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HIGH-RISK AGGRESSIVE LYMPHOMA

The high-grade B-cell lymphomas: double hit
and more  Blood 2025

Andrew J. Davies

Dark zone signature
Transcriptional defined
Derived from double hit/molecular high-grade
signature
Highly proliferative tumours.

Phenotypic similarities to centroblasts of GC dark

Zone

Inferior prognosis
Include HGBL with MYC and BCLZ2 rearrangement
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DOUBLE HIT LYMPHOMAS (DHL)

first line treatment
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DLBCLs with MYC and BCLZ2 translocations are characterized by inferior survival

Overall survival
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Patients with DHL respond poorly to chemotherapy
and have very poor survival outcomes

[l Since the 2016 WHO revised classification of lymphoid neoplasms, genomic translocations
in MYC, BCL and/or BCL6 oncogenes were added to HGBL'

- HGBL occurs in <10% cases of DLBCL?
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Patients with double-hit lymphomas respond poorly to chemotherapy Swe;d!ongH’j\:val;logdz(f?;?; ;(?7;2593(‘)71—926390.
and have very poor survival outcomes riedberg JIV. Bloo 190 o50=
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Dark zone signature beyond HGBCL-DH-BCL?2

1. DHITsig expression extends beyond HGBCL-DH-BCL2 to identify dark zone lymphomas, and was thus

« DHITsig expression extends beyond HGBCL-DH- Enamed theljcakaone signatred DZslo)

BCL?2 to identify dark zone lymphomas and was thus ” re—
renamed the “Dzsig | IR
Z I 77% Dark Zone Light Zone

« DZsig defines a “Dark Zone—like” molecular phenotype. ¢ ©2 @
Tumors expressing DZsig share transcriptional g .l
programs of the germinal center dark zone, =1 N N -
including high proliferation and immune-silent 0- (ﬂ? DHITsg = DZsig
features.— These cases represent a distinct ke vese e —> (I
molecular subgroup within GCB-DLBCL. -
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 Patients with DZsig+ DLBCL have markedly inferior S -y
progression-free survival, similar to HGBCL-DH-BCL2, 4
and clearly worse than conventional GCB-DLBCL. § jz — -
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DHL.: role of intensive regimens

R-CHOP 100 (32)
R-Hyper-CVAD 66 (21)
311 pts DHL- median age 60 (19-87); DA-EPOCH-R 64 (21)

0 DLBCL= 154 (50%) BCLU= 150( 48%)

R-CODOX-M/IVAC 42 (14
0 BCL2 +=87%; BCL6+ =6% triple Hit= 6% e
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Educational ASH 2014 Petrich M, Gandhi M et al Blood 2014
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DHL.: role of frontline ASCT and CNS prophylaxis

A 100--»%_"‘ B 100
O : —— MTX-containing PPX (N=43)
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Timefrom Diagnosis (months)

For patients in CR, median OS was
similar for those observed (103 months)
and those undergoing consolidation
SCT of any type .

Timefrom Diagnosis (months)

CNS prophylaxis mandatory

Petrich M, Gandhi M et al 2014
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Population-wide introduction of dose-adjusted EPOCH-R in )
high-grade B-cell lymphoma with MYC/BCL2 rearrangements, €. blood advances 27 anuay 2026 - VOLUME 10, NUMBER 2
DLBCL morphology

Waleed Alduaij," Laurie H. Sehn,"” Jean-Nicolas Champagne,*® Brett Collinge,"* Susana Ben-Neriah,' Aixiang Jiang,"**
Laura K. Hilton," Merrill Boyfle,1 Barbara Meissner,' Graham W. Slack,'* Pedro Farinha,'* Jeffrey W. Craig,""® Kerry J. Savage,'*
Diego Villa,"? Alina S. Gerrie,"* Ciara L. Freeman,”® Andrew J. Mungall,”” Christian Steidl,"* and David W. Scott' ">

Characteristic DA-EPOCH-R Era | Historic Era

Patients 66 38 * 104 HGBCL-DH-BCL2 patients
Stage llI-IV 86% 71% * DA-EPOCH-R adopted in 2015-2020
High IPI 39% 31%

DA-EPOCH-R 71% 0%

R-CHOP 23% 84%

Population-wide introduction of DA-EPOCH-R is associated with
improved outcomes in HGBCL-DH-BCL2 with DLBCL morphology

Alduaij A, et al Blood Adv 2026
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DHL: survival benefit with R-DA-EPOCH

N 100 B 100 -
%’ 80 -
2 . 80 -+
S e0- = Greatest benefit observed in:
E ro. TP E * IG::MYC subgroup
£ N e o T 401 HGBCLDH-BCLZ » DZsig-positive tumors
€ 20— DAEPOCH-Rera ! 71 S 9-year OS (%)
H= —— Historic era 47 1° 201— DA-EPOCH-R era 75 ]H
0 . . : . . . . —— Historic era 47
0 1 T 1 1 T i T H H H
o 1 2 T|3m m:m) 5 6 7 S S A A Multivariable analysis
MNo. at risk: Time {yﬂﬁrﬂ) [I FFP HR 038 (p_0003)
DAEPOCHR 66 47 46 43 34 31 20 12 No. at riglc 0 OSHRO0.38 (p=0-002)
Historic 38 18 18 17 17 17 15 14 DAEPOCHR 68 B2 40 47 37 33 22 14
Historic 38 21 18 17 17 17 16 15
 Outcome | DA-EPOCH-R | Historic | P Conclusion: after DA-EPOCH-R introduction,
2y FFP 71% 47 % 0.02 outcomes improved most in the 1G::MYC and
2y 0S 759, 47% 0.008 dark-zone signature— positive subgroups of

HGBCL-DH-BCL2.

Alduaij A, et al Blood Adv 2026
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Polatuzumab in HGBL: data from FIL-MAB ﬂ

COHORT 2 POLARCHEP first line

N =162, IPI 3-5

HGBL 15, evaluable 14

ROMA

Final response assessment by subtype
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Deciphering the Clinical Benefit of Pola-R-CHP versus R- CHOP in Different Genetic

Subtypes Beyond Cell of Origin in the POLARIX

Prevalence, n (%) 2-yr PFS, % (95% Q1)

Pola-R-CHP
n=292

81 (28)

33 (11)

27 (9)

83 (76-92)

85 (73-98)

78 (63-95)

75 (65-86)

75 (63-90)

88 (77-100)

1(>1)

17 (6) 76 (57-100) 86 (69-100)

Genetically

composite 10(3) 13 (4) 50 (27-93) 77 (57-100)

Other 123 (42) 134 (44) 74 (67-82) 62 (54-71)

BN2, BCL6 fusions and NOTCH2 mutations; Cl, confidence intervals; EZB, E2ZH2 mutations

and BCL2 translocations; MCD, MYDS88'*%* and CD798 mutations; NA, not applicable; N1,

NOTCHI mutations; PFS, progression-free survival; Pola-R-CHP, polatuzumab vedotin in combination
with rituximab plus cyclophosphamide, doxorubicin, and prednisone; R-CHOP, rituximab,
cyclophosphamide, doxorubicin, vincristine, and prednisone; ST2, SGK1 and TET2 mutated.

1{0]\ VA
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247 PFS:

Pota-R-CHP: DZsige 77% (85% C1 06-89)
Pola R-CHP: DZsig- 79% (05% CI. 74-84)
HR 0.97 (95% CL 0.54-1.75)

American Society o« Hematology

Helping hematologists conquer blood diseases worldwide
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DOUBLE EXPRESSOR LYMPHOMAS (DEL)

first line treatment
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Concurrent Expression of MYC and BCL2 in Diffuse Large B-Cell
Lymphoma Treated With Rituximab Plus Cyclophosphamide,
Doxorubicin, Vincristine, and Prednisone

Nathalie A. Johnson, Graham W. Slack, Kerry . Savage, Joseph M. Connors, Susana Ben-Neriah, Sanja Rogic,
David W. Scott, King L. Tan, Christian Steidl, Laurie H. Sehn, Wing C. Chan, Javeed Igbal, Paul N. Meyer,
Georg Lenz, George Wright, Lisa M. Rimsza, Carlo Valentino, Patrick Brunhoeber, Thomas M. Grogan,

Rita M. Braziel, James R. Cook, Raymond R. Tubbs, Dennis D. Weisenburger, Elias Campo,

Andreas Rosenwald, German Ott, Jan Delabie, Christina Holcroft, Elaine S. Jaffe, Louis M. Staudt,

and Randy D). Gascoyne
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e 2 l —— MIYC/BCL2" (n = 45) 9 7 .s
s g2 £ 02+ —— MYC*/BCLZ" (n = 28) <
-~ =
= 5-yaar OS5 = 70% (other) and 38% (MYC*/BCL2"), P< .001 = o oot
S-yaar PFS = 66% (other) and 44% (MYC*/BCL2*), F = .002 x : . . . _ :
0 2 4 6 8 10 12 o 2 4 6 8 10 12

Time (years)
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Myc+: = 40% pos.
Bcl2+: = 50% pos. Johnson et al J.Clin. Oncol 2012
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JOURNAL OF CLINICAL ONCOLOGY

Clinical Impact of the Cell-of-Origin Classification and

the MYC/BCL2 Dual Expresser Status in Diffuse Large
B-Cel Ty mphoma Treated Within Prospective Clinical Trials
of the German High-Grade Non-Hodgkin’s Lymphoma

Study Group
Survival Analysis of COO-Classified MYC/BCL2 Dual Expressers

1.0 —S 5 cce 104 === ccB
[]
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Lo e e e e — — L e e e e — — —
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GCB
\

0. . 0.0 /
4 — myc-BcL2- DEL 4 — mvc-BcL2- DEL
0.2 MYC-/BCL2+ 02 J MYC-/BCL2+
= - MYyC+/BCL2- p(++ vs. -)<0.001 — - MYC+/BCL2- p(++ Vs. --)<0.001
] MYC+/BCL2+ p(++ vs. -+)=0.003 N MYC+/BCL2+ p(++ vs. -+)=0.004
p(++ vs. +-)=0.236 p(++ vs. +-)=0.129
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10 jm — — e — — _ PFS 1047 —— — — — — — — — — — —_ OS

; —/ . — /
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0.4
-1 — MYC-/BCL2-
1 — MYyc-/BCL2- DEL MYC-/BCL2+ DEL
MYC-/BCL2+ 0.2 +
0.2 4 - - MYC+/BCL2- =
— - MYCG+BCL2- P(++ vs. ~)=0.509 5 MYC+/BCL2+ o Bl eyt
1 MYC+/BCL2+ p(++ vs. -+)=0.150 p(++ vs. +-)=not given due to small sample size

p(++ vs. +-)=not given due to small sample size 0.0 T T T T T T T T T T T 1
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T T T T T T T T T T 1
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Time (months)

Time (months) Staiger A. et al . J.Clin Oncol 2017
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DEL- prognostic impact and risk of CNS relapse

MYC and BCL2 protein expression predicts survival in patients Impact of dual expression of MYC and BCL 2 by immunohistochemistry
. . . . . on the risk of CNS relapse in DLBCL
with diffuse large B-cell lymphoma treated with rituximab

Kerry J. Savage,’ Graham W. Slack,? Anja Mottok,? Laurie H. Sehn, Diego Villa," Roopesh Kansara,® Robert Kridel,?
(A) (B) Christian Steidl,? Daisuke Ennishi,? King L. Tan,? Susana Ben-Neriah,? Nathalie A. Johnson,* Joseph M. Connors,"
Pedro Farinha,? David W. Scott,’ and Randy D. Gascoyne?
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0 301 < 304 ' =
6 20' P<0001 § 20. P<0'001 % 0.10 + b MYC+BCL2+ it
10' 10' De_ 0.05 -
0 0. . Non-myc+BCL2+
0123456789101 1218 0123 4567891011213 o i : T '
5
Years Years Years

Savage K, et al, Blood 2016
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Do DEL need more intensive approach than R-CHOP?
The case of R-DA-EPOCH e  Clincat and bisogicat craraceisics

W ariable ALT. DA-EPOCH-R  R-CHOP SMD beforefafter
N= 114 N=51 N=63
Leukemia (2019) 33:1047-1051 Age
httpsy//doi.org/10.1038/541375-018-0320-9 Median 62 years 58 years 6% years  0.296/<0.001
Range 2981 2979 3681
Lymphoma Age> 65 vears 43 (38%) 14 (27%) 20 (465)
Sex
Dose-adjusted EPOCH plus rituximab improves the clinical outcome Miale TO (62%) 32 (63%) 3% (S0%)  0.0450.015
. . Female 44 (38F) 19 (3TH) 25 (A0F)
of young patients affected by double expressor diffuse large B-cell Histology
DLBCL 1S (93F) AT (2T 59 (O49)
lymphoma Transformed 5% 4 (8% ae%)
Stage
111 28 (25%) 8 (16%) 20 (32%)  0.850/0.079
E M-IV B6 (TST) 43 (B4%) 43 (6B
PFS w1
1-2 62 (S4%) 24 (47%) 38 (60%)  0.332/0.101
35 52 (46%) 27 (53%) 25 (409
BM inwvolvement
Yes 22 (19%:) 16 (326) 6 (10%9) 0.S52/0.421
5 No 92 (B19%:) 35 (689%) ST (D0%)
: Extranodal involvement®
____:-___ N es B9 () A6 () 23 (369%) —
Porerd -—.!“Tnmm No A5 (AT 5 (1) A (625D
CNS involvement
Leptomen ingeal 3 (3G 2 (AT [ L2 -
Cytogenetic abnormalities
e e e e DE-only S8 (519%:) 18 (35%) 40 (63%)  0.7490.119
DE with SH 20 (25%) 16 (319%) 13 (219%)
DE with DHEH/TH 10 (9% ) 8 (169) 2 (3
DE with atypical DH 15 (13%) 9 (18%) 6 (109%)
0.2 — DEDAEPOCHER Missing 2 (29%) O (0% 2 (3F)
- - DER-CHOP p<0.001 FISH rearrangements
==e gtherDA-EPOCH-R MYC R T (&) 5 (LO0F) —
+= oherf-CHOP BCLZ R B (T S (10%:) 2 (3%)
0.0 v v v v - 1 BCL6 R 14 (12%) 6 (12%) 3 (SR
o & 12 Tine 18 a) 24 0 £l MYC R/BCLZ2 R 5 (4%) 4 (T B (139%:)
. MYC R/BCLG6 R 2 (2 2 (A45) 1 (29
MYC R/BCL2 R/BCLG R A (3T 2 (4] o (0%
DEDAEFOCHR 18 18 8 8 4 1 1 Cell of origin (Hans) 0.334/0.049
pac > S A S A T acn 2o mam e
atherfR-CHOP 29 10 11 T T B B Mon GCB 5T (50%:) 25 (49%) 32 (S51F)
Mot evaluable 15 (13%) 4 (8%) 11 (18%)

Dodero A. et al, Leukemia 2019
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|Is DA-EPOCH-R superior to

—
]

R-CHOP in DEL?

= Dose-Adjusted EPOCH-R Compared With R-CHOP
Subgroup Events/Total R (95%CI P = as Frontline Therapy for Diffuse Large B-Cell
SO amale e 225 119 ©075w100 a5 = Lymphoma: Clinical Outcomes of the Phase Il
Male —a—1 86/265 0.77  (0.50t0 1.18) 2284 = - -
g oroun, years = Intergroup Trial Alliance/CALGB 50303
1849 ] 247144 101 (0.52 to 1.98) 4715 -
B0-59 — | 40123 0.59 (0.31 to 1.13) 028
= B0 —t— 283/219 115 (0. 74 t0 1.77) B3ET
Performance status
01 |—l—| 127/429 0.97 (0D.68to 1.28) B2
2 e S | 21/81 0.74 (0.36 to 1.49) .3943 100 -
LDH o0 -]
Normal ——— 28/179 132 (0.71to 2.49) .areg oo
Elevated |—l——| 119/211 0.20 (0.56t0 1.15) 2344
No. of extranodal disease sites 7
0-1 —-o—] 111/358 1.16  (0.80 to 1.69) 4242 = 1
=2 I—'— 47132 0.57 (0.32 to 1.02) 0547 E B0
Stage 4o
] [ 20/101 1.32  (0.55to 3.19) 5358 a0 EwonitsiTotal HIR(S6%. £ Thma Polnk yases] KM Est [95% CO
I et 407121 0.86  [0.46t0 1.61) 6339 N s pemmssmLEn 2 et
v —a— 94/234 078 (0.52to 1.18) .2409 o] T =zsa Ratarence z et
IPM risk group (original definition) Log-rank F= JES15 + Cansor
Low {0-1) f = | 17/123 157 (0.60to 4.14) .3528 o 1 z 3 M =
Low-intermediate (2) F—»— 58176 1.02 (0.81to 1.74) 8017 Tima (yaars)
High-intermediatea (3} |—.——| 541 0.72 (0.42 to 1.24) 2354 m":'""t a1 o= e em . -
High (4-5} I—.— 26/56 046 (0.21to 1.01) 0524 R-CHOP 250 19 1T 165 1= =0
IP1 Risk Group (dichotomous)
Lo {0-2) |——I—| Te/299 1.13 (0.72 to 1.79) BERZ
High {3-5) |—¢—| B0MTT 0.63 (0.41 to 0.99) 0418
Doubl {IHC) .
Mi:s:::’“mr —te—| 73221 117 (0.74to 1.86) 5082 1 524 DLBCL patlents; DEL: 15.6%
Mo |—0——| 69228 0.75 (0.46 to 1.21) 2330 = =
/ o , - , 17742 076 (02910200 5752 No differences by treatment arm in the MYC rearranged or
Favors DAEPOCH-R | Favors R-CHOP patients with DEL phenotype: this subset was of
e obe o | T A T insufficient size for statistical comparison
HR Bartlett NL, et al. J Clin Oncol 2019
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R-CHOP vs R-DA -EPOCH in non DHL (mostly DEL)

c 100 D 100
§' 80 - 801
2 =3
% 60 - S 60
= i
E L]
= - = -
£ 40 DLBCL, NOS E 40 DLBCL, NOS
% 9-year FFP (%) S 9-year OS (%)
£ 201— paEPOCHRera 69, 20 1 — DA-EPOCH-R era 78
— Historic era 73 —— Historic era 76
0 1 T 1 1 T 1 1 0 1 1 1 1 T 1 1
0 1 2 3 4 5 6 7 0 1 2 3 4 5 6 7
Time (years) Time (years)
Mo. at risk: Mo. at risk:
DAEPOCHR 626 434 365 279 208 144 102 &7 DAEPOCHR 627 499 420 328 250 173 122 71
Historic 534 406 383 370 357 339 320 303 Historic 6534 443 405 394 382 367 349 327

Alduaij A, et al Blood Adv 2026
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RCHOP vs R-DA -EPOCH in non

Humanitas experience

Charbeysssie: Total MaBi e CHOP (X8 D EFOCH inadd) [
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DEL lymphomas, advanced stage

v' RCHOP 2010-2015 vs R-DA-EPOCH 2016-2023

Pistolese F,.... Balzarotti M..., SIE 2025
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October 15-16, 2026

ROMA conrerence

the Z/vM/DAOMa/s




Do DEL need more drugs than R-CHOP?

The case of BTK inhibitors

A All DEL Patents All DEL Patents
10D 100 o
ol
% 75 4 E 75
! S0 % 540 o
g 25 2 25
n T n A T
4] [:] 1z 1:] 24 b Lo 36 o] <] i3 i 1:] 24 30 36
Mantic Muanths
Mumbes at risk Mumber at risk
18 5 2 b 1 1 4] 19 7 5 4 3 1 1
B Mon-GCB DEL Patients Mon-GCB DEL Patients:
10D 100 4
E
2 75 F 75
B -
= -
B 50 & s50-
=
g 25 4 2 25 4
[+] . [E .
4] [:] 1z 1:] 24 b Lo 36 o] <] i3 i 1:] 24 30 36
Mantis Months
Mumbes at risk Mumber at risk
15 [ a £ 1 1 [a ] 15 7 [ 4 3 1 1
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Outcomes of patients with relapsed/refractory double-expressor B-cell
lymphoma treated with ibrutinib monotherapy

Daniel J. Landsburg,' Mitchell E. Hughes,? Alexa Koike,® David Bond,* Kami J. Maddocks,* Ling Guo,® Allison M. Winter,® Brian T. Hill,®
Sarah L. Ondrejka,” Eric D. Hsi,” Sunita D. Nasta,' Jakub Svoboda,! Stephen J. Schuster,' and Agata M. Bogusz®
'Department of Medicine, *Department of Pharmacy, and *Department of Pathalogy, University of Pennsylvania, Philadelphia, PA; “Department of Internal Medicine an d

Cleveland Clinic, Cleveland, OH

19 DELs, 15 non CGB COO
- ORR 60%
- CRrate 47%
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Immunohistochemical stratification of treatment?
ibrutinib-R-CHOP in double expressor DLBCL ‘

Figure. Kaplan-Meier curves for EFS in patients with MY C-high + BCL2-high versus without (A) in the pbo + R-CHOP arm - #
and (B) in the IBR + R-CHOP arm in the ITT population, (C) EFS and (D) OS in the IBR + R-CHOP versus pbo + R-CHOP arm

in patients with MY C-high + BCL2-high in the ITT population, (E) EFS and (F) OS in the IBR + R-CHOP versus pbo + R-CHOP arm

in patients = 60 years with MYC-high + BCL 2-high

A 100 — B 100 —
Bl wivC, BCL2- o N \

PHOENIX

7650813001

= = e
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@ 50 @ 50 —
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5 p s
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111 80 65 a6 e o 1 24

A v s Impact of Ibrutinib with R-CHOP in
c 200 - o 200 - Untreated Non-GCB DLBCL Co-

o o tﬁ%: Expressing BCL2 and MYC Genes in
myc+ bcl2+ ITT
—4— IBR + R-CHOP —+— IBR + R-CHOP
0-] —— Pbo+ R-CHOP o-| —— Pbe + R-CHOP

the Phase 3 Phoenix Trial

50

Event-free survival (%)
Overall survival (%)

25 - P =0.045 25 - P =0.39

o 10 20 30 40 50 o 10 20 30 40 50

Time (months) Time (months)
Patients at risk Patients at risk
IBR + R-CHOP 123 94 82 56 13 o IBR + R-CHOP 123 107 99 78 25 1
Pbo + R-CHOP 111 80 65 as 17 o Pbo + R-CHOP 111 os 84 60 27 1
= e T '_T:_‘_‘
eyl 75 75 -
= =
= —
£ Z
= =
§ 50 32 50
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= 3
< S
o 25 P = 0.0056 25 P = 0.0037
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o4 —— Pbo+ RrR-cHOP o4 —— Pbo+ R-cHOP
T T T T T o T T T T T 1
o 10 20 30 a0 50 o 10 20 30 a0 50
Time (months) Time (Mmonths)
Patients at risk Patients at risk
IBR + R-CHOP a7 a8 33 22 7 o IBR + R-CHOP a7 44 40 32 12 1 J . d 0 9
Pbo + R-CHOP 50 32 286 20 7 o Pbo + R-CHOFP 50 42 33 26 11 o oh nson P, et al - BI oo 2 1
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POLA-R-CHP investigator-assessed PFS by subgroup

B
PFS
) Pola-FR-CHP R-CHOP
Baseline Risk Factor in = 440} in = 478) HE 95% Wald  Pola-R-CHP R-CHOP
i Better Better
Mo. 60-Month, % Mo, 60-Manth, %
Al patients 440 G485 239 58.1 078 0.62 1o 0.97 -
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S B0 140 E7.6 171 9.2 086 0.62 to 1.49 —
| < e =B0 A G316 304 5E.E 072 0.56 o 083 -
et et - 2 167 &7.2 167 B3 081 0.61 to 1.36 —_—
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first line DLBCL: a chemofree approach 3 Smart Start: Rituximab, Lenalidomide, and
PP = Ibrutinib in Patients With Newly Diagnosed Large

-~ B-Cell Lymphoma

Jason Westin, MD, M5*; R. Eric Davis, MD'; Lei Feng, M5?; Fredrick Hagemeister, MD"; Raphael Steiner, MD*; Hun Ju Lee, MD';
Luis Fayad, MD'; Loretta Mastoupil, MD'; Sairah Ahmed, MD®; Alma Rodriguez, MD'; Michelle Fanale, MD*; Felipe Samaniego, MD*;

Smart Start: R+Len+Ibrutinib (RLI) Lead-in Prior to
Addition of Chemotherapy for Newly Diagnosed DLBCL " Fancisca eta, MO Timathy McDonei, WMD", Chelcs Pinms, MD, PHD". Deana Crfih. RN Yorg Lu. MD's Sonst Towar, MO%s

Ryan Sun, PhD?; David W. Scott, MEChB, PhD"; Christopher R. Flowers, MD'; Sattva Neelapu, MD'; and Michael R. Green, PhD"-®

Bl

syaiod

ruins: ) [ [ I I R
Median age 63,5 range £9-55
buinb g
lenalidomide f I N BN BN BN BN BN | Age > 10 1 28%
L L L L L L Stage IlI-IV 38 63%
l | | ] | ] | ] IPI 3-5 25 42%
Cycles ' ‘ ' ' ’ ' ' !
! 2 J 4 9 b 7 8 Elevated LDH 33 55%
* Primary Objectives ,
Ki67> 90% 23 45%

« 1A: To determine the ORR at the
end of 2 cycles of RLI alone

« 1B: To determine the CR rate at the DEL (39 tested) 24 62%
end of RLI x 2 + RLI combined

Westin J et al, JCO 2023
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Smart Start results B

response rate through treatment journey
60 n=58 n=56
= 0.6 -
& 2-year PFS: 91.3% (95% CI, 84.3 to 98.9)
0.4 -
0.2 -
40_ L] L] L] L] L] 1 1 1 1 L]
a 0 6 12 18 24 30 36 42 48 54 60
-5 Time (months)
= 52 (94.5%] Mo atrisk: 58 56 B4 51 46 31 18 18 12 4 N
o
“—
° C
o
< 29 (50%) DNE VO g
20_ e Estma gl EaEEd st Ea Gt Ea s Ea L
0.8 4 H
0.6 -
3 2-year OS: 96.6% (95% Cl, 92 to 100)
0.4 -
0.2
o O 6 12 18 24 30 36 42 48 54 60
T T T Time {(months)
RLI 2 RLI 2 + RLI-Chemotherapy 2 End of Therapy Mo atrisk: 58 56 56 BB 48 33 21 17 13 5 1

Response Response Response

no difference between CHOP and EPOCH (o dose adjustement) Westin J et al, JCO 2023
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Treatment of refractory/relapsed disease
DEL, DHL,HGBL, etc
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p [ CD20 assessmentrecommended

—

1L Orisk factors 1 risk factor =2 risk factors
Stage I/ll, <80 years Stage Il/1V or Stage I/Il with high LDH or poor PS, <80 years Stage Ill/IV and high LDH and/or poor PS and/or =22 extranodal sites, <80 years
R-CHOP [IA] R-CHORP [IA] Pola-R-CHP [IB]
| Biopsy and CD19 testing recommended J
ol Primary refractory or relapse within 12 months (75%)’ Relapse after 12 months (25%) °

No intention to proceed to transplant [Transplant eligible

CAR-Teligible 50% | No intention to proceed to CAR-T
Infused <40%

: * Glofit-GemOx [IA] * Epcor-GemOXx lIC] Immunochemotherapy?
Axi-cel [1A] or » Rituximab-chemotherapy [IB] when available followed by HDT/ASCT if
liso-cel [IA]* * Pola-BR[IlIB] * Clinical trial

CR/PR[IA]

Tafa-len [IlIC] in non-refractory patients * Best supportive care

[ Biopsy strongly recommended before 3L }

CAR-T* [lll, A], bispecific antibodies [lll, C], loncastuximab In limited stage: Involved site Clinical trials
tesirine [lll, C], Tafa-len [lIl, C], Pola-BR [lll, B] radiotherapy Best supportive care

Thieblemont et al. Hemasphere 2025.
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CART-SIE experience in HGBL B B 3] "o sessssmme
o = HEGBL, s -moangh i O35 DLECL, rio i giad OIS
g:::: HEGEL, e ghitied O DLECL, waighlad D5
Objective and Study Population 5 & 42 18 154 =0 ac 4z ae
- | Time (memthe)
Predictive value of subtype (HGBL versus DLBCL) using — i @ am gm e @G e @5 Es
a weighted log-rank test and a weighted Cox model in pts — T0)  izm (78l (123 (151 (181) (182] {203) (205}
treated with CD19 CAR T cells in third line or beyond B
aa Mbigoacs kv 16 Pt BAF7
N = 432 pts N = 78 HGBL £33 \& -
CD19 CAR T cells infused ‘z o ==
m' (n = 2‘0) E Ei; E — FHEEL. non-waikghiaed F'|=-E __‘- OLECL . nonewesigihnad FFS
Tisacel n = 222) nENA B e
Time (meathe)
o n:Ts;.J E c:;r n::gr ¢§ar -:23?] L:;B] tsﬂll:-r -:a?:.:
Median FU 22.86 months (9.14-24.84) — @ (21 (s4) (84} (102) (121 (128) (1351 (137

c

- 2 yr estimated PFS 34% (vs 33% in DLBCL) 12
- 2 yr estimated DOR 47% (vs 43 in DLBCL) gﬂﬁ:

a6 . ==

- 2 yr estimated OS 34% (vs 49% in DLBCL) Foa
The 2 yr OS difference between HBGBL and DLBCL remained ° : = wm‘: = 3
significant following weighted log-rank tests; this differnce was B e

related to inferior survival after CART failure in HGBL
A Dodero,et al Blood Adv, 2025,
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DESCART experience in HGBL | K A —

treated with axicabtagene ciloleucel, n = 127)
With Number of Subjects at Risk and $5% Confidence Limvis

e + Censored
- Logrank P= 6884
% 05
04 4
Table 1.. Characteristics of patients with HGBL vs non-HGBL at the date of eligibility ;
02 4
Eligibility, N = 228 Pvalue oy " i : " X
e — — -+~ — - - -
Characteristic HGBL, n=73 Non-HGBL, n =155 0 6 12 18 24 30 35 42
PFS since 1st administration (manths)
Age, median (range), y 62(26-78) 62(17-79) 743 No.ofSubjects Ewent ~ Censored Median Survival (96%CL)
HGBL g 58.5% (22) 405 % (15) 6(3.1;18.1}
Non HGBL 90 54.4 % (49) 456 9% (41) 49(31:164)
Male sex, n (%) 47 (644) 100 (64.5) 1.000 e ERRE. - s R
ECOG22,n(%) 9(12.3) 23(148) 836
E OS since infusion - HGBL vs Non HGBL (subgroup
Ann Arbor stage Ill or later, n (%) 63(86.3) 125(80.6) 259 treated with axicabtagene ciloleucel, n = 127)
With Number of Subjects at Risk and 95% Confidence Limits
LDH elevated (>1N), n (%) 52(712) 119(76.8) 509 104 [
] Logrank P = 7355
aalPlz2,n (%) 45(61.6) 94 (60.6) A7 g
0.6 4
Previous lines, median (IQR) 2(2-7) 2(2-9) 650
§ 0.4 4
0.2 4
Infused 60  Infused 135 |
HGBL n n 4 9 L] 2 o
e —
o ) 12 e 24 30 38 42 48 54
0S since 1st administration (moaths)
No. of Subjects  Event Censored  Median Surwsal 1955%CL)
HGBL 37 405 % (15) 59.5% (22) 16.2 (89 (| NA)
Non HGBL 20 356 % (32) 64.4% (58] Not reached (9 ; NA)
w— HGBL = Noa HGBL

Phina-Zebin et al Blood Adv, 2025,
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Glofi Pola in HGBL

Patients With

©Efficacy and Safety of Glofitamab Plus Polatuzumab Vedotin All Patients HOBCL
in Relapsed/Refractory Large B-Cell Lymphoma Including Characteristic (N = 129) (n = 44)
High-Grade B-Cell Lymphoma: Results From a Phase T 670(23 665 (2484
Ib/Il Trial 84)

DHL/THL status, Mo. (%"

Martin Hutchings, MD, PhD' (£); Anna Sureda, MD, PhD*((); Francesc Bosch, MD, PhD* (3); Themas Stauffer Larsen, MD, PhD*(®);

Paolo Corradini, MD®([5); Abraham Avigdor, MD®; Maria José Terol, MD, PhD’ () ; Antonio Rueda Dominguez, MD, PhD®(E); Antonio Pinto, MD*; DHL/THL pDSiti".-'E' 27 |:'| ?8} 1a 1:432'3
Alan Skarbnik, MD'% Raul Cordoba, MD, PhD'' () ; Judit Meszaros Jergensen, MD, PhD'?; Pier Luigi Zinzani, MD, PhD'®'*([) ; Wilfred Leung, PhD'*;
Alessia Bottos, PhD'® ([ ; Donghang Li, PhD'"; James Relf, MD'®; Maneesh Tandon, MBChB'%; Gila Sellam, PhD'%; and Giuseppe Gritti, MD, PhD'® (&) DHL/THL negatiue &g |:45_?}| 12 (2?_3)
DHL/THL missing 47 (36.4) 13 (29.5)
Cell-of-origin, Mo. (%)°
GCBE 62 (48.1) 22 (50.0)
MNon-GCB 39 (30.2) 11 (25.0)
Figure 1. Study design ST 28 (21.7) 1 (25.0)
D15: Glofit 10mg D1: Glofit 30mg D1: Glofit 30mg F'reviol..::s |Ir'|ES:| of therapy, Mo., median 2{1-7) 1{1-B)
E range
D8: Glofit 2.5mg D1: Pola 1.8mgl/kg Mao. of previous lines of therapy, Mo. (%)
1 53 (41.1) 24 (54.5)
D2: Pola 1.8mg/kg =2 76 (58.9) 20 (45.5)
Previous CAR T-cell therapy, Mo. (%) 28 (21.7) 3 (6.8
D1: 1000mg Gpt Refractory to previous CAR T-cell therapy, 22 (17.1) 2 (45)
1 Ma. (%)
v v v Refractory to the first line of previous 80 (BZ2.0) 31 (70.5)
21-day cycles C2-C6 XEEE C7-C12 therapy, No. (%)
Refractory to any previous therapy, Mo, (%) 102 (79.1) 36 (81.8)
Refractory to any previous anti-CD20 therapy 97 (75.2) 35 (79.5)
Refractory to most recent previous 92 (71.3) 34 (77.3)
therapy, Mo. (%)

Hutchings et al, JCO 2025

\ HEMATOLOGY Rome Hotel nhow Roma
ROMA Gonrerence  #4¢ [)/ MPAOM s October 15-16, 2026




Glofi Pola in HGBL

100
=
= B0 4
-
o =
100.0 Bz %7
100 5 ﬁ E=]
@2 a0 -
90 - 2 = ——— DLEBCL {n = 57}
= — HGECL (n = 44}
= 20 PMBCL {n = 2]
80 = - wFL {n = 28}
+ Cenzared
0 - 1 1 - - - - - 1 1 - - ™ T T T T T
70 = 65.9
0O 32 & 9 12 15 18 21 24 27 30 33 36 390 42 45 48 51 B4
eod 57 57.9

Time {months)
Murmber at risk
DLECL 7 45 33 26 23 20 19 18 17 16 1 5 4 2 1 1 1 1 ME
44 33 26 23 17 14 F 4 4 3 3 2 2 ME NE NE ME ME NE
FMECL 2 2 2 2 2 2 2 2 2 2 ME ME ME ME NE ME ME ME ME
26 22 14 12 11 1M1 11 11 10 % & 5 4 3 F 1 1 MNE NE

Response (%)

100
= 80 -
=
0 = 60 A
All Patients (N = 129)  DLBCL In=57) | HGBCL (n = 44) trFL(n=26)  PMBCL(n=2) €
B CA mrPR == J
_‘g— a0 ——— DLBCL {n = &7}
e ——— HGBCL (n = a4}
= 20 4 PMBCL {n = ZI
. 1rFL {n = 26}
Median FU 19.2 months e —————
Median DOR NR 0 2 B 9 12 15 18 21 24 27 30 332 36 30 42 45 48 51 54 B7

Median PFS 16.3 months Time {months)

Hutchings et al, JCO 2025
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Loncastuximab tesirine activity in HGBCL (LOTIS-2 subset analysis)

HGBCL/DLBCL NOS Response Rates _ _ _
All-treated population for high grade B-cell lymphoma, with MYC and BCL2
mCR mPR and/or BCL6 rearrangements
60% 50.4%
33.3% (95% CI: 41.4, 59.4)

(95% CI: 11.8, 61.6)

Response status:
M Responders M Nonresponders

Time to response s Complete response start
B HGBL-DH/TH a Partial response start
= Stable disease start
x Progressive disease or death
+ Last infusion
! Go to transplant
-+ Ongoing
0 20 40 a0 Each bar represents one patient in the study.
Median time to response, days Response is determined by independent reviewer.

DLBCL-NOS (n=127) 7 8 9101112131415161718192021222324 252627282930
Months since first dose Alderuccio et al. Blood Adv. 2022;6(16):4736-9

B
o
=S

Subjects

Time to first CR 3 day

Responders, %

20%

0%
HGBCL (n=15)

Rome Hotel nhow Roma
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Conclusions

[1 Double Hit/High grade lymphoma
[1 despite worse than DLBCL, the outcome has improved since the systematic use
of intensive regimen
[1 CNS prophylaxis mandatory

[1 Double Expressor Lymphoma
[1 R-DA- EPOCH has demostrated limited advantage over R-CHOP
[1 addition of biological molecules , such as BTKi, to CIT backbone seems to be a
right way forward

[0 At relapse
[0 CART show activity similar to DLBCL-
[0 bispecific/pola as well as lonca- based approaches have demostrated
ecouraging results
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