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Agnostic front line approaches to LBCL: chemoimmunotherapy
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Still 30-40% patients not cured with RCHOP: what do we need to change and why:

o Outcomes of conventional chemoimmunotherapy are suboptimal for a proportion of patients
The first line treatment for young, clinically high risk patients requires improvement
Biological high risk groups do poorly with conventional therapy
The therapeutic choices for elderly/frail are unsatisfactory
o We increasingly recognize the biological heterogeneity of DLBCL and identify possible vulnerabilities

o New, mostly immune (agnostic) therapies proved effective at relapse and are moving into first line

o And what we probably do not need to change: the (agnostic) approach to low risk patients
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R-CHOP is very effective in patients with low risk disease

One third of patients
have localized disease
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What about high risk patients? The case for the elderly/unfit
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What about high risk patients? The case for the elderly/unfit

‘ Mosunetuzumab
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Phase Il frontline chemolight R-pola-glo trial induces high and durable response rates in elderly and medically
unfit/frail patients with aggressive B-cell lymphoma

Bjorn Chapuy, ...Georg Lenz... and Richard Greil. Blood (2025) 146 (Supplement 1): 61.
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Improving upon R-CHOP: 20 years of unsuccessful trials

A Randomized, Controlled Trials for Previously Untreated DLBCL

2002: R-CHOP superior 2022: Pola-R-CHP

to CHOP superior to R-CHOP
R-CHOP I 399 Patients GELA LNH-98.5-
R-CHOP+RTX maintenance [N 632 Patients NCT00003150)
R-CHOP+ASCT I 397 Patients NCT00004031
R-mini-CEOP I 224 Patients NCT01148446
R-CHOP-14 NN 602 Patients NCT00144755 !
R-CHOP-14 [l 1080 Patients N0016185981
R-CHOP+ASCT [ 249 Patients NCT00355199
Dose-adjusted EPOCH-R NN 524 Patients NCT00118209
R-CHOP+enzastaurin maintenance [ 753 Patients NCT003322024
P Value R-CHOP+RTX maintenance NN 6383 Patients NCT00400478
<0.05 R-CHOP+bevacizumab [N 787 Patients NCT00486759+
R-CHOP+everolimus maintenance [[INNENEGNEE 742 Patients NCT007%0036
R-CHOP+lenalidomide maintenance [N 650 Patients NCT01122472+4
R-CHOP+bortezomib I 1132 Patients NCT01324596
G-CHOP N 1418 Patients NCT012877414
2020 R-CHOP +ibritumomab tiuxetan [ 81 Patients NCTO01510184
RTX+chemotherapy vs. obinutuzumab+chemotherapy | 670 Patients NCT01659099
R-CHOP+ibrutinib | INEGNN 3838 Patients NCT01855750
R-CHOP+lenalidomide I 570 Patients NCT02285062
Pola-R-CHP N 879 Patients POLARIX
1995 2000 2005 2010 2015 2020 2025 0 5000 10,00015,000

Cumulative No. of
Patients Enrolled
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2022: R Polatuzumab CHP improved outcomes over RCHOP

PFS
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Agnostic treatments being tested at first line in DLBCL

CD3-CD20 bispecific antibodies
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Front line trials with bispecific antibody combinations for LBCL

Trial* Combination N ORR | CR (%) PFS

Phase 1/2 trials with chemotherapy . M
NCT03677141 Mosun + CHOP 40 8585 2 years: 65% . 86% (95% Cl 85-93%)
NCT03677141 Mosun + Pola- CHP 40 85 | 73 2 years: 71% ¢ N

NCT03467373 Glofit + R- CHOP 56 93| 86 NR N

NCT03467373 Glofit + Pola- R- CHP 24 100 | 96 NR .

NCT04914741 Glofit + R- CHOP 40 100 |92 12 mo: 90% ».m:.m... st butdiidhoimniimorttl
NCT04914741 Glofit + Pola- R- CHP 40 100 | 92 12 mo: 95% i : oo
NCT04663347 Epcor + R- CHOP 47 100 | 87 2 years 74% :m
NCT05283720 Epcor + Pola + R- CHP 37 100 | 87 NR :3 92% (95% CI 80-97%)
NCT04663347 Epcor +R- miniCHOP 28 89 | 82 12 mo: 88% g -

Phase 1/2 chemo free or chemo light combinations

NCT03677154 Mosun + Pola 108 55|45 NR ° \
2022—003398- 51 R P|Oa GlOfIt 80 90 | 82 NR v o Time Since the Start of Study Treatment (months)
NCT05660967 Epcor + Lena NR NR NR

Turin, March 26-27, 2026
Starhotel; Majestic ’ Dickinson M et al. Br J Haematol 2026;208:13—24.  Minson A et al, J Clin Oncol 2025, DOI https://doi.org/10.1200/JCO-25-00481
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Selected phase 3 front line trials in young, high risk patients

Trial Patient population Histologies Primary outcome
POLARIX N=1000 DLBCL, HGBCL, TCHRLBL, EBV- positive, ALK- PFS
(Pola RCHP vs RCHOP) Age 18-80y positive, HHV8-positive
IP1 2-5
ECOG 0-2
FrontMIND N=880 DLBCL, HGBCL, t-iNHL, FL3B, PFS

RCHOP+Tafa+Len vs RCHOP

PI3-5 (if >60 y) aalPI 2-3 (if <60 y)
Diagnosis to treatment interval <28 d
Age 18-80 y ECOG 0-2

TCHRLBL, EBV-positive, ALK-positive,
HHV8-positive

@YGI.O
Pola-R-CHP +
glofitamab vs
Pola-R-CHP

OLYMPIA-3

EPCORE DLBCL-2

R-CHOP + epcoritamab
R-CHOP

CHOP + Odronextamab vs R-CHOP

N=1130
Pl 2-5 (IP12 capped at 35%) Age 18-80 y
ECOG 0-2

LBCL (further detail not specified)

PFS \

GOLSEEK-1
R-CHOP + golcadomide vs
R-CHOP

waveLINE 010
R-CHOP + Zilovertamab vs
RCHP

N=904 LBCL (further detail not specified) PFS
Age<75y

IP12-5 (part 2)

N=900 DLBCL, HGBCL (DH/TH) TCHRLBCL, EBV- PFSin IPI 3-5
IP12-5 (IPI 2 capped at 35%) Age 18-79y positive, FL3B, tFL )
ECOG 0-2

N=850 DLBCL, HGBCL, TCHRLBCL, EBV positive PFS

Age 18-80y

21.3 x ULN, or single lesion

IP13-5 {or IPI 1-2 + LDH 27 c¢m)

R-CHOP + Zilovertamab vs DLBCL NOS, TCHRLBCL, EBV positive PFS

RCHOP
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Other immunotherapies being tested at front line in high risk patients

T+R-CHOP (Arm T):
Six 21-day cycles of

100% 4 « Tafasitamab (12 mg/kg IV,
_E—R_ : on Days 1, 8, and 15)
Newly diagnosed, * R-CHOP (Days 1-5)
L 75% L = TEEHH untreated DLBCL NOS * Mandatory G-CSF
= ° L * Treatment-naive
5 * Histologically confirmed . R
2 24 mo PFS 72.7%-76.8% DLBCL NOS 1
:*_i‘ 50% 4 * [Pl 2-5 T/L+R-CHOP (Arm T/L):*
= . Six 21-day cycles of
3 N = 66 patients  Tafasitamab (12 mg/kg IV,
=4 25% 4 on Days 1, 8, and 15)
- -~ tafasitamab+lenalidomide+R-CHOP * Lenalidomide (25 mg orally,
) on Days 1-10)
-+ tafasitamab+R-CHOP * R-CHOP! (Days 1-5)
0% A : : , ’ , , * Mandatory G-CSF
0 6 12 18 24 26
Time in months
Number at risk (number censored) Previously untreated DLBCL and HGBCL patients
Tafasitamab+ 33 23 20 20 4 byt i e
snalidomide+  (0) (5) 6) ©6) (22) L i
R-CHOP Screening _ Stratification:
; 1Pl YaalPl
Tafasitamab+ 33 25 24 21 4 R Pl 4-513:?P13?Rv:9m
R-CHOP (0) (4) (4) (4) (21) ; .
FrontMIND Conrol A (<440

elafaleele | (ofale]loe
(NCT04824092) osarebgoso01 0000 " 27k dhstanes 01,08 g

Belada D et al, Blood (2023) 142 (16): 1348—1358 ) £ o i 010
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CD19 CART as front line treatment for DLBCL: ZUMA 12

100 4 100
92% ORR l
80
2 ZUMA 23: phase 3 trial for HR LBCL
2 60
2
o
g
% 40 4 Phase 3
@ 1L high-risk Axi-cel Arm
204 (1Pl = 4) Axicabtagene ciloleucel infusion
LBCL
N=300 One cycle 22 24 26 28 30 32 34 36 38 40 42 44 46 48
0 R-chemotherapy SOCT Arm Months
ORR
Continue with first-line standard of care 27 2 24 24 22191914 6 6 4 1 1 0
R-chemotherapy:*
1001 '_\1_‘_\_‘—‘—'* « R-CHOP, or
* DA-EPOCH-R
_ o Treatment Schema 3 P——
=
§ 60
2 =
- Z
£ E
1= =
S 404 = 40
g g
3
20 20
Median DOR (95% Cl), mo: NR (NE-NE) Median OS (95% CI), mo: NR (NE-NE)
ol 3-Year DOR rate (?5% Cl), %: 81.8 (63.9-91.4) 0 3-Year OS rate (95% CI), %: 81.1 (64.4-90.5)
[I!étliéé1r0‘\’2‘\’4‘\I61‘82‘02‘22‘42‘62‘33:03:23‘43;3‘34‘04’24‘44‘64‘8 0 2 4 6 B 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50
Months Months
No. at risk No. at risk
34 33 31 30 30 29 28 28 28 27 27 27 24 23 22 20 19 19 8 & 5 1 1 1 0 37 37 36 36 36 34 34 33 33 32 31 31 31 30 30 30 30 29 25 16 11 9 5 4 1 0

Chavez J et al. Blood 2025, 145: 2303
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LBCL is biologically heterogeneous but... are we ready to apply genomic classification(s)?

ABC-DLBCLs
P=0.03 DLBclass LymphGen Class
13.4%(94) BN2
C1 — 9.4%(66) A53
————
cs S 13.9%(97)
= 4.6% SsT2
@32)
2% MCD
e
0 20 40 60 80 100 120 140
Time
Other
C2-DLBCLs 20.0%(140)
cont. 207 S
Lymphoma Microenvironment
Archetype Profiles (LymphoMAPS)
Lymph Node (LN)
—_— TRM IL7,IL15 ~_CD4*Tcell
0 20 40 60 80 100 120 140 IL18, CCL21
Time
nme ‘ndothelial
GCB-DLBCLs
LS P=005 GrB N, Aot
z 08| DGF h i
3 S - ~ _ liiicodnh.
%’ 0.6 . CAF &‘g “K\
& 04 %3 @‘ \\\
0 [ e
e A L o2 - N2,
2 ———— o & 0 cell exclusion IFNG <~
T s Lt o b i i e 04 ibroblast/Macrophage CD8" Tex
0 20 40 60 80 100 120 140 ki T exhausted (TEX)
Time

Turin, March 26-27, 2026
Starhotels Majestic Chapuy B et al, Blood 2025, 145: 2041 Li, Xubin et al.Cancer Cell 2025, 43:1347 - 1364.e13



4" edition
Unmet challenges in high risk hematological

malignancies: from benchside to clinical practice

Selected front line trials evaluating targeted therapies in LBCL

Drug Trial n Population
R-CHOP+tucidinostat R-CHOP vs 423 Age 18-80
NCT04231448 R-CHOP+tucidinostat IPI 2-4
ECOG 0-2
DLBCL with MYC and BCL2 expression by IHC
ESCALADE (ACE-LY312 R-CHOP vs 600 AgE 18-75 SUBTYPE COMPOUND
NCT 04529772 R-CHOP+ acalabrutinib IPI 1-5
ECOG 0-2 MCD type
DLBCL non GC by GEP ORELABRUTINIB
BN2 type
GUIDANCE 02 R-CHOP + X vs 1100 Age 18-80
NCT 05351346 R-CHOP IPI 2-5 N1 type
ECOG 0-2 EZB type
LBCL (subtyping by LymphPlex — 38 gene) LENALIDOMIDE
BELIEVE 01 R-CHOP + Orelabrutinibvs 150 Age 18-80 LR
NCT 05234684 R-CHOP IPI 2-5 NOS
ECOG 0-2
TP53 mut DECITABINE
DLBCL MCD subtype
ENGINE 01 R-CHOP + Enzaustaurinevs 256 Age >18 Zhao W et al. Hematological Oncology 2025, OT25
NCT 03263026 R-CHOP IPI 3-5
ECOG 0-2
DLBCL, HGBCL

Turin, March 26-27, 2026
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&= |
EHA GUidEIineS O risk factor  1risk factor 22 risk factor

Stage I/l Stage IlI, IV Stage lII-IV

Large B-cell lymphomas: e
f i r St I i n e a n d b ey 0 n d — (high L:;: or poor PS) extra:::al sites 22

« iPET evaluation
- not required for

Turin, March 26-27, 2026
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Thieblemont C., Gomes Da Silva M., Leppa S., Lenz G., po il (C7s cm)

Cottereau AS., Fox CP., Lopez-Guillermo A., lllidge T.,
Jurczak W., Eich H., Aurer I., Trneny M., Rosenwald A.,
Davies A., Zwezerijnen G., Bolanos N., Markovi¢ M.,
Jais JP., Broussais F., Dreyling M., Vitolo, U., Tilly H.,
Kersten MJ.

and <60 years

- recommended for
Bulky (>7.5 cm) or
60-80

« iPET evaluation « iPET evaluation

* FDG-PET EOT « FDG-PET EOT * FDG-PET EOT

In early-stage, radiotherapy is generally not indicated if full dose
immunochemotherapy intensity is delivered and CMR achieved
In advanced-stage, radiotherapy is reserved for patients with
PET-positive, single-site residual disease post-systemic therapy

HemaSphere, 9: €70207. https://doi.org/10.1002/hem3.70207
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Molecularly driven vs agnostic treatment strategies in 1L DLBCL?

Depends...

* On our capacity to identify targets in a standardized, reproducible and timely manner
* Onidentifying targets in the majority patients

* On the availability of drugs

* On toxicity of those drugs, and combinations

* On costs

As of March 2026...

* No front line regimen improved survival over RCHOP

* ... which is affordable and accessible to most LBCL patients

* Trials adding targeted drugs to RCHOP were negative for many years — exception is now Polatuzumab
* Most promising current trials are using “agnostic” agents: bispecific antibodies, ADC, CAR T, MoAb
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