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Clinical Case

F.R. is a 67-year-old, male patient diagnosed with DLBCL nos, stage |V,
IPl intermediate-high

1L treatment
R-CHORP (6 cycles)

Complete 1st
response relapse
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Treatment algorithm of Large B-cell Lymphoma

R-CHOP/Pola-R-CHP
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SCHOLAR-1
(N=636)

Included patients with:

- Primary refractory disease
L Y ) - Refractory to 22 lines of therapy

- Relapse €12 months post ASCT
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T-cell redirecting strategies have revolutionised LBCL treatment

T-cell engaging therapies have delivered unprecedented efficacy in B-cell lymphomas and revolutionised the management of
early-relapsed and multiply-relapsed chemo-refractory LBCL

CART cells recognize and kill CD19- CD3 X CD20 bsAbs bring together T cells and CD20+ tumor
expressing cancer cells cells to induce T cell-mediated killing of the tumor cell?
Anti-CD19 CAR CD19

Bispecific
Antibody
CD3

Engineered Lymphoma Lymphoma
CAR T-cell cell cell death

Endogenous Lymphoma Lymphoma
T-cell cell cell death

Haydu and Abramson, Blood Adv 2024
1. Abramson JS, et al. Lancet. 2020;396:839-852. 2. Schuster SJ. Hematological Oncology. 2021,39(51):113-116.
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LBCL EHA Clinical Practice Guidelines e

HemaSphere € eha

Large B-cell lymphoma (LBCL): EHA Clinical Practice
Guidelines for diagnosis, treatment, and follow-up

RIR LBcL Catherine Thieblemont? | Maria Gomes Da Silva® | Sirpa Leppi® ® |
Georg lenz® | A éonldne C ¢ __|__Christonher Fox’ |

Stratification of the patients by time to failure

2L Biopsy recommended ‘
_ Primary refractory or R<12 months ’ R>12 months
l | ! l
CAR-T eligible No intention to proceed to CAR-T Transplant eligible No intention to proceed to transplant
! l

Axi-cel [I, A] or liso-cel [I, A] Glofitamab-GemOx [I, Al, Glofitamab-GemOx [I, A],
Clinical trial, 2L therapy* Clinical trial, 2L therapy*

or best supportive care

or best supportive care

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

3+L Biopsy strongly recommended ‘

CAR-T [lll, A, bispecific antibodies [lll, C], loncastuximab
tesirine [lll, C], tafasitamab-LEN [lll, C], Pola-BR [lll, B]

Clinical trials

i L 1S-
n limited stage: IS-RT Hest stpportive care

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

CAR T-cell therapy in 3rd line: axi-cel, tisa-cel, liso-cel
CAR-T cell therapy may not be appropriate in patients with PS>2 or who have a large tumor volume and/or rapidly increasing LDH level

Anti-CD20/CD3 bispecific antibodies: glofitamab, epcoritamab and odronextamab

Thieblemont et al., HemaSphere 2025

Convegno Educazionale GITMO

LE TERAPIE CELLULARI IN EMATOLOGIA TRA PASSATO, PRESENTE E FUTURO

Brescia, 28-29 novembre 2025




Currently, the Approval Status determines sequence of BiABs & CART

BCP-ALL Lymphoma
BsAb 1st Line, MRD* 3rd Line 4th Line
CART 2nd Line 2nd Line 4th Line
Data Availability on Sequencing
BsAb => CART +++ +
CART => BsAb + +
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CAR-T cells and BiABs approved in LBCL

Axi-cel Tisa-cel Liso-cel EPCORITAMAB GLOFITAMAB

CD19
cD19 cDh19
Receptor Receptor Receptor

CcD19
Tumor Cell

CD3xCD20 CD3x(CD20),

TM Domain

CD28 4-1BB 4-1BB
CS Domain CS Domain CS Domain
® Monovalent CD3 and ® Monovalent CD3 and bivalent
monovalent CD20 binding CD20 binding
cD37 CD37 CD37 . -
Signaling Sll)gnall_ng Signaling ® Humanized mouse IgG1l-based ® Humanized mouse IgG1-based
Domain omain Domain antibody antibody
Axicabtagene ciloleucel and Lisocabtagene
Brexucabtagene autoleucel Tisagenlecleucel maraleucel
3L+ DLBCL October 2017 3L+ DLBCL February 2021
L+ DLBCL May 201
% 20 April 2022 % 3 CL May 2018 % 5L June 2022 % 3L+ DLBCL May 2023, FL June 2024 E 3L+ DLBCL June 2023

3L+ DLBCL August 2018 3L+ DLBCL April 2022 4
‘ 2L October 2022 ’ 3L+ DLBCL August 2018 ‘ 2L April 2022 3L+ DLBCL or FL Sep 2023 ‘ 3L+ PLBCL July 2023
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ODRONEXTAMAB

CD3xCD20

® Monovalent CD3 and
monovalent CD20 binding

® Fully human IgG4-based
antibody

‘ 3L+ DLBCL or FL June 2024



Who is the typical DLBCL candidate for 3L+ BiABs?

Relapsed/refractory
DLBCL

Relapsed after Not a candidate for Unable to access
CAR-Tin 2/3L 3L CAR-T 3L CAR-T

* Notreimbursed

* Relapsed < 1year of

* Patient unable to travel for
1L and had 2L CAR-T « Ineligible histology, loss of CD19
* Relapsed after 3L . Comorbidity treatment
CAR-T * Features predicting poor response e.g.

rapid PD, tumour bulk
* Failed apheresis or product manufacture
* Patient preference

Zurko J, et al Haematologica. 2023;108(1):98-109. §
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Summary of Clinical trials for CAR T vs BiABs in R/R LBCL, 3rd Line

Glofitamab Epcoritamab

Median
follow-up (mo)

ORR (%)

CR (%)
Median DOR (mo) 62 Not reached 26 NR 20.8
Ongoing CR 30 % 2 6% 26 % 31% 27 %

Karmali, ASH Education program 2021

Convegno Educazionale GITMO

LE TERAPIE CELLULARI IN EMATOLOGIA TRA PASSATO, PRESENTE E FUTURO ™ &

Brescia, 28-29 novembre 2025



Clinical trials for and BiABs vs CD19 CARTSs: toxicity

CART Bispecific Antibodies
100% 93% 7 7 T 8y .
s O CRS (Gr3+)
13% OCRS (Gr1-2)
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Axi-cel Liso-cel Tisa-cel Odronextamab Glofitamab Epcoritamab

Thieblemont et al. JCO 2022; Dickinson et al. NEJM 2022; Neelapu et
al. NEJIM 2017, Abramson et al. Lancet 2020, Shuster et al. NEJIM 2019

%
2
2 &
D\ S
G
DICIN AL
| Bt = A i .
S " i 3
| & w1l 1Y 1] s
| b Rs : >
y 1198 t

Convegno Educazionale GITMO

LE TERAPIE CELLULARI IN EMATOLOCGIA TRA PASSATO, PRESENTE E FUTURO

Brescia, 28-29 novembre 2025



BiABs & CAR-T in LBCL, 3rd Line: Meta-analysis

LYMPHOID NEOPLASIA

CAR T cells vs bispecific antibody as third- or
later-line large B-cell lymphoma therapy: a

» Sixteen studies comprising 1347 patients were included in the pooled analysis meta-analysis

Jinchul Kim," Jinhyun Cho," Moon Hee Lee,’ Sang Eun Yoon,” Won Seog Kim,”* and Seok Jin Kim®*

CR rate Adverse events of grade 23
CRS ICANS

Study Events Total Proportion  95%-Cl  Weight Study Events Total Proportion 95%-Cl Weight Study Events Total Proportion 95%-Cl Weight
Bispecific antibody Bispecific antibody Bispecific antibody
Bartlett et al. 18 62 —@— 029 [0.18;0.42]  7.3% Poon et al. 1073 B— 0.01 [0.00;0.07]  8.5% Poon et al. 0 73E— 0.00 [0.00;0.05]  7.8%
Poon etal. 40 130 —Em— 0.3110.23;0.39]  8.9% Bartlett et al. 2 88 W 0.02 [0.00;0.08]  8.3% Bartlett et al. 0 88— 0.00 [0.00;0.04]  7.8%
Thieblemont et al. 40 9 —m— 042 [0.32;0.52]  7.9% Thieblemont et al. 4 157 B+ 0.03 [0.01;0.06]  8.6% Izutsu et al. 0 36E— 0.00 [0.00;0.10] ~ 7.4%
Dickinson et al. 43 103 —— 042 [0.32;0.52] 8.1% Dickinson et al. 4 154 B+ 0.03 [0.01; 0.07]  8.6% Thieblemont et al. 1 157 & 0.01 [0.00; 0.03]  7.8%
lzutsu et al. 6 36 —a— 044 [0.28;0.62]  5.3% Song etal. 1030 @m——— 0.03 [0.00;0.17]  6.2% Dickinson et al. 5 154 B 0.03 [0.01;0.07]  7.6%
Song et al. o 21 ——a— 940110.26,070] 8% lzutsu et al. 3 3% —m——— 008 [0.02;022]  4.6% Song et al. 130 E—— 0.03 [0.00;0.17]  6.5%
Randomieffsctsimodsly, 448 —-_— 0.37[0.32; 0.43] 41.2% Random effects model 538 < 0.02[0.01; 0.04] 44.8% Random effects model 538 o 0.01[0.00; 0.01] 44.8%
Heterogeneity: I~ = 36%, ©° = 0.0020, P = .16 Heterogeneity: 2=0%,12=0,P=.80 Heterogeneity: P =4%,1%=0,P=.39
gﬁR-T I 45 115 —= 0.39 [0.30;0.49]  8.4% e il

chuster et al. = 3 .30; 0. 4% :

' Godwin et al. 0 82— 0.00 [0.00; 0.04] 8.9% Kato et al. 0 16— 0.00 [0.00; 0.21] 5.9%
ich“ts’tef et ﬂ'«l 12 ;g —_— g'ig [g;gi g-z;l i»%" Abramson et al. 6 269 EB- 0.02 [0.01;0.05]  8.9% Ying et al. 2 59 -E— 0.03 [0.00;0.12]  7.1%
Lacobon eta % o — o [0 Gt 651 i Strati et al. 120 —&————— 0.05 [0.00; 0.25]  4.4% Park et al. 3 3 —m———— 0.10 [0.02;0.26]  5.0%
G . e - Rt [0~47; 0-591 i Ying et al. 3 59 —@—— 0.05 [0.01;0.14]  6.7% Godwin et al. 8 82 —E— 0.10 [0.04;0.18]  6.5%
Sy etal. e e —- 00 [0~27' 0-791 3'03 Kato et al. 1 16— 0.06 [0.00;0.30]  3.4% Abramson et al. 27 269 - 0.10 [0.07;0.14]  7.4%
Ga‘g etal | it jis. P [0 £l 0651 St Park et al. 2 31— 0.06 [0.01;021]  4.8% Schuster et al. 3 28 —m— 0.11 [0.02;0.28]  4.7%
N° Iwm eta | 55 101 T 0'54 [0'441 0'64] 8'0‘70 Jacobson et al. 2 25 —@— 0.08 [0.01; 0.26] 3.9% Schuster et al. 13 111 — i — 0.12 [0.06; 0.19] 6.6%
Peiaft’“fta- = o +— 0% [0-39; 0-781 i Neelapu et al. 12 101 e 0.12 [0.06;0.20]  6.2% Strati et al. 4 20 e 0.20 [0.06;0.44]  3.0%

i — = 59 [0.39; 0. ]
ark ot al. s 2 = 95910 89:0.78] % Schuster et al. 5 2 = 0.18 [0.06;0.37]  2.7% Jacobson et al. 5 25 e 0.20 [0.07;0.41]  3.4%
- ﬁ Schuster et al. 26 111 — 0.23 [0.16;0.32]  5.3% Neelapu et al. 30 101 R — 0.30 [0.21;0.40]  5.6%
:—,—m“a:dm R — _712% == 0SL10.56,0.56] 2880 Random effects model 742 ——— 0.08 [0.03; 0.12] 55.2% Random effects model 742 — 0.11[0.06; 0.17] 55.2%
eterogenertyal=={8/e==0.0010RF=E Heterogeneity: 12 = 83%, t2 = 0.0039, P < .01 Heterogeneity: 2 = 75%, t2 = 0.0052, P < .01
:a;'df“’ e"i‘:“tjz"_"’g's‘i} 2 GiotEdp <1g$1 —_— 0-48i[0:41::0:511 000% Random effects model 1280 0.05 [0.03; 0.08] 100.0% Random effects model 1280 <> 0.07 [0.03; 0.11] 100.0%
eterogeneity: I* = 65%, t° = 0.006, P<.01 ", 'y 0" 05 0% 07 0.8 Heterogeneity: I = 72%, 1 = 0.0021, P< 01 Heterogeneity: 12 = 85%, 2 = 0.0049, P< .01 x i o >
o CHIN
Test for subgroup differences: X12= 12.56,df =1 (P <.01) N 5 S
Test for subgroup differences: y{=4.88, df = 1 (P = Test for subgroup differences: y¥ = 15.81, df = 1 (P <.01)

CR rate (CAR-T vs. BiABs): CRS severe (CAR-T vs. BiABs): 8% vs 2%

51% (95%CI 46-56) vs. 37% (95% Cl, 32-43) ICANS severe (CAR-T vs. BiABs): 11% vs 1
p-valure < 0.01 INFECTIONS: NO DIFFERENCE!
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BiABs & CART in LBCL, 3rd Line: NRM

Meta-regression comparing BsAb and CAR-T therapies (n = 8,592) showed no significant NRM difference when
accounting for key study-level confounders (p = 0.96).

- : Cause of deaths
Comparison with CAR-T
E‘ p < 0.001
\ , Q.ﬁ 1.00
Cause of death
BsAb CAR-T _ 0.751 Organ failure, NOS
— - B s
g = CRS
w 0.501 Neurotoxicity/CANS
NRM § . Hemorrhage
§ . Malignancy
0.254 Cardiovascular/respiratory
Studies Patients Estimate (95%Cl) p value B Infection
Mechanism
CAR-T[ref] 45 6692 | 0.00-
BsAb 23 1900 0.01 (-0.39;0.41) s 0.96 BsAb CART
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CAR-T|&

Efficacy of BiABs after CAR-T cell therapy

)|BiABs

Odronextamab expansion cohort (ELM-1, N=60)
48% relapsed <3 mo after CAR-T, 27% HGBL

12-mo PFS 27% and 12-mo OS 46%; CRS 48%

Glofitamab (BICAR study, N=46)
26% relapsed <3 mo after CAR-T

12-mo PFS 37% and 12-mo OS 56%, CRS 13%

— CR
1.0 -
oo ORR=48% — 2 ox TN
)
- '
08 CRR=32% $ o
& 07 i 60%
. -+ -+ -
> 06 S sox 457%
2 0.5 4 § 40%
2 044 S o 30.4%
Bk g 17.4%
0.2 4 - 3 20x
0.14 10% 4.3%
0.0 ox i e
> b ST " i s s 5 g 'y Prs = 22 4 > o OMR CMR PMR SD PD Missing
¢ 4 & 10 12 4 % 18 20 22 24 26 28 30 32 34 3% 38 & n=3% ne21 ne14 sl n=8 ne=2
Time (months)
B OMR W CMR PMR SO EPO W Missing
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- : N patients
Trial N patients after CAR-T Outcome
Glofitamab' NP30179 154 51 (33%) 35% CRR
Epcoritamab? EPCORE NHL-1 128 61 (39%) 36% CRR
Odronextamab?® ELM-1 85 (LBCL) 35 (41%) 27% CRR

Topp et al. Blood 2024; Cartron et al. Nat Cancer 2025, Dickinson et al, NEJM

2022; Thieblemont et al. Leukem
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)|BiABs

Outcome of BiABs after CAR-T failure in R/R LBCL CART|®

100 A 100 P= 002 100 P=.0002
5 S 80 - e !_ate CAR-.T failure .
. 60 4 = 60 - . = 60 -
= S Late CAR-T failure =
© L SR : ! 2] l Intermediate CAR-T failure
40 4 G- 40 -+ _ . 40 A
Intermediate CAR-T failure .
20 - - ' - 20 - 20 -~ .
0 T T T T T T T T T T T T 0 T T T T T T T T T T T T O T T T T T T T T T T T T
0 6 12 18 24 30 36 0 6 12 18 24 30 36 0 6 12 18 24 30 36
. k Months after BsAb initiation Months after BsAb initiation Months after BsAb initiation
ts at ris

92 21 11 5 3 2 0

ORR 43% (CR 22%)
PFS = 2.8 months
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Outcome of BiABs after CAR-T failure in R/R LBCL

PC-Pl score

Table 2 Multivariate modeling in the training cohort

Variable 1point %pts HR 95%Cl p
ECOG >1 76 1.77 1.11-281 0.02
LDH (x ULN) 22 30 1.56 1.10-2.22 0.01
Hemoglobin (g/dL) <10 45 148 1.03-213 003
Number extranodal sites =2 43 154 1.09-2.19 0.02
Months from CAR-TtoPD <4 81 1.71  097-3.00 0.06
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Overall survival (%)

CAR-T|@2)|BiABs
Group n (%) Median HR (CI195%) p.value
—— High/Intermediate-high 8 (40%) 9.7 m Ref. -
Low/Intermediate-low 12 (60%) NA 0.24(0.06-0.94) 0.04
100 — ;
:
|
80 " 71%
H—— — :
1
60 I
1
| 38%
40 '
1
1 1
20 Vo
I
|
0 - :
T T T T 1 T T T T T T
0 3 6 9 12 15 18 21 24 27 30

Time (months)

lacoboni et al., J Hematol Oncol 2024,
Farina et al. Accepted for pubblication, J Hematol Oncol 2025
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CAR T cell Therapy remained effective after BiABs

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%
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Efficacy N=47
'Best ORR (CR), % 85 (43)
1-year PFS 42%
1-year OS 55%
ORR to CAR T-cell therapy
according to prior response to BsAb
82% 84%
Responder (CR/PR) Non responder
to BsAb (SD/PD) to BsAb
N=22 N=25

Brescia, 28-29 novembre 2025

Survival Probability

1.0

0.8 -

0.6 |

0.4 -

0.2

0.0 -

+ Censored
Logrank p=0.0804
BsAb COHORT
CONTROL COHORT
1 I 1 1 T 1 1 I
0 6 12 18 24 30 36 42
OS since CAR-T administration (months)
No. of Subjects Event Censored  Median Survival (95%CL)
BsAb COHORT 42 35.7 % (15) 64.3% (27 ) 15.2(9; NA)
CONTROL COHORT 42 54.8 % (23) 45.2% (19) 7.2(4.9; NA)

BiABs cohort: 1-year OS 55%
Control cohort: 1-year OS 37%

Survival Probability

1.0

0.8 -

0.6

0.2

0.0

N =

BiABs |&®)|CAR-T

1: BsAb COHORT
2: CONTROL COHORT

+ Censored
Logrank p=0.0981

42 15 7 6 4 1 1 1 0
42 12 10 9 2 1 0

T T T T T T T T T
0 6 12 18 24 30 36 42 48

PFS since CAR-T administration (months)

No. of Subjects Censored Median Survival (95%CL)
BsAb COHORT 42 47.6 % (20) 52.4 % (22) 9.9 (2.6 ; NA)
CONTROL COHORT 42 61.9 % (26) 38.1% (16) 2.9(2.1;6)

Event

BiABs cohort: 1-year PFS 43%
Control cohort: 1-year PFS 29%

Crochet G et al. Blood 2024




Sequencing BiABs & CAR-T: key questions on clinical relevance

T cell exhaustion:

continous bispecific exposure can lead to T cell exhaustion
- compromising CART efficacy?

BiTEoRCAR-T M|
THATISTHE || |
'QUESTION /

Loss of Target Antigen

Antigen Escape and/or selection of pre-existing Antigen negative/dim cells:
- CD19 (CAR-T: Axi-cel, Liso-cel, Tisa-cel; Tafasitamab)

- CD20 (BiABs: Glofitamab, Epcoritmab)

Size of disease

- Need urgent treatment/patient can wait
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Continous CD19 BiABs exposure induced T cell exhaustion Reversed by Resting

In vitro Model System

CD19xCD3 ”

CD19xCD3

” CD19xCD3 | Continuous

CD19xCD3
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21 24 28
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T Cell Analysis: Proliferation, Cytotoxicity, Cytokine Secretion, Metabolism, RNAseq

Triple positive T cells (PD1, TIM3, Lag3): Continous >> Intervals
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Resting induced transcriptional down-regulation of
exhaustion & up-regulation of memory-related genes
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Why CAR-T Was Not Given in Second Line

2% 29,

n= g 2

n=1

Reasons

Disease progression/Death -

Alternative treatment
ASCT

14%
n=

55% Hospice
n=23 Co-morbidities
Infection

Lack of social support
17%
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CAR-T vs. BiABs

. Bispecific

Proven efficacy in phase Il trials and real world
Induce strong anti-tumour response

Acceptable toxicity
Efficacy is irrespective of previous therapies

Broad immune response

Expensive
No proven efficacy in large trials
Depend on native T-cell fitness

'Off-the-shelf’ product *

Expensive
Time to manufacture - turnaround time
Increased toxicity

Convegno Educazionale GITMO

CAR T-cells

Bispecific Antibodies

Excellent efficacy Excellent efficacy

Manufacturing process (3-4 weeks) Available off-the-shelf

Usually inpatient, followed by period of time Usually outpatient, initially with weekly visits
prox#al to administering center for monitoring that ultimately space out depending on produ

“One and done” Months (fixed duration) or continuous treatment

Requires lymphodepleting chemotherapy

B oy No lymphodepleting chemotherapy or bridging

Higher risk of, and less predictable,
CRS and NT

Infections and cytopenias are common;
likely higher rates and more prolonged

Less risk of, and more predictable,
CRS and NT

Infections and cytopenias are common;
potentially lower rates but more
follow up needed

Durable responses with years of follow up ~ Longer follow up needed for response durability

Haydu and Abramson, Blood Adv 2024
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This is what we know so far — but the story is still unfolding
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CAR-T & BiABs are moving up the line...

IPI 3-5 or DH/TH
ZUMA12 iPET with DS 4 or 5

100
92% ORR 100
80 - —
® 80
= s
2 60 5 60
5 @
= 3
g -
[ S 40
g 40 ‘@
@ g
g
20 4 5% PR = 209
(hn=2) 5% 3% Median PFS (95% CI), mo: NR (NE-NE)
(n=2) (=1 0| 3-Year PFS rate (95% CI), %: 75.1(57.5-86.2)
0- 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
ORR SD PD Months

CAR-T in 1st line Allogeneic CAR-T as consolidation Therapy

ZUMA-23 ALPHA-3
1 cycle R-chemo e — gliogencic
i CART
| Apheresis _’[ (Bridging) ]_’
CART
Newly diagnosed LBCL Arm —»@o@
« IPI4-5
*« No CNS involvement Rand@ Large B-cell lymphoma Close
» Received 1 cycle of + Completed frontline heral —»
R-chemo soc treatment RD Test
Arm * Negative end-of-
5 cycles R-chemo treatment PET/CT
HO! R-EPOCH
| (ReHoP orDAREPOCH L— (o stuay)

Neelapu et al. Nat Med 2022, Chavez JC Blood 2025
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BiABs Development in DLBCL

1L

2L

3L

Ph3 EPCORE-DLBCL-2!
Epcor + R-CHOP vs R-CHOP

Ph2 EPCORE-DLBCL-32
Epcor +/- Len (frail/unfit)

Ph 2 NHL-23 and NHL-54
Epcor + (R-CHOP, R-mini-
CHOP, Pola-R-CHP)

Ph3 EPCORE DLBCL-1°
Epcor monotherapy

Ph3 EPCORE DLBCL-4¢
Epcor + Len

Ph 2 NHL-23 and NHL-54
Epcor + (R-DHAX/C, GemOx,
R-ICE, Len, Ibr-Len,
golcadomide)

Epcoritamab

Ph3 SKYGLO?
Glofit + Pola-R-CHP vs Pola-
R-CHP

Ph 2 GO430758
Glofit + R-CHOP (high-risk)

Ph 1 NP40126°
Glofit + (R-CHOP, Pola-R-
CHP)

Ph3 STARGLO1?
Glofit + R-GemOx vs GemOx

Ph 1/2 NP39488"
Glofit + Pola
Glofit + Atezolizumab

Ph 1 BP4107212
Glofit + Englumafusp alfa

Glofitamab

Ph 3 OLYMPIA-3'7
Odro + CHOP vs R-CHOP

Ph3 OLYMPIA-418
Odro monotherapy

Ph 1 CLIO-19
Odro + cemiplimab

Ph 1 ATHENA-120
Odro + REGN5837

Odronextamab

1. NCT05578976 2. NCT05660967. 3. NCT04663347. 4. NCT05283720. 5. NCT04628494. 6. epcore-trials.com/dibcl-4/ 7. NCT06047080 8. NCT04980222. 9. NCT03467373. .10. NCT04408638 11.
NCT03533283. 12. NCT04077723. 13 NCT03677154. 14. NCT05171647. 15. NCT05207670 16. NCT03671018. 17. NCT06091865 18. NCT06230224. 19. NCT02651662. 20. NCT05685173
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STARGLO: randomized Ph3 trial in transplant-ineligible R/R DLBCL pts

Glofitamab + Chemo in 2L

1004 —— R-GemOx (n=91) 100 4 ——— R-GemOx (n=91)
e GlOfit-GemOx (n=183) e Glofit-GemOx (n=183)
80- + Consored 804 + Censored
Median PFS follow up: 17.2 months
p-value <0.001°
33 60.- HR (95% CI): 0.41 (0.29, 0.58) < 604
» o .
a NE median
& 404 8 40 1 (95% ec? 192, NE)
20 — l 20
36 mon.ths median 13.? mor\ths median YAB ch e
A (95% CI1: 2.5, 7.1) (95% ClI: 8.8, 30.0) ’ (95% CI: 7.9, 18.5)
6o 3 6 9 12 15 1B 21 24 27 30 I 3 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time (months) Time (months)
Outcome R-GemOx Glofit-GemOx QOutcome R-GemOx Glofit-GemOx
PFS, median mo 3.6 13.8 OS, median mo 13.5 NR
18-month PFS 23% 47% 24-month OS 34% 54%

Abramson JS et al. ASCO Meeting 2025
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BiABs + chemo in 1L LBCL

Epcortimab + Chemo in 1L

High risk (IP1 3-5) DLBCL

Manageable Safety Profile

High Rates of Progression-Free Survival

—— Common (>30%) TEAEs

g Neutropenia | | I G Smint
£ ——
g 80 — — Anemia | 11% e T W Gade:2
: 82% u Grade 3
S i CRs 45% Cu% [
g Fatigue »% ®Grade 4
g 40 Nausea 28% 9% # Grade 5
g 201 ~~ Overall (N=47) o Pyr.exia 36% 6%
g 0 ~i- Double-hititriple-hit lymphoma (n=6) Injection-site reaction® 34% 6%

0 3 6 9 12 15 18 21 24 27 COVID-19¢ | 13% 2%
Patients at risk Tins (monthe) Diarrhea 2% sl

47 45 41 39 36 34 32 32 16 15 Constipation | 13% [ESRINNE >

6 6 6 6 5 5 5 5 3 3 Headache 23% -

Peripheral sensory neuropathy 23% 9%

Median follow-up for PFS: 22.9 months. Kaplan-Meier of free ° 0 10 20 30 40 50 60 70 80 90 100

Encouraging 2-Year Overall Survival Patients (%)

100 ; - * 8 pts (18%) experienced severe infectious including

2 ™ - R T 4(9%) COVID

£ e * Neutropenia was observed in only 4 pts (9%)

s & * 8pts (18%) discontinued Epcoritimab for severe TEAEs

8

8 20{ 4= Overall (N=47) * 5 pts had a fatal TEASs (2 COVID)

~4= Double-hititriple-hit lymphoma (n=6)
00 3 6 9 12 15 18 21 24 27

Patients at risk
a7 46 44 44 41 40 40 38 27 21
6 5 s 5 5 5 5 3
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CD19/CD20 Dual Targeting

Zamtocabtagene autoleucel \‘ LYL314
VoI N 116/CD20 ““& @ ... .« Tandem CD19/CD20 CAR
CAR ©D28 Wansmembrane — i ] e
.m | « Selection of CD62L+ cells prior
';;ggmm « Administered fresh, == to manufacturing
e not cryopreserved “
Shah et al. ASTCT 2023 Larson et al. ASH 2024
JNJ-4496 ' S KITE-363
S | - Tandem CD19/CD20 CAR 3‘:"’6‘3('1:0 ..+ Bicistronic CD19/CD20 CAR
g . Anti-CD20
E:;‘gm + Anti-CD20 scFv osf 5 + CD19 and CD20 CARs have distinct
E recognizing noncontiguous & costimulatory domains
regions on CD20 ey sy
g Proliferation
Patel et al. EHA 2025 Dahiya et al. ASCO 2025
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CD19/CD20 Dual Targeting

Zamtocabtagene autoleucel

Duration of Response

" BOR ——CR ——PR —— Al ORR 730/0 gMLgcC:t
%1.00 _h CRR: 49% Zt:ﬁ
o7 I*%:{_t\: 12-month PFS: 42% T
c‘c::"o.so Grade 23 CRS: 0% %('EEEE
- i\_ Grade 3 ICANS: 4%

H 0.00

o

3

6 9 12 15 18

LYL314

ORR: 88% (3L+)
CRR: 72% (3L+)
Grade >3 CRS: 0%
Grade =3 ICANS: 14%

I

3 6
Time Post LYL314 Administration (Months)

& Primary Refractory  © Last Assessment = Complete Response
= Partial Response = Stable Disease » Progressive Disease
= Not Evaluable Survival Follow Up @ Death

Merchant et al. ICML 2025

100

80 =

Response rate, %
(95% CI)
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Duration of Response Shah et al. ASTCT 2025
JNJ-4496

ORR 96% o

Al At RP2D: ¥
ORR: 96% $ 00
CRR: 77%
Grade 23 CRS: 0% :
Grade >3 ICANS: 4% " 20

"
sy

Patel et al. EHA 2025

KITE-363

87% ORR

At DL3:
ORR: 87% (CAR-naive)
CRR: 78% (CAR-naive)
- Grade 23 CRS: 4%
ot e Grade 23 ICANS: 8%

ORR sD PD

CAR-Naive Patients in
Dose Level 3 (n=23)

Dahiya et al. ASCO 2025
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The Road determines the Success of CAR-T cells & BiABs in LBCL

RESPONSE
REMISSION
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Take home messages

Current sequencing in LBCL is driven by approval status: CAR-T first, BIABs second

« CAR-T cells: proven durable remissions in 3L and emerging benefit in 2L.

« CD20 BIiABs: good responses and acceptable safety, but limited long-term FU/RWE and infections
emerging as a key concern.

Ongoing trials are evaluating CAR-T cells and BsABs in the first-line setting, with the potential to

significantly reshape the standard of care.

Evidence still insufficient to define optimal sequencing between CAR-T & BiABs.

Future view: new CAR-T products, combined strategies, and patient-specific integrated pathways,

with CAR-T and BiABs acting as complementary therapies.
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