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AXI-CEL, LISO-CEL-RAEs: TIEMPOS Y SEVERIDAD->RWE
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Please see individual presentations for full study information.

»Tocilizumab use reported for CRS. *Tocilizumab use reported for ICANS (or CRS). These percentages for those who used tocilizumab only.
1. Brudno JN et al. Oral presentation at: ASH 2025, Abstract #6954. 2. Melody M et al. Oral presentation at: ASH 2025, Abstract #781.
3. Bachanova V et al. Oral presentation at: ASH 2025, Abstract #1805. 4. Patel S et al. Poster presentation at: ASH 2025, Abstract #1860.
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Across 4 real-world analyses, liso-cel and axi-cel had a consistent
safety profile, with low rates of severe CRS and ICANS
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% Majority of CRS and ICANS events for CD19-directed
¢ CAR Ts occur within Days 0-14

Onset of any grade CRS and ICANS in patients with R/R LBCL

Overall, grade 23 events were low’

treated with liso-cel (n = 101) and axi-cel (n = 216)"*
® CRS: 7% and 3% with axi-cel and

100 M LisocelCRS [l Liso-cel ICANS Bsoscelsrespectivaly
90 - ; ! = ICANS: 33% and 10% with axi-cel
I Axi-cel CRS Axi-cel ICANS il loseal ively
80 - 76 :
70 -
2 In the real-world setting, the safety
#9 profile of liso-cel continues to
§ 50 # £ demonstrate lower rates of any
) <0 grade CRS and ICANS compared to
o axi-cel*s
20 - 19
1
10 7 )
2 4 P 0 0 0 0 Across studies, CRS and ICANS
0. consistently occurred in the first 2
@ Week 1(D0-7) @ Week 2 (D8-14) @ Week 3 (D15-21) @ Week 4 (D22:28) weeks post-infusion'67

ol
[ I’;'_:] Liso cel and axi cel have not been compared in a head to head clinical trial, and direct comparisons should not be made. J

* Retrospective review of doto from the Cell Theropy Corsortium registry. Evaluaned data from porients with R/R LBCL who received commerciol Breyorai® or Yescona infusion between March 2018 and May 2023
1. Bouquegreou A et ol. Orol presentotion at: ASH 2024, 2. Lyman GH et of. ASH 2023, Abstroct #1058 3. CRS, cytokine releose syndrome; ICANS, immune effector cell associated neurctaxicity syndrome; kso-cel,
; ai-cel, ciloleucel; R/R, relopsed or refractory; O, Day,
4 Ahmed N et ol Blood Adv. 2024, doi: 10.1182/blecdodvonces. 2023016749, 5. Thong G et ol. Orol presentosion of: ASH 2025. Abstroct #1127, 6. Melody M et al. Orol presentation ot: ASH 2025. Abswoct #781
7. Bochonova V et ol. Oral presentation af: ASH 2025, Abstroct #1805, 8. Posel S ot ol. Poster presentation af: ASH 2025, Abstroc #1806. 9. Ahmed B et ol Tronaplont Ceil Ther. 2026; 32(1):71.01-71.e12.
10. Orive-Maoldonado V et of. EBMT 2026. Abstroct #OS119.07.
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/8@ Understanding the impact of prior CRS or ICANS
\—/ on a patient’s risk of future CRS or ICANS

Future risk® of CRS or ICANS stratified by prior CRS or ICANS (Days 1-30)

70 - Grade of future CRS or ICANS
"[] 60 g —@&— Prior AE: Any grade
’ I =<O-= No prior AE: Any grade
50 o ; —@—  Prior AE: Grade 23
Risk of CRS 40 | ¥ 1 =k~ No prior AE: Grade 23
or ICANS
onset from 30
that day 20 &
onward, o LR o 0 )
% (95% ClI) ) 25 A~ =
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Day after infusion
;R;\ Prior AE 15 53 103 150 193 230 252 281 295 304 310 NS 3T 317 321 320 322 323 34 325 327 6 326 06 325 NS 324 4 313 1

LRI No prior AE 691 676 613 588 541 498 461 437 408 394 385 379 374 372 368 367 265 363 362 361 359 359 359 358 358 1357 355 IS5 355 35S

N \ Patients without prior CRS or ICANS @)
. had numerically lower risks 3
- of new-onset CRS or ICANS () .

*Rigk from that cay onwaerd
AE, adverse event; CL confidence interval; CTRS, cytoline refease syndrome, ICANS, imerune effector coll associated neurctomicly syndeome
Orivo-Maldonade V ot ol EBMT 2026, Abatract 80511907
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ACTUALIZACIONES EN FICHA TECNICA C5Eha

SIS
EMA label updates to reduce monitoring are a reflection of
the predictability of CAR T cell therapy safety and increased
comfort with managing patients after CAR T infusion

TIME NEAR TREATMENT CENTRE'-¢ RWE:
Datos seguridad

MONITORING PERIOD™®

Q4 ® Liso-cel: Reduced monitoring period .
() to after infusion (from 4 weeks) ® Reduced time near treatment center
to after infusion (from 4 weeks)

Q¢ | @ lde-cel: Reduced monitoring period RelajGCién medidas
U to after infusion (from 10 days)

W42  ® Axi-cel: Changed monitoring period @ DRIVING RESTRICTIONS™
! to m after infusion (from 10 days)

® Reduced time that patients are advised
to avoid driving to after infusion
(from 8 weeks)

During this time, patients are monitored
for signs and symptoms of CRS, NE,
and other toxicities

O
~JO
®

o

! Abecma® Product Information. 2 Breyanzi® Product Information. 3 EMA label updates. ¢ Yescarta® Preduct Information. .
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Impacto en la experiencia del paciente

@ ' Impacts of monitoring changes on the patient journey

Updates to post-infusion monitoring requirements may enable patients to transition to their local provider earlier,
which may help reduce travel demands and logistical burdens.

Community Community

hematologist/ At a CAR T cell therapy treatment center hematologist/
oncologist oncologist

~ ~ ~\ A ~ A\ >
A A U v A A\
: Infusion and
Patient Consultation Apheresis Manufacturing ahortterm Long-term
identification and and (offsite)? RASS monitoring®?
o : monitoring
and referral’ decision’+? lymphodepletion??
Shorter durations of Now, patients may
hospital stays are return to their local
associated with provider 22 weeks after
lower median CAR T cell infusion
hospitalization costs!
CAR. chimeric ary 2 tor 1. Bonugliarri A et al. J Adv Pract Oncal. 2019;10(suppt 31:9-40. 2, Boaugliarm A et al. Clin J Oncal Nurs. 2014:23:27-34,
e CTAMATIC RITISn TRLApES, 3. Lampethin M, Dannewitz C. Ciin J Oncol Nurs. 2019;23:15-12. 4. Thielemann C et al, JCM. 2025, Abstract 792
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What could an early discharge/outpatient
2@/ CAR T model look like in Europe?

Case study (in BCP-ALL/MM)

Inclusion criteria:
In Spain, Hospital Clinic de Barcelona has adopted an

“outpatient-at-home” (OATH) model for their CAR T program,
: where the patient remains in the outpatient setting during
lymphodepletion, and then is supported by structured
at-home monitoring.

v Stable without active toxicities
ECOG PS 52

24-hour availability of a trained caregiver

&

E

<30 minutes from home to hospital

Low tumor burden

At-home timeline: l ’ [j JBW WELM

~ —e~ —~

Patients monitoring:

Pre-enroliment patient At-home lymphodepletion: CAR T infusions
» Twice-daily phone check-ins: Vitals & ICE score

and caregiver health i
: . A 3 (fractionated)
education: Fludarabine (30 mg/m?/d IV) + At-home evaluations & lab tests every 48-72 hours
+ Symptom detection tools + Cyclophosphamide (300 mg/m?/d V)

* ICE score 24-hour support unit for managing urgent

medical events

* Adverse event action plan

BCP-ALL, B-cell precursor acute lymphoblastic leukemia, CAR, chimeric antigen receptor, ECOG PS, Eattern Cooperative Oncology Group performance status, ICE, immune eftector cell-associated
encephalopathy; IV, intravenous; MM, multiple myesioma; OATH, outpatient-at-home

From “Expanding the Boundaries of CAR T-Cell Therapy: Implementation of an Outpatient-At-Home {OATH) Madel”, presented by
Mufid XBM @t al. at the 2024 ASH Annual Meeting. Reproduced with permission from Mufid XBM et al. Presented at ASH 2024, Abstract 6192.
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EMERGING PROGNOSTIC TOOLS

MAY HELP IDENTIFY @

OPTIMAL CAR T CANDIDATES

PFS by risk

(European cohort)

— L OW e |Intermediate — High
Multivariable modeling for 100 4
early (£5 mo) relapse/progression* g s
a -
Factor HR ';': &
£F 504
@ EMD or PCL present ! 13010 2.832 g3 Painviss companson
33 25 - Low v Intermediate, P < 001
@ High-risk cytogenetics 1 13110292 a Low v High, P < 001
; Intermediate v Migh, P < 001
0 Fesritin > normal limit . 107 to 2.37 ! 04 g X . . . .
(sex-/age-adjusted) 0 2 4 6 8 10 12
Lenalidomide refractoriness 1 1.02 to 2.82 : Time Since CAR-T {(months)
MyCAR® risk No. at risk
W (score 0-1) . - ® Low 34 32 23 20 15 1 9
@ v N7 R o SO ® Intermediate 67 58 45 27 21 19 12
Intermediate (score 2-3) . 187 105./2 @ High 21 15 10 P 1 2 1

WI‘(;M {score 4) 421101479

International, retrospective study of patients with RRMM treated with ide-cel or cilta-cel
evaluating the MyCARe model to predict outcomes after anti-BCMA CAR T

BCMA, B-cell maturation antigen; CAR. chimeric antigen receptar; O, confidence mterval; EMD, extramedullary dsesse; HR, hazard rato;
PCL, plasma ool lsukemnia; PFS, pregression free survival; RRMM, relapsed frefractary multinle myaioma, - e St
Gagelmann N 22 oL Clin Oncol. 2024;42(14). 1045 1057,

“Each risk ractar recanwd a 50006 of 1 peint, farming the MyCARe moadel. Scares ranged from D 1o &, and three distinct risk groups
were identified: score O-1 {low), soore 2-3 {intermediate), and a score of 4 (Chigh risk).

EDAD NO ES UN FACTOR LIMITANTE PARA LA ADMON DE CAR-T




s @M
TOXICIDADES TARDIAS... c P&

SIS
22 EXPERIENCE WITH SIDE EFFECTS IN THE REAL WORLD HAS
RN CONSISTENT WITH CLINICAL TRIALS '

© © @

KarMMa (Ph.2)! KarMMa-3 (Ph.3)? CARTITUDE-1 Ide-cel French Cilta-cel US®

n=128 n=250 (Ph 1b/2)’ regiStry‘ n=236
n=97 n=159

_13} CRS 84% 88% 95% 90% 75%
(5% gr 3-4) (4% gr 3-4, 1% gr 5) (4% gr 3-4, 1% gr 5) (2% > gr 3) (4% gr 3-8, 1% gr 5)

Median time to onset

of CRS, d (range) 1(1-12) 1(114) 7 (IQR: 5-8) 1(0-16) 7 (0-14)
18% 15% 17% 13% 14%
i 2ol 2ed S (2% gr 3-4) (4% 2 gr 3) (4% gr 3-4)

@ Median time to onset
of ICANS, d (range)

12%
. 2l - ; (8% gr 3-4)

&2 NRM

2 (1-10) 3(1-317) 8 (IQR: 3-6.5) 1.5 (0-7) 9 (1-51)

10%
(1% gr 5)
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- US STUDY EVALUATED ASSOCIATION OF CAR T EXPANSION
% - WITH RISK OF | ‘D NEUROTOXICITY (DNT)

ICANS

**p=0.009 *%%5<0.00
o :

ALC>2000

ALC>2500

ALC>3000

ALC>4000

Peak ALC (cells/pL)
Peak ALC (cells/pL)

ALC>5000

ALC>3000 or
No ICANS Yes ICANS No DNT  Any DNT Parkinsonism ALC>2500 and
(n=143) (n=31) (n=235) (n=21) (n=8) FC>2

Peak ALC was higher in patients ALC thresholds to stratify risk of DNT may help
developing ICANS and / \ ri : tion efforts in the clinic

ALC, absolute lymphocyte count; CAR, chimeric antigen; DNT, delayed neurotoxicity; FC, flow cytometry;

ICANS, immune effector cell-associated neurotoxicity syndrome.

From: Pugh Jacob CAR-T Expansion & Neurotoxicity Following Ciltacabtagene Autoleucel In Multiple Myeloma’

presented by Hosoya H at the 2025 ASH Annual Meeting. Reproduced with permission from the American Society of Hematology.
Hosoya H et al. Presented at: ASH Annual Meetings; 2025. Abstract 96.
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DESARROLLO DE TERAPIAS PUENTE EFICACES c;
Y Bridging therapy can be an effective strategy /

to help improve CAR T outcomes

Inferior PFS and OS outcomes among CAR T patients who receive bridging
therapy likely reflects their higher-risk baseline disease (vs bridging impact) -2

My

Patients who respond to bridging may have better outcomes after CAR T than W
those with progressive disease during bridging®

™~
\.

Different bridging strategies, such as comprehensive radiation therapy, are being )
explored to tailor treatment to specific disease characteristics*

CAR, chimenc antigen receptor, OS5, overall survival PFS, progression-free sundva
1. Pinnix CC &t al. Blood Adv. 2020 2 Jain MD &l al. Blood Adv. 2024. 3 Roddie Cal al Bliood Adv. 2023 4. Saifi S &t al JAMA Oncol. 2024 .




Lo ultimo en
hematologia
para FH

C

BOOM-BOOM: Feasibility of low-dose
radiation therapy as bridging to liso-cel

The BOOM-BOOM trial is investigating the feasibility of using low toxicity radiation to enhance CAR T efficacy

Patient median age (range)
was 70 (23-84) years

@ Eligibility :
» Relapsed B-cell lymphoma BOOM-BOOM Bridging:
» Eligible for liso-cel 7
—» Low dose radiation Follow-up

(4 Gy over 2 fractions) £ On-study:

steroids up to 24 months
@ Feasibility (~7-12 days before infusion)
= 32 patients enrclled, with 30/32
{94%) having received Data Collection
boom-boom + liso-cel g + Correlative samples
+ 2 patients removed prior to boom-boom - Outcomes/safety data

= Median follow-up: 146 days
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iNUEVAS COMBINACIONES!
BIESPECIFICO+iBTK acalabrutinib LDCGB

/- Safety and efficacy of liso-cel in combination
N, with the BTK inhibitor, acalabrutinib

* R/RLBCL

» FDA-approved indication for liso-cel
* ECOG PS 0-2
» Adequate organ function

BT with acalabrutinib I Resume Acalabrutinib

or hold acalabrutinib | acalabrutinil: maintenance up

and give alternative \ (day + 14) to 1year
regimen

Acalabrutinib
lead-in? -» Apheresis
(14 days)

Y

Primary endpoint
* Best CRR

*“Two week lead-in of acalabrutinib 100 mg orally twice daily prior to leukapheresis. All patients stopped acalabrutinib at least 24 hours prior to LDC followed by standard liso-cel dosing.

0 Liso-cel in combination with acalabrutinib is an investigational combination which has not been approved by any regulatory authority.
“Acalabrutinib was resumed on day +14 and continued up to 1 year.

BT, bridging therapy; BTX, Bruton tyrosine kinase; CRR, I P rate; CT, P graphy; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status;
FDA, Food and Drug Administration; LBCL, large B-cell lymphoma; LDC, lymphodepleting ch herapy; PD, progressive disease; PET, positron emission phy; PFS, progression-free survival;
PR, partial response; R/R, relapsed or refractory; SD, stable disease.

@ MD ANDERSON ‘ 20

Johnson PC et al. Presented at: SOHO 2025. Abstract 140 CANCER CENTER




Lo ultimo en
hematologia
para FH

iNUEVAS COMBINACIONES!
BIESPECIFICO+CAR-TLDCGB R/R

NCT06213311: AXI-CEL AND GLOFIT
AS 2L THERAPY FOR PATIENTS WITH R/R DLBCL"

The NCT06213311 trial is investigating the combination of axi-cel and glofitamab
as 2L therapies in R/R DLBCL

ELIGIBILITY S
pretreatment
o Aged 218 years on D1 8
¢ CD19- and CD20- h
= : Follow-up
positive LBCL ' Glofit through study
* R/R disease <12 ; d xAicycles completion;
months after 1L : ~1year
« ECOG PS of 0-2 Screen & Apherasls : . >
enrollment Axi-cel
* Adequate organ
function

¢ No suspicion of CNS

. PRIMARY OUTCOME MEASURES
involvement

: . - Safety and adverse events
¢ Autoimmune disease ty

under control

Axi-cel in combination with glofitamab is an i igational combination which has not been approved by any regulatory authority.
Chemo, chemotherapy; CNS, central nervous system; DLBCL, diffuse large B-cell lymphoma; ECOG PS, Eastern Cooperative Oncology Group performance status;
Glofit, glofitamab; LBCL, large B-cell lymphoma; LD, lymphodepleting; liso-cel, lisocabtagene maraleucel; PET, positron emission tomography;

1. Clinicaltrials.gov NCT06213311 2. Kim K et al. Blood. 2024;144(Suppl 1):4511.

@ This session is restricted to healthcare professionals only. Satellite symposium sponsored by Bristol Myers Squibb. MD ANDERSON CANCER CENTER ‘ 12
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:3_,\ CARMOD: Golcadomide consolidation after CAR T for
%@/ patients with R/R high-risk aggressive LBCL

Eligibility Primary endpoint

@ Aged >18 years ¢ CMR at 3 months
& ECOGPSofOor1 i
; &4 Golca started at D5
Aggressive LBCL (eg, DLBCL, @ -
8 PMBCL, tFL, MZL, HGBL, and : post-infusion, then QW Secondary endpoints
CNS involvement?) CD19 for 6 cycles Follow-up »
@ CART indication 2L-4L Sl On-study: + Efficacy (ORR, CRR, DOR,
infusion J 24 months EFS, PFS, TTNT, OS)
@ TMTV >80 mL by PET just 4-week cycles
before starting CAR T infusion * Safety

Lysarc

A CELMoD Company

Golcadomide is an investigational combination which has not been approved by any regulatory authority.
*Patients with CNS involvement could be included but not patients with primary CNS lymphoma.

2L, second-line; 4L, fourth-line; CAR, chimeric antigen receptor; CELMoD, CELMoD agents; LD, lymphodepleting;

days; CMR, complete metabolic response rate; CNS, central nervous system; CRR, complete response rate; D, day;

DLBCL, diffuse large B-cell lymphoma; DOR, duration of response; ECOG PS, Eastem Cooperative Oncology Group performance status; Johnson PC et al. Presented at:
EFS, event-free survival; Golca, golcadomide; HGBL, high-grade B-cell lymphoma; LBCL, large B-cell lymphoma; LDC, lymphodepleting SOHO 2025. Abstract 140
chemotherapy; MZL, marginal zone lymphoma; ORR, objective response rate; OS, overall survival; PET, positron emission tomography;

PFS, progression-free survival; PMBCL, primary mediastinal large B-cell lymphoma; QW, weekly; tFL, follicular lymphoma;

TTNT, time to next treatment; TMTV, total metabolic tumor volume.
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MM: BENEFICIOS PACIENTE MAYOR CAR-T

EFFICACY BY AGE IN KARMMA-3* . EFFICACY BY AGE IN CARTITUDE-42
PFS 270 Age group =
o L (events/total, n) | HR (95% C1)

Ide-cel SOC
St =Y (n = 48) (n=27) < 65 years 55/126 101/101 —e 0.27 (019 -0.39)
EE = PFS
H SR N mPFS, 18.9 5.7
3 ? - (95% c|) (12 1_2“5) (22_122) 65-75 years 34/?8 50/76 —— 0.38 (0.23—0.61]
g w N They r— SO < 65 years 30/126 50/131 —e—  0.58(0.37-0.92)
¥ b
£ « o v . ' v 2 5 — v »- v ' v v os
T S B M:m” T B A RS I 65-75 years 20/78 32/76 —e—  0.58(0.33-1.01)
ldecel 49 45 38 34 30 27 25 19 1 7 3 2 1 1 2 © © . ' " v
SOC 2= 130 26 b 2T 1% 26 D e Q.05 010 050 10 4.0
Cilta-cel buttar Standard better
PFS (<70 y) b e
SAFETY BY AGE IN KARMMA-3! SOERRE »
Lo -
Safety (z70y) Safety (<70 y) =
in \'\-\\ mPES, 125 4.2 . 2
0% AN {95% CI) (11.2-15.4) (3.5-57) Event: [Ide-cel n = AT/S0C n = 27) Event: {lde-cel n = 178/50C n = 99)
0ne ‘\._\ _l
02 \“‘\\ ~——— | Pralue < 0.0001 CRS: 6.4%/0% » CRS: 4.5%/0% *

—— y————- -~ v e e————

0 3 5 9 12 15 13 2o N T N B W PH &

* INT: 6.4%/0% ® INT: 22%/0%
« Infections: 25.5%/22.2% o Infections: 27.0%/20.2% *

oo 84

o~
Ide-cel 205 166 120 91 76 €0 48 37 27 17 9 6 2 1 1 o
SOC 205 61 48 22 26 15 12 7 4 2 2 2 0

CAR, chimwric antigan recapter; Cl, confidance interval; CRS, cylaking milnase syncrome;

HR, hazard ratio; Ide-cel, iecabtagene wicleucel: MM, multiple myetoma; INT, investigator- ASH Annual Maating,
identified nuurataxicity; mPFS, median progression-free survival; PRS. progresson-fres
sunvival; SOC, standard of care; TCE, triphet class expased; 'Froo: KaiMa-3 subgroup
analysis in oider patierts with relapsad/refractory multiple myelomas treated with
idecabtagens viclaucel!, prasanted by Allivanchs S at the 2025 ASH Annual Mesting,

Reproduced with permiszion from
the Amencan Society of Hematology
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RESUMEN c gpsa
© RESUMEN

« 01. La terapia con células CAR T ha consolidado su posicion en el paradigma de
tratamiento de LDCGB y MM

« 02. Mas pacientes con linfoma y mieloma estan logrando resultados no vistos hasta ahora.

- 03. La terapia puente puede sinergizarse con la terapia con células CAR T para mejorar 10s
resultados. OPTIMIZACION

* 04: NUEVAS COMBINACIONES PERI-CAR-T en estudio

« 05. Necesitamos herramientas que nos permitan identificar a los pacientes dptimos para
estas ferapias.

* 06.La edad no compromete el uso de terapias CART.
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iMUCHAS GRACIAS!

Maria Gema
Casado Abad

EHA2026

Congress
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