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Terapia Paziente Caregiver e terapie di supporto




Quali sono gli obiettivi della terapia ?

4 N

-Risposta completa e duratura
(guarigione)?

-Allungamento dell’intervallo di
tempo libero da
malattia/terapia?
-Miglioramento dei sintomi?
-Qualita di vita?

&

/

Decision Making in Geriatric
Oncology: Supported Versus Assisted
Decision Making

Incorporating patient values and preferences. ..

«Appropriate effort should be made to assess an older

patient’s capacity to make a treatment decision before
deeming them to lack that capacity and be in need of a
surrogate decision maker (eg. care giver)»

DuMontier et al, Sommerlatte et al JCO Sep 2021
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ADL

IADL

CIRS-G

Age
N. (1207)

* Residual

Criteri per valutazione

geriatrica semplificata (sGA)

FIT

>5%
and
>6*

and

0 score =3-4
and
<8 score =2

and

<80
652 (549%)

UNFIT

<5*
and/or

<6*

and/or

21 score =3-4
and/or

> 8 score =2

and

<80

6*
and
g*
and

0 score =3-4
and

<5 score =2

and

>80

334 (28%)

FRAIL
<6*

and/or
<8*
and/or

21 score =3-4
and/or
=5 score =2
and

>80
221 (18%)

Ahmetiotss: ADL, activities of daily living; CIRS-G, Cumulative Iliness Rating Scale for Geriatrics; IADL, instrumental ADL; sGA, simplified geriatric

assessment.

F. Merli et al. J Clin Oncol
2021
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Factors

FIT
UNFIT
FRAIL
IPI1
IPI 2
IPI 3-5

Hb <12 g/dL

+ The EPI was the sum of the weights

« EPI score ranging from O to 8

« Good correlation with OS

EPI model parameters

HR (95% Cl) z-score Ratio* | Weight @ P value
1.00 - - 0 -
1.93 (1.49 to 2.50) 4.97 2.59 3 <0.001
2.74 (2.07 to 3.62) 7.09 3.69 4 <0.001
1.00 0 -
1.55 (0.99 to 2.44) 1.92 1.00 1 0.055
2.90 (1.93 to 4.35) 5.14 2.68 3 <0.001
1.28 (1.02 to 1.60) 2.13 1.11 1 0.033

LOW 0-1

INTERMEDIATE 2-5

FONDAZIONE 51
ITALIANA
LINFOMI

F. Merli et al. J Clin Oncol 2021



Come ridurre tossicita’ precoci?

Pre-fase (1-3):

Prednisone fino a 7 giorni con o senza Vincristina 1 mg

- Riduzione delle morti tossiche precoci durante il | ciclo
(<2% vs 5% senza pre-fase)

- Riduzione del rischio di lisi tumorale o neutropenia febbrile

- Miglioramento del PS

G-CSF in profilassi primaria (4,5):

- Rischio di neutropenia febbrile in pz > 65 anni: 37%

- Raccomandato da linee guida ASCO

- Incasistiche US 1/3 dei pz non riceveva G-CSF in profilassi primaria

1:Pfreundschuh M et al, Blood 2004; 2:Pfreundschuh M et al, Lancet Oncol 2008; 3:Peyrade F et al. Lancet Haematol 2017; 4: Smith. T) et
al, J Clin Oncol 2015; 5: Olszewski AJ et al, J Natl Compr Canc Netw 2016



Geriatric-guided care versus conventional care in elderly unfit/frail patients with
Diffuse Large B-cell lymphoma in first line treatment.
The Elderly Project 2.0

Study disegn

1. DLBCL or Follicular Lymphoma (FL) grade 1lIB

« UNFIT/FRAIL 2. Age270years

according to SGA Qol, sGA, nutritional and Inclusion criteria 3. UNFIT or FRAIL status according to sGA

5 With curative socioeconomical status data 4. Patients eligible to a curative intent 1st line
SHtent collected at baseline chemoimmunotherapy

5.  Ability to understand the study proposal and to sign

informed consent.

Newly diagnosed
DLBCL elderly pts

Geriatric
GERIATRIC- CT+ consultation
GUIDED ) Geriatric AND
CARE consultation sGA, Qol,

Nutritional/social st

+3 mo

Multicenter
non-randomized
cluster controlled

+6 mo (EOT)

trial

12
WITH

sGA, Qol,
CONVENTIONAL CIT

CARE

+12 mo 12
WITHOUT
Geriatric
specialist

Nutritional/social st
Geriatric
specialist

Benedetta Sordi
AOU Careggi, Firenze



PRIMARY ENDPOINT

SECONDARY

ENDPOINTS

KDynamic assessment of sGA \

EORTC QLQ-C30 score
at baseline and EOT
in geriatric guided vs conventional care group

Prognostic impact of sGA integrated with nutritional status
parameters (BMI, albumin)

Therapeutic choices, dose intensity, therapy completition rate
Early mortality rate (+90 days)

ORR and CRR

PFS and OS

Hospital admission rate and median duration of hospitalization
Cost Evaluation

KCaregiver Quality of Life QoL) and Related Outcomes (CROs) /




Lancet Oncol 2011; 12: 460-68

e @+k Attenuated immunochemotherapy regimen (R-miniCHOP)
e in elderly patients older than 80 years with diffuse large
B-cell ymphoma: a multicentre, single-arm, phase 2 trial

Frédeéric Peyrade, Fabrice Jardin, Catherine Thieblemont, Antoine Thyss, Jean-Frangois Emile, Sylvie Castaigne, Bertrand Coiffier, Corinne Haioun,
Serge Bologna, Olivier Fitoussi, Gérard Lepew, Christophe Fruchart, Dominique Bordessoule, Michel Blanc, Richard Delanre, Maud Janvier,
Bruno Salles, Marc André, Marion Fournier, Philippe Gaulard, Herve Tilly, forthe Groupe dEtwde des Lymphomes de I'Adulte (GELA) investigators™

N=149 o

R miniCHOP (6 cy. every 21) o w
- Rituximab 375 mg/mq EZ 05

- Doxorubicin 25 mg/mq gm— 2-yrs DFS: 57%
- Cyclophosphamide 400 mg/mq 02

- Vincristine 1 mg total o1 ; S I A

- Prednisone 40 mg/mq (oral) s g sl

6 cyclesin 108 pts (median DI 97%)

i
a
|

Complete response 59 (40%) el

Unconfirmed complete response 34(23%) = 08
Partial response 16 (11%) 5 1

Stable disease 2 (1%)

Progression during treatment 8 (3%) 02 median OS: 29 mos
Death 27 (18%) 2-yrs 0S: 59%

Mot assessed 3(2%) " : = s ) » o o® «

Table 5: Response at end of treatment

Fiqure 2: Overall survival



Comparative effectiveness of R-miniCOMP versus R-miniCHOP in older non-FIT patients with diffuse large B-

cell lymphoma: Insights from a ‘Fondazione Italiana Linfomi’ cohort study

Table 1. Comparison of key clinical characteristics

of non-FIT (at sGA) patients enrolled in the Elderly

Project Trial
Characteristics RminiCHOP RminiCOMP Total p
n=89 n=87 n=176
Age, median (min-max) 82 (65-90) 82 (69-94) 82 (65-94) 0.849
Age >80, n (%) 71 (80) 69 (79) 140 (80) 1.000
Gender M, n (%) 53 (60) 48 (55) 101 (57) 0.648
IPI 3-5, n (%) [n=165] 50 (60) 42 (52) 92 (56) 0.350
Hb, median (min-max) 12.4(6.2-16.1) | 12.1(6.2-16.5) | 12.1 (6.2-16.5) | 0.813
Hb <12 g/dL, n (%) [n=174] 41 (47) 35 (41) 76 (44) 0.449
B-symptoms, n (%) 19 (21) 26 (30) 45 (26) 0.228
Bulky yes, n (%) [n=174] 25 (29) 31 (36) 56 (32) 0.417
EPI [n=165] 0.345
Intermediate risk 31 (37) 36 (44) 67 (41)
High risk 53 (63) 45 (56) 98 (59)
sGA 0.277
UNFIT 59 (66) 50 (57) 109 (62)
FRAIL 30 (34) 37 (43) 67 (38)
Comonbidities
Heart >1, n (%) 22 (25) 26 (30) 48 (27) 0.500
Liver >1, n (%) 9 (10) 6(7) 15 (9) 0.591
Hypertens >1, n (%) 36 (40) 28 (32) 64 (36) 0.276
Urogenit. >1, n (%) 10 (11) 11.(13) 21 (12) 0.819
Kidney>1, n (%) 9(10) 7(8) 16 (9) 0.794
Muscle >1, n (%) 2(2) 10 (11) 12 (7) 0.017
CNS> 1, n (%) 4(4) 2(2) 6(3) 0.682
Psychol. >1, n (%) 9(10) 4 (5) 13 (7) 0.249
Response treat.
CR rate [n=161] 54 (67) 45 (56) 99 (61) 0.197

OS

1.00 .
- .
Sa,
078 _\"‘—\j
> =
Z
3 050
[
a
0.254
== R-miniCHOP
0.004 R-miniCOMP
T T T T T T T T T |
0 6 12 18 24 30 36 42 48 54

at risk (fail)
RmCI 89
RmCOMP 87

Probability

0.25+

0.00-

at risk (fail)
Rm(

RmCOMP.

0.50

(9 75 (6) 59 (3) 47 (4)

Time, months

B (2 24 @ 8 O 3 (O 1 (© 0

@ 79 (9 63 (9 47 (1) 36 (1) 28 (1) 14 (© 6 (© 4 (0 0

= R-miniCHOP

R-miniCOMP
T T

r T
0 6 12 18

89 (17) 69 (8) 54 (1) 44
87 (13) 74 (8) 60 (7) 46

T T T T T d
24 30 36 42 48 54
Time, months

6 31 () 21 (© 7 (© 3 (© 1 (0 0
@ B @2 2 @ 12 0 5 (O 4 © 0

Bavieri A



Treatment by EPI
Test for interaction p=0.068

Probability

EPI Intermediate
1.00

0.75

0.50

0.25

== R-miniCHOP
R-miniCOMP

0.00-

r T T T T 1
0 12 24 36 48 60
at risk (fail)
031 (3 25 (3) 15 (2) 4 (0 1 (0 O
36 (1) 32 (3) 24 (1) 8 (0 2 (0 O

1.004

0.75

0.50

0.25

0.00-

at risk (fail)
.53 (11) 30 (4) 17 (2 4 (0) 0 (0) ©

Time, months

EPI intermediate 3-yr OS % (95%Cl) HR (95%Cl) p-value
R-miniCHOP 63 (36-80) 1.00
R-miniCOMP 83 (64-93) 0.49 (0.16-1.49) 0.207
EPI High 3-yr OS % (95%Cl) HR (95%Cl) p-value
R-miniCHOP 58 (40-72) 1.00
R-miniCOMP 40 (22-57) 1.60 (0.86-3.00) 0.140
EPI High
3 R-mini COMP tended to be associated with unfavorable

OS in high-risk EPI scores. A comprehensive survival

analysis within vulnerable geriatric categories (unfit and

frail patients) confirmed non-significant variations in

predictive efficacy between R-miniCHOP and R-

miniCOMP.

This study suggests that R-miniCHOP is still the
 ReGHOP preferred treatment for unfit and frail older DLBCL. The
o Remmcowe promising role of R-miniCOMP for older DLBCLs with
R intermediate EPI risk score warrants confirmation in

45 (15) 26 (7) 11 (1) 5 (0 2 (0

0

bigger, randomized studies
Bavieri A et



Frontline /1L NCT04799275 Azacitadine + mini-R-CHOP versus
R-minl-CHOP+X SWOG1918 mini-RCHOP. Stratification by EPI
/1L NCT04332822 Mini-R-CHOP versus
POLAR BEAR pola-R-mini-CHP X 6
80+ or 75 with frailty by CGA
/1L NCT05820841 Randomized trial of
ARCHED acalabrutinib + R-mini-CHOP
Elderly > 80years or 61-80years versus R-mini-CHOP. Stratigication
and unfit for R-CHOP by age, ADL score, IPI
11/1 L elderly ineligible for R-CHOP NCT04663347 Epcoritamab-R-mini-
RCHOP x 6¢cycles +2 additional
cycles of epcoritamab monotherapy
Omitting chemotherapy HI/1L NCTO05179733 ZR2 versus R-mini-CHOP
frontline in elderly/unfit/ Elderly > 70 years, unfit/frail
frail /1L NCT05798156 R-pola-glofit X 6 cycles, then
Ineligible for R-CHOP 6cycles consolidation
/1L NCT05207670 Subcutaneous fixed duration
MorningSun; > 80years or 65-79 mosunetuzumab for up
and ineligible for R-CHOP to 17 cycles (1 year)
/1L NCTO05660967 Subcutaneous fixed
EPCOR DLBCL-3 duration epcoritamab for
> 80years or> 75 years up to 12cycles (1 year)
with comorbidities
/1L NCT05952024 Rituximab for 8cycles and
ACRUE acalabrutinib for 28cycles

> 80years or 61-79 and
chemoimmunotherapy inegligible




INITIAL SAFETY DATA FROM THE PHASE 3 POLAR BEAR
TRIAL IN ELDERLY OR FRAIL PATIENTS WITH DIFFUSE LARGE CELL LYMPHOMA R-

POLA-MINI-CHP vs. R-MINI-CHOP
Mats Jerkeman, Andres Ferreri, Peter N Brown, Julian Hamfjord, Sirpa Leppa
Presented at: European Hematology Association 2023 Hybrid Congress; June 8-11, 2023;. Abstract S227.

Age =280 years or frail 75-80 years : DLBCL, EBV+NOS, t FL, PMBCL, CBCL-LT, FL3b,TCRLBCL, HG
Frail: ADL score <5 and/or 23 grade 3 CIRS-G comorbiditiy and /or = 1 grade 4 comorbidity Stage II-IV; PS WHO 0-3 (L)

SAE reports A d I d
‘ verse events (selecte
v
+ Repola-mini-CHP: total 52 (75%)
+ Grade 5:hyponia 1, intestinel schemia (1), preumoria A CvVe B aye = L) =0 By
(1), SARS oV preuroria (1) =
T ——— nemia’ Grade 3-5 2 2 8% 10 14%
L ( Neutropenia? Grade 3-5 | 8 11% 9 13%
Thrombocytopenia! |Grade 3-5 0 ol 1 1.4%
Infection Total 32 45% 39 57%
Grade 3-5 10| 14%, 11 16%
Gastrointestinal Total 22 31% 38 55%
Grade 3-5 12| 17% 21 30%
Cardiovascular Total 21 30% 16 23%
Grade 3-5 6 8.5%| 6 8.7%
Peripheral
neurcpathy Grade 1 T 9.9% g 13%




RWD DLBCL 1L- Polatuzumab

* POLAROID Study: MSKCC




Aims

AIM 1 To understand the real-world efficacy and safety of Pola-RCHP in OA

Similar response rates
Similar survival outcomes
Higher rates of hematologic toxicities, cardiomyopathy and hospitalization

AIM 2 To characterize the impact of baseline fitness/frailty on outcomes with Pola-RCHP in OA.

Worse ECOG PS was associated with lower CRR and shorter PFS
Other measures of fitness (e.g., CIRS-G, ADL impairment) were not associated
with response

AIM 3 To investigate the risk-benefit profile of polatuzumab-based regimens in two subgroups:

Patients receiving Pola-R-mini-CHP
Patients =80 years old

lyengar V, et al; oral presentation ASH 2025, Blood (2024) 144 (Supplement 1): 2336.
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Results: Pola-R-mini-CHP

Baseline Characteristics

Pola-R-CHP Pola-R-mini-CHP P.val
(N = 172) (N = 38) -value
Age 74 (72, 77) 79 (75, 81) <0.001
Age 280 19 (11%) 19 (50%)
Sex — no. (%) 0.1
Male 100 (58%) 28 (74%)
ECOG Score 0.06
0-1 131 (80%) 25 (66%)
2+ 33 (20%) 13 (34%)
Stage 0.3
| 5(2.9%) 0 (0%)
Il 12 (7.0%) 3 (7.9%)
] 34 (20%) 3 (7.9%)
v 120 (70%) 32 (84%)
Extranodal 0.03
Dx
Yes 129 (75%) 34 (92%)
LDH 0.8
< ULN 59 (35%) 14 (37%)
> ULN 111 (65%) 24 (63%)

Pola-R-CHP Pola-R-mini-
(N =172) CHP P-value
(N =238)
IPI Score 0.2
0to2 43 (25%) 6 (16%)
3to5 129 (75%) 32 (84%)
Bulky Disease 53 (31%) 11 (29%) 0.8
CNS Involvement 8 (4.7%) 2 (5.6%) 0.7
Double Expressor 49 (35%) 13 (45%) 0.3
Double Hit 5 (3.4%) 3 (11%) 0.1
Cell of Origin >0.9
Non-GCB 108 (67 %) 22 (67%)
GCB 53 (33%) 11 (33%)
zfr:t;;'l‘;n 148 (86%) 30 (79%) 0.3

lyengar V, et al; oral presentation ASH 2025, Blood (2024) 144 (Supplement 1): 2336.




Response (%)

Results: Pola-R-mini-CHP

No difference in ORR, CRR, PFS, OS, or toxicity in patients treated with dose reduction

RESPONSE RATE
NS
100%
° 84% 790790
50% I I I
0%

E BB R-cHFCTR

Median follow-up: 11.5months

1.00

0.75

Survival Probability

PROGRESSION FREE SURVIVAL

1-yr PFS: Pola-R-CHP: 78% (71-85%)

1-yr PFS: Pola-R-mini-CHP: 85% (73-
98%)

]NS

No. atrisk

Pola-R-CHP
Pola-R-mini-CHP

1.00

0.75

0.50

0.25

Survival Probability

No. atrisk

Pola-R-CHP
Pola-R-mini-CHP

0 6 12 18 24

Months SD
172 120 61 14 6 0
38 26 13 4 0 0
OVERALL SURVIVAL
ﬁ‘_u-‘;lﬁ-ﬂl__
ey [
1
1
1
1
1-yr OS: Pola-R-CHP: 90% (86-95%) :l
1-yr OS: Pola-R-mini-CHP: 87% (76-99%)
1
1
1
0 6 12 Months 18 24 30
172 135 72 18 6 0
38 29 14 5 0 0

>

ADVERSE EVENTS

Pola-R-CHP | Pola-R-mini-CHP p
(N=172) (N=38)

Neutropenia, Grade 3+ 63 (37%) 15 (41%) 0.8

Febrile neutropenia, 26 (15%) 5(14%) >0.9
Grade 3+
Thrombocytopenia, G3+ 4 (20%) 1 (30%) 0.3
Hospitalization 62 (36%) 7 (45%) 0.4
ICU Admission 13 (7.6%) 3(7.9%) >0.9
Peripheral Neuropathy 72 (42%) 4 (39%) 0.9

Grade 3+ 2(2.8%) 1.(7.1%) >0.9
Cardiomyopathy 9(5.3%) 4 (11%) 0.4
Infection, Grade 3+ 34 (20%) 9 (24%) 0.7

Iyengar V, et al; oral presentation ASH 2025, Blood (2024) 144 (Supplement 1): 2336.




Results: Pts =80 years

Background characteristics

Age 70-79 Age 2 80 P.val Age 70-79 Age 2 80 P-val
(N =178) (N = 32) vaue (N =178) (N =32) vame

Age 74 (72, 76) 81 (81, 85) Bulky Disease 56 (32%) 8 (25%) 0.4
Sex - no. (%) 0.01 CNS Involvement 8 (4.6%) 2 (6.7%) 0.6

Male 102 (57%) 26 (81%) Double Expressor 51 (34%) 11 (48%) 0.2
ECOG Score 0.9 Double Hit 6 (3.9%) 2 (9.1%) 0.3

0-1 131 (77%) 25 (78%) .

24 39 (23%) 7 (22%) Cell of Origin 0.05
Stage e Non-GCB 106 (64%) 24 (83%)

| 5 (2.8%) 0 (0%) GCB 59 (36%) 5 (17%)

I 11 (6.2%) 4 (13%) Pola-R-mini-CHP 19 (11%) 19 (59%) <0.001

1] 31 (17%) 6 (19%) Impairments in ADLs 15 (8%) 2 (6%) 0.7

v 130 (73%) 22 (69%) Median CIRS-G 10 [7,14] 11[9,16] >0.9
Extranodal 0.7 Geriatric Syndrome 25 (14%) 4 (13%) >0.9
Dx Treatment 151 (85%) 27 (84%) >0.9

Yes 138 (78%) 25 (81%) Completion
LDH 0.13

< ULN 58 (33%) 15 (47%)

> ULN 118 (67 %) 17 (53%)
IPI Score 0.8

0to2 41 (23%) 8 (25%)

3to5 137 (77%) 24 (75%)

Iyengar V, et al; oral presentation ASH 2025, Blood (2024) 144 (Supplement 1): 2336.

lyengar V, et al; oral presentation ASH 2025, Blood (2024) 144 (Supplement 1): 2336.



Response (%)

Results: Pts =80 years

No difference in ORR, CRR, PFS, OS, or toxicity in the oldest patients

100%
80%
60%
40%
20%

0%

RESPONSE RATE

NS
—
97% 304,
79%78%

ORR
B Pts 70-79

CRR

Median follow-up: 11.5months

1.00

0.75

Survival Probability
o

0.00

PROGRESSION FREE SURVIVAL

1-yr PFS: Pts 70-79: 78% ( 71-85%)] N
1-yr PFS: Pts 280: 85% (7 3-98%) s

ADVERSE EVENTS

No. at
Pig sk
Pts 280

0.75

Survival Probability

No. at risk
Pts 70-79
Pts 280

) 6 12 18 24 30
Month

178 125 61 s 1 6 0

32 21 13 4 0 0

1-yr OS: Pts <80: 90% (86-95%)] NS
1-yr OS: Pts 280: 88% (76-99%)

Age 70-79 Age 2 80
(N =178) (N=32) P
Neutropenia, Grade 3+ 69 (39%) 9 (29%) 0.4

Febrile neutropenia, 30 (17%) 1(3.2%) 0.09
Grade 3+
Thrombocytopenia, 39 (22%) 6 (19%) >0.9
Grade 3+
Peripheral Neuropathy 79 (45%) 7 (23%)

Grade 3+ 2(2.6%) 1(14%) 0.6
Cardiomyopathy 10 (5.6%) 3(9.4%) 0.7
Infection, Grade 3+ 38 (22%) 5(16%) 0.6
Hospitalization 71 (40%) 8 (25%) 0.2
ICU Admission 16 (9.1%) 0 (0%) 0.2
Treatment Completion 151 (85%) 27 (84%) >0.9

0 6 12 18 24 30
Months

178 141 73 18 6 0

32 23 13 5 0 0

Iyengar V, et al; oral presentation ASH 2025, Blood (2024) 144 (Supplement 1): 2336.




Conclusions

AIM 1 Older adults (270 years) treated with first-line polatuzumab have similar response rates
and survival outcomes compared with younger patients.

Toxicities are manageable and do not affect rates of treatment completion.

AIM 2 Worse baseline fitness — as measured by ECOG PS - is an independent predictor of
shorter PFS.

Other measures of fitness (e.q., CIRS-G, ADL impairment) were not associated with
response

AIM 3 Outcomes were excellent in patients receiving Pola-R-mini-CHP and those 280 years.

With appropriate selection and dose modification, most patients appear to benefit
from polatuzumab-based treatment.

lyengar V, et al; oral presentation ASH 2025, Blood (2024) 144 (Supplement 1): 2336.



Epcoritamab + R-mini-CHOP Results in 2-Year
Remissions and High MRD-Negativity Rates in Elderly OBJECTIVE
Patients With Newly Diagnosed DLBCL: Results From - To evaluate efficacy and safety of epcoritamab +

the EPCORE NHL-2 Trnial R-mini-CHOP in patients with 1L DLBCL ineligible to
receive full-dose R-CHOP with longer median follow-up

16.8 mo
Chan Cheah,! Juraj Duras 2 David Belada, Justin Darrah,* Yasmin Karimi,® Franck Morschhauser,® ( )
Gerardo Musuraca,” Mats Hellstrom 8 Katerina Kopeckova,? Lori Leslie,'® Anna Sureda Balari,!!

Catherine Thieblemont,2 Umberto Vitolo,'? Kojo Osei-Bonsu,' Yi Hao,'® Monica Wielgos-Bonvallet, >
Mina Khoshdeli,'> Aidan Reilly,'> Malene Risum,'® Joost Vermaat,'” Joshua Brody'®

EPCORE® NHL-2 Arm 8 Study Design

A phase 1b/2, open-label trial evaluating the efficacy and safety of fixed-duration epcoritamab + R-mini-CHOP
in elderly patients with newly diagnosed DLBCL

. . o Fixed-duration treatment regimen:
Key inclusion criteria epcoritamab + R-mini-CHOP¢

i o et ___
DLBCL, NOS

) Epcontamab SC 48 mg®

|

T-cell/histiocyte-rich DLBCL

— HGBCL® [ Rituximab IV 375 mg/m?
— FL grade 3B % Cyclophosphamide IV
ol
- ECOG PS 0-2 S | Eiomem Q3w
L P 2

- Ineligible to receive full-dose R-CHOP dueto: £ [  Doxerubiein IV.25 mg/m

— =75 years of age, or I Vincristine IV 1 mg/m?

— 265 years of age with a comorbidity® Prednisone IV or PO D1-5

| 100 mg/df of each cycle
Data cutoff: Sep 21, 2025 » Primary endpoint: ORR by investigator assessment?

Median follow-up: 33.4 months (range, 2.8-41.1) + Key secondary endpoints: CR rate, DOR, DOCR, PFS, OS, MRD negativity," and safety
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Baseline Characteristics

Epcoritamab + R-mini-CHOP Epcoritamab + R-mini-CHOP
(N = 28) (N = 28)

Age, median (range), years 81(74-90) DHITH status by central FISH,® n (%)
65 to < 75 years, n (%) 1(4) DH or TH 14
=75 years, n (%) 27 (96) Not DHYTH 17 (61)
LELSESIEILI () L (ED) IP1 score at screening, n (%)
Race, n (%) s 1657)
mte 1? Ei?} | 25 12 (43) 1
er
Mot reported 8(29) Cell of origin,® n (%)
ECOG PS,*n (%) GCB 13 (46)
0 10 (36) ABC/non-GCB 11(39)
1 12 (43) DLBCL type, n (%)
2 5(18) De novo 25 (89)
Ann Arbor staging, n (%) Transformeds 3
Hi 8(29) Bulky tumor, n (%)
:U 1?}_‘(1511)} <7cm 17 (61)
Reasons not eligible for full-dose L LDETHC(TM 1169) ]
TLTERITRWED, | Elevated 18 (64 |
Age = 75 years 27 (95) (64)
Hypertension requiring treatment 15 (54) Normal 7 10 (36)
Diabetes melltus . 3(11) Time from initial diagnosis o first dose, 5 (2-11)
History of myocardial infarction® 1(4) median (range), weeks

Overall and CR Rates

100%

100 4

Ecr
EFR

60 1
+ Median time to response:

40 | 1.4 months (range, 1.1-2.7)

Patients (%)

» Median time to CR:

20 4 1.6 months (range, 1.2-8.1)

All IPI IPI Tumor Tumor GCB ABC/
patients <3 4-5 volume <7 volume =7 non-GCB
(N=28) (n=16) (n=12) (n=17)  (n=1) (n=13) (n="11)

IPl score Tumor size Cell of origina



Conclusions

+ Fixed-duration epcoritamab + R-mini-CHOP resulted in high
response rates, rapid/sustained MRD negativity, and durable
remissions in elderly patients with newly diagnosed DLBCL
ineligible for full-dose R-CHOP

— Qutcomes compare favorably with historical results of
R-mini-CHOP

» Safety was consistent with prior reports and the known safety
profiles of epcoritamab and R-mini-CHOP

These findings show that epcoritamab is a versatile,
well-tolerated therapy across patient subgroups, including those
with historically poor outcomes

Epcoritamab + R-mini-CHOP
in elderly patients

ORR: 93%; CR: 86%
2-year PFS rate: 76%
2-year OS rate: 82%
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Rituximab plus bendamustine as front-line treatment
in frail elderly (>70 years) patients with diffuse large B- 1
cell non-Hodgkin lymphoma: a phase Il multicenter
study of the Fondazione Italiana Linfomi

1.00 Median follow up 27 m (range 1-52)
Rituximab: 375 mg/m?g. 1
0.757 2_ye ars OS: 49% Bendamustine: 90 mg/mq gg 2-3 ogni 28
Median OS : 23 months 4 cicli R-B + 2 R in stadi I-1l IPI 0
0507 L S —— 6 cicli R-B in tutti gli altri
""" | TR E—_—,
H—&-i--ﬂ-#---l
i
4 1
0.2 2-years PFS: 39% |
Jopl TIPS —— o8 Median PFS : 10 months 45 Pz eleggibili
0 3 6 9 12 15 18 21 24 27 30 33 36 ORR 62%
Follow-up, months CRR 53%

PFS 49 36 30 26 23 19 19 15 8 6 4 3 2
OS 49 40 35 30 28 25 25 20 M 6 5 5 4

Chemo-free trials in elderly/unfit-frail

Storti S et al Haematologica 2018, 103(8):1345-1350



Lenalidomide plus rituximab for the initial treatment
of frail older patients with DLBCL: the FIL_ReRi phase 2
study

Probability

R375mg/m2d 1928 x4 CR

Len 20 mg d 2-22 28 x 6 PR Len 10mgd1-21q28x12

ORR 50.8%
CR 27.7%

>70-year-old untreated frail (sGA) patients with DLBCL

Jan17-Jun 21: 68 pts enrolled, 65 confirmed eligible and started tx
1 EP: ORR @cycle 6; gr > 3 extra-hem. Toxicity

Induction treatment was completed in 37 (56.9%) patients

after 4 f after 3
induction cycles <PR or unacceptable consolidation cycles
* Diagnosis of DLBCL
* No previous
treatment f after EOI

* FRAIL patients.

(according to sGA) R
CC-99282 + €C-99282 + CC-99282 €C-99282
Rituximab. Rituximab 3cycles 3 cycles
4 cycles q28 days 2 cycles g28 days q28 days q28 days
. R €C-99282 2 PR €C-99282 2PR > PR
—o 0.4 mg/day oral, 04 mg/day oral, - | (Cc-99282 €C-99282

days 1-14* days 1-14

0.2 mg/day oral,
days 1-14

0.2 mg/day oral,
days 1-14

Rituximab
375 mg/m2 iv. (or
1400 mg sc) on day 1

Rituximab
375 mg/m2iv. (or
400 mg sc) on day 1%

Screening phase )
Induction phase

|
O2Z2=-0»-nvwm>d
|
O 2 —-—0>» - vm
}
OZ—60»r -H4uvuma
i
}
O Z—0P-vwuma

Consolidation phase

[ Involved Site Radiotherapy is allowed at the end of ]

induction phase on PET positive sites

Table 2. Hematological and extrahematelogical grade greater than or equal te 3 AEs

- n
Ay hematological taxkity 1 ViV -
Anemia 2 31 = =
Neutropenia 21 323 9 138 =
Theoenbocytoperia . 62 2 ER -

Any extrohomatslogical toxicty a1 4 5
Respiatory/thoracic and mediastingl disorders 5 100 [ 20 1 20
Genersl disorders/administation st conditions 6 120 1 20 -

Sin and subcutaneous tisus disorders 6 120 1 20 -
Cardae disordes s 100 - 1 20
Vasculse disorders 3 60 - 3 50
Infections. 3 60 1 20 -
Gsyointestinal disorders 3 60 - -
Neruous system disordrs 3 60 - -
Investigations 1 20 - -
Metabolism and nutiion dsorders 2 a0 - -
Musculoskeletal and connectve ssue disorders 2 a0 - -
Neoplasms benigr/malignant/unspecified 1 20 - -
Psychiatric disorders 1 20 - -

COORDINATING INVESTIGATORIS DQ R@Wré{a}%ﬂ (Brescia)

Dr.ssa Annalisa Arcari (Piacenza)

Dr Francesco Merli (Reggio Emilia)

Dr Michele Spina (Aviano)

Dr Guido Gini (Ancona)

WRITNG COMMITTEE AND SCiENTRig | D' - % Merchesel (odens).

SUPPORT Dott ssa Federica Cavallo (Torino)

Dott ssa Benedetta Puccini (Firenze)

Dot ssa Francesca Maria Quaglia (Verona)
Dott. Luca Guerra (Monza)

association. Roma, lfaly,

Giuseppe Gioffré, AIL-FIL Lymphoma patient

Gini G et al, Blood, 2023




Frontline /1L NCT04799275 Azacitadine + mini-R-CHOP versus
R-minl-CHOP+X SWOG1918 mini-RCHOP. Stratification by EPI
/1L NCT04332822 Mini-R-CHOP versus
POLAR BEAR pola-R-mini-CHP X 6
80+ or 75 with frailty by CGA
1nI/1L NCT05820841 Randomized trial of
ARCHED acalabrutinib + R-mini-CHOP
Elderly > 80years or 61-80years versus R-mini-CHOP. Stratigication
and unfit for R-CHOP by age, ADL score, IPI
11/1 L elderly ineligible for R-CHOP NCT04663347 Epcoritamab-R-mini-
RCHOP x 6¢cycles +2 additional
cycles of epcoritamab monotherapy
Omitting chemotherapy 1HI/1L NCTO05179733 ZR2 versus R-mini-CHOP
frontline in elderly/unfit/ Elderly > 70 years, unfit/frail
oat /1L NCT05798156 R-pola-glofit X 6 cycles, then
Ineligible for R-CHOP 6cycles consolidation
/1L NCT05207670 Subcutaneous fixed duration
MorningSun; > 80years or 65-79 mosunetuzumab for up
and ineligible for R-CHOP to 17 cycles (1 year)
I/1L NCTO05660967 Subcutaneous fixed
EPCOR DLBCL-3 duration epcoritamab for
> 80years or> 75 years up to 12cycles (1 year)
with comorbidities
/1L NCT05952024 Rituximab for 8cycles and
ACRUE acalabrutinib for 28cycles

> 80years or 61-79 and
chemoimmunotherapy inegligible
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A combination of Rltuximab and CC-99282 (golcadomide) as front line

therapy for Older frail patients with Diffuse Large B-cells non-Hodgkin

Lymphoma evaluated with a simplified Geriatric Assessment (sGA): a
phase Il study of the Fondazione lItaliana Linfomi (FIL)
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Study design

after 4 T after 3

induction cycles < PR or unacceptable consolidation cycles

toxicity
T after EOI

= Diagnosis of DLBCL

= No previous
treatment

= FRAIL patients

(according to sGA) R R R R
€C-99282 + E €C-99282 + E CC-99282 E CC-99282 E
Rituximab S Rituximab S 3 cycles S 3 cycles S

4 cycles q28 days T 2 cycles q28 days T q28 days
. . €C-99282 2 PR €C-99282 T [ T
UTAS (i —»| 0.4 mg/day oral, ead A Ead 0.4 mg/day oral, A CC-99282 —yy— CC-99282 g A

days 1-14* days 1-14 —_— == eos
G G 0.2 mg/day oral, G 0.2 mg/day oral, G
Rituximab | Rituximab I days 1-14 I days 1-14 I
375 mg/m2i.v. (or 375 mg/m2iw. (or

1400 mg sc) on day 1* N 1400 mg sc) on day 1 N N N
G G G G

SC’QT;Si:iShase Induction phase Consolidation phase

[ Involved Site Radiotherapy is allowed at the end of ]

induction phase on PET positive sites

During cycle 1: CC-99282 will be administered 0,3 mg/day oral; Rituximab will be administered 375 mg/m2 on Day 1, 8, 15; Dexamethasone 5 mg p.o. on days 1, 8, 15, 22 during cycle 1



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

B. Chapuy, R. Wurm-Kuczera, R. Michael, M. Wang, P. Pichler, A. Huster, A. Kerkhoff, M. Panny, R.
Schroers, A. Ossami Saidy, F. Muller, F. Damm, M. Orlinger, P. Staber, C. Schwaenen, L. Wohn, C.
Schmitt, M. Hoffmann, M. Hanel, J. DUll, S. Heyn, S. Mayer, T. Weber, P. Reimer, N. Rotter, U. Schnetzke,
B. von Tresckow, G. Kammerer, J. Rasvina, B. Lehner, T. Mika, D. Bockle, C. Leng, A.L. lllert, B. Altmann,
B. Friedrichs, E.Willenbacher, D. Mougiakakos, C. Pott, S. Al-Batran, A. Rosenwald, D. Hellwig, S.
Dietrich, B. Glass, G. Lenz, U. Keller, M. Ziepert, T. Melchardt, R. Greil

Presented at the 67" American Society of Hematology (ASH) Annual Meeting 2025 | December 6-9, 2025



R-Pola-Glo — Study Design

[ | |
c2 C6 EOT
v v *

Glo

Prephase Cycle 7-12

Debulking Step-up Target dose Consolidation
. . . : * Primary: 1y-PFS rate
* Untreated patients >60 yo with One-arm, multicenter phase | . o
LBCL * 30 centers in Germany and Austria Secondary:

* Efficacy (OS, EFS)

* Non-eligible for full dose R-CHOP * 80 pts (C1-6 mandatory inpatient) L -
* Feasibility/Toxicity

* Mandatory prophylaxis
*‘r"*y_\‘ G I\ ,1 : e v
Srpat H ¢ = - -

Chapuy B. et al, oral presentation ASH 2025 Blood (2025) 146 (Supplement 1): 61, o T *-""'-* A-rola-ulo GLA




R-Pola-Glo — Patients Characteristics

/BaselineParameters \

Cohort (N=80)

Median age 80 (66-92)
age > 85yo0 19%
Advanced Stage (Ill/IV) 63% (50/80)
ECOG 2 28% (22/80)
LDH, > ULN 63% (50/80)
IPI 3-5 64% (51/80)

.

/

/ Simplified Geriatric Assessment (sGA)\

ADL

IADL

CIRS-G

Age

.

R-Pola-Glo (n=79)

FIT UNFIT FRAIL

5% <5* 6* <6*

and and/or and and/or

26* <6* 8* <8*

and and/or and and/or
Oscore =3-4 21score=3-4 Oscore=3-4 21 score =3-4
and and/or and and/or

<8 score =2 >8 score =2 <5 score =2 25 score =2
and and and and

<80 <80 280 280

6 (7.6) 28 (35.4) 15 (19) 30 (38)

|

91.3% medical unfit/fraiu

* Representative "real world” cohort of medical unfit/frail patients with high treatment complexity.

Chapuy B. et al, oral presentation ASH 2025 Blood (2025) 146 (Supplement 1): 61.




R-Pola-Glo — Response

/ Representative Case

4 v\
<> pLBCL

!.’

\..
\DLBCL

%
4 —ﬂ 6 weeks

Post 2 cycles

‘-

CMR
(complete metabolic remission)

N

Response Rate (n=80) \

ORR 96% 94% 90%

(95%CI) (B9%-99%) (B6-98)  (81-98)

CMR
PR
sD
PD

Therapy
related death

/

* ORR at cycles 2, 6, and EOT were 96%, 94%, and 90%; corresponding CMR rates were 58%, 75%, and 81%, respectively.
* CMR conversions were observed after C6, highlighting the role of glofitamab consolidation.

Chapuy B. et al, oral presentation ASH 2025 Blood (2025) 146 (Supplement 1): 61.



R-Pola-Glo — Qutcome

ﬂ-year Progression-free Survival (PFS)

1.0
0.8
0.81
0.7
0.61
0.5
0.44
0.3
0.2
0.1

Progression-free survival

T —

1y-PFS:

0.0

84.6% (95% CI 77.0 - 93.0%)

b

0 3

MNumber at risk

6 3 12 15 18 21 24
Tirme from registration (months)

— 5] T8 T3 0 =% 32 12 8 4]
Median f/u: 15 months

/ 1-year Overall Survival (OS) \

Owverall survival

.

1.01
0.91
0.81
0.71
0.61
0.51
0.41
0.31
0.21
0.11
0.01

e

1y-0S:89.7% (95% Cl 83.2 -96.7%)

0 3 -] a 12 15 18 21 24
Time from registration {months)

Mumber at risk

B kEg TS 73 59 I3 12 B o /

* With a median follow-up time of 15 months, responses were durable and the
1y-PFS and 1y-OS rates were 85% and 90%, respectively.
* Attime of analysis (July 2 2025), 89% (71/80) of patients were alive.

Chapuy B. et al, oral presentation ASH 2025 Blood (2025) 146 (Supplement 1): 61.



Conclusions

* R-Pola-Glo achieved high and durable CMR rates with a manageable safety profile.

* Responses translated into a high 1-year survival rate in elderly/frail and medically unfit patients
with aggressive B-cell lymphoma.

* Our results demonstrates that an anthracycline-free regimen can induce durable remissions in a

population considered to be ineligible for standard approaches.

R-Pola-Glo demonstrate higher response rates and improved survival outcomes at 1 year
compared with regimes considered as SOC, supporting its further clinical evaluation as a

frontline option for this vulnerable patient population.

Chapuy B. et al, oral presentation ASH 2025 Blood (2025) 146 (Supplement 1): 61.



Mosunetuzumab and Polatuzumab Vedotin Demonstrates Preliminary Efficacy in Elderly
Unfit/Frail Patients with Previously Untreated Diffuse Large B-Cell Lymphoma

. Mosun-Pola target
KM curve of DOCR in the Mosun-Pola target dose cohort dose cohort
N=101

1.00 1 Complete responders, n (%) | 66 (65.3)
Median follow up time, 12,6 (1-25)
Z 075 1 months (range)
3,'; ' Mosun-Pola target
'§ dose cohort
Q r
Tg 0.50 N=66
g Median DOCR, months (range) NE
“? 0257 9-month DOCR event-free rate, 71.4
% (95% Cl) (56.8, 85.9)
0.00 T T T T Patient disposition
0 > 10 15 20 Censored/no event at CCOD 53 (80.3)
Time (months)
+ Censored = Mosun-Pola target dose cohort Event 13 (19-7)
N 66 27 3 3 1 Disease progression 2(3)
Death after CR 11 (17)

Mosun-Pola induces durable CRs in elderly unfit or frail pts with previously untreated DLBCL

Data cut-off: August 5, 2023. DOCR, duration of complete response; KM, Kaplan-Meier.

Adam J Olszewski ASH23



EPCORE® DLBCL-3 Study Design

A 2-stage, open-label, phase 2 trial of fixed-duration epcoritamab in
elderly patients with newly diagnosed LBCL and comorbidities

Key inclusion criteria Stage 2 (expansion)
* Newly diagnosed » ECOGPS 0-2 g
CD20" LBCL « Ineligible for = , ,
_ DLBCL, NOS anthracycline-based N Epcoritamab SC 4w EpcoritamabSC oy qaw
— T-cell/histiocyte-rich therapy/cytotoxic g _ 48 mg* 48 mg°
DLBCL chemotherapy due to: a
- D_Uuble_-hit or — = 80 years of age, or g .
triple-hit DLBCL _ >75 years of age with ® Epcoritamab SC aw Q4w Epcoritamab +
— FL grade 3B a comorbid condition® o by 48 mg© lenalidomide
*+ ICE score 2 82 + Measurable disease Lenalidomide PO QD not selected for
by CT or MRI 10-20 mgH D1-21 stage 2
Data cutoff: Sep 21, 2025 + Primary endpoint: CR rate per Lugano criteria’
Median follow-up: 18.1 months + Key secondary endpoints: ORR, time to response, DOR, DOCR, PFS, OS,

MRD negativity,® and safety

Umberto vitolo ASH2025




Epcon'tamab monotherapy in elderly 1L LBCL

Conclusions

+ Fixed-duration epcoritamab monotherapy induced early, deep, and Fixed-duration
durable responses in elderly patients with newly diagnosed LBCL and epcoritamab monotherapy
comorbidities in elderly patients

« Safety outcomes, including the occurrence of CRS and ICANS, were

consistent with expected rates in this elderly population ORR: 73%; CR: 62%

. _ _ 1-year PFS rate: 54%
« Epcoritamab offers a compelling, single-agent, chemotherapy-free 1-year OS rate: 65%
alternative for patients ineligible for anthracycline-based regimens,

demonstrating strong efficacy with a favorable benefit-risk profile

These findings, together with those from other trials (EPCORE NHL-2;
NCT04663347) suggest that epcoritamab, as monotherapy or in combination with
SOC, can be a favorable option for elderly patients with newly diagnosed DLBCL,

a population with significant unmet need and poor outcomes



Zanubrutinib with Rituximab and Lenalidomide in de novo

Diffuse Large B Cell Lymphoma

Context of Research

Older patients with diffuse large B cell lymphoma (DLBCL)
may have more unfavorable tumor microenvironmental
features, which could lead to worse clinical outcomes

The CR rate with ZR2 was 65%

CR mPR SD = PD

1
LLxil

Findings

Aim of This Study

To assess the efficacy and safety of zanubrutinib in combination
with rituximab and lenalidomide (ZR2) in patients with de novo
DLBCL aged 275 years (NCT04460248)

Microenvironmental features
related to ZR2 efficacy

[ ® Tumorcat frar [ uan 00 Tumorsnigen

e g i
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# Mysloid coll ©  Feobnt = Endotholalcell
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endocyonn (\u Teat crotancny ! oy CoR! Tt oty
1+ Teut eshmation /.,\w.,m.m €084 Tool axhoation s

This figure was partially finished by Figdraw

TCR sequencing of PBMCs from
patients with durable remission
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Conclusions: ZR2 yielded a CRR of 65.0% in older patients with de
novo DLBCL, and its efficacy was associated with HLA up-regulation
of lymphoma cells and ¢cDC1 activation. TCR sequencing of the

peripheral blood mononuclear cells from patients with
durable remission detected the expanded T cell clones

at 3 years post-treatment.
Xu et al. DOI: 10.1182/blood.2025028649

Complete response rate

Age (70-79 vs. > 80) -
Sex (Female vs. Male)

International prognostic index (0-2 vs. 3-5) 4
Cell of origin (GCB vs. non-GCB)
BCL2/MYC double expressor (No vs. Yes) 4
BN2-like (No vs. Yes)

EZB-like (No vs. Yes) 4

MCD-like (No vs. Yes)

N1-like (No vs. Yes)

NOS (No vs. Yes) 4

ST2-like (No vs. Yes)

TP53™ (No vs. Yes)

HR (95% CI) Pvalue

0.706 (0.186-2.673) .608

— 2.036 (0.518-7.995) .501

0.640 (0.157-2.603) 781
0.648 (0.170-2.470) .524

0.800 (0.202-3.162) 1.000

1.000 (0.158-6.330) 1.000

NA NA

0.536 (0.116-2.472) 687

NA NA
fr . 7.500 (0.841-66.857)  .102
b

1.565 (0.147-16.716)  1.000

0.606(0.114-3.230) 666

——TT—T
0 6 12 18 24 30 36 42

Number Time from diagnosis (months)

at risk

IPl=0214 12 11 10 10 10 6 2

IPl=3526 25 19 16 15 14 6 2

IPI = 0-2 versus IPI = 3-5
20 1 HR, 0.311 (95% 0.066 to 1.468)
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0 6 12 18 24 30 36 42 48
Numl3el: Time from diagnosis (months)
s

GCB17 16 14 13 12 11 6 3 0
Non-GCB23 21 16 13 13 13 6 1 0
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Number Time from diagnosis (months)
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0 6 12 18 24 30 36 42 48
Number Time from diagnosis (months)
at risk
GCB17 17 14 13 13 12 7 3 0
Non-GCB23 23 21 18 18 17 8 2 0

20 4 2-year PFS rate

0 671%(95%CI 50\(0794)
—

0 6 12 18 26 30 3 42 48
Number  Time from diagnosis (months)
atrisk

Progression-free survival (%) O

40 37 30 26 25 24 12 4 O

Overall survival (%)

20 - 2-year OS rate
0 J824% 95% C1. 665 1091.2)
—T—T———T—T

0 6 12 18 24 30 36 42 48

Number  Time from diagnosis (months)
atrisk

40 40 35 31 31 29 15 5 0

- Non-DE

- DE

Non-DE versus D

20 1 HR, 0.722 (95% CI 0.223 t0 2.336)
P= 565

40

Progression-free survival (%) M

o

—r—T—TT T T T

0 6 12 18 24 30 36 42 48

Number Time from diagnosis (months)

at risk

Non-DE27 26 21 18 18 18 11 4 0
DE13 11 9 8 7 6 1 0 0

@ 2
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“= Non-DE
s~DE

Non-DE versus DE

20  HR, 0.655 (95% CI, 0.135 to 3.166)
P =575

0 +—r—
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Number Time from diagnosis (months)
atrisk

Non-DE27 27 24 22 22 21 13 5 0
DE13 13 11 9 9 8 2 0 O

Overall survival (%)
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How I treat older patients with relapsed/refractory

diffuse large B-cell lymphoma

Dar

el 5. Wallace, Kah Pob Loh, and Carla Casdo

How do we sequence these agents in older patients?
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How | Treat Relapsed or Refractory Diffuse Large B-Cell

Lymphoma (R/R DLBCL) in Older Adults

* DLBCL is an aggressive lymphoid
malignancy that can be cured with
full-intensity frontline chemoimmunotherapy

* Older patients are at an increased risk of
disease relapse, as they might not be eligible for
full-intensity frontline treatment

3

v ui I |i
Assessment of the patient's eligibility
for the available therapeutic options

' Geriatric Assessment
Patient Preference
Side Effect Profiles

] et

CAR-T or autologous

Novel Treatments
transplant

Non-curative
* CD3/CD20 bispecific antibodies Intent * Timing of relapse?
¢ Polatuzumab vedotin, * Medical comorbidities?

bendamustine and rituximab * Which CAR-T product?
 Tafasitamab and lenalidomide §=€
* Loncastuximab tesirine

* Bridging therapy?
o Side effect management?
* Sequencing?
 Schedule of administration d
and side effects?

* Social support?

Figure created with BioRender

Conclusions: Older patients with R/R DLBCL should undergo

a comprehensive evaluation, including geriatric assessment, prior
to considering the many treatment options currently
available. If properly selected, CAR-T cell therapy can be :
safely delivered to this patient population. Visual

Wallace et al. DOI: 10.1182/blood.2024024788 Abstract
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How do we sequence these agents in older patients?

Whenever possible, we prioritize clinical trials.

Is this 3¢ line or
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polatuzumab vedotin
in frontline setting?
|
No Yes, or significant
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[ |
l Progression
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Patient Patient prone to Chemosensitive
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limited infusion photosensitive rash preference for time-

limited treatment

Loncastuximab
tesirine
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lenalidomide
(if not previously

received)

R-GemOX

Figure 2. Our approach to the older patient with R/R DLBCL after
CAR T-cell therapy or who is ineligible for or uninterested in CAR
T-cell therapy in the absence of a clinical trial. Glofit, glofitamab.
Professional illustration by Patrick Lane, ScEYEnce Studios.
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Table 6.

Novel treatments for R/R DLBCL

BR, bendamustine-rituximab; CRR, complete response rate; DOR, duration of respons

Novel agent Median |Medianlines |Primary ORR/CRR (%) |DOR, PFS, 0S, median |Notable toxicities
age of previous refractory median median |(mo)
therapies patients (%) (mo) (mo)

Glofitama bB 66 3 58 52/40 18.4 4.9 8.9 CRS, neutropenia

Epcoritama b 64 3 61 63/39 12.0 4.4 Not reached |CRS, neutropenia

Polatuzumab 70 2 64 57/53 9.5 6.6 12.5 Peripheral neuropathy,

vedotin + BR™ neutropenia

Tafasitamab and |72 2 19 58/41 Not 24 Not reached |Diarrhea, rash,

lenalidomide™ reached neutropenia

Lonca-t~ 66 3 20 48/25 13.4 4.9 9.5 Neutropenia, peripheral
edema, rash

Selinexor” 67 2 Not provided |28/12 9.3 2.6 9.1 Nausea, fatigue,

anorexia




Conclusioni

Nel pz anziano non-FIT la scelta del miglior programma terapeutico deve partire da una valutazione
accurata dello stato di fitness attraverso la valutazione geriatrica multidimensionale (ADL, IADL, CIRS)

Nei pz UNFIT, I'obiettivo del trattamento puo’ essere la cura, utilizzando regimi di CT a dosi ridotte oin
casi selezionati utilizzando antraciclina liposomiale, uso pre-fase e della profilassi con G-CSF

Nei pz FRAIL I’obiettivo del trattamento era per lo piu’ |a palliazione dei sintomi e il mantenimento di
una discreta qualita di vita (Qol)

Ipotizzabile un cambio di paradigma nella prima linea utilizzando i nuovi anticorpi bispecifici e/o nuove
molecole riducendo/omettendo la CT

La Qualita della vita (Qol) valutata al basale e in corso di terapia in associazione ad un percorso
geriatrico potrebbero svolgere un ruolo importante nella gestione del paziente UNFIT/FRAIL con DLBCL
per un trattamento individualizzato

La terapia di seconda linea nel pz recidivato/refrattario non-FIT, non candidabile CAR-T, & ancora un
unmet clinical need
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