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Epidemiology
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Incidence of follicular lymphoma,Belgium 2018
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Ovaerall survival in hematological malignancies

Figure 15
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Smoking and lymphoma

 InterLymph consortium study

- NHL OR=0.99 (0.89-1.11)

- DLBCL OR=0.86 (0.73-1.02)
. FL OR=1.34 (1.12-1.59)

. PTCL OR=1.14 (0.74-1.74)

Gibson TM Cancer Causes Control 2013 24 125
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Clinical presentation

Lymph nodes involvement
Splenomegaly

Bone marrow invasion (stage V)
(Blood)

Clinical symptoms: fever, night sweat,
weight loss



Clinical presentation

57 years-old women
Abdominal disconfort

37.8° , recently night sweats, no weight
loss

Echography: lymph nodes

‘ Hematology consultation






Initial workup

Blood sampling (LDH, B2 microglobulin)
Biopsy LN and BM
PET CT scan

Cardiac echography



FL pathological image

A biopsy is recommanded at any progression or relapse



Tumor Grading in FL: World Health Organization Criteria

Grade Description

1 < 5 centroblasts/HPF
2 6-15 centroblasts/HPF
3a > 15 centroblasts/HPF; centroblasts with

intermingled centrocytes

3b > 15 blasts/HPF; pure sheets of centroblasts

Grade 1:
Mostly Centrocytes

Grade 2:
Mixed

Mostly Centroblasts

Grade 1-2 FL typically displays an
indolent natural history, while
grade 3a can progress more
quickly

Grade 3b FL is faster-growing and
behaves more aggressively

Most patients present with
low-grade disease

Treatment paradigms differ by
grade
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The Follicular Lymphoma International Prognostic Index

(FLIPI)
1.0
5 0.8
Parameters : %
-Age (60'y) s
-Stage s |
-Hb (12 g/dI) g
-# nodal era D sak
_LDH P<104
0.0"-
0 12 2 % 4 60 72 84 % 108 120
Time (months)
No. of Patients 5 -year 10 -year Relative
Risk group factors (%) (%) (%) risk
Good 0-1 36 91 71 1
Intermediate 2 37 78 51 2.3
Poor 23 27 53 36 4.3

Solal-Celigny Blood 2004;104:1258
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Risk of transformation: past and present

The Past:

COMMON: Risk of transformation: 2-3% per year for first 15 yrs
POOR OUTCOMES: e.g survival post-transformation: 7-31 months
INEVITABLE: Treatment did not impact risk

The Present: \& . ARISTOTLE study:

=" Retrospective: >8000 eligible FL pts
"‘ Biopsy-proven HT as 1** event

Federico et al, Lancet Haem 2018

'i
)
f

10yr risk: 5.9% (R Ind) vs 3.6% (Rind + m)

Impact of prior

therapies

Riruximab reduces the
risk of transformation

BC Cancer study:
Population-based cohort: 296 advanced FL pts
Rituximab-Bendamustine treated

Freeman et al, Blood 2019

N=198
Ref group

NO POD24

Majority of POD24 are
transformation
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At the clinical level ? How many FLs ?

Localized <

> Disseminated




Localized Follicular Lymphoma

* Bone Marrow biopsy and PET-CT improve outcome: 10y PFS 50->70%
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* |ISRT: 24 Gy: curative approach

«  Symptomatic approach: 4Gy (2y progression 25%),
no OS difference versus 24Gy

* Rituximab or O (or Chemo) improve PFS, but not OS

Friedberg JW, et al. J Clin Oncol 2012;
Rutherford, JCO, 2023

ESMO Guidelines, Dreyling Ann Oncol 2020
NCCN Guidelines

Hoskin et al, Lancet Oncol 2014
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At the clinical level ? How many FLs ?

Localized <€ > Disseminated
: ‘
|
|
|
Cure: l l
ISRT HTB LTB
|
Or I :
| |
WW | |
| |
| |
| |
PFS TTCT



Disseminated FL: High versus Low Tumor Burden FL

Diagnosis{f FJ—

Absent GELF Present ﬁ
BLNI ‘
0 ? A
LTB, no symptom wiup HTB
3 or more nodal sites (3cm) Progression in 3 months
Tumor mass >7 cm Bone lesion
Pleural effusion, ascitis Life threatening organ involvement
Organ Compression Renal infiltration
Liver involvement
B symptoms Pruritis or B symptoms
LDH >ULN

B2M>ULN



At the clinical level ? How many FLs ?

Localized < > Disseminated
:
|
|
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Cure l l
SRT HTB LTB
| |
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Rituximab vs Watchful Waiting in Asymptomatic FL:
Is Treatment Needed?

= Randomized phase Il study

Mo 13
. Mo 7 CT scan if Mo 25
Stratified by age, grgde, Mo 3 CT scan*  clinical CR* CT scan*
stage, and institution 1 1 1 1
l Rituximab 375 mg/m? Rituximab 375 mg/m?
wkly for 4 wks
(n =192) every 2 mos for 2 yrs
Patients with
asymptomatic stage Rituximab 375 mg/m? Continued
I, 1l IV FL with low ——s wkly for 4 wks Regular clinic visits follow up
tumor burden (n =84)

(N =463)
Watchful waiting with regular clinic visits

(n = 187)

*If CT shows CR, bone marrow biopsied for restaging.



Rituximab vs Watchful Waiting in Asymptomatic FL:

— Maintenance rituximab
— Watch and wait

Survival
PFS
100+
751
S
(7)) 504
L
o
251
HR: 0.23 (95% Cl: 0.16-0.32;
log-rank P < .0001)
O 1 1 1
0 1 2 3

Yrs From Randomization

4

5

1007

0S

HR: 0.73 (95% Cl: 0.34-1.54;
log-rank P = .40)

0 1 2 3 4 5 6 7

Yrs From Randomization

Ardeshna KM, et al. Lancet Oncol. 2014;15:424-435.



Low Tumor Burden FL: WW is an option

C Overall survival D Time to histological transformation
0 100—‘%
c
5 S 757
g E
3 =
§ 50 g s50-
s 8
o
25 g 254
=
HR 073 (95% C1 0-34-1.54) 3 HR 0-62 (95% C1 0:31-1-26)
Log-rank p=0-40 Log-rank p=0-19
0 T T T T T T 1 0 T T T T T T 1
0 1 2 3 4 5 6 7 0 1 2 3 B 5 6 7
Rakice etk Years from randomisation Years from randomisation
Watch and wait 187 181 175 130 68 18 4 0 187 177 168 121 64 15 4 0
Maintenance 192 189 186 163 72 16 3 0 192 187 182 158 69 15 3 0

rituximab

* 35 patients in the W&W arm (18.7%) had a confirmed spontaneous remission
at any point during FU with median time to spontaneous CR of 1.6 years (1.2-
1.8) with 24/35 subsequently relapsing or requiring further treatment.’
Ardeshna et al, Lancet, 2014 * 30% not treated at 10 years



E4402 (RESORT) Trial: Maintenance Rituximab vs
Retreatment in Low Tumor Burden FL

= Randomized phase lll trial

Stratified by age (< 60 vs > 60 yrs)
and time from diagnosis (< 1vs 2> 1 yr)

l Maintenance
Rituxi 375 2Q13W
Patients with FL and / I ummal(on = 1;12%/)”] 4 Continue until
Patients with rituximab

low tumor burden who

received frontline — .~ CRorPR —> treatment failure

rituximab 375 mg/m?/ (N = 299) Retreatment at Progression Median follow up:
wk for 4 wks 4.5 yrs
(N =408) Rituximab 375 mg/m?2 wkly x 4
(n =151
. M *n = th =
m Prlmary endeInt: TTF n = 143 assessed. 'n = 146 assessed.

= Secondary endpoints: time to first cytotoxic chemotherapy, safety/toxicity,
QoL

Kahl BS, et al. J Clin Oncol. 2014;32:3096-3102.



R-retreatment versus R up to treatment failure ?

No OS benefice of Maintenance
1.0 ~
0.9 -
0.8 -
0.7 -

0.6 -

05 4 Two-sided log-rank P~ 5972

Patients Alive (proportion)

0.4 -

0.3 -

0.2 4

0.1 -
— AR

e i MUt Nl RO FEmm N e PO S FOE e EEme! Bt N |
6 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16

Time Since Random Assignment (years)

No. at risic
MR 146 144 138 134 128 125 121 118 110 106 104 100 B4 58 37 14 0
AR 143 140 133 137 136 131 125 120 115 111 106 99 & 4 23 3 O

Kahl et al, JCO, 2024

...But 83% free of chemo @7y, versus 63%

1.0 4
0.9 ~
0.8 4
0.7 -

0.6 4

05 4 Two-sided log-rank P~ 0001

Cytotoxic Therapy-Free (probability)

04

034

024

0.1 - S
— AR

0o 1 2 3 4 5 6 7 8 9 10 1M 12

Time Since Random Assignment (years)

No. at risk:
MA 6 133 1% 124 15 111 107 98 68 &8 27 5 0
RR 143 133 122 M W02 9% 83 T2 S5 26 0 2 0



Low Tumor Burden, THM

 Rituximab single agent is an option to delay chemotherapy initiation
 For elderly: functional cure

* Individualized evaluation of patient’s factors to discuss the options
» such as age, frailty, psychological burden, patient preferences

» At 10 years: 30% of patients under WW had not initiaed therapy

* Unmet need:
« Stratification tools to identify these very low risk patients



At the clinical level ? How many FLs ?

Localized <€
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Maintenance
|

PFS



HTB: Which Chemo backbone ?

R-CHOP > R-CVP R-Benda > R-CHOP
A B
1.00 e R-CVP 1.00 s R-CVP
R-CHOP - R-CHOP
cees RFM <« RFM A
= E’ 1.0+ Median (IQR; months)
% 0.75 = 0.75 0.9+ — B-R Not reached (221 to not yet reached)
® b s : — R-CHOP  40-9(15-2 to not yet reached)
2 A e " 0-8
Q. '-"Ja,l Q. 4
g 2 LU 07~
-5 050 1':1::“1!;11: -g 0.50 4 (LT
g ‘ E 2 06+
g 8 3 o5
‘E 0.25 4 g 0.25 4 S 04
034
024
01234656867 8 9 10 0.7 a 3 4 56 789 10 01+ HRO(}O6017(29S%C10-42-0~87)
Follow-Up (years) Follow-Up (years) 0 p=r
No. ot risk: No. ot risk: ! ! ! ! ! ! ! !
RCVP 168 124 97 81 76 66 56 27 5 3 O RCVP 168 142 109 91 84 72 62 31 % 3 O

RCHOP 165 140 111 101 86 87 73 44 % 7
RFEM 171143 117100 $4 89 70 40 V7 4

RCHOP 165 152 119 109 102 52 76 46 20 8
AFM 171 154 125 107 100 95 74 43 % § O

e
-

Rummel et al, lancet 2013 No OS distinction
Luminari et al, JCO 2018

AR ANANNAA A



The choice of the backbone will rely on patients characteristics

G. Cartronand J. Trotman

Table 6. Summary of chemotherapy regimen: advantages and disadvantages.

Advantages

Bendamustine No alopecia Long-term infectious risk and mortality in patients > 70 years
Less febrile neutropenia Early and prolonged CD4* depletion
No cardiomyopathy or peripheral neuropathy ~+ Increased risk of severe COVID-19
PFS ~» Increased risk of lymphocyte harvest failure for CAR T-cell manufacturing
TINT
Lower rate of POD24
CHOP Effective in HT/ 3B disease Increased risk of cardiac toxicity
Lower rates of stem cell toxicity and Peripheral neuropathy
persistent immunodeficiency Steroid side effects
Lower rates of subsequent HT Alopecia
Effectiveness in 3A disease
CVP Lower infectious toxicity Lower PFS/TTNT
Less fatigue Steroid side effects
Minimal alopecia Peripheral neuropathy

COVID-19; coronavirus-2019 disease; CAR: chimeric antigen receptor, PFS: progression-free survival, TTNT time to next treatment; POD24: progression of disease by 24 months;
HT histological transformation; CHOP: cyclophosphamide, doxorubicin, vincristine, prednisone; CVP: cyclophosphamide, vincristine, prednisone,

Cartron and Trotman, Haematologica, 2022



PRIMA: study design

INDUCTION MAINTENANCE

Registration

Immunochemotherapy /
8 x Rituximab
i CR/CRu s
8 x CVP or > PR Random 1:1

6 x CHOP or :

6 x FCM \
v

PD/SD Observation#
off study

* Stratified by response after induction, regimen of chemo, and geographic region
¥ Frequency of clinical, biological and CT-scan assessments identical in both arms
Five additional years of follow-up Salles Lancet 2011



PRIMA: 10-Yr PFS

1.0

0.8-
s .
= 06- Median PFS: 10.5 yrs
o) .
(1]
-8 R-maintenance
a 0.4- _
bl Median PFS: 4.1 yrs Observation
a.

0.2-

0.0+ HR:0.61 (95% Cl: 0.52-0.73; P < .0001)

1 1 1 1 1 1 1 1 1 1 1 1 1
0 1 2 3 4 5 6 7 8 9 10 11 12

Patients, n Yrs
Rituximab 505 445 406 372 333 309 284 231 208 170 67 4
Observation 513 415 336 290 251 217 200 155 147 122 41 1

o o

= PFS benefit observed across all major subgroups analyzed

Salles GA, et al. Blood. 2017;130:146.



Overall Survival after 36 months f-up (from randomization)

1.0 e Rituximab maintenance
Observation
0.8 -
@
®
s 06
g
u
2
% 0.4 -
0.2 1 stratified HR=0.87
95% CI: 0.51-1.47
P=0.60
0-0 L] L) L) L) L} T L] L] T L
0 6 12 18 24 30 36 42 48 54 60
Time {(months)
Patients atrisk
Rituximab 505 499 492 483 474 365 246 108 22 1 -
Observation 513 507 501 492 472 381 243 97 26 0 -



GALLIUM: Frontline Obinutuzumab-Based vs
Rituximab-Based Chemoimmunotherapy

* |nternational randomized, open-label phase Il study
Stratified by chemotherapy, FLIPI,

geographic region INDUCTION MAINTENANCE
Obinutuzumab' + Obinutuzumabs
Adult patients with untreated CHOP, CVP, or Bendamustine’ —_— _ For 2 yrs or
CD20+ iNHL (grade 1-3a)*; / (n = 601) (n=539) until PD
stage IlI/IV or stage Il bulky CR or PR " —_—
disease (= 7 cm); ECOG PS 0-2 Rituximab* + at EOl visit L. " Median f/u:
(N=1202) CHOP, CVP, or Bendamustine" juuund —_— Rituximab 34.5 mos

(n=527)

(n=601) (range: 0-54.5)

*All data presented for patients with FL, although study also enrolled MZL patients (randomized separately). "Obinutuzumab: 1000 mg IV, Days 1, 8,
15 of cycle 1 and Day 1 of cycles 2-8 (Q3W) or cycles 2-6 (Q4W). *Rituximab: 375 mg/m?2 IV on Day 1 of cycles 1-8 (Q3W) or cycles 1-6 (Q4W).
$Obinutuzumab: 1000 mg IV every 2 mos. IRituximab: 375 mg/m?2 IV every 2 mos. "CHOP: Q3W, 6 cycles; CVP: Q3W, 8 cycles; bendamustine: Q4W,
6 cycles. #Patients with SD at EOI followed up to 2 yrs for PD.

® Primary endpoint: investigator-assessed PFS in FL patients

= Secondary endpoints: IRC-assessed PFS (confirmatory), OS, EFS, DFS, DoR, TTNT, CR/ORR at
EOI (+ FDG-PET), safety -

Marcus R, et al. N Engl J Med. 2017;377:1331-1344. ClinicalTrials.gov. NCT01332968.



GALLIUM: Investigator-Assessed PFS

100+ Obinutuzumab Rituximab
+CT +CT
X 80- Patients, n 601 601
&2 Events, % 16.8 24.0
T 60-
S 3-Yr PFS, 80.0 73.3
S % (95% Cl) (75.9-83.6) (68.8-77.2)
o 407
c
B
© 204 ) ) )
a HR for progression, relapse, or death: 0.66 (95% Cl:
0.51-0.85; P =.001)
0 | I I I I I I I 1
0 6 12 18 24 30 36 42 48 54
Patients at risk, n Mos
Obinutuzumab +CT 601 570 536 502 405 278 168 75 13 0
Rituximab + CT 601 562 505 463 378 266 160 68 10 0

= No significant difference in ORR at end of induction (P = .33) or OS (HR for death: 0.75; 95% ClI:
0.49-1.17; P=.21) between arms

Marcus R, et al. N Engl J Med. 2017;377:1331-1344.



|

RELEVANCE — Study Design

CR, CRu, PR .
R2 > R? maintenance
(lenalidomide 1 yr + rituximab 2 yrs)
1st line
FL R
- CR, CRu, PR
N=1000 R-Chemo > Rituximab maintenance

(2 yrs)

v
v

6 mos. 24 mos.

Stratification: FLIPI (0-1v 2 v 3-5), Age (>60 v = 60), diameter of
largest node (>6v £6 cm)

R-Chemo arm: Investigator choice of R-CHOP, R-CVP, R-B

-
~ RELEVANCE



Progression-free Survival and Overall Survival
In the Intention-to-Treat Population.

A Progression-free Survival

1.0+
0.9+

therapy grovp

"
2
é 0.8+ Ritusimab-
| chemotheragy
‘E 0.7+ group
§ 064 -t
) C‘Si
<; Rituscmab-
044 lenalidomide
s | group
£
S 2 Hazaed o for progressicn ce desth,
2 | 1.10¢35%C), 0.85-1.43)
217 pooas
o~aj T T T T T T T T Al T
0 6 12 1B 24 M 3¢ 4 48 4 60 68
Months since Rand
No. at Risk
Ritusimab—lena. 513 435 409 393 364 282 174 107 49 13 0O
fidomide group
Rituximab-~cherng- 517 474 446 417 337 287 175 1098 51 14 1 o
therapy group
B Overall Survival
luw‘m
0.9+ -
! Retusimab
OJJ; lenatidomde
E oo growp
: o
\VS. Oﬁ-l
=z 05«]
3 Da4
i 034
DJ<| Hazard ratio foe deach, 1.16 [95% C1, 0.72.-1 88)
0.1+
00 .~ T T T AJ T T T T Rl T 1 |
0 6 12 I8 24 M 36 4 48 M 60 e
Months since Rand .
No. at Risk
Ritusimab-lena: 513 499 49) 486 479 435 512 1M 105 4 O
Kdamide group
Fiturimab-cherno- 517 496 487 431 470 453 298 1939 115 32 2 0

Morschhauser et al. NEJM, 2018
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AUGMENT: Randomized, double-blind,
phase lll study design

Relapsed/refractory
FL and MZL
(N = 358)

Key eligibility criteria

FL grade 1-3a or MZL in need of treatment
= 1 prior chemotherapy, immunotherapy

or chemoimmunotherapy

1:1

= 2 previous doses of rituximab; not

rituximab refractory

<12 cycles or until relapse, PD, withdrawal of consent, or intolerability
|

[ |

R-lenalidomide (R?)

Rituximab: 375 mg/m2d1, 8, 15, 22 of cycle 1; d1 of cycles 2-5

Lenalidomide: 20 mg/d*, d1-21/28 (12 cycles)

5-year
follow-up

Rituximab: 375 mg/m2d1, 8, 15, 22 of cycle 1; d1 of cycles 2-5
Placebo: matched capsules (12 cycles)

Primary endpoint: PFS by IRC.

Leonard et al. J Clin Oncol. 2019.




AUGMENT Primary endpoint:
progression-free survival

1.0
0.9+
- 0.8
£ 07-
s 061 |
o 054 |
O 04 '
7
L 0.3 R-placebo
o 0.2 > N—— '
", | HR: 0.46 (95% ClI, 0.34-0.62)
0.1-
0.0, P< 0'0901 ‘ ] i Iyledian fqllow up: 28.3 monghs
0 6 12 18 24 30 36 42 48
Months since Randomization
No. at Risk
R? 178 148 124 91 59 39 20 7 0
R-placebo 180 132 92 58 40 26 10 < 0
R? R-placebo
Median PFS (n=178) (n =180) HR (95% CI) P Value
By IRC*, mo (95% Cl) 39.4 (22.9-NR) 14.1 (11.4-16.7) 0.46 (0.34-0.62) < 0.0001
By investigator, mo (95% CI) 25.3(21.2-NR) 14.3(12.4-17.7) 0.51 (0.38-0.69) < 0.0001

Leonard et al. J Clin Oncol. 2019.



Overall Survival in FL patients

0.8 |
0.7 1 R-placebo

0.6 1
0.5
0.4
0.3 1

0.21 HR : 0.45 (95% Cl, 0.22 - 0.92) o R-placebo : 24 deaths

0.11 p=0.02

ool -~ ° | |

0 6 12 18 24 30 36 42 48 54
Months since Randomization

Median F-up=2.3y

o R?2:11 deaths

OS Probability

No. at Risk
R? 147 142 130 121 105 70 39 13 1 0
R-placebo 148 145 137 117 94 64 35 12 2 0

Leonard et al. J Clin Oncol. 2019.



Low tumour burden

ISRT 24-30 Gy
+/= rituximaly
[, 8]

In selected cases:
Watch-and-wait
Rituximab monotherapy
INRT 2x2 Gy

(1, B]

Relapse/progression

Stage IV

|

\V
Watch-and-wait 1, A]

In selected cases:
Rituximab monotherapy [lll, C]

Watch-and-wait [Ill, B]

In selected cases:
Ritwximab monotherapy
INRT 2x2 Gy

(v, 8]

Watch-and-wait [I, A

In selected cases:

Rituximab monotherapy

ImmunoChT

Radioimmunotherapy
[iv, 8]

Figure 2. C driven r dations —low tumour burden FL.
ChT, chematherapy, FL follicular kmphoma; INRT, involved-node radiotherapy; ISRT, Involved-site radotherapy.




High tumour burden - Stage II/IV

ImmunoChT (G/R-B, G/R-CHOE, G/R-CVP) (I, Al
CR/PR: discuss antibody maintenance (I, B]

In selected cases:
Rituximab monotherapy [IH, C)
Rituximab-lenalidomide® |1, C)

ImmunoChT* [II-B)
CR/PR: discuss antibody maintenance [Hi, B}

In selected cases:

Rituximab monotherapy [lll, C)

ASCT (early relapses, transformation) [Il, B]
Rituximab-lenalidomide® (early relapses) {Il, B]

ImmunoChT (G/R-B, G/R-CHOP, G/R-CVP) [1, A
CR/PR: discuss antibody maintenance {l, B]

In selected cases:
Rituximab monatherapy (I, C]
Rituximab-ienalidomide® [1, C}

First relapse/progression

-

ImmunoChT* (long prior remissions) [, C}
Rituximab monotherapy [N, C)
Rituximab-ienalidomide® [, B)

In selected cases:

ASCT (early relapses, transformation) [Il, B]
Radioimmunotherapy [Ill, C)

Idelaksib (double refractory) [Ill, B

alloSCT (i, C)

ImmunoChT [II, B]
CR/PR: discuss antibody maintenance [ll, B]

In selected cases:

Rituximab monatherapy(lil, C]
Radioimmunotherapy
Rituximab-lenalidomide” (early relapses) [II, B]

Later relapse/progression

ImmunoChT* (long prior remissions) [N, C]
Rituximab monatherapy (Il C]
Rituximab-lenalidomide® [ll, B)

In selected cases:
Radioimmunaotherapy [I1l, C}
Idelatisib (double refractory) (Il B)

Figure 3. Consensus-driven recommendations—high tumour burden FL

alloSCT, dlogeneic stem cell transplantation; ASCT, autologous stem cell transplantation, B, bendamustine; CHOP, cydophosphamide, doxorubdoin, vincristine, pred-
nisolone; ChT, chematherapy, CR, complete response; CVP, cyclophosphamide, vincristine, prednisolone; FL, follicular lymphoma; G, obinutuzumab, PR, partial response;
R, ntuximab.

* Biological age (years}

" Off-label

‘ Preferred in rituwdimab-refractory cases.
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Current options for
R/R Lymphomq Lenalidomide
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chemotherapy
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Options for R/R
Lymphoma patients in
2025
. B CAR T and
Bi-specific . : Adoptive Cell
antibodies Therapy

T-CELL ENGAGER
* Not approved in France for R/R iNHL. THERAP’ES



Bispecific T-cell engagers

Monoclonal antibody

Mode of action

CAR T-cells are a living drugs
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* they not only detect proteins to better target tumor cells

It detects proteins to better target tumor . ) .
cells and activate the immune cells and activate the immune cells, but they are immune cells



Ongoing first line clinical trials in HTB FL

’ Tazemetostat and Odronextamab vs at plus Epcoritamab and Epcoritamab and Len,
Mosunetuzumab: Chemo: OLYMPIA 1: Bend:z B! rituximab: rituximab:

NCT05994235 NCT06091254 NCI'05551936 NCT05783609 NCT06191744

’ Mosunetuzumab and ’ cm& ’Golcadamide, rituximab Golcadomide + AZD0486 (CD19-CD3)
Polatuzumab Vedotin: Ritwdmabe +/- nivolumab: Obinutuzumab: Plus Rituximab:
NCT05410418 NCTOG425362 NCT05788081 NCT06108232 NCT06549595

M“‘{:%%gf’”’ FIL_FOLL19: 4versus6 | Stop chemo based on
VR s Augmentation: cycles in cases of CMR at MRD and PET-CT

i — | ; cycle 4 NCT05058404 2| (FLMRD): NCT04934930

N50173 NCT06553352 NCT04792502 2 fEsoonse Oikotad S reocnse adpited

response adapted




Futur phase Il trial in first line:
TCE-Len vs SOC
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Mosun=Mosunetuzumab, Len=Lenalidomide; CD20 Abzanth-CO20 antibody (edher branded ntwomab of branded Obinutuzumab) CHOP=cyclophosphamide
doxorubicin, vincrstine and prednisone, Bendasbendamustine

Rerandomazation (1:1 rabo; Mosun-Len vs Investigator's choce), waweeks, mo=months, Izinduction, Memaintenance, moB eval=evaluabon after 6months of
treatment, mo12/18/24 eval=evaluaton after 12/18/24months of treatment, EQT=end of reatment evaluation, FU=Follow.up
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Conclusion

400-450 new cases in Belgium/year.
Excellent OS (90% at 5 years), no cure.
Risk of transformation.

First Line ICT (HTB).

Many options in 2" |ine.



