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Outline

e What is the situation in 1L ?

* What are the questions in the therapy of 1L low
tumor burden FL ?

* What are the questions in the therapy of 1L high
tumor burden FL ?
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e What is the situation in 1L ?



What is the situation — 1L

* What do we use in practice ?

* What do patients and clinicians need ?

* Do patients still die from FL ?



What is the situation — 1L

* What do we use in practice ?
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Liste des facteurs pronostiques:
que faisons-nous en RCP ?

RN [15] | m7-FLIPY
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Induction d’'une RCM, +/- Maintenance de cette réponse dans le temps
MRD, ctDNA...: outils en cours d’évaluation
Aucun traitement guidé par le profil mutationnel...



Nous avons des recommendations basées sur: choix du
malade, scores FLIPI/GELF et dissémination de la maladie

. v +

T R bV
Prognosis Symptoms Patient priority
Stage® No symptoms Long remission
FLIPI 1-2 Mild symptoms Better quality of life
Grade Life-forgan-threatening

Choose among

- .

"

Mild symptoms: High tumour burden:
IS ———— E— Non-ChT treatment [ill, C)

Watch-and-wait (1, A]

ImmunoChT

Rituximab [IN, B] (G/R-B, G/R-CHOF, G/R-CVP) [1, A]

Consider;
Antibody maintenance (or radicimmunotherapy) [1, B]

In selected cases:
Rituximab-lenalidomide® [I, C]

m e ANNALS or
o ONCOLOGY

Newly diagnosed and relapsed follicular lymphoma: ESMO Clinical Practice
Guidelines for diagnosis, treatment and foIIow-upT*

D reyl i n g M ) ES M O g U i d e I i n e S 2 02 O M. Dreyling’, M. Ghielmini®, . Rule®, G. Salles™*, M. Ladetto®, 5. H. Tonino’, K. Herfarth®, J. F. Seymour® & M. Jerkeman'®,

on behalf of the ESMO Guidelines Committee



Nous avons des recommendations basées sur: choix du
malade, scores FLIPI/GELF et dissémination de la maladie

Low tumour burden

Stage I/l Stage lI/IV

v
il V R
Ifﬂﬁﬁma;:g Watch-and-wait [I, A]
] In selected cases:
o soloctad cagas: Rituximab monotherapy [lll, C] J
Watch-and-wait -
Rituximab monotherapy
INRT 2x2 Gy
[, B]
ESMD ANNALS ¢
o ONCOLOGY

SPECIAL ARTICLE

Newly diagnosed and relapsed follicular lymphoma: ESMO Clinical Practice
Guidelines for diagnosis, treatment and foIIow-upT*

D reyl i n g M ) ES M O g U i d e I i n eS 2 02 O M. Dreyling’, M. Ghielmini’, 5. Rule’, G. Salles, M. Ladetto®, 5. H. Tonino’, K. Herfarth®, 1. F. Seymour” & M. Jerkeman'’,

on behalf of the ESMO Guidelines Committee



Nous avons des recommendations basées sur: choix du
malade, scores FLIPI/GELF et dissémination de la maladie

High tumour burden - Stage IlI/IV

>65 years*

!

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

ImmunoChT (G/R-B, G/R-CHOR, G/R-CVP) [, A

CR/PR: discuss antibody maintenance [I, B]

In selected cases:
Rituximab monotherapy [Ill, C]
Rituximab-lenalidomide?® [I, C)

In selected cases:

Rituximab monotherapy [lll, C]
Rituximab-lenalidomide® [I, C)

m e ANNALS or
o ONCOLOGY

SPECIAL ARTICLE

Newly diagnosed and relapsed follicular lymphoma: ESMO Clinical Practice
Guidelines for diagnosis, treatment and foIIow-upT*

Dreyling M, ESMO guidelines 2020

M. Dreyling’, M. Ghielmini’, S. Rule®, G. Salles“®, M. Ladetto®, S. H. Tonino’, K. Herfarth®, J. F. Seymour® & M. Jerkeman'®,
on behalf of the ESMO Guidelines Committee”



Que devons-nous améliorer ?

Follicular lymphoma

dtob
»Aggressive FL* (20%) «—— '}Eimiﬁede —— ,,Indolent FL“ (80%)

Immunochemotherapy alone Patients benefit from
not sufficient immunochemotherapy
Greatest need for novel approaches Some patients are overtreated?

High risk model = prediction of OS
Most models in FL predict PFS (not a surrogate of OS)
new therapies have to

identify biomarkers
define targets

enable tailored therapy
(+/- chemotherapy)

new therapies have to
reduce toxicity (early — late)
maintain/increase efficacy
be economically acceptabel

v
Individualization of therapy

Avoid over/under-treatment
Optimize outcomes for patients and population

Adapted from Dreyling M, ESMO 2017



What is the situation — 1L

* What do patients and clinicians need ?



Quel est le but du traitement ?

= Un cancer:
-~ =--> ne pas en mourir!
—- =-=->guerir?

= Pour le clinicien :
- OS, PFS, EFS, DOR, reponse globale, reponse compléte Bien analyser les donnees,
— Toxicités & AE/SAE

— Criteres de susbtitution, analyses de sous-groups

Eviter les déductions trop intuitives

...mais savoir interpréter le
contexte médical

= Pour les patients :
— Supprimer les symptomes liés au traitement
— Limiter / éviter les effets secondaires liés aux traitements a court & long terme
—~ Anxiéte du risque de rechute

— Lourdeurs / contraintes des traitements répéetes



Owverall Survival (% value for individual amrs)
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RC a 30 mois: critere de substitution de la PFS
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POD24: vraiment un critéere de substitution de I’'OS ?

[ with POD24]without POD24]
423

P<0.001
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1.0
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2 02
+ Censored Early POD
0.0 o Logrank p <0001 No early POD
EalyPOD | 206 202 185 166 155 149 128 103 84 77 45 7 0O
NoearlyPOD | 792 792 792 783 768 749 717 667 537 510 318 52 1

T T T T T T T T T T T T T
[ i) 2 3 4 5 6 7 8 9 10 11 12

08 since registration (years)

No. of Subjects Event Censored  Median Survival (95% CI)
Early POD 206 36.4% (75)  63.6 % (131) Not reached
No early POD 792 11.9% (94)  88.1% (698) Not reached

OS since registration by maintenance arm - Analysis set
With Number og Subjects at Risk and 95% Confidence Interval

1.0 4 + Censored
Logrank p=0.8433
08 1 PRIMA 9 ans
=2
0.6
S
8
S
S 04
]
=
s
% 02 4
Observation
0.0 Rituximab
Observation 503 501 494 479 465 453 430 380 301 289 178 30 1
Rituximab 495 493 483 470 458 445 415 390 320 298 185 29 ]
— T T T T T T T T T T 1
[ 1 2 3 4 5 6 7 8 9 10 1" 12
08 since registration (years)
NO. of Subjects Event Censored Median Survival (95%CI)
Observation 503 16.5 % (83) 83.5 % (420) Not reached
Rituximab 495 17.4 % (86) 82.6 % (409) Not reached

Survival probability

1.0

0.8

0.6

0.4

FOETICR Y

OS since registration by POD24 status - Analysis set OS since registration by POD24 status and maintenance arm - Analysis set
With Number of Subjects at Risk and 95% Confidence Interval

Bras RM: moindre OS que obs.
(maladie agressive, FLIPI3-5)

——— 1:Early POD & Observation

2: Early POD & Rituximab

+ Censored 3: No early POD & Observation
Logrank p <.0001 4:No early POD & Rituximab
134 132 125 13 105 102 93 74 63 58 32 3 o
72 70 60 53 50 47 8 20 21 19 13 4 0
360 369 369 366 360 351 337 306 238 231 146 27 1
423 423 423 417 408 398 380 361 209 279 172 25 0
T T T T T T T T T T T T T
0 1 2 3 4 5 ) 7 8 9 10 11 12

08 since registration (years)

No. of Subjects Event Censored  Median Survival (95% Cl)
1 134 20.9% (40)  70.1 % (94) Not reached
2 72 48.6% (35)  51.4% (37) 78 (6.8 ; NA)
3 369 11.7% (43)  88.3 % (326) Not reached
4 423 1219 (51)  87.9% (372) Not reached

Ne pas comparer deux traitements sur leurs % de POD24 en déduisant que

Bachy E, Blood Adv 2021

I’OS des LF va augmenter...



What is the situation — 1L

* Do patients still die from FL ?



Risk of Event (proportion)
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Mortalité selon la tranche d’age

0.5 4
s Lymphoma related
w— Unrelated
Unknown 0.4 1
0.3 4
0.2
y — 0.1 4
T T T T T

0 1 2 3 4 5 6 7 8 9 10 11 12
Time Since Diagnosis (years)

< 60 years

s Lymphoma related 0.5 1 s Lymphoma related
s Unralated — UUnrelated
w— Unknown 0.4 4 — Unknown
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Time Since Diagnosis (years)
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* Sarkozy C, et al. J Clin Oncol 2019;37:144-52



Le score FLIPI est corrélé a la mortalité spécifique par LF

US and French Cohorts (vrai quel que soit I'age...)

0.5 Low-risk patients (score 0—1) 0.5 High-risk patients (score 3-5)
0ad — Lymphoma related 04 — Lymphoma related
s — Unrelated & — Unrelated
= — = = Unknown
£ 0.3 Unknown £ 0.3
> >
(&} (O]
S 0.2- S 0.2
4 4
D )
14 14
0.1- 0.1
ge— e _'_:
T T T T T =T T1TT 1T 1T 1T T T T T T 1
0o 1 2 3 4 5 6 7 8 9 10 11 12 0o 1 2 3 4 5 6 7 8 9 10 11 12
Time since diagnosis (years)
No. at risk:

Time since diagnosis (years)
No. at risk:
FLIPI0-1 561 555 536 507 478 408 353 301 252 203 153 109 69

FLIPI3-5 460 430 408 373 323 285 228 179 136 96 66 34 22

Sarkozy C, et al. J Clin Oncol 2019;37:144-52



Nous avons amélioré la survie des patients:
meurt-on d’un LF ?

PRIMA study (9 ans de suivi)

— 100

&=

g _M

=

B 60 -

m B

F - e Obsarvation

E Rituximab maintenancea

; 20 4 + Censored

o HR, 1.04; 95% Cl, 0.77 to 1.40; P= 7348

I | I I I I I I I I | I
0 1 2 3 4 5 6 7 B a 1m0 11 12

Time (years)

Mo. at risk:

---- 513 5071 48% 472 460 440 412 N9 297 266 M 8 0
—— &05 452 480 464 449 432 407 31 313 261 107 8 0

Causes de déces: observation vs maintenance

Progression du LF: 47,6% 51.1%
Cancer solide: 20% 5.7%
MDS/LAM: 8.3% 4.6%
Infection: 6% 12.5%
Cardiovasculaire: 6% 10%

Bachy E, et al. J Clin Oncol 2019



Outline

* What are the questions in the therapy of 1L low
tumor burden FL ?



What are the questions — 1L Low Tumoral
Burden (GELF=0)

* A different disease? What if we do nothing....

* Which options ?



20% jamais traités, et de longues durées d’OS

— High tumor burden
Low tumor burden

0.8 1

=
o
|

Overall Survival
(probability)

Patients not needing chemaotherapy (%)

0.4
i v
0.2
Log-rank P=.010
0 5 10 15 20 25

Time (years)

GELF 86:
Median follow-up: 9.8 y
OS: 45% at 10 years

Alrdeshna KM, et al. Lancet. 2003:362:-516-522

Bachy E et al, J Clin Oncol 2010,28: 822-828
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Figure 3: Time to first systemic treatment for patients in the

observation group

At 10 years, 19% (95% Cl 13-27) of patients either did not need
chemotherapy or died of lymphoma (non-lymphoma deaths were
censored).



Profil génomique des LF faible masse
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£ 56| AUC: 0.9742 = 0.5
= = 0.4 - median follow-up = 7.9
Z 041 S 0.3 — GE loc, median NR
= Cutoff: 13,672 g-;? 3 — GE adv, median NR
o 1 =L =0.15
0.2 (o . ... M
&0 0O 25 50 75 100 125 150
N Years from registration
1.0 0.8 06 04 02 00 NumbersAtRisk
Spgcifitiw{la;m] GE loc 35 34 27 13 5 0
GE adv 202 180 144 5 27 0

Staiger A, Blood 2020




Pas de consensus...




Radiothérapie

Radiation for Follicular Lymphoma/Pugh et al®

g _ o ¥ A24GyXRT dose provides equivalent results to 40-45 Gy '
% ==+ Mo RT
@ v'In patients with high risk features (bulk, high LDH, grade 3),
=
& other options are recommended ¢
@ 204
8 M v" Staging using PET-CT and BM is recommended ~
Months from Diagnosis
RT 208 iM9 680 2 088 0B 1 . i
Wit G0 am. W % A 3 v Relapses are not infrequent ' 34

Flgure 1. Non-Hodgkin lymphoma-specific survival with or
without upfront external beam radiation therapy (RT) is
shown, HR indicates hazard ratio.

1. Lowry et al. Radiather Oneal, 2011 2 NMCCN & EEMO Guidelines 5.Pugh et al. Cancer 2010
3. Friedoerg, etal. JCO 2012 4. Plancarte et al. Eur J Hagmatal, 2005



Essai « Comparison » de LymphoCare (USA)

R-chemo

N=57

Number of PFS events

) 18 (32%) 9 (26%) 6 (24%) 9 (16%) 1 (4%)
Unadjusted HR (95%

cl) 0.93 0.65 0.39 0.09
[relative to (0.42, 2.08) (0.26,1.63) (0.18,0.87) (0.01, 0.67)
radiotherapy]

Sl e C) 1.02 0.56 0.36 0.1
[relative to —

radiotherapy] (0.45,2.34) (0.21,1.48) (0.16,0.82) (0.01, 0.83)

*Adjusted for: grade, LDH, and B-symptoms

Friedberg JW, J Clin Oncol. 2012 Sep 20;30(27):3368-75.



Essai RWW

ARMA
Watch and Wait

v

Clinic visits

__Continued
follow up

ARMB
Rituximab Induction

ARMC uu
|
l

Rituximab Induction

& maintenance 3 5 7 9 11 13 15 17 19 21 23 25 months

Z0—-—4>wnw-XX002Z>™>

Progressive disease
requiring therapy
stops protocol
treatment

Ardeshna et al. Lancet Oncol, 2014; 14: 424-435



1.0]
0.9]

Essai RWW

0.8]

0.7]

Proportion |
of patients 0.6
with 0.5

no new _
treatment 0'4_
initiated  0-3
0.2]

0.1]

0.0

% not requiring Rx at 3yr
-  W+W=48%
WY R --= R4=80%
_ R4+|\/|| 19169 | | —— R4|+RM—91/0 |
0 1 2 3 4 5

Years from randomisation

HR (Rituximab vs W+W) = 0.37, 95%CI = 0.25, 0.56, p<0.001
HR (Rituximab + M vs W+W) = 0.20, 95% CI = 0.13, 0.29, p <0.001
HR (Rituximab + M vs Rituximab) = 0.57, 95% Cl = 0.29, 1.12, p =0.10

Ardeshna et al. Lancet Oncol, 2014; 14: 424-435



Essai RESORT

Experimental arms

Induction therapy " Rituximab maintenance
| > Rituximab single dose g3mo
Rituximab (375 mg/m?) Responders (n = 140)
4 x once weekly cycles (n = 274)
(N = 384) randomized Rituximab retreatment
> Rituximab (375 mg/m? 4 x once weekly
cycles at disease progression) (n = 134)

A 100
Two-sided log-rank P =.54
D
I_?Tj 80 -
m —
= X
== 60+
M @©
L =
En Median FU, 4.5 years
-+
8 20 4 AtRisk Failure 3-Year (%) 5-Year (%)
I: Re-treatment 143 80 65 50
= \laintenance 146 78 73 53
1 1 1 1 1 1 1
0 1 2 3 4 5 6 7

Time Since Random Assignment (years)



Conclusions des essais RWW et RESORT

« W/W est le standard
 Mais
— Rituximab est sécure

— Rituximab augmenteTTNT and PFS

— Rituximab Retraitment a la progression vs maintenance : méme TTNT avec

moins de dépenses/sélection clonale

« Selon le choix du patient/médecin, W/W ou RTX x 4 sont des

options acceptables



Outline

 What are the questions in the therapy of 1L high tumor burden
FL?



What are the questions — 1L HTB

* Induction phase:
— What is the best chemo backbone ?
— What is the best MoAb backbone ?

e Which maintenance ?

* Chemo-sparing options: an ideal candidate would:
— Be more effective than R-chemo (and RM) in high risk disease
— Be less toxic in patients with good outcome
— Be targeted on a vital pathway for a dedicated FL/TME



What are the questions — 1L HTB

* Induction phase:
— What is the best chemo backbone ?
— What is the best MoAb backbone ?



Probability

1.00

0.757

0.50

0.257

FOLLOS Study

R-CVP vs R-CHOP vs R-FM

TTF
ITT HR *(95Cl) P
R-CHOP 0.73 (0.55-0.98)
R-FM 0.70 (0.52-0.93)

N = 500, median FU 7 years

0.033
0.016

0.00

Years

=== R-CVP === R-CHOP == R-FM

Probability

1.00+

0.75

050

0.251

OS

83% at 8 years

0.00

Years

=== R-C\P === R-CHOP === R-FM

Luminari et al, JCO 2018



1.0

0.9-

0.8-
g 0.6 —
% E
3 0.5 ‘
Q 0.4"

0.3 median follow-up = 3.5

02/ — R-CHOP, median not reached

|~ R-FCM, median not reached

0.11 — R-MCP, median=5.5

- p=0.12
0.0-
I ! L I I i 1 i I ! I f 1
1 2 3 4 5 6 7

Numbers At Risk Years from 1st randomisation
RCKOP 69 57 45 30 20 10 2
RECH 55 48 34 14 3 0
RAMCP 54 44 29 15 g 1
3
5

R-CHOP vs R-FCM vs R-MCP
GLSG and OSHO N=205 FL

1.0-
~ 0S
0.9-
0.8-
0.7-
2 06-
T c. I
'8 0.5-'
QL_ 0.4"
037 median follow-up = 3.5
02 — R-CHOP, median not reached
)~ R-FCM, median=6.9
0.14 — R-MCP, median not reached
- p=0.6
0.0
T T T T T T T T T T T T
0 1 2 3 4 5 6 7
Numbers At Risk Years from 1st randomisation
RCHOP 69 62 51 36 24 11 3
RECM 67 59 54 34 16 4 1

R-MCP

70 62 50 35 18 11 2

Hoster et al, ICML 2017, abstr 13



Probabil ity

R-Benda vs R-CHOP: StiL vs BRIGHT study (PFS)

p=0.0072

Median (IQR; months)

—B-R  Notreached (22-1 to notyet reached)

— R-CHOP 409 (15-2to notyet reached)

HR 061 (95% (1 0-42-087)

[ [ [ I I [ |
0 12 24 36 48 60 72 84 96

Time (months)

Rummel MJ, et al. Lancet 2013.

Survival Probability

0.4
0.2
OBSERVATION
04 Logrank p<0.0001} [ [ RITUXIMAB
T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
PFS from registration (months)
No. of Subjects Event Censored Median Survival (95% CL)
OBSERVATION 386 49% (191) 51% (195) 54.74 (47.47 60.29)
RITUXIMAB 382 29% (110) 71% (272) NA (_NA NA )

Hawkins et al. ICML 2017; abstract 131.




R-Benda vs R-CHOP: StiL vs BRIGHT study (OS)

Follicular Lymphoma

0,75

0,5 -

0,25

0

0 12 24 36 48 60 72 84 96 108 120 132 144 156 168



PRIMA: RCHOP obs. vs RCHOP+RM 2 ans (9y FU)

— 100 -
=
:E.. 80 4
=
(L
- i N S
o 40 4 ---- Obsarvation et R T —
e . i . L R[TRTTIgE
o —— Rituximab maintanance
H_'.!- 204 + Censored
' HR, 0.61; 95% CI, 0.52 to 0.73; P < .001
| | | | | | | | | | | |
0 1 2 3 4 5 6 7 8 2 10 11 12
Time (years)
Mo. at risk:

--—— 513 415 336 290 251 217 200 155 147 122 41 1 0
— 505 445 406 372 333 309 284 231 208 170 &7 4 0

Bachy E, J Clin Oncol 2019



PRIMA: RCHOP obs. vs RCHOP+RM 2 ans (9y FU)

Overall survival

No. left

Observation

Rituximob

OS 1L

i,
]
a
Il ! @n: @

100

OS 1st salvage

£
2
7
o
4
[
¢
&
s o
H
@
HR 1.04 (95% Cl 0.77-1.40), 2
= Rituximab (N=505)
p=07948 g =vmimim: Obsenation (N=513)
+  Censored
[}
No. of Patients at Risk
0 1 2 3 4 5 6 7 8 9 10 " 12 Riudmab| 209 60
Observation 294 %9 246 217 197 m ir:)
513 501 485 472 460 440 412 319 297 256 Ell 8 OYEARS
505 492 480 464 449 432 407 341 313 261 107 8 0 0 1 2 3 4 5 6

Time (years)

100 64 2 1

7 8 9 10 "

Duration Overall Sunvival After Progression/Relapse (Years)

HT at relapse: 9.2% vs 7.7%

RTX: 42% vs 26%
autoSCT: 16% vs 7%

Increased PFS does not translate into improved OS: not a surrogate marker

Increased PFS, TTNT: economic endpoints

Bachy E, J Clin Oncol 2019



PRIMA 9y FU: safety

Causes of death

- Observation Rituximab maintenance
n/N (%) N=513 N=505
84 (16.4) 88 (17.4)
38/84 (45.2) 39/88 (44.3)
46/84 (54.8) 49/88 (55.7)
24/84 (28.6) 6/88 (6.8)
7/84 (8.3) 2/88 (2.3)
6/84 (7.1) 11/88 (12.5)
4/84 (4.8) 8/88 (9.1)
SAE
Observation Rituximab maintenance
0 (% N=508 N=501
(AEs* 194 (38.2) 285 (56.9)
86 (16.9) 122 (24.4)'
B 68 (13.4) 106 (21.2)
83 (16.3) 84 (16.8)
3 (<1) 8 (1.6)

Includes grade 3-5 toxicities, grade 2-5 infections, and SAEs;
Bachy E, J Clin Oncol 2019 Tdifference mainly represented by neutropenia and infections



GALLIUM: PFS OBINU > RITUX + chemo backbone

0.8 =

Benda

\"‘1:-_I_

Z 0.6=
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©
Q
<)
a 0.4
0.2 =
=== R-chemo (n=341)
=== G-chemo (n=345)
0
1 1 1 1 1
0 12 24 36 48 60
Time (months)
341 285 250 163 52
345 305 276 179 61

HR (95% CI)*

3-yr PFS

0.63 (0.46, 0.88)

84.1% G-B vs
76.4% R-B

Probability

CHOP

G-CVP: bonne option pour les LF agés...

CVP

1.0 = 1.0
0.8 = 0.8 =
0.6 = oz 0.6
E
©
Q
<)
0.4 = & 0.4
0.2 0.2 =
=== R-chemo (n=203) === R-chemo (n=57)
=== G-chemo (n=196) === G-chemo (n=60)
0 0
1 1 1 1 1 1 1 1 1 1
0 12 24 36 48 60 0 12 24 36 48 60
Time (months) Time (months)
203 179 152 34 20 57 41 36 20 5
196 174 153 84 18 1 60 56 49 28 6

HR (95% CI)*

3-yr

80.6% G-CHOP vs
75.6% R-CHOP

PFS

*|TT population; Yanalysis stratified by FLIPI (as well as chemotherapy regimen)

POD24 G-chemo vs R-chemo: 9% vs 16%

0.72 (0.48, 1.10)

HR (95% CI)t

3-yr PFS

0.79 (0.42, 1.47)

71.3% G-CVP vs
64.2% R-CVP

Marcus R, NEJM 2017 and Hiddeman W JCO 2018



Statut MRD sang/moelle en fin d’induction

BM p=0.0014

93.0 7/

82.5
. R-chemo
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7.0

BlOOd/BM p=0.0041
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©
o
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Pott C et al. oral presentation at ASH 2016: Abstract #613
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PFS selon bras de traitement et statut MRD

100 Ea—
| %‘-\_,_\—\“
80 — ' Iy » \ ]
L I
£ 60— |
B |
QO
a R-chemo MRD- (n=263)
R-chemo MRD+ (n=45)
20 — G-chemo MRD- (n=299)
G-chemo MRD+ (n=24)
0 T I I

12 24 36
Months since EOI

No. of patients at risk

R-chemo MRD- 263 244 230 185 134 77 31 4
R-chemo MRD+ 45 38 33 27 12 10 4 0
G-chemo MRD- 299 291 273 223 153 93 41 5
G-chemo MRD+ 24 22 21 16 6 3 1 0

Ne pourrait-on pas éviter la maintenance chez les patients en RC MRD- ?

Pott C et al. oral presentation at ASH 2016: Abstract #613
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GALLIUM: Selected grade 3-5 AEs by chemo

Cardiac events 12 (3.6) 13 (3.8) 5(2.5) 6(3.1) 0 (0.0) 4 (6.6)
Neutropenia 107 (31.7) 107 (31.7) 115(56.7) 142(73.6) 14(25.0) 29 (47.5)
Febrile neutropenia 13 (3.8) 18 (5.3) 14 (6.9) 22 (11.4) 2 (3.6) 2 (3.3)
Second malignancies’ 12 (3.6) 21 (6.2) 7 (3.4) 7 (3.6) 2 (3.6) 1(1.6)
Other solid tumours 9(2.7) 11 (3.3) 7 (3.4) 4(2.1) 2 (3.6) 0
Hematological tumours* 0 3(0.9) 0 3(1.6) 0 0
CNaOn"C';e'anoma 2L 3(0.9) 7 (2.1) 0 0 0 1(1.6)
Infections 66 (19.5) 89 (26.3) 25 (12.3) 23 (11.9) 7 (12.5) 8(13.1)
Opportunistic infections® 6 (1.8) 10 (3.0) 2(1.0) 5(2.6) 0 0

Hiddeman W JCO 2018



What are the questions — 1L HTB

e Which maintenance ?



Grade 3-5 infections by chemo and by phase

All study periods

Induction

Maintenance

Observation

66 (19.5)

26 (7.7)

39 (13.0)

12 (3.8)

48 (14.2)

89 (26.3)

27 (8.0)

51 (16.7)

28 (8.8)

54 (16.0)

25(12.3)  23(11.9)
13 (6.4) 14 (7.3)
11 (5.9) 7 (3.9)
6(3.1) 3(1.6)

108 (53.2) 112 (58.0)

Hiddeman W JCO 2018

7 (12.5) 8 (13.1)
4(7.1) 3(4.9)
1(2.5) 5 (8.8)
3(5.7) 1(1.7)

13(23.2)  10(16.4)

*Safety population



CD4 T-cell counts over time

CD3+ CD4+
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FOLL12 study: rando maintenance ou pas si RCM

MRD-

Maintenance

M FONDAZIONE
U ITALIANA
7 LINFOM

——

INDUCTION |
therapy

RCHOP ou RBenda

e Luminari S, J Clin Oncol 2021

Salvage

Patients with no
molecular markers

Neg

PET+

Observation |

(90)Y Ibritumomab Tiuxetan +
R Maintenance
every 2 months x 2yrs
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FOLL12 study: rando maintenance ou pas si RCM

MRD-

~——_

.75

3yr 76% (95% Cl 73-79%)
25 Syr 61% (95% Cl 54-67%)
Hevents 183

0 I I I I I I I I I 1
(0] 6 12 18 24 30 36 42 48 54 60
Follow-up, months
At risk
777 743 665 564 470 402 314 219 136 87 40

Luminari S, J Clin Oncol 2021



FOLL12 study: rando maintenance ou pas si RCM

1.00+

0.75+

0.50

0.254

0.00

MRD-

- maintenance

Y
L
Vo
L
L -
.
.y

-

LY

. L T
Pas de maintenancé==,_ _

-

p = 0.000061
3-yr PFS % (95% CI)  HR (95% Cl)
— AmA 84 (79-87) 1.00
=== Arm B

69 (63-74) 1.84 (1.37-2.49)

At risk

[ 12 18 24 30 36 42 48 54 60
Follow-up, months

A 387 374 338 204 245 217 177 125 82 51 20
B 390 3689 327 270 225 185 137 94 54 36 20

Luminari S, J Clin Oncol 2021

= A Complete Metabolic
Response is good news

= A Complete Molecular
Response is good news

= However, not enough to
omit a 2 years rituximab
maintenance



What are the questions — 1L HTB

* Chemo-sparing options: an ideal candidate would:
— Be more effective than R-chemo (and RM) in high risk disease

— Be less toxic in patients with good outcome
— Be targeted on a vital pathway for a dedicated FL/TME



Time to awake silenced genes and immune cells !

N =100 cases

100% -

EZH2

Y646F/N/H/S/C
A682G
A692V

80% -

60% -
40% -
20% -
0% -
(o]
-l
-l
=

Epigenetic regulators

Gene mutation frequency

Compacted Chromatin

Transcriptional
JAK-STAT B-cell BCR/NFkB signaling S

lineage

SOCS1
STAT6
STAT3
EBF1
KLHL6
IKZF3
CD79B
PLCG2
PRKCB
MYD88
CD79A

K27me3 K27me3
: H : : K27me3 K27me3
o
m .
[aa]
Ll
o
(@)

MEF2B
Core hist
CARD11

TNFAIP3

Linker hist

TNFRSF14--



CART cell Cytotoxic T cell Tazemetostat
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Sh
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modification
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differentiation
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expression

SIRPa§
Macrophage

: S (D3(
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NK cell

& Regulatory™%
Cell : i Tcell(Treg) 8

surface Ag . *
1 . N
/! Blockade of downstream

- / activation signals via PI3K
| Treg inhibition
<4 Antibody-drug
+ Increased TILs

+ Increased NK activity conjugate PI3K inhibitors
+ Improved immune

increases cytotoxic
T cell activation
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Lenalidomide

— - F O
D.Qualls and G.Salles, Haematologica 2022 V\/N N>H=°



LEN : SAKK-Nordic 35/10 Trial design

No CR/PR/MR , Therapy
MR >25% decrease in SPD off-protocol

WKs. 1 3 5||7||9 11 13 15 //m—
35'§‘ifg',r¥,21 |1 BN

Stratification:

FL grade 1-2 vs 3A
Bulky vs no bulk
FLIPI score 1+2 vs >3
Center

1:1
Randomization /-

Buibe)sai 3sii4
Buibejsal puodsag
dn-mojjo4

Lenalidomide 15 mg daily

|
2 wks pre-phase 2 wks post-phase

srsmamet 44 RN

Zucca E, Blood 2019



SAKK-Nordic 35/10 Trial : PFS

1 s
CR30: 42 vs 19%
0.8
Rituximab + Lenalidomide
. 06- ]
04 Median
PFS Rituximab
. not reached
| ;33 care HR (95% CI) = 0.58 (0.36-0.94)
Y Log-Rank test p-value = 0.03
0
0 1' 2 3 4 5
Time (years)
# at risk
Rituximab 77 48 34 15 5 0
Rituximab + Lenalidomide 77 57 47 26 6 3

Zucca E, Blood 2019



SAKK-Nordic 35/10 Trial : TTNT

1 -
0.8
Rituxi + Lenalidomide
> 0.6
g Rituximab
“ 04- Median — :
TTNT
not reached
51 vears HR (95% CI) = 0.56 (0.35-0.89)
it Log-Rank test p-value = 0.01
0 T ] ] ] ]
0 1 2 3 4 5
Time to Next Treatment (years)
# at risk
Rituximab 77 50 36 20 4 1
Rituximab + Lenalidomide 77 62 49 35 9

Zucca E, Blood 2019



The “RELEVANCE” Trial lysa

[ ] LYMPHOMA

|CR, CRu, PR J
R2 R?Z maintenance
'l (lenalidomide 1 yr + rituximab 2 yrs)

1st line
FL R
_ ‘ . R-Chemo [CR CRuPR N :
N=1000 .\ Rituximab maintenance
'[ (2 yrs)
6 mos. 24 mos.

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

Eligibility: Patients who need treatment (GELF criteria)

Stratification: FLIPI (0-1 v 2 v 3-5), Age (>60 v < 60), diameter of largest node (>6 v<6 cm)
Endpoints: PFS, CR/CRu? At 30 months

R? Regimen:

Rituximab weekly x 4, then day 1 of each cycle 2 to cycle 6, 8 weeks later responding
patients continue every 8 weeks for 12 cycles
Lenalidomide 20 mg x 6 cycles
N\ : .
: - CR-10 mg lenalidomide 10 mg for 12 cycles

\\/RELEVANCE - PR- 20 mg lenalidomide 3-6 months then, 10 mg <18 cycle

RITUXIMAB LENALIDOMIDE VERSUS ANY CHEMOTHERAPY




Relevance: R-LEN = R-CHOP

200CR vs 20%CR
PFS PFS2y 84% 83% oS

1.0 4
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g s
o 07 <
& 2
© o
S .9 06 - _ -+
E z .g g 0.6 - R-chemo
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a . HR (95% Cl) = 0.94 (0.73-1.22)
0.1 )
00 T T T T T T T T T T T
0.0 : T . . T : T : T . . 0 6 12 18 24 30 36 42 48 54 60 66
0 6 1218 24 30 36 42 48 54 60 66 Months from Randomization

Months from Randomization
Number of Patients at Risk
R: 513 443 423 404 385 306 184 114 56 13 0
RP 513 435 409 393 364 282 174 107 49 13 0 Rchemo 517 480 451 418 392 297 188 119 57 15 1 0
Rchemo 517 474 446 417 387 287 175 109 51 14 1 0

Number of Patients at Risk

513 rituximab-revlimid (R2) and 517 R-chemo
= 16% of POD24 (again...)

Morschhauser F, NEJM 2018



Relevance: R-LEN = R-CHOP

Table 3. Adverse Events during the Treatment Period in the Safety Population.

Morschhauser F, NEJM

Adverse Event

Neutropenia*
Anemia*
Thrombocytopenia*
Cutaneous reactions+
Diarrhea

Constipation

Rash

Fatigue

Nausea

Abdominal pain

Myzlgia

Arthralgia

Peripheral edema
Muscle spasms
Infusion-related reaction
Upper respiratory tract infection
Vomiting

Peripheral neuropathy
Tumor flare reaction
Leukopenia

Febrile neutropenia
Tumor lysis syndrome

i

Rituximab-Lenalidomide Group Rituximab—Chemotherapy Group
(N=507) (N=503)
Any Grade Grade3or4 Any Grade Grade3or4
number of patients (percent)

381 (75) 160 (32) 386 (77) 252 (50)

333 (66) 0 446 (89) 0

268 (53) 11 (2) 266 (53) 8(2)

220 (43) 36 (7) 120 (24) 5(1)

187 (37) 10 (2) 95 (19) 6(1)

178 (35) 1(<1) 167 (33) 5(1)

146 (29) 20 (4) 39 (8) 1(<1)

115 (23) 1(<1) 147 (29) 4(<1)

100 (20) 0 209 (42) 28(2)
78 (15) 4 (<1) 46 (9) 4 (<1)
73 (14) 0 29 (6) 1(<1)
71 (14) 3 1) 70 (14) 1(<1)
69 (14) 0 47 (9) 1)
68 (13) 0 21 (4) 0
66 (13) 7(1) 56 (11) 1¢1)
47 (9) 0 55 (11) 0
3407 2 (1) 94 (19) 7(1)
35@7) 11) 79 (16) 3 1)
30 (6) 7(1) 1(<1) 0
21 (4) 8(2) 48 (10) 30 (6)
11 (2) 11 (2) 34 (7) 33 (7)

7(1) 6(1) 5(1) 3]
5(Q1) 0 45 (9) 3 (<1)




Conclusions — 1L

Faible masse 1/ W&W 1/ W&W
2/ RTX seul x4 2/ RTX seul x4
3/ RTE 24Gy ou 2x2Gy

Forte masse 1/ R/G-chimio +/- M 1/ R/G-chimio +/- M
2/ RTX (au cas par cas)

v

Identifier POD24



Comment améliorer la 1L HTB ?

GALLIUM met la barre haut...

— 3y PFS = 80%, améliorer a 85% (mPFS 11.9 ans, HR 0.78): 517 events,
>2000 pts a inclure |

— Améliorer le % de CMR des FLIPI3-5: new drug + R-CHOP

Faire aussi bien mais moins toxique, non inferiority design:
— Echec de Relevance R2+RM = RCHOP+RM
— Ga-Len: 3y PFS 82% (OR 94%, 80% de CMR)
— Privilégier les FLIPI 0-2 pour une désescalade

Biomarker-based therapy ou POD24-high risk therapy:
— FLIPI2+TEP (TMTV)
— Nouveaux modéles basés sur le ML

Privilégier des options qui préservent les fonctions médullaires, améliorent
la QDV, évitent les pb cardio-vasculaires, les autres cancers, |'efficacité
vaccinale...



Merci de votre attention



