTURO

® Inhibidores de BTK en 12 linea

® (COmo rescatar tras 12 linea con iBTK?

e Nuevos inhibidores de BTK

® Nuevos CAR-T y combinaciones con ibrutinib
® Anticuerpos biespecificos en el LCM

e Individualizacion del manejo segun riesgo individual




=... Ibrutinib 1L supera el efecto del TPH en joven/fit
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A: R-CHOP/R-DHAP x 6 Observation x 2 years

Fase Ill European MCL Network 2 m—'
13 paises Eu & Israel ascT B iorutinib maintenance x 2yrs
Objetivo: FFS desde aleatorizacion
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Dreyling M et al, Abstract # 1 ASH 2022 (Sesion Plenaria)



Ibrutinib en combinaciones de 1L en LCM

R-Ibrutinib?
(approved in 1L in UK
during COVID)

Patients

N= 149
75 (41-94) 35% HR,
8% eligible for ASCT

ORR/CR

71.2%/20.2%
HR: 60.5% (vs 77%)
+ R: 78% vs 65%

PFS/0S

26m/NR (FU
HR: PFS 9.7 vs NR
0S 14.4 vs NR

Comments

Effective and well
tolerated in mainly

older pts.
*HR patients need more
effective options

Toxicity

G3-4 20%
Bleeding 4%, AF
6.6%, infect 7.4%

R-Ibrutinib?
(iMCL2015) E. Giné

N= 50 indolent MCL
65 (40-85) low-risk

84%/82% (24m)
MRD-84% (n=44)

PFS 72m; DOR 60m
(FU 5yr)

Ibru reduction 12%;

Ibru stop 14%
*TP53, MIPI lower PFS

HTA 20% (10% ibru)
AF 8% (only 1 on Ib)
Cardiac tampon=1

Part 1: R-lbru-Ven
Part 2: HyCVAD?

N= 50 <65 fit
Part I: IVR x 12cy

IR: 88%/46%
IRV: 96%/92%

NR/NR (FU= 40.7m)
86%/86% (3 yrs)

IVR excellent control
prior to chemo

I: 2 AF, 1 flutter,
myelosup (4-10%)
II: myelosup (24-70%)

(Window-2) M. Wang  Part |l: risk adapted  (100% 46 eval) *Low risk MCL might not
-LR no chemo need chemo
-IR: 2 x HyCVAD
-HR 4 x HyCVAD
Obi-lbru-Ven (OASIS)* Cohort C N=15 93%/86% PFS NR (80% 48m) Good control MCL HR 1 AF, 1 cardiac failure, 1

untreated MCL
(no low risk pts)

DOR NR (80% 36m)
(FU=46m)

(1 TP53 still ongling)

death x multifocal
leucoencefalopathy

1. Shotton R (UK multicentro), EHA P1102; 2. Giné E (GELTAMO) ICML 0-098; 3. Wang M (MDACC) ICML 0-101; 4. Le Gouill S

(LYSA), ICML P352



Otros iBTK covalentes en combinaciones de 1L

Patients

ORR/CR

PFS/0S

Comments

R-Acalabrutinib?
P. Jain (MDACC)

N=50 (49 evaluable)
<65

93%/78%
(*PET/CT at 12 wk)

NR/NR at 14m
92%/96% (2 yrs)

NSD according to
TP53 or Ki67
Effective in HR and
well tolerated

Toxicity

1 AF g2; 1 angina
AE 2g3-4 <1%

R-Lena-Acala (ALR)?
J. Ruan (Weill Cornell)

N=24
ALR x 12cy =

ALR hasta 24cy vs POD

100%/83%

NR/NR (FU=23m)
86.7%/100% (2a)

MIPI, TP53, Ki67 no
impacto ORR

Resp mantenidas al
reducir EMR-based

Tox hem la mas frec
(g3-4 38% N inducc)
Inf durante Mant

(g3-4 14% neumon)

R-Benda-Acala (ABR)3
T. Phillips (USA multi)

N= 18 untreated

66 (47-86)

(ARB x 6cy -> 2 yr
Maint AR ->A until PD)

94.4%/77.8%

NR/NR (FU=47.6m)

5 died (1 infection,
4 unknown)

Triple combination
effective and safe

AF g3 1 case
(unrelated),
bleeding g3 2 cases,
HT 3 cases

R-Acala-Chemo +
ASCT + Maint R-Ac?
(RECTANGLE) D. Villa

N=54 Young fit
(Acala + RCHOP x 6 cy
+ ASCT + Maint. RAc)

100%/79%

(3 patients PD)

NR/NR (FU= 12m)
89%/100% (12m)

Highly active and
low toxicity for an
intensive regimen

No AF, 1 heart
failure g3, no
bleeding g3-4

R-Zanubrutinib +
ASCT®
CJ. Qu (China)

N=18
R-Zanu x 5¢cy =2 ASCT
(fit) or Mant (unfit)

93.8%/93.8%
(14 evaluable)
4/14 -> ASCT

NR/NR (FU= 23.3m)
100%/100% (2 yrs)

HR: blastoid, TP53
and complex K all
achieved CR

No AF, infection or
bleeding observed
-Only 1 case
infusion-related

1.Jain P, ICML 0-099; 2. Ruan J, ASH 22; 3. Phillips T, EHA P1094, ASCO 7546; 4. Villa D (Canada), ICML P355; 5. Qu, Chan-Ju (China), EHA 23




v Pirtobrutinib es activo en
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recaida post-iBTK cov

BRUIN Fase Ib/Il N=104 LCM r/r

70 a (46-87), M 3 ttos (1-8), 82.2% STOP iBTKc x PD

MIPI IR-HR >70%, Blast 22%, TP53 47% (60% missings),
Ki67>30% 67%, previos ttos: iBTK, QT, Ritux, Alo 4, CAR-T 4

Change in the Sum of Products of
Diameters From Baseline (%)

Naive c-BTKi Prev. C-BTKi
N= 14 N= 150

Toxicidad iBTK:

B Prior cBTXI discontinuation because of progression
l Prior cBTKI discontinuation bocause of toxicity/othar
B cBTKI naive

* FATEAE g23 2%

Analisis Primario

* Hemorr g23 3%

N=90

o HTg>32.8%
Primary analysis: first 90 patients receiving 200 mg/d

Patients
Previo c-BTKi Naive c-BTKi
(N=90) (N=14)
ORR 57.8% 85,7%
CR 20% 35,7%
DOR 21,6 m
PFS/0OS 7.4m/23.5m* (*EHA23) NA/NA

Pirtobrutinib aprobado FDA 2023 (opinidn favorable EMA) en LCMr/rr post-iBTK covalente

Wang M, J Clin Oncol 2023



TRANSCEND: Lisocel en LCM rec/ref

B reclona # i

Fase Ib/Il TRANSCEND NHL 001 FU=16.1m

° . 6
Best response per IRCP DL1: 50 x 10° CART cells

) . 6
(PAS: n = 74) DL2: 100 x 10° CART cells (RDP2)
100 -
o | 86.5% W R |
80 - B PR Secondary CHS lymphoma- I i: 1 &/7 85.7 42.1—99.&
70 Ho secondary CHS lymphomad ] 63/76  B1.9 72.5—90.6
e y 1
= 60 - Ki67 < 30% k > — 10/14 714 41.9-916
“ 50 Ki67 = 30%1 ——i 53/62 855  74.2-93.1
o Ki67 unknown- b e 1 6/7 85.7 42.1-99.6
Bl - .
S 40 TP53 mutation+ 2 e—t= 1 17/19  89.5 66.9-98.7
gg g No TP53 mutation+ '——0—4 28/32 87.5 71.0-96.5
1 TP53 not tested b D] 22729 75.9 56.5—89.7
10 A lﬂ] 0% [_9§9,§_| Blastoid morphology+ } <~ 4 19/27 70.4 49.8-86.2
0 - T » T T 2 ] Not blastoid morphology !—0—0—-1 41/45 91.1 78.8—97.5
SD PD Not evaluable®© Blastoid morphology not tested- B -1 s 9/11 81.8 48.2-97.7
100 Median (95% Cl) follow-up>: 23.5 mo (17.7—23.8) 100+ Median (95% Cl) follow-up=: 24.0 mo (23.7—24.2)
® g0~ 80— _
B F
T 17.8 mo (8.3—24.9) = [ . . .
5 s % 60- IJ'-!:""..; 36.3 mo (15.7-NR) Buen perfil toxicidad CRS
o z
: 823 1%,
c = | I |
S 40— " 404 T 1 1 o/ .
g ‘I 15.3 mo (6.6—24.9) E L I ICANS g23 9%;
g 0 18.2 mo (12.9-36.3) Infecciones g3-4 15%
3.2 mo (2.5—NR) 17.1 mo (2.6—NR)
0 o4
I I I f f I i i i I T T T T T T T T T T T T T T T T T T T T 1
[} 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Time from liso-cel infusion, months Time from liso-cel infusion, menths

Wang M, ICML 2023 LBA-3
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B reclona

Study Schema:

Ibrutinib 560myg d I»

Ibrutinib minimum 7 days prior to leukapheresis

Lymphodepletion with fludarabine/cyclophosphamide x 3 days

Tisagenlecleucel median 3.0x10% infused (range 1.3-4.6)

Time-limited therapy: ibrutinib ceased at 6 months if measurable residual disease (MRD)
negative by flow cytometry

Orverand —_—— 'un
Panned subgroups |
BTKI niwve: ——— [0
| .
ATK: exposed - - et Efficacy endpoint
P53 mutated ’ PRSI P | Complete response?
TPS3 widtype ————t |0 BTXI naive
BTKI exposed
SWI.ENF aberrancy " EPS— S
= | TP53 mutated
Wor bendamustine ® ‘ o3
| TP53 wildtype
Pror ASC —_———— "
: " SWI-SNF aberrancy
No price ASCY =0
Re3ponse pre-indumon ——le—y Lo
No response pro-infuson = = ——— - “:ml
20 40 50 80 100
CR mte (%)

e Respuestas mantenidas al suspender ibrutinib (EMR-)

e No mayor toxicidad con el combo (ICANS infrecuentes y reversibles)

Minson A, Blood 2023

Ibrutinib + CAR-T (tisacel) en LCM rec/ref

W% - 20%P0
N= 20 LCMrr tras 21 linea T To%Fiow "
* No previo Alo ni afectaciéon SNC s
* IH MIPI 53%; Ki>30% 71%; ePOD 65%, i
refractarios 50%, TP53 mut 8, mut+del 7 E 4;.-\ i
* Previos SOC habituales, previo iBTK 50% s s
Los pacientes con previo iBTK mds pretratados 20% -
y necesitaron mds “bridging” (40% vs 10%) 10%
ox SHNANSL |
_ lugano Response Flow MRD Molecular MRD
Month 4 ' -
Peripheral Blood
—— MFU=13m
PFS v OS NR (12-m PFS 75% OS 100%)
90%
s 0 D 00
70M% 0 f
0! l + - | E
88% B 8| +H— #
80% Lk
88% " '
0 —t - |
£ » z
g 0 E |
»i 1'
0! — IV Erpones ?' — ‘ meaied
T S S S N R VR TR % T 7 % & W w W W W
Months from commencement of rutinib Months from commencement of Ibratinib

1)



Diseno del estudio CARMAN (EuMCL Network)

Fase Ill European MCL Network
Germany, Italy, France and Spain
Objetivo: FFS from randomization
N= 150 (75: 75)

LCM alto riesgo (MIPI-HR y TP53m)

1-¥VD

lbrux1 Acond. B x e ' FUactivo ( EMR)

. RCHOPx2 FC

lbru +

Ibru x 2 years
R Maint. x 3 years

RCHOP x6 |bru +
' R-Benda x6

SHINE

’ . Ibru x 2 years
Jovenes: TRIANGLE R Maint. x 3 years

*Esquema del autor




: von Glofitamab es muy activo en recaida post-iBTK
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N= 37
e M prev tto= 3 (1-5)
e PreviBTK 65%
e Refractarios a cualquier linea: casi 90%
o Step-up dosm'g c'jurante C1 ' D1 1000mg Gpt
e Tratamiento limitado (max 12 ciclos) or —s
D1: 2000mg Gpt
Objetivo: eficacia y seguridad Glofitamab en
LCM muy tratados
All patients*®
s PR o PANS
100 « LR 100 « e T
905 838 846

= 80 - Toxicidad:

= o % * <incidencia y severidad Aes

§ -~ con Obi 2g (y < tocilizumab o

§ 40 esteroides)

é o * No ICANS g3-4

* So6lo 2 exitus por COVID
0 ;
SUD + 1000mg Gt SUD + 2000mg Gt Al patients SUD « 1000mg Got  SUD + 2000myg Get AR patients
(n=16) n=21) {n=37) (n=11) (13} (ne4)
Phillips T,

High response rates with glofitamab monotherapy In patients with R/R MCL

ASH 2022 #74



Manejo actual del LCM segun edad y ECOG

LCM de alto riesgo: Primera linea de tratamiento Paciente candidato a
» Formas blastoides observacidn inicial
=Hie) o s Paciente Paciente NO
o TP53 mut : et ien i
r[vﬁ;; e ‘EC}D . candidato a candidato a Paffléerilte F*Eijre{ ;?rs.tjem[
= MIPI de alto riesgo TAPH TAPH a u.bg_swapla, bajo ura
l l l vigilancia estrecha si
Deinr wavn clinic T : > ,S'; nas
' ncnzarffer?ayo -“;:'-0 S0 R-CHOP/ R-DHAP Opciones: Opciones: : :: {;U»gﬁge
VO FIEES-aLEG l x4 ciclos R-CHOP; VR-CAP: Inmunoquimioterapia | |~ rLr ol
C‘>F’U[f!blf{- dem AEAD Bk Si respuesta: RB: R-BAC (x 4 ciclos) atenuada ' Ial;qelaléraoi o——
tratamiento ce "CiFC'“‘ TAPH y RM bimensual Si respuesta: RM Si respuesta: RM; [:rp:[ s‘m; ‘E;[ ;r)ia '
} Sivn onsihie 2 A . & 2 ene C
"_3? neen ""10 Jchse’““ x3 afios bimensual x? afios Medicas de soporte 0 ;U leucér?ical .
vigilarcia estrecha por ° as icas no
riesqo de recidiva precoz - = noczles preferiblemente
' » No formes blstoides r
pleomorficas
Precoz linferior a 2 anos) Tardia [superior a 2 anos)
* |brutinib * |brutinib
» Ensayo clinico con nuevos férmacos » Ensayo clinico;
» Valorer precozmente posibilicad de *» Inmuroquimioterapia
2lgun tipo de terapia celular** » (tros: lenalidomida..
» Valorar posibilicad de algun tipo de
terapia celular**, ¢e forma precoz si LCM
Ce alto riesgo




7
High MIPI-c

Blastic variants
CDKN2A/TP53 alteration

Very-high nsk MCL

To be defined in future

studies

l

Trials

targeted-therapies

l

AlloSCT ?
To be defined in future
studies

First line in younger and fit MCL patients

N

Induction containing
Rituximab & Ara-C

MRD and PETscan
evaluation

Induction containing | ¢-«.-.ezz-! ol

ASCT

if low MIPI-c and/or MRD neg, no ASCT ?|

l

Rituximab Maintenance

MRD based preemptive treatment ?

Cheminant, Dreyling & Hermine, Ann Lymphoma 2019

Low MIPI-c
Non-nodal MCL,
Splenomegaly, No cytopenia

PET-scan:

localized disease
Cytogenetic:
normal, TPS3 WT
Histology:
no blastic MCL, SOX11
negative

Indolent MCL

Manejo segun riesgo
individual

observe until
treatment needed

[ Watch & Wait |
/
indolent
/a
Newly
diagnosed | = P53 non- _
MCL mutated
N
p53 mutated
or multiple
other high-

risk features*

™S

=

MRD-negative

/ without other —_—

chemo-
immunotherapy

\ MRD-positive

high- risk
features*

or other high-

consider novel
induction + early
allo-HCT (vs CAR-T)

risk features* \‘

Hammons & Fenske, J Pers Med 2022

Non- intensive
induction

|
v

maintenance
rituximab

auto-HCT




Manejo del LCM con mutaciones de TP53

Treatment approaches for patients with TP53-mutated mantle

cell lymphoma (review)

Patient with newly diagnosed
mantle cell kmphoma

Consider observation, TP53

Lew TE, Minson A, Dickinson M et al, Lancet Hematology 2023

mutations should not change
‘ management
: Yes
Non-nodal disease
* No Not .
7 z Detected =TT available 5 Seek.lrivolvemem of :
I Test all patients for TP53 mutations Pursue clinical trial Induction specialised transplantation
and CAR T-cell services
* Not detected T-cell activating immunctherapy Favoured early*
tinjcal tial 4 favoured over tnals of BTK inhibitor- BTK inhibitor with or without
Clinical trial or standard care chemoimmunotherapy venetoclax
combinations Alternative
Conventional chemoimmunotherapy
Response | Refractory
Consider CAR T-cell therapy or ‘ Response | Salvage
transplantation as destination
Favoured
Plan for CAR T-cell therapy at CAR T-cell therapy*
progression of disease® Clinical trials
or Alternatives
Allogeneic HSCT in first response® Bispecific antibodies
Alternative BTK inhibitor with or without
Autologous HSCT in first response venetoclax
if chemosensitive (unclear benefit) Lenalidomide
Bortezomib
Progression of disease after CAR
P 1l therapy
Clinical trials
Bispecific antibodies
BTK inhibitor with or without
venetoclax
Lenalidomide
Bortezomib
Consider allogeneic HSCT
consolidation if response attained*




CONCLUSIONES




Conclusiones

® lbrutinib y los iBTK cambiaron el paradigma de rescate en el Linfoma del Manto y ya estan demostrando
beneficio en 12 linea frente al SOC actual

Rescate: Ibrutinib es el actual SOC en la 12 recaida

1L: Ibrutinib + 1QT demuestra beneficio en la supervivencia 2 cambio en la practica clinica (TAPH?)
Aparente sinergia iBTK + inmunoterapia: ibru+CAR-T (CARMAN), pirto+glofitamab (PLATO)...
Multiples estudios con iBTK en combinacion, en todas las lineas y para todos los pacientes

O O O O

® La inmunoterapia es muy activa en el LCM r/r: Brexucel eleccion en el rescate tras iBTK

o Nuevos CAR-T (lisocel, tisacel...), Ac Biespecificos (glofitamab...), Ac anti-ROR1, etc
® El transplante alogénico sigue teniendo papel en los casos con factores de muy alto riesgo

® Necesidades atin no cubiertas en el LCM: LCM blastoide, mutaciones TP53, Ki67 elevado, MIPIc AR,
recaidas precoces/refractariedad (early-POD)

® Imprescindible basar el manejo del LCM en el riesgo individual, no sélo en edad/ECOG



