Frontline DLBCL: Are We Done
with R-CHOP?
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RCHOP has been the standard for over 20 years

* 10-year PFS 36.5%
* 10-year OS 43.5%

~
>
o et
m'.c_l
o 3
(@]
} -
o
N’

Disease-Free Survival

oS
(Probability)

DFS (years)

BRAS_RAND =Arn : CHOP
+ + + Censored BﬂﬁS RﬁND frm A CHDP
BRﬁS RﬂND firm B : CHOP + Ri
Cen: Bnﬂ _RAND=Arm B :CHUP + R tux imab

CANCER Coiffer, NEJM, 2002.
(qGH INSTITUTE Coiffier. Blood. 2010.




POLARIX: Polatuzumab Vedotin + R-CHP vs R-CHOP in
Previously Untreated DLBCL

Polatuzumab vedotin is an antibody-drug conjugate targeting CD79b
Randomized phase Il trial

Primary endpoint: PFS

Cycles 1-6 (21-Day Cycles) Cycles 7 and 8

Polatuzumab Vedotin 1.8 mg/kg
Patients aged 18-80 / + R-CHP + Vincristine placebo

i i n =440
yr with prewoule ( ) Rituximab
untreated DLBCL; — T
9l
IPI 2-5; ECOG PS 0-2 R-CHOP

(N =879) + Polatuzumab Vedotin placebo
(n = 439)
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POLARIX Efficacy and Toxicity

— Pola-R-CHP (n = 440) No significant increase in toxicity
= R-CHOP (n = 439)
80

65% Pola-R-CHP R-CHOP

Peripheral neuropathy* 4 — |
Nausea -

Diarrhea -

Neutropenia -

601

40 Event-freerate (%) Primary 3-yr 5-yr
(95% CI) analysis (2 yr) update update
204 Pola—R-CHOP  76.7 (72.7-80.8) 71.8 (67.1-76.5) 64.9 (59.8-70.0)
R-CHOP 70.2 (65.8-74.6) 641 (59.1-69.1) 59.1(54.0-64.3)
HR (95% CI) 0.73 (0.57-0.95) 0.76 (0.60-0.97) 0.77 (0.62-0.97) Anemia 4

O & 1T 15 24 30 36 42 43 54 60 66 Constipation
Mo Fatigue

Alopecia -

h""ﬂ-—_n____ Decreased appetite -
—— 82% Pyrexia -

—_— Vomiting -
Febrile neutropenia
Cough -
Headache -

801

- 79.5%

40 Event-freerate (%) Primary 3-yr 5-yr

acH

20+

(95% c1) analysis (2 yr) update update
Pola—R-CHOP 387 (85.7-91.7) 85.6 (82.3-88.9) 82.3 (78.7-85.9)
R-CHOP 88.6 (85.6-91.6) 85.6 (82.2-88.9) 79.5 (75.7-83.4)

0

HR (95% CI) 0.94 (0.65-1.37) 0.94 (0.67-1.33) 0.85 (0.63-1.15)
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Decreased weight -
Asthenia -

Dysgeusia
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FrontMIND: Tafasitamab plus lenalidomide and R-CHOP
vs R-CHOP for 1L High-Risk DLBCL

21-day cycles x 6 cycles

Tafasitamab 12 mg/kg IV DI, D8, D15 +

Patients aged 18-80 yr Lenalidomide 25 mg/day PO DI-10 +

with previously untreated R-CHOP
DLBCL or HGBL (IPI 3-5 or - (n = 448)

aalPI 2-3 if aged <60 yr);

ECOG PS 0-2 \
(N = 899) Placebo |V D], D8, D15 +
Placebo PO DI1-10 +

— follow-up

R-CHOP
(n = 451)
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FrontMIND: Tafasitamab plus lenalidomide and R-CHOP
vs R-CHOP for 1L High-Risk DLBCL

e 3y PFS: 67.3% vs 60.7%

e Slight increase in G3+ AE’s, mostly cytopenias

Adverse Event, n (%)

Any TEAE

Any treatment-related TEAE
Grade 23 TEAE

Serious TEAE

Fatal TEAE

TEAEs leading to discontinuation of all components of
treatment
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Tafa-Len-R-CHOP
(n=443)

437 (98.6)
423 (95.5)
384 (86.7)
222 (50.1)
26 (5.9)

23 (5.2)

R-CHOP
(n=447)

434 (97.)
407 (911)
340 (76.1)
174 (38.9)
17 (3.8)

24 (5.4)

Proportion of patients (%)

Proportion of patients (%)

HR 0-75 (95% (1 0-59-0-96); p=0-0194

— Tafa-len-R-CHOP
R-CHOP

1 T
3 6 9 12
C Overall survival

1004
90+
80
70+
60

50

HR0-85(95% C10-63-1-14); p=0-2703

3 6

T T T T T
2 24 27 30 33
Time since randomisation (months)
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I Ongoing Trials in 1L DLBCL
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EPCORE NHL-5 Arm 3: Epcoritamab + Pola-R-CHP

Arm 3: Epcoritamab + pola-R-CHP 1L DLBCL: Dose escalation and dose expansion (21-day cycle)

ECOG PS 0-2

IPl score 2-5

Pola-R-CHP 6 cycles
Epcoritamab 8 cycles

Data cutoff: October 1, 2024
Median follow-up: 16.1

— Median = CR
» PR

months

Primary endpoint: DLTs of
epcoritamab in combination
with antineoplastic agents

pola-R-CHP

C1D1 C2D1 C3D1 C5D1 C7D1 ET

MRD negativity (MMPM <1) at C3D1

One among many 1L DLBCL bispecific antibody trials

Kerr et al, EHA, 2025
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ZUMA-23: Axicabtagene ciloleucel vs SOC in 1L High Risk

DLBCL

Leukapheresis — bridging
therapy with R-CHOP or DA-
EPOCH-R — lymphodepleting
111 c1*

Patients 218 yr with LBCL,
including DLBCL NOS, HGBCL, /

transformed FL or MZL; IPI
score 4/5; received 1 cycle
of R-chemotherapy; no
LBCL of the CNS SoC
(N =300) (6 cycles of investigator choice
of R-CHOP or DA—EPOCH—R)
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Axi-cel 2 x 108 CAR T-cells/kg
(single infusion)

*Lymphodepletion chemotherapy:
cyclophosphamide 500 mg/m?/day +
fludarabine 30 mg/m2/day on Days 5, 4, and
3 prior to CAR T-cell infusion.

Westin, 2023
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Ongoing Trials in Frontline DLBCL
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Pola-RCHP + Pathway inhibitor

Pola—RCHP

Pola-RCHP + Subtype-agnostic

Pola-RCHP

Pola-RCHP + BTK inhibitor

HOSP -




The King is Dead...Long Live the King!
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THANK YOU




