}élTMO

XX Congresso della Societa GITMO

RIUNIONE NAZIONALE GITMO

ROMA, Ercire PaLace HoTEL, 7-8 Maceio 2026

CAR-T Cells and Bispecific Antibodies in R/R DLBCL:
From Competition to Integration

Carmelo Carlo-Stella, MD

Department of Biomedical Sciences, Humanitas University, Milano, Italy
Department of Oncology and Hematology, Humanitas Research Hospital, Milano, Italy



éJTMQ . XX Congresso della Societd GITMO - RIUNIONE NAZIONALE GITMO

Disclosures of Carmelo Carlo-Stella

Company name Research support Consultant Stockholder Advisory board Other
ADC Therapeutics X X X Honorarium
Karyopharm Tx X Honorarium
Celgene/BMS X Honorarium
Incyte X Honorarium
Hoffmann-La Roche Ltd X X Honorarium
Janssen Oncology X Honorarium
Takeda X Honorarium
Merck Sharp & Dohme X Honorarium
AstraZeneca X Honorarium
Gilead X Honorarium
SOBI X Honorarium
AbbVie X Honorarium
Genmab X Honorarium




Factors associated with improved efficacy of CD19-targeted
CART cells
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ZUMA 1 (3L+) after 5 years of follow-up

Objective response
CR
PR

84 (83, 74-90)
59 (58, 48-68)
25 (25, 17-34)

A
100 4
801
=
= O,
E 5-year EFS rate 30%
2 604
3
£ 40
£
=
20
Median EFS (95% Cl), months
05761139
———_ T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 &
Months
No.atrisk 101 45 47 43 42 39 38 37 37 37 36 36 33 33 32 31 29 27 24 23 10 1 0
(censored) ©) ) @ @ @ @ @ @ @ @ @ @ @ @ @ @ @ © @ @ @ 6N E)
B
100 4
£ 80
2
=
- O,
2 e 5-year PFS rate 31%
o
5 a0
2
8
e J
g 2
Median PFS (95% Cl), months
0]5:933-15.0
—_—— s — e —_—_—
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 b4

No.atrisk 101 58 46

(censored)

@ @m M

4 40 39 39 39 38 35 35 33 31 27 24 11 0
m @o o ®o o o 0 O @ @ O O @ @2

ZUMA-1. Neelapu S et al, Blood 2023



Survival with Axicabtagene Ciloleucel
in Large B-Cell Lymphoma
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5-year EFS rate 39% vs 17%

Lisocabtagene Maraleucel Versus Standard of Care for
Second-Line Relapsed/Refractory Large B-Cell Lymphoma:
3-Year Follow-Up From the Randomized, Phase Il
TRANSFORM Study
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3-year EFS rate 46% vs 19%
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CAR-T Cell Therapy has a Curative Potential but ... we
are Still Facing a High Relapse Rate

* Approximately 50% of CAR-T cell recipients relapse

* Manufacturing-related selection bias



Immune Synapse

e Simultaneous binding to CD20 on tumor cells and
CD3¢ chain of the TCR on T cells results in the
formation of an immune synapse

. - e T cell activation and release of perforins and
N\ granzymes result in T cell-dependent killing of the
NG tumor cell.

e Both CD4+ and CD8+ T-cell subsets can eliminate
tumor cells, but the onset of CD4+ T cell-mediated
killing is delayed compared with CD8+ T cell-mediated
killing

Cytokmes- et Costimulatory

.
receptors
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Accessory cell e T cell-mediated tumor cell killing without the need for
antigen recognition by MHC class | or Il molecules,
antigen-presenting cells, or costimulatory molecules

Examples: NK cells, Macrophages



CR remained durable following fixed duration glofitamab
treatment: 3-year follow-up from a pivotal Phase Il study

CR rate, n (%) 62 (40) 100 4 All Patients (N=155)

[95% CI] [32.2-48.2] + Censored

ORR, n (%) 80 (52) 7
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* Median time on study: 41.0 months (range: 0-52)

An estimated 56.4% of patients with a CR at any time remained in remission at 24 months

All responses in the table are based on the best overall response *Intention-to-treat population; Tn=62. Cl, confidence interval; NE, not estimable.



Epcoritamab in relapsed/refractory large B-cell lymphoma:
2-year follow-up from the pivotal EPCORE NHL-1 trial

¢ Estimated 24-month PFS among CRs was 65%
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Time from CAR-T infusion is a strong predictor of outcome of bispecific

antibody therapy in relapsed/refractory large B-cell lymphoma

Results:
- Impact of relapse timing post-CAR-T on BsAb response: Survival outcomes of BsAbs after
Early relapse (<3 mo. after CAR-T infusion) CAR-T failure
B N
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- Patients receiving BsAb as first salvage therapy and Prs at risk Prs at risk
92 21 1 5 3 2 0 92 38 15 7 3 2 o

in non-early relapse post-CAR-T had better outcomes
than those receiving BsAb in later lines of therapy
(mPFS/mOS not reached vs. 2.7 mo/9.1 mo.)

- LDH, higher IPI, refractoriness to the last therapy
predict poor outcome of BsAb following CAR-T failure

Shumilov E, Blood Advances, 2025




T-cell redirecting therapy — Mechanisms of
resistance

Microenvironment Mechanisms Lymphoma cell-intrinsic mechanisms

+ Bone marrow stromal cells + Target expression level at baseline

« Immune suppressor cells (eg, Tregs) « Antigen loss or diminished antigen expression during
treatment

« Tumour heterogeneity for target antigen expression

» High levels of soluble form of the target antigen

+ High tumour burden; large tumours
T-cell-mediated » Presence of high-risk cytogenetic abnormalities or
tumour cell lysis mutations

« Interactions between inhibitory receptors and ligands
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T-Cell Characteristics

* Cumulative exposure to immunosuppressive anticancer drugs
contributes to impaired T-cell fitness

* Chronic exposure to T-cell redirecting antibodies, may induce T cell
exhaustion (proliferation, killing capacity, and cytokine secretion

T cell exhaustion: inhibitory interactions with the tumour cells (eg,
PD-L1)

* Insufficient T cell infiltration may prevent activation of a strong
response



Immunosuppressive Microenvironment

* High levels of immunosuppressive cells (regulatory T cells, TAM,
MDSC) and immunosuppressive molecules (TGF-f3, IL-10) can inhibit
T cell activity

* Bone marrow stromal cells also impair the activity of BsAbs against
tumour cells by suppressing T-cell activation



Lymphoma-related features

* Antigen downregulation or loss of expression of the target antigen
(mutations)

* Selection of a pre-existing clone lacking target expression

* Heterogeneous antigen expression: Some tumor subclones may
naturally express less of the target antigen, leading to immune
escape

* Epitope masking or mutation: Structural changes in the antigen
can prevent antibody binding.

» Genetic lesions in tumour cells associated with a lower response rate



ANTIGEN ESCAPE,
predominantly
related to acquired
mutations in MS4A1
is a major cause
lymphoma
progression after
treatment with the
CD20xCD3
bispecific antibody
mosunetuzumab

Loss of CD20 Expression as a Mechanism of Resistance to Mosunetuzumab in

Relapsed/Refractory (R/R) B-Cell Non-Hodgkin Lymphoma (NHL)

Biopsies collected from adults with

R/R B-cell NHL: a subset of biopsies

(5.5%) exhibited CD20 loss prior to
mosunetuzumab treatment

Levels of CD20+PAX5+ B cells
5.5%

10.9%

83.6% Low (<10%)
Intermediate (10-74%)

sHigh (275%)

Patients with paired
pre-mosunetuzumab and
on-treatment biopsies

& Maintained
<97 /°> CD20 levels
Patients with samples
at-progression

Showed
CD20 loss

Loss of CD20 at disease progression confers resistance to
T-cell dependent tumor cell killing by mosunetuzumab

Mutations in MS4A1

Reduced transcription of Truncation Epitope disrupting

MS4A1 RNA

T-cell receptor ~ Mosunetuzumab  CD20 antigen MS4A1

== Y a8 sX

Conclusions: Following mosunetuzumab treatment, CD20 loss was observed in
34% of patients. Reduced transcription or mutations in MS4A1 explained most

but not all cases of CD20 loss. Blood
Visual
Schuster et al. DOI: 10.1182/blood. 2023022348 Absat

Schuster S., Blood, 2024,
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High Response Rates With Dose-Dependent Increases in
OR and CR Rates Overall and by Prior CAR-T Status

CAR-T Exposed
(n=33)

Overall CAR-T Naive
(N=55)2 (n=22)

n ORR CR Rate n ORR CR Rate n ORR CR Rate
24mg 18 39% 22% 9 33% 22% 9 44% 22%
7.2mg 19 47% 42% 5 80% 80% 14 36% 29%
15mg 18 50% 39% 8 63% 38% 10 40% 40%

* Most responses were observed at first assessment (8 weeks)



Trispecific T-cell engagers (TriTEs) are advanced, engineered
antibody constructs designed to enhance cancer immunotherapy
by binding to three distinct targets simultaneously. By
combining one T-cell engaging domain (e.g., CD3) with two other
domains—which can target multiple tumor antigens or provide co-
stimulation (e.g., CD28, 4-1BB)—TriTEs improve tumor-specific
cytotoxicity, overcome antigen escape, and reduce off-tumor
toxicity.
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