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OVERALL SURVIVAL

How to improve outcome in first line therapy of DLBCL

R-CHOP “INSUFFICIENT”
(30-40%)

TIME (years)

10

Improving R-CHOP21

Better predictive/valuate
quality of response

Take into consideration
biological diversity of DLBCL

Sehn LH and Salles G, NEJM 2021;
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Simplified geriatric assessment in older patients with diffuse large B-cell
lymphoma: the prospective Elderly Project of the Fondazione Italiana

Linfomi.
" N=1353, >65y, dec 2013 — dec 2017 1.00 -
DA
(N S
= Mandatory sGA at enrollment NI
> L'\. \\
. . £ 075 ‘~ o~ T
= Treatment choice independent from sGA results = S
O N h‘-_‘-‘__l\_‘._‘-
EPI score £ ~T T
o 0.50 - S — -
Age grou Included Categorisation E - S it
5€ group Variable ; = 636 (43%) ~
0.25
sGA: fit (0 p), unfit " — Z“f_t 323 (25%) — 57%
: : o~ Frai 204 (32%
(3 p), frail (4 p); Low 0-1 points Frail (32%) —
3'y 05 87% T T T T T T T T
Training cohort:  IPI: 1 (23%) 0 6 12 18 24 30 36 42 48
Follow-Up (months)
65-94; external (0 p), 2 (1 p), 3-5 Intermediate 2- At risk P
1065 pts - 3-y OS5 69% Fit 636 581 507 413 326 246 166 101 44
validation (3 p); 5 (48%) Unfit 323 276 222 171 127 86 49 24 12
Frail 204 143 105 76 59 50 36 17 10
cohort: 65-9 hemoglobin: >12 High Risk 6-8
g/L (29%) 3-y OS 42% FIG 1. Overall survival by sGA in all patients with treatment details (N = 1,163). sGA, simplified geriatric
0

(Op), <12g/L(1p

assessment.

F. Merli et al. J Clin Oncol 2021
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Improving on R-CHOP in DLBCL

R-CHOP +
esc rituximab?

COO driven Increase Substitute with
rituximab different CD20
antibody

R-CHOP141314

R-CHOP
+ everolimus?®®

B-R-CHOP?
Bortezomib (B)
REMoDL-B

R-I-CHOP? X-R-CHOP - M | Add R-CHOP
PHOENIX maintenance (M) + lenalidomide??

ROBUST
3 _R10
Nrerre s novel agent Intensify DA-EPOCH-R
bevacizumab® (X) chemotherapy ” R-CHO:’2
X-R-CHOP R-ABCVP + ASCT

R-CHOP

+ enzastaurini®

R-CHOP +

rituximab M8

| -

1. He. Cancer Med. 2021;10:7650. 2. Davies. Lancet Oncol. 2019;20:649. 3. Younes. ASH 2018. Abstr 784. 4. Vitolo. ICML 2019.

5. Seymour. Haematologica. 2014;99:1343. 6. Vitolo. JCO. 2017;35:3529. 7. Schmitz. Lancet Oncol. 2012;13:1250. 8. Cortelazzo. JCO.
2016;34:4015. 9. Chiappella. Lancet Oncol. 2017;18:1076. 10. Wilson. Blood. 2016;128:469. 11. Casasnovas. Blood. 2017;130:1315.

12. Stiff. NEJM. 2013;369:1681. 13. Delarue. Lancet Oncol. 2013;14:525. 14. Cunningham. Lancet. 2013;381:1817. 15. Witzig. Ann Oncol.
2018;29:707. 16. Crump. JCO. 2016;34:2484. 17. Thieblemont. JCO. 2017;35:2473. 18. Jaeger. Haematologica 2015;100:955.




How to move beyond R-CHOP ?

Therapy «agnostic» to
molecular biology

Antibody-drug
conjugates

pnolatuzumab vedotin loncastuximab

Radioimmunotherapy

ibritumomab @
Monoclonal tiuxetan

antibodies

tafasntama\’

obinutuzumab
ofatumumab

Novel Antibodies

rtuximab

7 CART cell

Immune system
engaging therapy

Fmosunetluzumab JE D20

epcoritamab S
CAR OdronextamaN
T-cell Y A

Bispecific
antibodies

/ et
glofitamab

tesinne

\ A3

D19

Rm CD79b \

Taylored therapy based on
molecular biology

CD79b o‘ﬂ' >

/ m\:cleus
( O
\
=

Diffuse large

B-cell lymphoma -
. CD20

. _ CD20

/ ~<"‘ %‘ 4

cytoplasm - | m
canoncal -

prateasome

CD19 PD-L1

> lenalidomide
pembrolizumab

avelumab

Checkpoint
inhibitors

Targeting
BCR/NF-xB
pathway

TLR

Proteasome
inhibitors

Targeting BCR/NF-
kB pathways

bortezomib
xazomib

veneloclax

T ti
BCL2 Proteasome
Targeting Inhibitors
selinexor XPO-1
tazemetostiat Targeting
EZH2
5| |5 Targeting BCL-2
24 |5 2
[ Z
‘ :e'fl 53 Immunomodulatory
' drugs

microenvironment
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R-CHOP + Bortezomib
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COO-ABC : targeting high biological risk

ReMoDL- B

A
100~
g m
E 80~ BT
E -‘"L__________"‘——"T:\__—_L_____
a0+
g
= 405 12 months 30 months
@ -—-RCHOP(35% ()  777%(730-817) 70-6% (655750)
4 0 —RB-CHOP(95% (1) 814% (76:6-849) 75:2%(70.3794)
x Adjusted HR (95% C1): 0-82 (0-63-1.08), p-0-16
0 — 1 T T T T T T T T T 1
Nomberatrik b 1 18 24 30 3% £ 48 4 60 66 72
(number censored)

R-CHOP 361(46) 308 (1) Z74(16) 25507) 44(2) 190) 193(3) 1200) 17 () 770 41(0) 4O O
RB-CHOP 358 (36) 308 20) 277 (12) 250(6) 249(2) 231(2) 192(2) 45(1) 107¢) 75(4) T 1oy 0

Davies A, et al. Lancet Oncol 2019;

R-CHOP + Ibrutinib

EFS by Investigator Assessment
(%)

Mo. at risk:
|lbrutinib + R-CHOP
Placebo + R-CHOP

Phoenix

ITT (n = 838)

|lbrutinib + R-CHOP

Placebo + R-CHOP §

-4 HR, 0.934 (95% CI, 0.726 to 1.200)
P= 5906

0 4 8 12 16 20 24 28 32 36 40 44 48 52
Time Since Random Assignment (months)

419 374 336 316 300 291 276 233 179 120 63 25 3 0
419 390 341 316 297 286 277 244 184 118 60 33 5 0

Younes A, et al. J Clin Oncol 2019;

R-CHOP + Lenalidomide

Robust

Mo. at risk:
R2-CHOP

1.0 -
0.8 -
R2-CHOP
0.6 -
........................................................... e
Placebo/R-CHOP

0.4 -
0.2 4 R2-CHOP v Placebo/R-CHOP

HR {96% CI] = 0.85 (0.63 to 1.14}

P=_28

| I |
0 6 12 18 24 30 36 42 48
Time (months)

s 2 178 182 119 &7 10 0

Placebo/R-CHOF 286 228 187 173 M Bb 10 3 0

Nowakowski G, et al. J Clin Oncol 2021.

ﬂFUNDAZIONE




Biological Heterogenity of DLBCL has prognostical implications

ORIGINAL ARTICLE ‘ ‘

Genetics and Pathogenesis of Diffuse
Large B-Cell Lymphoma

R. Schmitz, G.W. Wright, D.W. Huang, C.A. Johnson, |.D. Phelan, ].Q. Wang,
S. Roulland, M. Kasbekar, R.M. Young, A.L. Shaffer, D.J. Hodson, W. Xiao, X. Yu,
Y. Yang, H. Zhao, W. Xu, X. Liu, B. Zhou, W. Du, W.C. Chan, E.S. ]Jaffe,

R.D. Gascoyne, J.M. Connors, E. Campo, A. Lopez-Guillermo, A. Rosenwald,
G. Ott, J. Delabie, L.M. Rimsza, K. Tay Kuang Wei, A.D. Zelenetz,

J.P. Leonard, N.L. Bartlett, B. Tran, J. Shetty, Y. Zhao, D.R. Soppet,

S. Pittaluga, W.H. Wilson, and L.M. Staudt

ABC
B GCB
B Unclassified

MCD (N=71) BN2 (N=98)
196 " 3%
96%
N1 (N=19) EZB (N=69)

5% 3%

Schimtz et al, N.Engl J Med 2018

Landmark Alterations

O- = = m -(:"-'Ster Genetic Subtype Key Features Transcriptional Prognosis
m 'ﬁ GCB DFCI NG Subtype
Rivg t (o Cc1  BN2 mmmm ABC Favorable
T re—— i A i
o c2 (AS3) Biallelic Inactivation of TP43, ABCIGCB  Steady rate of
e TPS3)  9p21.3/COKN2A; genomic instabiity ndependent  progression
2
| BCL2 SVs,
| = m : C3 EZ8 inactivating PTEN alteratons and GCB Unfavorable
) . e, ' iy
."#‘ -
T 144
. N "l >—w
- ) ‘ 1 ok e
0 ,‘ - A\ -‘E £ ,a. ' ,
: 5 :
IMutations | Gains | Losses | Translocations  Significance
C Progression-free Survival among Patients with ABC Tumors D Overall Survival among Patients with ABC Tumors
Comparison P Value Comparison P Value
4-Way 0.006 4-Way 3esx10
MCD vs. N1 vs_ BN2 ABC  0.006 MCD vs. N1 ve. BN2 ABC  0.002
10 MCD ABC vs. other ABC  0.047 L T MCD ABC vs. other ABC  0.02
g T MCD ABC vs. BN2 ABC 0.005 < 3 MCD ABC vs. BN2 ABC 0.003
= G N1 ABC vs. other ABC 0.044 E an) 'I N1 ABC vs. other ABC 0.009
.g | A : 1 BN2
§§ 0.6- BN2 E 0.6
s ; 0.4 Other ABC . oad Other ABC
E . &
= il : 1
g 0.2 ——1 et 3 0.2 MCD
0.0 . o S . ' £ o0 ' 1 T ;
0 2 4 v 3 10 0 2 4 v 8 10
Years Years
No. at Risk No. at Risk
MCD 18 4 4 2 1 1 MCD 18 £ 5 2 1 1
BN2 17 10 s 7 4 3 BNZ 17 11 10 Q & 3
N1 6 1 | 0 0 0 N1 6 1 1 0 0 0
Other ABC 43 19 14 13 10 4 Other ABC 46 27 19 16 11 5




Effect of ibrutinib with R-CHOP chemotherapy
In genetic subtypes of DLBCL

v' By GEP : ABC DLBCL (n = 239, 70.2%), CD10-negative GCB
(n =72, 21.3%) or Unclassified DLBCL (n = 29, 8.4%)

c Phoenix trial NCI cohort (non-GCB)

All cases Young (age=60) Old (age=60) 1 r All cases Young (age=60) Old (age=60) '
(n=185) (n=65) (n=120) (n=182) (n=79) (n=103)

N1 ?
& (20.0%) 25%
BN2
MCD { BNz | co MED (1 7o)

(59.5%) (65.8%)

; BN2

BN2
(32.3%)

MCD H BN2 l
(56.9%) \ (31.3%) S (48.1%)
(38.4%)

v MICD had a higher proportion of older
patients than BN2 and N1 (p = 0.019)

v’ The Phoenix MCD patients had more
frequent extranodal involvement than the
other subtypes (p = 0.0066)

Phoenix Phase |l Clinical Trial in Previously Untreated
Non-GCB Diffuse Large B Cell Lymphoma

M |brutinib + R-CHOP
M Placebo + R-CHOP

Age<60 years Agez60 years

™ 100 100+
80 804
B0 80+ Clinical

401 40/ parameters

20- 201
Of PEGEONS , = Tof E=02155 | _ 4
0 1 2 3 4 0 1 2 3 4
Years Years

0. ABC DLBCL Non-ABC DLBCL

Event- 80 80

free - GOA‘H!: r-!(;ém

|
survival | | A expression
probability | | subgroups
(0/0) 20" 201
04' p=0.01 7‘6 ' ' 0 .‘_p=0 2250
0 1 2 3 4 0 1 2 3 4
Years Years

MCD DLBCL N1 DLBCL

100

——
-
—
-

L

Genetic

_ subtypes =

Wilson W. Et al. Cancer Cell 2021
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Cancer Cell A SINGLE MODEL OF
G_enetic subtype-guided immunochemothel_’apy in P REC I S I O N M E D I CI N E I N

diffuse large B cell lymphoma: The randomized

GUIDANCE-01 trial DILBCL

Mewly Diagnosed DLBCL Tumor Biopsy Genetic Subtyping

= 18-80 years - Pl =2 ‘
. Simplified 20-gens Algorithm
Gene Mutation TP53

Gene Re-amangement Wild-type ™ )
¥ — Ot .

. (7753 Wid-ype) S INn experimental arm
S TE53 ® MCD-like
; BCL2 Mutation BMZ-like
? Output o MNi-like

*-n:ITCH EZH2 . ® EZB-like
A £ TATE [ TF53 Mutation) o NOS

Y c n:EEs:E:PM OR ® TP53™

= TWFRSF14 TP53

Treatment Procedure

o * single Institution, unblinded

= R-CHOFP + Lenalidormide
M=128 N'II-I1I:& - x § cycles
¥ R-CHOP x 1 cycle

<5 o * Ongoing multicenter, randomized,
—— G oo phase 3 trial (GUIDANCE-02)

I 5 ocycla
g | R-CHOP
Primary Endpoint Secondary Endpoints
Complete Response Rate Progression-free Survival Cherall Survival
100%% RO HOP - X 100% 44—, 100% 44—,
s o 1 ' )
o o
B0% - =y R-CHOP-X B0% 4
60% S, ; 60% 4 R CHOP
R-CHOP e
A% - 40%% 1
2056 ~ 20%% o
P=0.001 P=0.001
o HR 0.28 (85%CI. 0.14-0.55) months o HR 0.23 {95%CI1, 0.10-0.50) months
! 48

Treatment Groups 12 24 36 48 12 24 36



Golcadomide+R-CHOP phase 1 study

Phase 1b study (NCT04884035): Golcadomide dose was optimized to maximize
efficacy and tolerability while maintaining delivery of R-CHOP

Patients with previously untreated aggressive
B-cell lymphoma

Dose escalation (part 1) Dose expansion (part 2)

Golcadomide + R-CHOP-21 Golcadomide +
R-CHOP-21 at RP2D-1

Golcadomide dose levels
DL-1: 0.2 mg, days 1-7
DL1: 0.4 mg, days 1-7

Median relative dose intensity with golcadomide 0.4 mg, D1-7 (n = 37)

Golcadomide, % | Cyclophosphamide, % | Doxorubicin, % | Vincristine, %

DL2: 0.4 mg, days 1-10 Golcadomide +

R-CHOP-21 at RP2D

*Randomization for the purpose of dose
optimization (FDA Project Optimus)

Patients treated for six 21-day cycles unless disease progression
occurred, unacceptable toxicity, study withdrawal, or physician decision

High-risk
~ Overall patients® GCB ABC/non-GCB
- ORR,<488%  ORR,“489%  ORR,<<94% ORR,<4 82%
O 100
©
5 80
")
=
§ 60 B CMR
S 40 W ro
g 20 Missing
C>> : = 18% data
0 9 o%

0.4 mg, D1-70.4mg, D1-70.4 mg, D1-7 0.4 mg, D1-7
(n = 33) (n = 28) (n=17) (n=11)
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BEYOND R-CHOP: SUBTYPE DRIVEN vs Agnostic

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

A Randomized, Controlled Trials for Previously Untreated DLBCL
002: R-CHOP superior
to CHOP

R-CHOP I 399 Patients G
R-CHOP+RTX maintenance NG 632 Patients

R-CHOP+ASCT I 397 Patients
R-mini-CEOP I 224 Patients

R-CHOP-14 I 602 Patients
R-CHOP-14 I 1080 Patients
R-CHOP+ASCT I 249 Patients
Dose-adjusted EPOCH-R NGl 524 Patients
R-CHOP+enzastaurin maintenance [N 758 Patients

R-CHOP+RTX maintenance [N 683 Patients
R-CHOP+bevacizumab [ 787 Patients

R-CHOP+everolimus maintenance [N 742 Patients
R-CHOP+lenalidomide maintenance [N 650 Patients
R-CHOP+bortezomib I 1132 Patients
H G-CHOP I 1418 Patients
R-CHOP+ibritumomab tiuxetan | 81 Patients
RTX+chemotherapy vs. obinutuzumab+chemotherapy NG 670 Patients

R-CHOP+ibrutinib [N 338 Patients

R-CHOP+lenalidomi
Pola-R-CHP I 879 Patier

T T T T T
1995 2000 2005 2010 2015 2020 20:

P Value

<0.05 H

>0.20
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T —

R-CHOP + Tafa len

600 patients

R-CHOP+ Epco
Pola-R-CHP+ Glofi

900 patients

1100 patients

RCHOP + Multiple

I oo, chins
renop/epock + avicel [N 300 patients
RCHOP+ Gloca (CC282) _ 900 patients

Zilovertamab vedotin R-CHP 1086 patients

B RCHP Molecularly driven

Palmer AC, et al. N Engl J Med 2023




How to move beyond R-CHOP/Pola-R-CHP ?

Therapy «agnostic» to
molecular biology

- l -4
1al
LI

Radioimmunotherapy

ibritumomab
liuxetan

)

Monoclonal
antibodies

tafasntamah‘

\y&

Taylored therapy based on
molecular biology

Antibody-drug
con jugates

wn loncastuximab
tesinne
K LJ

=Fal»¥IN n
=2\ I\ l‘“
2
’ 1 A -~ \
»J\(i \_{] (‘cj - -l
l-‘ >

BCR)

I argetn g

|

i ©
“D19 T TLR
CD79b (@)
ROR1 0790 \ W, 74 Proteasome
@ ‘@"% inhibitors

Novel Antibodies el cytoplasm & f
obinutuzumab . e canonical
ofatumumab g CD20 =~ nucleus m....
\( o7 " m FRSEREEI venetoclax
rituximab - / \\ ' g\ J 5L _
o CD20 =B Targeting
q ' \ BCL-2
CD19 .,
Diffuse large Targeting
Immune system o N Becell lymphoma: - colnexor  XPO-1
- = Mosuneluzumad Ja
engaging therapy oot - T s KR ,
CAR odronextamagw’ e | cozo CD19 BEL § Targeting
T-cell 2 EZH2

Bispecific
antibodies

4 v
glofitamab

> lenalidomide
# pembrolizumab o .

avelumab

lacbvauor

 anti-inflammatory
anti-angiogenic

\ : Immunomodulatory
Checkpoint drugs

inhibitors

microenvironment
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POLARIX: Polatuzumab Vedotin + R-CHP vs R-CHOP
Primary endpoint: PFS

Primary analysis (CCOD: June 28, 2021)" Updated results (CCOD: June 15, 2022)
Median follow-up: 28.2 months Median follow-up: 39.7 months
100 ¢ —— Pola-R-CHP (N=440) 100 —
"y —— Pola-R-CHP (N=440)
~y —— R-CHOP (N=439)
© Consored —— R-CHOP (N=439)

80 |- _ 80 |- + Censored

- 9 60 |- W'”' e +
» o
B 40 |- 40 |-

_+_
2-year APFS: 6.5% 3-year APFS: 7.7%
_ HR 0.73 (p=0.02) 20 |-
20
95% CI: 0.57-0.95 HR 076
95% CI: 0.60-0.97
0 0 6 12 18 24 30 36 42 0
0 12 24 36 48 55
Time (months) Time (months)

No. of patients at risk No. of patients at risk
Pola-R-CHP 440 404 353 327 246 78 0 Pola-R-CHP 440 405 354 331 313 242 103 66 0 0
R-CHOP 439 389 330 296 220 78 3 R-CHOP 439 390 331 300 284 222 94 59 2 1

Pola-R-CHP demonstrated a 27% reduction In the relative risk of disease
progression, relapse, or death versus R-CHOP



Investigator-assessed PFS by subgroup (unstratified)

Pola-R-CHP R-CHOP
(N = 440) (N = 439)
Total 2-Yr 2-Yr 95% Wald Pola-R-CHP R-CHOP

Age group,
<%0
=60

eographic region

Western Europe, United 603 302 78.6 301 72.0 0.8 (0.6-1.1)

States, Canada, and Australia

Asia 160 81 74.3 79 65.6 0.6 0.4-1 .5} ; —

Rest of world 116 57 70.8 59 67.3 0.9 0.6-1.5 Y —
Ann Arbor stage

I-11 99 47 89.1 Y 85.5 0.6 0.2-1.8 - =

I 232 124 80.7 108 73.6 0.8 0.5-1.3 | -

IV 548 269 72.6 279 66.1 0.8 0.6-1.1 ——
Baseline LDH

< ULN 300 146 78.9 154 756 0.8 }D.E—tﬂ; I —

= ULN 575 291 754 284 67.2 0.7 0.5-1.0 }

ell of origin
GCB
ABC

Unclassified 8-4.

Unknown 4-1.
Double expressor by IH

DEL 290 139 75.5 151 63.1 0.6 0.4-1.0

Non-DEL 438 223 77.7 215 75.7 0.9 0.6-1.3

Unknown 151 78 76.0 73 69.8 0.8 0.4-1.5
Double- or triple-hit lymphoma

Yes 45 26 69.0 19 88.9 3.8 (0.8-17.6)

No 620 305 76.8 315 70.3 0.7 0.5-1.0

Unknown 214 109 78.5 105 66.4 0.6 0.4-1.1

0.25

Tilly H, et al. N Engl J Med 2022;386:351-63.
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PFS (%)

100

20

0

0 6

PFS Efficacy per IPI Score 3-5 (rimborsabilita in italia)

12

Patients remaining at risk
Pala-R-CHP 273 252 217 203

R-CHOP

272 235

196

IPl 3-§

e

— Pola-R-CHP (n=2T73)
— R-CHOF (n=272)

4+ Censored

m“"““"‘m—m )
M

Con un follow up di 5 anni, Polivy mantiene
'importante vantaggio in PFS (endpoint
primario) nei pazienti con IP| 3-5: -29% (HR:

0,71) di rischio vs R-CHOP

18 24 30 36 42 48 54 60 66 72

173

185
165

Time (months)

187
154

178
149

168
143

153
138

126 67
110 55

34 NE
34 NE

Morschhauser et al. Supplement data JCO, https://doi.org/10.1200/JC0O-25-00925
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Polatuzumab impact on subsequent lymphoma therapies

Al = F— A=9.8% — B Pola-R-CHP (n=440)
300 HEI{EI-E"E B R-CHOP (n=43%)
—A=8.2%—
n=124
250 304 28.2%

NMumber of subsequent therapies

200 £
50 ‘E 20 —A=4.6%— .-.5:5,:3-;;
= = =
= n=62 15.5%
o 14.1%
—A=3 4% —
1004 n=37
104 B.4% —A=1.8%—

n=18 F—A=0.7%—

504 n=10 4.1% n=g N=9
2.3% 1 49 2.1%
] 0
Total number of Patients with at  Radiotherapy Systemic therapy Platinum-based Stem cell transplant CAR-T Bispecifics
subsequent therapies least 1 NALT therapy

FIG S2. Subsequent lymphoma therapies in the global population. CAR-T, chimeric antigen receptor T-cell therapy;
NALT, next anti-lymphoma treatment; Pola-R-CHP, polatuzumab vedotin in combination with rituximab,
cyclophosphamide, doxorubicin, and prednisone; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine and

prednisone.

Morschhauser et al. Supplement data JCO, https://doi.org/10.1200/JC0O-25-00925
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GUIDELINES - EXPERT OPINION Hemasphere @eha

Large B-cell lymphoma (LBCL): EHA Clinical Practice
Guidelines for diagnosis, treatment, and follow-up

§ 4

0 risk factor 1risk factor 22 risk factor Requiring special consideration

l | l l l , l . l
Stage I/l Stage III, IV Stage I1I-1V High-risk for CNS High-grade PMBCL Primary testicular Intravascular Frail
or and Eanes ( piotR0 <80 years
Stage /1| high LDH and/or CNS-IPI=4-6, or
with 1 risk factor poor PS and/or extranodal sites 22
(high LDH or poor PS) extranodal sites 22 or immune
privileged sites
<80 years <80 years <80 years

« Baseline MRI
« FDG-PET EOT * FDG-PET EOT and CSF » FDG-PET EOT * FDG-PET EOT

* FDG-PET EOT

* iPET evaluation
- not required for
non-bulky (<7.5 cm)
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 « iPET evaluation ¢

'mmunochemothefapy lntens'ty is delivered and CMR achieved For DS4: biopsy enCOUfaged; consider PET fOllOW'Up

In advanced-stage, radiotherapy is reserved for patients with * FDG-PET EOT For DS5: salvage; consider biopsy in selected doubtful cases
PET-positive, single-site residual disease post-systemic therapy

ASUVmax >70% at iPET4 Indicates favorable response

Interim FDG-PET (iPET2 or iPET4)

DS 5 (residual uptake at least 2 times the liverSUVmax) at iPET4 Consider for salvage therapy after biopsy

DS 1-3 = Complete Metabolic Response, (CMR) CMR indicates favorable outcome

FDG-PET at end of treatment (EOT)

v ¥ b

DS 4-5 = Incomplete Metabolic Response Biopsy or repeat PET-CT at 8-12 weeks

Thieblemont et al. Haemasphere, September 2025e70207




IMMUNOTERAPIA E FARMACI BIOLOGICI NEL TRATTAMENTO DEI LINFOMI E LLC: ATTUALITA E FUTURO

What comes after Pola-R-CHP? ....



How to move beyond R-CHOP/Pola-R-CHP ?

Therapy «agnostic» to

Taylored therapy based on

molecular biology Antibody-drug molecular biology
conjugates
solatiimab ~tin loncastuximab largeting
tesirine BCR/NF-kB
71 pathway
Radioimmunotherapy \ }'é =N
ibritumomab @ , e ,.
Monoclonal DS = *D19 (o~ TLR
antibodies RORT. oD \ co79b 74 Proteasome
tafasnamzh‘ @ ‘@"% inhibitors
Novel Antibodies —£ cytoplasm &\ f azoenls,
obinutuzumab . —_— canorical
ofatumumab -’ CD20 nucleus m.-..
'(;/\ Q m PO, /eneloclax
ntuximaN - / & \} ~L = _
== CD20 Py Targeting
- | \ BCL-2
cD19 o
Diffuse large Targeting
Immune SVStem : : CD20 B-cell lymphoma - selinexor XPO-1
o =mosuneiuzZuma ~
engaglng the ra py epcoritamab & b BN . CD20 tazemetostiat .
CAR odronextamab VR cozo s SN Targeting
T-cell * EZH2

N R

V.
/gloﬂ‘-.amab

Bispecific
antibodies

inhibitors

avelumab

Checkpoint

> lenalidomide
# pembrolizumab < .

Iacbvabor

 anti-inflammatory
anti-angiogenic

: Immunomodulatory
drugs

microenvironment



CLINICAL TRIALS AND OBSERVATIONS

Three-year follow-up analysis of first-line
axicabtagene ciloleucel for high-risk large B-cell
lymphoma: the ZUMA-12 study

Julio C. Chavez,' Michael Dickinson,” Javier Munoz,” Matthew L. Ulrickson,” Catherine Thieblemont,” Olalekan O. Oluwole,”

FOMI E LLC: ATTUALITA E FUTURO

Survival assessments in the 3-year analysis.

axi-cel.

ECOG 0—1

Alex F. Herrera,” Chaitra 5. Ujjani,” Yi Lin,” Peter A. Riedell,” Natasha Kekre,'” Sven de Vos,'' Jacob Wulff,’ Chad M. Williams,"* 100 -
Joshua Winters, * loana Kloos,'© Hairong Xu,'” and Sattva S. Neelapu'~
E %0 L —— ——H HHH—FH i
High-Risk LBCL 2
® First-ine axi-cal HGBL, with MYC and BCL 2 and/or BCL 6 = 0.
demonstrated an 86% translocations (double- or triple-hit), or &
complete response rate LBCL with IPI score =3 any time before @
and 3-year PFS rate of enroliment E 20
75% in efficacy- e ]
evaluable patients with = — - =
high-risk LECL. ynamic Ris sessmen =
gh-ris Positive interim PET (DS 4 or 5) after & 20
2 cycles of an antu-CD20 mADb + ,
® New malignancies and anthracycline-containing regimen Median PFS (95% CI), mo: NR (NE-NE)
nonrelapse mortalities 0 - 3-Year PFS rate (95% Cl), %: 75.1 (57.5-86.2)
were |'.ﬂ|"ﬂ-‘I ﬂﬂ:ﬂ'l.ll'l"l“g i|'| 1 1 | 1 I | 1 T 1 1 i 1 1 i 1 I 1 1 T | 1 v | 1 i
4 and 2 patients each, Additional Key Inclusion Criteria o 2 4 & 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 44 4
and none was related to Age =18 years Manths

median follow-up of 47.0 months

100 4 100 -

= 1
92% ORR Il_i
— =
z =
5 604 g 607
5 -
3 86% CR 3
& (n=32) = 40 -
= A0 - @
& S
na]
20 -
5% PR |
20 - n=2 5% Median OS5 (5% CI), mo: NR {NE-NE)
e 3% 3-Year OS rate (95% Cl), %: 81.1 (64.4-90.5)
{n=2:| [n=1} D- 1 I L | L} 1 I | 1 ] L | L 1 I | 1 ] L| I L| 1 I ] 1 ]
0- [ B 0 2 4 &6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 5

ORR SD PD Months
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New perspectives in 1L DLBCL

Protocol 1ry Endpoint
Acalabrutinib ESCALADE | MOnGCB, IPI1-5, 600 PFS
18-70 yo
Tafasitamab? FrontMIND IPIHIand H, 18- 880 PFS
80 yo
. Glofitamab V3 SkyGLO IPI 2-5, 18-80 yo 1130 PFS
Mosunetuzumab Y4 G0O40515 IP12-5,> 18 yo 160 PFS
. EPCORE-
) -
— Epcoritamab DLBCL-2 IPl 2-5, > 18 yo 900 PFS
Odronextamab® OLYMPIA-3 IP12-5,> 18 yo 840 PFS
— Axi-cel” ZUMA23 IPI 4-5, > 18 yo 300 EFS

1 Davies AJ, et al. Blood 2022;140(Suppl 1):9478-9 2. https://clinicaltrials.gov/study/NCT04824092
3 https://www.clinicaltrials.gov/study/NCT06047080. 4. Olszewski AJ, et al. Presented at ASH 2022. Oral;
5. Sehn LH, et al. Presented at ASCO 2023. Abstract TPS7592; 6. Tessoulin B, et al. Presented at EHA 2023. Abstract PB2335.
7 Westin JR et al, ICML 2023 Abs #0T06



Safety and efficacy of tafasitamab with or without
lenalidomide added to first-line R-CHOP for DLBCL.:

[ ]
the hase lb FlrSt—MIND Stud @) blood® 19 OCTOBER 2023 | VOLUME 142, NUMBER 16 , Tafasitamab+
Tafasitamab+ lenalidomide+
Tafasitamab+ lenalidomide+ R-CHOP IPI 3-5
R-CHOP (n = 33) R-CHOP (n = 33) (n = 22)
Neutropenia - | IKEANNFY] 20 (50.6%) 28 (84.8%) | NNEEEENEENEEIN 5 (31.8%)
';+H-CTF {Allm;} Anemia F 17 (51.5%) 9 I 20 (60.6%) BN 2 (54.5%) g
ix 21-day cycles + Primary endpoint: Thromboctyopenia 7(21.2% B ¢ (02.4% I 0 45 5% 2
* Tafasitamab (12 mg/kg IV, Incide?ce anzeverit}r of TEAEs Leukopenia 1 10130.3%) IR 7 (27.3%) B s (3¢.4%) 3
Lymphopenia - 4(12.1%) 8 (24.2%) L7 (31.8%) =3
N di sed ““C[:'Egﬁ 1, 8 and 15) Febrile neutropenia E 6(18.2%) EHE.E%] AR 6 (27.3%) a
ewly diagnosed, e R-CHOP (Days 1-5 > e
un'l:rna'l:m':l DLBCL NOS oM d t { G}r-SCSF ] ﬂ * K.T mndﬂ ﬂﬂdpﬂll‘lﬁ. Diarrhea - 10{30.3%) 2 o 11 (33.3%) A B (36.4%)
) andatory -l ORR at EoT Hypokalemia { [ENREN 7 (21.2%) BIRN 10 (30.3%) RN s (36.4%)
* Treatment-naive R Eoll E Metabaolic, PET-negative Neuropathy peripheral - 9 (27.3%) A 10 (30.3%) il3 (13.6%)
DLBCL?'JDSF —> 1:1 18 months LL. CR rate at IFEDTF Asthenia - 7 (21.2%) G (24.2%) BEl s 227%)
O Pharmacokinetics and Constipation - 10 (30.3%) DA & (24.2%) BEN 4 (18.2%)
s [Pl 2-5 T/L+R-CHOP (Arm T/L):* 0 immunogenicity Hypotension 4 [IREaY 5 (15.2%) BN 7 (21.2%) B s 22.7%)
| r Infusion-related reaction - 8 (24.7%) I 7 (21.2%) 5 (22.7%)
~ , Six 21-day cycles of L Stomatitis - 6 (18.2%) A7 (21.2%) B 5 (22.7%)
N = 66 patients * Tafasitamab (12 ma/kg IV, * Exploratory endpoints: Insomnia - 9 (27.3%) (18.2%) B 4 (18.2%)
on Days 1, 8, and 15) Pharmacodynamics/biomarker Abdominal pain { I 5 (15.2%) I 5 (15.2%) BN 3 (13.6%)
] lidomide (25 Il analysis Fatigue 7 11(33.3%) 15 (15.2%) N3 (13.6%) =
* Lenalidomide (25 mg orally, y Muscle spasms 4 [l 1 (3%) 85 (15.2%) S
an Da'_n,rs 1-10) Oropharyngeal pain 4 {ll 1 (3%) LN 5 (15.2%) N 4 (18.2%) =
) t B Pain in extremity 4 [ 2 (6.1%) 5 (15.2%) Bl s 2279 3
* R-CHOPT (Days 1-5) Vomiting = 10 (30.3%) BE S (15.2%) H:z @.1%) =
= Mandatnry G-C5F Weight decreased - 5(15.2%) Lg_
Alopecia - E 6(18.2%) [ 4 EXSPRES El 3 (13.6%) ~
Arthralgia 4 4(12.1%)
Back pain - 4(12.1%) 4 (12.1%) 7l 4 (18.2%)
Dysgeusia - 4(12.1%) 4 (12.1%) N3 (13.6%)
Headache - Ea (9.1%) N 0121%) :13.5%]
Hypomagnesemia = 1 (3%) LN A (12.1%) LA A (18.2%)
. Edema peripheral 4 2 (6.1%) 4 [12.719%)
v’ Efficacy outcome after > 18 months of follow u
y p Rash 4 Kl 1 (3%) | 12 EXUFRES
Dyspnea - 4 (M2.1%) 2 (6.1%96)
Peripheral sensory neuropathy - 5(15.2%) H251%) FE 19.1%)
Myalgia 4 JEW 4 (12.1%) i1 3% 1 {4.5%)

0 10 20 30 0 10 20 30 0 10 20 30

Number of patients per toxicity grade and
total with % prevalance of total perarm

Arm T/L
IPI 3-5 (n = 22)

Arm T (n = 33)

Arm T/L (n = 33)

Maximum toxicity grade ] Grade 1/2 ] Grade 3 ] Grade 4

ORR, n (%) (95% CI)
CR or PR (at EoT)

Patients Endpoints

Status

18 (81.8) (59.7-94.8) Trial Phase Inclusion criteria

20 (90.9) (70.8-98.9)

25 (75.8) (57.7-88.9)
30 (90.9) (75.7-98.1)

27 (81.8) (64.5-93.0)

CR or PR (best response across all visits) 31 (93.9) (79.8-99.3)

18-mo DoR rate, % (95% Cl) 72.7 (52.7-85.3) 78.7 (58.5-89.9) 76.6 (48.8-90.5)

NCT04824092 I
FRONT-MIND

Tafasitamab +
lenalidomide + R-
CHOP vs R-CHOP

18-80 y., IPI 3—
5, PS <2

Recruiting PFS
(880 pts)

18-mo DoCR rate, % (95% CI) 74.5 (53.8-87.0) 86.5 (63.8-95.5) 80.0 (50.0-93.1)

24-mo PFS rate, % (95% Cl) 72.7 (52.7-85.3) 76.8 (57.1-88.3) 73.6 (47.3-88.2)

24-mo OS rate, % (95% Cl) 90.3 (72.9-96.8) 93.8 (77.3-98.4) 95.2 (70.7-99.3)

Beleda et al. Blood 2023
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Glofitamab combined with R-CHOP or
Pola-R-CHP in patients with previously
untreated diffuse large B-cell ymphoma
(DLBCL): final results from the NP40126 study

Max S. Topp,'™ Monica Tani,2 Michael Dickinson,? Nilanjan Ghosh,* Armando Santoro,” Antonio Pinto,® Francesc Bosch,”

ATTAMENTO DEI LINFOMI E LLC: ATTUALITA E FUTURO

Table 1. Baseline characteristics.

Glofit + Glofit + All
Pola-R-CHP treatments

n (%), unless specified R-CHOP

Christopher P. Fox,? Armando Lopez Guillermo,® Thomas Gastinne,'” Andreas Viardot," William Townsend,'? Raul Cordoba,®
(n=56) (n=24) (N=80)

Hervé Tilly,'* Pauline Baumlin,'> Aurelien Berthier,! Sarah Kirk,'® Chun Wu,'” Martin Barrett,'® Franck Morschhauser'®
*Presenting author e-mail: Topp M@ukw.de

Median age, years (range) 68 (21-84) 65 (32-85) 68 (21-85)
Female 29 (51.8) 12 (50.0) 41 (51.3)
Dose expansion phase (1L DLBCL patients)
Baseline ECOG PS
Response 0—1 47 (83.9) 22 (91.7) 69 (86.3)
21 day cycles Treatment Assessment Post Treatment/Survival Follow-up 2 8 (14 3) 2(83) 10 (12.5)
A at EOT (4-8 weeks ) ' '

r A after C6 to C8D1) 3 1(1.8) 0 1(1.3)

C1 C2 C3-C6upto C8
Cell of origin

08 D5 08 | - GCB 24 (42.9) 8 (33.3) 32 (40.0)
| > Non-GCB* 11 (19.6) 10 (41.7) 21(26.3)
[PR] or [SD] Unclassified 11 (19.6) 3(12.5) 14 (17.5)
op op op Unknown 10 (17.9) 3(12.5) 13 (16.3)
Glofitamab Glofitamab Ann Arbor stage llIl/IV at study entry 594 (96.4) 23 (95.8) 77{96.3)
\
Pola ol Pola 21 day DLT window IPI risk factors 2 (3.6) 1(4.2) 3(3.8)
1 : . )
) ) ) I Optional 6 cycles of consolidation may be 2 19 (33.9) 8(33.3) 27 (33.8)
D8 D15 D8 introduced after n=20 pending IMC approval 5 20 (35.7) 10 (41.7) 30 (37.5)

CHP ChP ChP e 15 (26.8) 5(20.8) 20 (25.0)

Bulky disease >10 cm 20 (35.7) 3(12.5) 23 (28.8)

*Includes one patient with ABC cell of origin in the Glofit + Pola-R-CHP arm. ABC, activated B-cell;
ECOG PS5, Eastern Cooperative Oncology Group performance status; GCB, germinal center B-cell.

Table 2. Efficacy summary.

Glofit + Glofit +

Pola-R-CHP All treatments

(N=80) v Most CMRs had been achieved at the first interim assessment
(approximately 2 months)

n (%), unless specified R-CHOP
(n=56) (n=24)

ORR 52 (92.9) 24 (100) 76 (95.0)
CMR 48 (85.7) 23 (95 .8) 71 (88.8)
DOR, median months (95% CI) NE (NE) NE (NE) NE (NE) _ _ _
2-year event free rate, % (95% CI)  84.3 (74.3-94.3) 792 (62.9-954) 826 (74.1-91.2) * No grade 5 events of neutropenla, febrile neutropenla,
DOCR, median months (95% CI) NE (NE) NE (NE) NE (NE) thrombocytopenia, or anemia occurred in either treatment arm.

2-year event-free rate, % (95% CI) 912 (83.0-99.5) 800 (63.9-97.8) 88.0 (80.1-958)

Cl, confidence interval.

Topp MS, et al. ICML 2025; poster presentaion (#280)



First-line treatment (Tx) with subcutaneous (SC) epcoritamab (epco) + R-CHOP in
patients (pts) with high-risk diffuse large B-cell ymphoma (DLBCL): Phase 1/2 data
update.

Adults with previously untreated CD20 DLBCL and IPl >3 received SC epco (every week, cycle [C] 1-4; every 3
weeks, C5-6) + R CHOP for 6 cycles (21 d) followed by single-agent epco every 4 weeks up to 1y (in cycles of
28 d).

v’ 33 patients, median age 66,
v' All pts had IPI 23 and >24% had double- or triple-hit DLBCL.

v" ORR 100%
v' CMR 90%

CRS (42% grade [G] 1/ 2, 3% G3) and ICANS (3% G2)
Infections 42%

AN

Trial Phase Inclusion criteria Patients Endpoints
Status

NCT4663347 EPCORE NHL-2 b/l >18y., PS < Recruiting Safety,
Epcoritamab + R-chemotherapy 2 L (130 pts) ORR

Falchi L et al. ASCO 2022
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“"""'“““““’“’"‘ ... What about very elderly patients? -

ORR: 92,5% ORR: 92,5% ORR: 90%

100
FIT UNFIT FRAIL %0
. ADL S < 5* 6* 6*
R-Pola-Glo — Chemo-light - andor oo :
. IADL >6* <6* 8* <8*
Frontline Therapy Induces oo onor g, o0
High Response Rates with a N | T | T | T g
. o <8 score =2 > 8 score =2 <5 score =2 25 score =2 a- 40
Favorable Safety Profile in 3
. . . Age <80 <80 >80 >80 50
Elderly/Frail Patients with vPolallo | 6(7.5%) | 28(35.0%) 15 (18.8%)| 30(37.5% ’
Aggressive Lymphoma = ,. , :

Restaging 1 (post cycle 2) Restaging 2 (post cycle 6) Final Restaging (post cycle 12)

|
91.3%

B complete response (CR) M partial response (PR)

* 90% (72/80) of patients are alive at EOT

Favorable Long-Term Survival

EPCORE DLBCL-3: Fixed-Duration |
* N=45 patients

Progression-Free Survival Overall Survival

1001

Epcoritamab Monotherapy in . ORR: 78%: CR rate: 70%: 89% of ;"
Older (275 y), Anthracycline- complete responses were ongoing A | g
Ineligible Patients With Previously =~ ° 8 patients (18%) experienced a serious B i .
infection; 4 (9%) had serious COVID-19 oL etmotmetoenmon ol ssmommmtsemm
Untreated Large B-Cell Lymphoma T T
( LBC L) 45 28 17 8 2 2 45 40 33 22 8 3

Wurm-Kuczera R ; et al ICML 2025 (abstract #159); Belada D et al, ICML 2025
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Conclusions and Future directions

v R-CHOP had been the gold standard for the upfront treatment of DLBCL for almost two decades

v" Novel diagnostic tools including gene expression profiling have shown DLBCL to be a heterogenic disease with
recurrent genetic background =2 Is it feasible in real life?

v' Molecularly targeted therapy for DLBCL:
-Novel testing approach

-Novel trial design

v’ We are in a new wave of immunotherapy: Pola-R-CHP was the first regimen to show a significant progression
free survival (PFS) benefit over R-CHOP in DLBCL patients

v' BsAbs in combination with 15t line regimen are being explored and appear to be safe.

v' Elderly unfit or frail patients with previously untreated DLBCL have distinct needs, and regimens chemo-free
may help to improve the future treatment landscape for this understudied population
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