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Aggressive non-Hodgkin

\%mehomas

the most common hematological malignancy
worldwide
* 3-5% of all cancers in west-world countries
« Heterogeneous group of diseases with age
dependent distribution
* Increasing incidence (15-20/100 000), but also
improved survival
* Aggressive NHLs
* 60% of all NHLs
DLBCL incl. its subtypes
* MCL
Burkitt lymphoma
AIDS-associated lymphoma
L s PTCL (incl. different subtypes)

Smith A et al. British Journal of Cancer 2015
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Numbers of cases and sex-rate ratios by
sub-type and age: Haematological
Malignancy Research Network (HMRN)
2004-2012
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Dittuse large B-cell lymphoma

« Most common aggressive B-NHL (25-30% of all NHL)
* Incidence 5-9/100 00
 Heterogenous disease

« different subtypes (DLBCL NOS, PMBL, DLBCL leg type, PCNSL, T/HRLBCL,
EBV+LBCL, ...)

« cell of origin (ABC/GCB)

 molecular classification (C1-C5)' x LymphGen classification?
Prognostic factors

« COO
* molecular changes
« metabolic volume (FDG PET/CT)

* International Prognostic Index- age, ECOG, LD, clin. stage, extranodal involvement

4 §3eha
'Chapuy B et al. Nat Med 2018

2Runge HF et al. BUHaem 2021



Dittuse large
Subtypes

Oncogenic mechanisms and therapeutic targets = ~ sk
within genetic subtypes of DLBCL TR YT T

B-cell lymphoma Genetic

su btypes
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* PIM mut * IRF4 mut * JAK/STAT mut

« EZH2 inhibitors

« BCL2 inhibitors FEeR Inhibitors

Rational targeted agents | PI3K inhibitors « PI3K inhibitors

« BCR inhibitors * BCL2 inhibitors

* PD-1 inhibitors |"||I 'y
BCR inhibitors * JAK/STAT inhibitors L g
* EZH2 inhibitors I LTI L _'I';I!_J.ll n' bl T THeAc

18q

+ BCL2 inhibitors
« PI3K inhibitors
* IRAK inhibitors

5

Chapuy B et al. Nat Med 2018
Roschewski M et al. Cancer J 2020
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Dittuse large .

S-cell lymphoma

Treatmen-

Coptions

[ R-CHOP ]

Therapy is agnostic

Based on rituximab +
anthracyclin containing
regimen
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Dittuse large B-cell lymphoma
Treatment options

Dose/application Change of anti-CD20
intensification mAb
GOYA: R-CHOP x G-
CHOP#
R-CHOP

-

Chemotherapy

50303: R-CHOP R-CHOP + X
X R-DA-EPOCH?3
kR-CHOP - (R-)ICE?

escalation
Alliance/CALGB New drugs addition ]

Cunningham D et al. Lancet 2013
2L ugtenprug PJ et al. JCO 2020 % h
3Barletn}l\iL et al. JCO 2019 e a
4Sehn LR et al. Blood 2020

5 Bantilan KS et al Blood Adv. 2024



Dittuse large .
R-CHOP+X

S-cell lymphoma

 Bortezomib: Bor-R-CHOP(PYRAMID?,

REMoDL?):
— Negative

* Venetoclax: VXT (D1-10) + R-CHOP

(CAVALLI®):
— Trend for improved 2yrs P

FS for BCL2+ pts

(78% vs 62%), x higher % of adverse events

(gr. 3-4 AE)

* Ilbrutinib: I-R-CHOP (PHOE

NIX4 5)

— No benefit for the whole ABC cohort
— Possible benefit in young patients with

specific genetic subtype

 Lenalidomide: R2-CHOP (R
— Negative

5Wilson WH et al. Cancer Cell 2021
SHervé T et al. NEJM 2022
"Nowakowski GS et al. JCO 2021
8Topp MS et al. Blood 2023
90lszewski AJ et al. Blood 2023
0Sehn LH et al. ASCO 2023

Leonard JP et al. JCO 2017
2Davies A et al. Lancet 2019
3Morschauser F et al. Blood 2021
4Jounes A et al. JCO 2019

OBUST")
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Dittuse large B-cell lymphoma
R-CHOP+X

 Polatuzumab-vedotin: Pola-R-CHP (POLARIX®)

— Improved 2yrs PFS in Pola-R-CHP group
(77% vs. 7T0%)

— Higher benefit for pts > 60 yrs, IPI 3-5,
ABC, no bulk

e BsAb:

 Glofitamab® and Mosunetuzumab® + (R)-
CHOP - non-randomized — high response
rate; immature data

 Epcoritamab’™ + R-CHOP - results are
pending

e Tafasitamab+Lenalidomid: Tafa-R2-CHOP
(FRONT-MIND)

— Result are pending

5Wilson WH et al. Cancer Cell 2021

6 B
Leonard JP et al. JCO 2017 Hervé T et al. NEJM 2022

. .
2Davies A et al. Lancet 2019 81l\_l§;/)vpaIgﬂogv:rlafSBtleotoszdogg 2021 % e h a

3Morschauser F et al. Blood 2021

R .
4Jounes A et al. JCO 2019 Olszewski AJ et al. Blood 2023

0Sehn LH et al. ASCO 2023



Dittuse large B-cell lymphoma
- R-CHP + polatuzumab vedotin

° 879 pts wW D L B C L A Investigator-Assessed Progression-free Survival D Overall Survival
. 100+ 100+
randomlzed 1:1 R_ 90+ 90—w
CHOP x po[a_R_ 2 82- Pola-R-CHP g 80
. 2 707 3 704 R-CHOP
CHP as 1st line Th g - -
S 0 R-CHOP s 0
u -1 —
® | P I 2 = 5 %P 40+ f:_? 40—
S 304 E 30
° Age 6 5 yrS (1 9 = 8 O) P 204 Hazard ratio for progression, relapse, or death, o 20-] Hazard ratio for death,
) g, A 0 S=0) Lo 0.94(95%Cl, 0.65-137)
* Median follow-up i o] P03
2 8 m 0 6 12 18 24 30 36 42 0 é 1I2 lIS £4 3|0 3I6 4I2
Months Months
¢ C R 74% VS 78% No. at Risk No. at Risk
Pola-R-CHP 440 404 353 327 246 78 NE NE Pola-R-CHP 440 423 397 384 362 140 15 1
. 2yrs PES 70% Vs R-CHOP 439 389 330 296 220 78 3 NE RCHOP 439 414 401 376 355 132 20 1

(7%

o £ eha

Hervé T et al. NEJM 2022



Dittuse large .

S-cell lymphoma

- R-CHP + polatuzumab vedotin

Oncogenic mechanisms and therapeutic targets

Gene-expression profile

Genetic subtypes

Genetic hallmarks

Rational targeted agents

T

Russler-Germain DA et al. Blood 2023
Roschewski M et al. Cancer J 2020

within genetic subtypes of DLBCL

{ DLBCL: NOS I

[

]

Germinal center B-cell

(GCB DLBCL)

Unclassified (

Activated B-cell
(ABC DLBCL)

Primary mediastinal B-cell

(PMBL)

EZB

T U

MCD N1
» BCL2 translocation * NOTCH2 mut/amp
* EZH2 mut « SPEN mut * MYD88"-2%*" mut
« TNFRSF14 mut/del || * BCL6 fusion * CD79A/B mut/amp | | * NOTCHT mut
« CREBBP mut « TNFAIP3 mut SEI ! | « |RF4 mut
« EP300 mut - BCL10 mut/amp * CDKN2A mut * ID3 mut
* REL amp « PRKCB mut/amp * HLA mut/del

\/7

* NF-xB activation

* 9p24 amp

* JAK/STAT mut

* Immune evasion mut
» Epigenetic alterations

+« EZH2 inhibitors
*« BCL2 inhibitors
* PI13K inhibitors
+ BCR inhibitors

* BCR inhibitors
* PI3K inhibitors
« BCL2 inhibitors

* BCR inhibitors
* BCLZ2 inhibitors
* PI3K inhibitors

* IRAK inhibitors

BCR inhibitors

* PD-1 inhibitors
* JAK/STAT inhibitors
* EZH2 inhibitors
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Dittuse large B-cell lymphoma
treatment options

[S—
Gold standard — 6(-8)x R-CHOP (+/- RT)

~ ™

Low risk patients

IPI O — 4x R-CHOP (+/- RT)1
\ no bulk
( e 6x R-CHOP (+/- RT)
Intermed high-high risk
trial .

. Interim

L PET/CT
( (6-8x R-CHOP (+/- RT)) \ after 3

Th intensification? (R-

cycles
— CHOEP/R-DA-EPOCH,
Double/triple hit alternation of R-
* MYC/BCL2 +/-BCL6 hyperCVAD/R-MTX-AraC
rearrangements

(CNS penetrating drugs), ...)
+ CNS prophylaxis
trial

Elderly/frail patients — R-miniCHOP, R-COP, trial

1Poékhel V. et al. Lancet
2019

2Dunleavy K ASH 2021
NCCN suidelines 2024

Ove-rall "survi\-ral (%)

100 —
___ Classical DLBCL (n
— DEL (n=55)
80 - DHL (n=14)
60
404
20 -
p<0-001 (classical DLBCL vs DHL)
p=0-014 (classical vs MYC+/BCL2+)
0 T T T T
] 3 € 8 10

Time | (years)

Survival of patients with DLBCL
+/- MYC+/BCL2 expression or

rearrangements
§3eha



Dittuse large B-cell lymphoma
CNS prophylaxis

Population Administration Risk-benefit

* Lumbar puncture (incl. flow * Systemic prophylaxis: * Use CNS prophylaxis remains controversial
cytometry) for all pts with CNS IP| >2 . HEc) 'V.ITX 2-3.5g/m2 2hrs . Lewis et al 20215:
infusion . :
« LP and CNS prophylaxis for all pts Syst. HD MTX does not reduce risk of
with DH/TH lymphoma * Intercalated D15 of cycle 1, 3, 5 CNS relapse
chempotherapy (risk of - Bobillo S et al 2021™:
* LP and CNS prophylaxis for all pts complications with postponing « CNS relapse is inevitable, but can be
with DLBCL of immune-privileged CHT) postponed by prophylaxis
sites / gonades * after 3rd a 6th cycle « No difference between i.t. MTX a syst.
HD-MTX
* To be discussed: 2 IR il Cyd? « Wilson et alé:
° e el preplay rds: No difference between interim x EoT
e pts with CNS IPI >4 e MTX y
e pts with “high-risk features” — * Triple CHT (MTX, AraC,  Benefit for HR pts 3 *
renal/adrenal involvement, hydrocortison « Change in conventional therapy
paranasal/Waldayer site approach? 2
involvement, vertebral involvement « R-ACVPB + HD-MTX +/- consolidation
according to aalPIl (0-1vs 2-3« @\ﬁ
i‘;?;fifnzt,f‘K ot hetenga 2 JWilson et al. Blood 2022 relapse risk decreased in Co%%rlsona

3Barlet NL et al. JCO 2019 NCCN guidelines 2024;  lckay et al eurzem to R—CHO(E)P + HD-MTX



Dittuse large .

S-cell lymphoma

Newly Diagnosed DLBCL
+18-80 years - IPl 22

Tumor Biopsy

Perspectives

e “personalized” regimen
 GUIDANCE-01

e« 128 pts, 1:1
randomization

e Chemo-free regiment
* BsAb+/-(R)-CHT
* Mosunetuzumab
* Glofitamab
* Epcoritamab

 CART-ly (cost-effectiveness)
* ZUMA12

Zhang MC et al. Cancer cell 2023
Olszelgkki AJ et al. Blood 2023
Sehn LH et al. ASCO 2023

Topp MS et al. Blood 2023

W

. Simplified 20-gene Algorithm

L JJ.I
N Gene Mutation
MYD88 CD798
PiM1 MPEG1

Gene Re-arrangement

MCD-like 2]
®- [

Genetic Subtyping

N1-like

BN2-like

Patient .

—— Output
(TP53 Wild-type)

BTG1 TBL1XR1 TP53, ® MCD-like
- X BCL2 Mutation © BN2-like
CH2 ; ® Ni-like
NOTCH1 EZH2 (Tpsgm:;um) ® EZB-like
EP300 STAT6 i men ® NOS
CREBBP MTOR
TNFRSF14 TP53
Treatment Procedure B
MCD-like 1 R-CHOP + Ibrutinib —
@ 1 R-CHOP
— : ke a " b Ol x SC!I’deS
. ¥ | R-CHOP |
= i = R-CHOP + Lenalidomide
ez e Rl e e —
§ R-CHOP x 1 cycle : ¥ R-CHOP
Genetic Subtyping E7B-like §E R-CHOP + Tucidinostat cBoiiie
1:1 =} R-CHOP !
TP5gm ¥E R-CHOP + Decitabine
: * 5 cycles
] Q R-CHOP
a nalidomide T
: ¥ | R-CHOP | G
Primary Endpoint Secondary Endpoints
Complete Response Rate Progression-free Survival Overall Survival
100% - R-CHOP-X 100% 4, 100% 4———
S i e S e
e U Y R-CHOP-X
80% - 80% 1 - R-CHOP-X 80% i s
‘.L‘ Iy
60% - 60% - Sy e 60% o
R-CHOP BEroe
40% - 40% - 40%
20% - 20% 1 20%
P<0.001 P=0.001
i o9 |_HR 0.28 (85%C, 0.14-0.55) _ months o9 |_HR0:23 (96%Cl, 0.10-050) _ months
Treatment Groups 12 24 36 48 12 24 36 48

§3eha



Dittuse large .

Chemo-free / low dose

chemo regimens
* BsAb

e BsAb+pola

* BsAb+miniCHOP

* Targeted agents

* |brutinib+R-miniCHOP

Zhan C et al. Cancer cell 2023
Olszewski AJ et al. Blood 2023
Vermaat JSP etl al. Blood 2023

S-cell lymphoma
Perspectives - trail patient

Response and time on Epco+R-
mMiniCHOP

Figure. Onset and durability of responses
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Per protocol, patients continued to receive scans if they discontinued treatment for reasons other than PD.

AE, adverse event, CMR, complete metabolic response; PD, progressive disease; PMR, partial metabolic response.
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Primary
progressio

Dittuse large B-cell
Further

lymphoma

treatment

(

.

Targeted Th
Salvage CHT (+/-SCT)

Tre

R/R

n/ relapse

<12
months

DLBCL
1st line
treatmen
t

)

CAR T-ly

eligible i

] R/R

Targeted Th
Low intensity CHT

relapse >121
months J

Adopted from Westin J, Sehn LH. Blood 2022

16

ASCT
eligible

No R/R

Yes
Salvage CR? ASCT
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Primary mediastinal B-cell lymphoma

EFS and OS after R-CHOP21 vs R-
e Trend to better PFS w R- CHOP14 +/- RT

CHOP14 vs R-CHOP21 (5yrs P ™

F T Tk gt i b=t bt

—c1

Bl [ P T el S i LI =
— B0+ a0 -
PFS 83 vs 79%) %?n & 70
. . . 5 & g 601
 Not confirmed in all publishe 2 w- £ 50
dataQ E :E: e [F:f?HD?P-zumrh p=0.51 E :.Z: :R:E?I;?P-M-HRTh p=0.88
2049 R-CHOP-14 -+RTh 20 4 R-CHOP-14 -+RTh

e« Better survival with w{ (o ~] — e

HR=0.7 (95% Cl: 0.3-2.1), p=0.56
o

. er: . D 10 20 30 40 50 60 70 80 90 100 110 120 130 140 150 0 10 20 30 40 50 60 70 80 90 100 410 120 130 140 150
intensified regimens

Time since randomisation (months) Time since randomisation (months)

number at risk number at risk

® R—DA—EPOCH ‘E‘Eﬁéﬁﬁﬁ% B1 57 47 41 36 30 23 18 18 1 7 3 0 0 0 ool

R-CHOP-21 -#RTh 7 49 44 7 1Tz T
{0} (3] (131 (1) (24) (30) (37) (42) (44) (48) (B3) (5T} (BO) (60 (8D) CHOPZ1-+RTh 70 66 56 49 38 32 27 23 2 300 0

RCHOP-14-4RTh 54 53 46 41 38 31 28 24 16 13 8 7 0 0 0 ) @) {13 (1 E4) (30} B (1) WS ST) G0 1) (RS) ) 65
SEEIRAE £ 3 . ol R-GHOP-14+RTh 59 57 50 45 42 34 31 27 18 15 9 8 1 0 0
° R-CHOEP W) B L6 LR G T 0 00 WS 0 B0 55 0 () (20 190 (M) (7) (25) (28) (32) (41) 444) 4501 (51) (58) (59) {59)

e CHT +/- RT

MartelT M et al. 2024 % e h a
Held G et al. Haemasphere 2023

Waésterlid et al. Blood Cancer Journal 2021



Primary mediastinal B-cell lymphoma

R-DA-EPOCH w/o RT (n=51)

A Eventfree Survival (NCI Patients) B Overall Survival (NCI Patients)

« Trend to better PFS w R- _ lgg"‘"’“" S iamane ? lggm

CHOP14 vs R-CHOP21 (5yrs T T

PFS 83 vs 79%)
« Not confirmed in all published : o ° i

data Pt TR EEEE PRt B EEEE
« Better survival with

intensified regimens PO ... .. c L. s

+ R-DA-EPOCH N

&=
o

.,

« R-CHOEP S S

« R-CHOP21/14 x R-DA-EPOCH
(R-CHOEP)
e CHT +/- RT

=
o
1

=
=
L

Relative Survival

:

Martel®@M et al. 2024
Held G et al. Haemasphere 2023 0 1 2 3 4 5 g 7 8 9 10
Wasterlid et al. Blood Cancer Journal 2021 Years since diagnosis

Li Chan EH et al. Cancer Med 2019

=
=
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Primary mediastinal .

Role of EoT PET/CT

Final PET/CT

* DS1-3-CR
¢ D4-5?
e |ELSG37 survival according to
final PET/CT
* 530 pts
* 230 CR (DS1-3) -
* 174 DS4
12 obs
149 RT
13 salvage CHT +/-
ASCT+/- RT
* 56 DS5
2 obs
32 RT
22 salvage CHT +/-
ASCT
19

Zucca E et al. Blood 2023

Probability

1.004 —
0.751 E:
0.50
DS1
0.25 DS2
—DS3
DS4
—DS5 p<0-0001
0.00+ ' ' ' ‘ '
0 12 24 36 48 60 72
Months from study entry
At risk
10 10 10 10 T 2

1
—1
1

8
39 138 135 133 110 83 35
51 146 142 136 100 85 20

74 171

—— 56 41

169 164 136 107 33
34 34 26 21 2

Probability

1.00

0.75+

0.50 1

0.25+

0.00 4

S-cell lymphoma

DS4, RT or obs.
DS5, RT or obs.

| — DsS4,CT/ASCT+RT

DS5,CT/ASCT£RT

p<0-0001

Atrisk

161 159 158 163 126 98
34 30 27 27 20 15

0 12 24 36 48 60

Months from study entry

— 13 12 1 11 1
22 1 7 it 6

9
6

72

27
1
6
1

T

Figure 1. Kaplan-Meier estimates of progression-free survival of PMBCL patients enrolled in the IELSG37 trial, according to the

Deauville score at the end of frontline immunochemotherapy (A), and according to the subsequent treatment in the subset of

patients not achieving a complete metabolic response (B). Treatment of patients with DS4 and DS5 was based on investigator
choice, but those receiving aggressive treatment (second-line chemotherapy with or without autologous transplantation and/or
radiotherapy) exhibited significantly higher residual metabolic tumor volume and uptake.

§3eha



Primary mediastinal B-cell lymphoma
Role ot radiotherapy

IELSG37: Kaplan-Meier estimate of progression-free survival

Radiotherapy consolidation

* Role of RT after reaching
metabolic CR (FDG PET/CT 5 075
DS 1-3) 5
8 0.50-
e Risk x benefit ratio - lon & Pm02r
> e' i = 0.257 Observation
term toxicity Radiotherapy
0.00
* IELSG37 trial —no PFS nor 0 6 12 18 24 30 36 42 48 54 60 66 7

OS benefit RT x observation

Number at risk
132
136

20

Martelli M et al. JCO 2024

Months from randomisation

13
16

128 127 126 125 124 109 94 84 74 49 23
135 135 135 133 131 116 102 87 77 61 27

§3eha



Vlantle cell lymphoma

Overall survival according

« 2-10% of NHL, more common in men (3:1 ratio) to MIPI and MIPIb
 Variable course - aggressive x indolent “CLL : ééﬁ

like” phenotype E g;f
*  t(11;14) (913;932) translocation leading to Ei

constitutive expression of cell cycle regulator E%

cyclin D1 o

0 12 24 36 48 60 72 84 96

« Higher risk of CNS involvement (esp. in S ST
blastoid variant, high Ki67% index) " 1_;“__ oo

« CSF evaluation 2of b
- Risk factors: Z; T

« cytogenetic changes (complex karyotype) g o _ ‘-m

« mutation of TP53, CDKN2A, RB1, KMT2D 2o .

« MIPI(b): age, WBC, LDH, ECOG, Ki67 index R e A I )
2 ooz mevssersgsin 3[4

I O A
Hoster E et al. Blood 2024 HR 41 24 12 7 4 1 0



Vantle cell lymphoma
changes in survival in targeted therapy
era

100 1 100 |
%-ﬁ.rz
3 p=0.14 (2006-2010 vs 2011-2015)
[] H .
go | H p=0.04 (2006-2010 vs 2011-2015) 80 |- p=0.08 (2006-2010 vs 2016—2020
L. p=0.1 (2006—2010 vs 2016-2020)
P I
e
oo | i —— 2006-2010 60 |- s
= ety -==- 2011-2015 = ———- 2011-2015
e H ceernn 2016-2020 = | L 2016-2020
._m._ f=——y=—— w
o o
40 |- 40 |-
T T 1 LI 1
20 | 20}
o - - . . . 0 ml 1 1 1 1
0 So 100 150 200 0 50 100 150 200
Months n——

22 %eha

Cencini E et al. Hematol Rep 2024



Mantle cell lymphoma

Dreng et al. Lancet 2024

Har en M et al. Hemasphere 2023
Malarikova D et al. Cancers 2020

NCCN guidelines 2024

[

Gold standard 1% line Th (pts
eligible for intensive treatment)

High-risk disease (1*MIPI(c),
TP53mut, CDKN2A mut)

Non-eligible for intensive
treatment

Indolent disease (non-nodal ,,CLL-
like“, Ki67<10%, ...

Alternation R-(maxi)
CHOP/R-DHAP+/-ASCT+RM
or
Nordic protocol

+ BTKi in induction + BTKi
maintenance (discuss HSCT)
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Viantle cell lymphoma
Intensive induction therapuy

MCL2 results in trial ineligible pts

Overall and progression free survival of pts

* Retrospective trial treated by Nordic MCL2 protocol not
* 520 pts eligible for the trial
e 322 other treatment (R-CHOP(like), (@) e e () o
RB, R-AraC) +/-RM R S "xx"i'.:-._ - e,

e 198 MCL2 (R-maxi-CHOP alt. R- w1 \ N0
HDAC followed by ASCT (cond. L5 . \
BEAM) +/- RM i 3 .
* 129 trial eligible E N g N
* 69 trial ineligible (mostly due ° \ B HH‘“R
to age) . - Hﬁ’“‘-:'" -
* 0OS 14yrs x 9.8 yrs (trial ineligible) \
* PFS 6.4yrs x 4.4 yrs (trial ineligible) wd
* Not signif. difference in net survival T N : ot Twelyes)
€ eha

Harmanen M et al. Hemasphere 2023



Viantle cell lymphoma
Rituximab maintenance

(A)  All analyzed patients (n = 143)

100+
OS (median not reached)
RM prolongs PFS g \:‘t
. . .é % PFS (median = 9.82 years)
* Retrospective trial @
0 T T 1
® 143 ptS W MCL ° ° Years b *
. (B) All patients assessable to RM or observation
* Induction — R
. 100+ : ?)'\I:Iservation 100+ —— Observation
— Nordic MCL2 protocol followed by _ R ‘MYL‘:\—;:“
ASCT - 5w
. . - P =0.0044 L P=0.1627
e 138 pts completed induction | 9% 6i%r.56- 407 55000z as1
119 incl. ASCT ° Cves T T e "
Rituxi m ab m ai nte n an Ce (R M) (n =64) (©) Transplanted patients assessable to RM or observation
o — —— RM
X observation (n=66) 100 = Goenation mo-waﬁm
:E 50+ z 50+
* P= (_).0169 P= 9.5053
. b8 G = 1.2 5.05 o b O < 0.54 - 3.63
0 é 1l0 1l5 0 é 1I0 1I5

Years Years
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Klener P et al. AJH 2018
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Mantle cell lymphoma
18t line ibrutinib - TRIANGLE

ASCT

. A
IR- intended ITuxXima oo N
+ ibrutinib 5 — G
Calelas maintena 3 ors-
-DHAP ce =
indende g
d g 0.25 =
& HR 0-52 (one-sided 98-3% Cl 0-00-0-86); one-sided p=0-0008
0
- e N S TR R TR SR T T R S S
i Rituximab Number at risk
CHOP/R intende maintenace o ——
d GroupA 288 252 237 206 162 126 85 54 27 12 2 0 0
-DHAP © (1I7) (22) (431 (76) (105) (140) (169) (193) (208) (218) (220) (220)

Group A+l 292 270 253 226 184 137 109 65 41 17 3 1 0
(0 (16) (21) (44) (82) (125) (153) (194) (219) (240) (254) (256) (257)
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Dreyling M et al. Lancet 2024



Vantle cell lymphoma

TP53 mutated pts - |

Cycle 3

Cycle 7

B30Ven

Responses of pts with TP53mut MCL after

e 28-day cycles:

« Zanu 160 mg PO BID
starting D1;

* Obin 1000 mg IV D1 or
split D1-2, 8, 15 of C1, D1
of C2-8;

* Ven ramp up initiated
C3D1 (target 400 mg QD).

e Treatment duration is 2
years

* 25 pts
* ORR95%, CR 88%
e 16months PFS: 75%

IPI.>.>>>>>>l..>»>>>>.>>>

me®, s 0> > e

Response Assessment Timepoints
Cyc\‘e 13 Cyclle 24
A : A
sl s R
Al A )
A A A
. E—
A : A
A A A
. S—
A ] >
~ —— =
s -
A 3 X
a B
A >
Al A >
. i
A -
—
A X

’ >

u
X

2/(

Kumar A et al. Blood 2023

20
Months from Treatment Start

Initial Treatment

ff-treatment Monitoring
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Viantle cell lymphoma
Frail population

PFS 0s
1 e s 1 i
. -
0.8 . ey 0.8
iy R-BAC
06 —— 06 1
0.4 0,4
BR _L
ﬂ,ﬂ‘ i} ﬂlz N
=[.00 = (.0E
5 p=0.001 & rr ok
0 20 40 60 &0 100 120 140 1) 20
Time (months)
(c)
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Bega B et al. Cancers 2021
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Time (months)

(d)

100

120

140
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Mantle cell lymphoma
Further options

Cov
re::tse BTKi in
P 1st line

30
Marcus Ret al. NEJM 2017
Phillips TJ et al. ASCO 2024
NCCN guidelines 2024

eligible

J

No

Yes

4 Non- )
covalent
BTKi / R2
/ R-BAC

./ trial

4 A

Other BTKi+/-
venetoclax / R2 /
trial (BsAb)/ HSCT
consolidation

& v
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T-NHL

* Heterogenous group
« ALCL (ALK+/-)

« AITL
« EATL
* PTCL NOS

 Molecular profiling
e TFH phenotype
e AITL
« PTCL NOS
* Prognostic factors:
e [PI

 PIT (age, ECOG, LD, BM involve

31
Schmitz N et al. Blood 2010

100 1 Event-free survival
k
ol ||
B0 < \\-‘_L"I_l_‘
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iy ﬂ\‘k.
:ag L
Eﬂ = \\—\_\_\“.“‘_‘-‘_
_q_u = "ﬁ
I m— BLCLNALE+ (naTH)
10 - AITL [rv=28|
KL CLIGLK- [(A=113)
20 - s PTCLU [ma70]
10 - Oithisr [rad1]
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100 =
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T-NHL

Treatment options

32

(Chemotherapy\
escalation
Addition of

Other
consolidation

|

etoposide

. J

[ l
| CHOP |

l

[ Upfront SCT ]

(

.

New drugs
addition
CHOP + X

J
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T-NHL
CHOEP

Addition of etoposide EFS

* Higher toxicity A 100 1
80
* No benefit for older i
pOpu|ati0n e & x CHOEP-14721 {n=d42)
 Recomm. for pts < 65 yrs - : | 6 X CHOP-1421 [n=d)
* No benefit in pts for EATL 40
30 o
* No benefit in further dose 20 - St
escalation (“megaCHOEP”) 10 4
* Upfront ASCT in CR1 for P E T Y TR E R TS
high risk population Sithe

33
Schmitz N et al. Blood 2010

Wohrer S et al. Ann Oncol 2004
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T-NHL
Brentuximalb vedotin+CHT

ECHELON-2

« Brentuximab-vedotin+CHP A ‘gg
for CD30+ PTCL e
©
e 452 pts 1:1 randomised £ 70-
0 o 601
e 70% sALCL L A CHP
* ORR83% x 72% S 4o- e
* CR68% x 56% 5 907 Medians CHOP
& 20 N Events  (months) HR (95% ClI) P value
* Improvement of jo] AcHP 226 94 6226
e PFS (48m x21m) o CHOP 226 125 2375  070(0:53-:0.81) 0.0077
9 CI) (IS 1|2 1I8 2I4 SIO 3I6 4I2 4I8 5I4 6IO 6I6 7|2 7I8 I84
e OS (median not met) Time (months)
* Not powered enough to at risk (events)
extrapolate for all PTCL A+CHP 226 (0) 179 (36) 150 (62) 138 (72) 123 (78) 104 (81) 85(85) 67(88) 44(89) 31(91) 21(92) 10(94) 4(94) 2(94) 0(94)
SUbtypeS CHOP 226 (0) 159 (63) 128 (94) 116 (103) 101 (112) 94 (115) 79 (117) 70 (118) 55(119) 39 (119) 24 (121) 6 (125) 0(125) 0(125) 0(125)
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Horwitz S et al. An Oncol 2022



T-NHL

Turther perspectives

Addition of azacitidine

e Pts with PTCL-TFH
phenotype

* 20 pts
* CR75%
* 2yrs PFS 65%

* Further evaluation in
randomized trial

35

Phase 2 study of oral azacitidine (CC-486) plus CHOP as initial treatment for peripheral T-cell lymphoma

Study Treatment

l CC-486: eycle 1, days-6 to 0; cycles 1-5, days 8-21 st Endpoint
t Cyclophosphamide, doxerubicin, vincristine: day 1 . CR
Kev Eligibilit ¥ Prednisone: days 1-5 nd i
{N =920) 4 g Growth factor e.g. pegfilgrastim: .ZORERI'Ide)Int
» Untreated PTCL  Safety
—_— —_—
+ PTCL-TFH CHOP . Survival
« PTCL-NOS CC- 486 CC-486 CC-486
PT Exploratory
. ATLL llllll L... llllllllllll Lm Illlllllllll Lm + Genomic
= 1 Y 1 TR . Transcript?mfc
» Methylomic
. J\ J \ J
Y h g h g
C1 C2to C5 Cé
Response Rates Progression-free Survival Overall Survival
1.0 4 + Censored 1.0 4 + Censored
100% —
88%
0.8 4 ‘LLLL‘ 0.8 ‘l_‘_l'\_\
80% - = =
= =
St 5 041 -
(=9 o
0% = 0.4 T 044
E Median Follow-up: 21 months B Median Follow-up: 21 months
wy
20% - 0.2 2.yr PFS = 65.8% 0.2 2.yr OS = 68.4%
(95% Cl = 43.4%, 88.1%) (95% Cl = 47.3%, 89.4%)
0% - OD L T T T T T OO L T T T T T
ALL PTCL-TFH 0 10 20 30 40 0 10 20 30 40
Progression-free survival (months) Overall survival (months)
mCR mORR AtRisk 20 1 5 4 0 AtRisk 20 17 7 6 1
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Thank you for your attention!

kamila.polgarova@vfn.cz
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