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Les lymphomes qu’est-ce que c’est?

Absolute numbers, Incidence, Both sexes, in 2022
France (metropolitan)

Others
222598 (46.0%)

NHL

16 972 (3.5%)

Total : 483 568

Cancer TODAY | IARC - https://gco.iarc.who.int/today
Data version : Globocan 2022
© All Rights Reserved 2024
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Sanchez-Beato, M. et al. A genetic profiling guideline to support diagnosis and
clinical management of lymphomas. Clin Transl Oncol 26, 1043-1062 (2024).



Lymphome B diffus a grandes cellules

Lymphome agressif = progression rapide

Hémopathies lymphoides
Nombre de cas incidents estimé

Leucémie/lymphome
lymphoblastique a cellules

- précurseurs (B, T ou SAl)
Lymphome T/NK a cellules 3%

matures (LNH T)

7%

Leucémie a tricholeucocytes
1%

LLP/ M. de Waldenstrom
5%

Myélome multiple /
plasmocytome
21%

Lymphome de la zone

marginale
10%
Lymphome a cellules du
manteau
Lymphome de Burkitt 3%

1%

Le Guyader-Perou et al. Santé Public France 2019

LLC/Lymphome
lymphocytique
18%

Le réseau lymphatique
et les organes lymphoides

ganglions L e amygdales

Se développe majoritairement dans les ganglions

Peut infiltrer tous les organes du corps humain

Symptomes généraux:
* perte de poids,
* fievre,

* sueurs nocturnes profuses

Lymphome folliculaire
12%

Lymphome diffus a
grandes cellules B

19%
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~5000 nouveau cas/an en France

Incidence des LBCLs selon ’age
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R-CHOP = guérison pour 60% des patients

Sehn, Salles NEJM 2021

A Outcomes of Patients with DLBCL

Probability of Survival

No. at Risk

1.00+

0.754

0.504

0.254

—— Time to progression Progression or death related to lymphoma

Progression-free survival

- Qverall survival

0.00

Time to progression 3082

Progression-free
survival
Overall survival

3082

3082

Years

2133 1775 1446 1236 1048 830 700 585 468 391
2132 1774 1445 1235 1047 829 699 584 467 390

2336 1900 1558 1338 1140 911 767 647 519 437



Rattrapage/autogreffe pour les patients avec LBCL R/R

Table 1. Base-Line Characteristics of the 109 Patients with Non-
Hodgkin's Lymphoma Randomly Assigned to Autologous Bone
Marrow Transplantation or Conventional Treatment *

CONYENTIONAL
TRANSPLANTATION TREATMENT Co RA L StUdy
CHARACTERISTIC MN=355) (N=54) .
R/R DLBCL patients
no. of patints
Histologic type of lymphoma :
High-grade largecell immmoblastic 10 12 Rand?&nl-ydao%s;gned
High-grade lymphoblastic 0 2 B
High-grade, with small noncleaved cells 1 2
Intermadiate-grade follicular, with 3 3
predommantly large cells
Intermeadiata-grade diffuse, with small 0 3
cleaved cells
Intermediate-grade diffuse, with mixed 12 9
small and large calls
Intermeadiatz-grade diffuse, with 22 15
large cells
Other diffuse 7 8 R-ICE R-DHAP
(n = 202) (n = 194)
"o | |
g 30 4 bth\.‘_‘ P=o0.028 Rec:eivt:d su:dy Reieiw:d sn:dy
= 70d W . reatmen reatmen
g 60 11.‘ %prbnmtnn (n=197) (n=191)
[ "t—‘_&l—l—l—&_ﬂﬁl
3 504 P
9 404 e Comventional treatment I I
® 304 i A IS Completed Completed
. 00 induction phase induction phase
®, 10 4 (n = 169) (n = 161)
0 T T T T | |
0 15 30 45 60
Received Received
Months after Randomization BEAM+ASCT BEAM+ASCT
(n=101) (n = 105)

Philip et al. NEJM 1995

Survival Distribution Function >

1-00"3'.\ ——— ARM A /R-ICE (n = 191)
B + + + Censored ARM A/ R-ICE
ARM B/ R-DHAP (n = 197)
1 Censored ARM B/ R-DHAP
0.75 "\E
HI.,"W "
T
L
. Mﬂ—i
0.25 4
P— .4899
0 1 2 3 4 5

Overall Survival (years)

according to the first random assignment
(intent to treat)

Gisselbrecht et al. JCO 2010



Pronostic défavorable des LBCLs réfractaires

Median
1.0 Events/N (Months)
0.9 - == Primary refractory 143/179 7.1
> 0.8 - === Refractory to second-line or later-line 261/306 6.1
= == Relapsed <12 mo post-ASCT 101/118 6.2
o 0.7 -
<
e)
o
o
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o PR
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Months from commencement of salvage therapy

Crump et al. Blood 2017



Generating super-soldiers
the production of CAR-T cells

Chimeric Antigen Receptor

retroviral
vector
[
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CAR-T caell



Développement des CAR T cells

1985 1989 1998 2003
Rosenberg et al. Sadelain / Finney
TILs stimulés in vitro par UlL2 Introduction du domaine de co-stimulation CD28 au CAR
LAK: lymphokine activated killer cells 2nd generation CAR

Preuve de concept

Gross, Waks, Eshhar Brentjens et al

1st generation CAR CART anti-CD19 efficace dans modeles murins
Ac monoclonaux: peu efficace pour tuer les cellules tumorales
Idée: combiner la spécificité des Ac monoclonaux avec la cytotoxicité des Ly T

Solution: associer la partie variable d’'un Ac monoclonal au domaine de signalisa,;ﬁ,gpge“eration CAR  Second generation CAR
duTCR
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’essor des CAR T cells

2009 2011 2012 2014 2017 2018
Hollyman et al. FDA: breakthrough therapy AMM européenne
La « recette » publiée FDA approval
Porter et al. CART-CELL BIOTECH IPOs

Kite Pharma June 2014 $134.1 million
Bellicum December 2014 $160 million
Juno December 2014 $264.6 million
Cellectis March 2015 $2928 million

&lhe New Pork Times
In Girl's Last Hope, Altered Immune Cells Beat Leukemia
By DENISE GRADY DEC. 9, 2012 o o



CART cells anti-CD19 autologue
Principes du traitement

] ] ]
Leucaphérese 1 Production des CART cells 1 Infusion 1 Invivo

| | |
Prélevement des 1 Tri/activation : Infection retro ou lenti- : Expansion des 1 [nfusion des CAR-T | Activati
| h I 1 vi Partie Variable d’Ac .1 1 Activation
ymphocytes 1 deslyT | virale “targeting domain” : CARTcellsin 1 autologues I Expansion

| i | |

Y : (eg, CD19, BCMA, | vitro i I Cytotoxicité

1 c@® CD20) | ! I CRS/ICANS

: ®e : Sy Spacer : : : CD19

| : Domaine trans- : | |

: ® I membranaire I : :

: ..... : Domaine de : : :

I | CAR-Tcell costimulation (eg, 1 I I

I ! CD28or4-188) I I I

I I génétiquement I I I

I . modifiée CD3{ (domaine de | I I

1 signalisation) 1 1

] ] ]

: Temps de production médian: 17-28 jours : :

: Traitement d’attente a considerer avant infusion : :

Chimiothérapie de lymphodepletion avant la ré-injection (Flu/Cy 3 jours)

Majors. EHA 2018. Abstr PS1156. Lim. Cell. 2017;168:724. Sadelain. Nat Rev Cancer. 2003;3:35. . T .
Slide credit: clinicaloptions.com

Brentjens. Nat Med. 2003;9:279. Park. ASH 2015. Abstr 682.



http://www.clinicaloptions.com/

CRS (Cytokine Release Syndrome)
Neurotoxicité (Immune effector Cell Associated Neurotoxicity ICANS)

@
& °® ° Neurotoxicity
& Endothelial @ Delirium
@  Endothelium 9 activation @ Aphasia
— — - T’-/: =——=—— Seizures
Pericyte © Q@ © ® @ Cerebraledema
Intracranial hemorrhage
Altered blood- Increased vascular
brain barrier permeability
Inflammatory Macrophage Hemodynamic instability
cytokine release mediator release Tachycardia
o Hypotension
Leukemia s © L6 ° . Capillary leak syndrome
) O O O O ® )
oo o
e L]
</ Organ dysfunction
AST and ALT elevation

Hyperbilirubinemia
Respiratory failure

Carl H. June et al. Science 2018;359:1361-1365



CAR-T anti CD19 pour les LBCLs R/R en 3¢ lighe et plus

ZUMA-1 JULIET TRANSCEND NHL 001
100+ Axicabtagene Ciloleucel 100+ Tisagenlecleucel 100+ Lisocabtagene Maraleucel
804 80+ 804
X 601 604 604
540. 404 40+
20+ 204 204
O+rrrrrrrrrrrrrrrrrrrrrrrrrrrrr. O 0

O RO RN T OB ONT ORONT CRONT O 0 3 6 91215182124273033363942454851 0 3 6 9 121518212427303336394245
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ZUMA-1 JULIET TRANSCEND NHL 001
CART Axi-Cel Tisa-Cel Liso-Cel
leucapheresis / reinfusion (%) 111/101 (90%) 165/111 (67%) 344/269 (78%)
Bridging therapy(%) Not possible 92% 59%
ORR, % 82% 52% 73%
CR, % 54% 40% 53%

Les données ont été présentées a titre d’illustration comparative et aucunes comparaison directe des essais ne peut étre faite.

Locke et al. Lancet Oncol. 2019
Jacobson et al. ASH 2020. Abstr 1187
Jaeger. Et al. ASH 2020. Abstr 1194.
Abramson et al. Lancet. 2020



CAR anti-CD19 dans la vraie vie en France en 3¢ ligne et plus
Registre DESCART > 1200 patients inclus

1.0 1 —— axi-cel + censored
tisa-cel log-rank P = 0.0003
0.8
£ 06-
o
[}
Qo
°
[« %
100 - = 044
P<0.001 CR g
—— 3
P<0.001 (5]
80 m PR 18- | 021
Il tisa-cel
60 — o axi-cel 0
° 10 4 axi-cel 209 113 71 56 41 19 16 9 3 0
o~ tisa-cel 209 80 52 35 30 16 15 9 8 2 1 0
1 I 1 1 T I 1 I 1 | T I
40 - X 0 3 6 9 12 15 18 21 24 27 30 33
5 - PFS since infusion (months)
20 =t No.of patients Event Censored Median survival (95% CL)
axi-cel 209 43.1 % (90) 56.9 % (119) 8.2 (4.4 ; NA)
I tisa-cel 209 55.5 % (116) 44.5 % (93) 3.1(2.8;4.1)
0 T T 0- T T e 1.0 4 E
- . ) axi-cel + censore
tisa-cel axi-cel & & 0S s ol log-rank P = 0.0072
()
7 N 0.8
b@ "/ %
> b
o) 2
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= 0.6+
fe]
[}
Kol
o
a
= 0.4
=
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? 02
Suivimédian =12 mo
0 -
axi-cel 209 148 106 85 59 29 25 13 6 1 1 0
tisa-cel 209 131 96 58 44 26 23 12 10 2 1 0
T 1 T T T T T T T T | T
0 3 6 9 12 15 18 21 24 27 30 33
OS since infusion (months)
Bac hy et al. ASH 2021/ EHA 2022 No.of patients Event Censored Median survival (95% CL)

axi-cel 209 282%(59)  71.8%(150)  Notreached (14.7 ; NA)
Bachy et al. Nat Med 2022 tisa-cel 209 37.8%(79)  62.2% (130) 11.2(8;20.1)



ASH 2021

LBCL 2¢ ligne: CAR-T vs rattrapage/autogreffe

3 essais randomisés

TRANSFORM
Liso-Cel

ZUMA-7

Axi-Cel

BELINDA
Tisa-Cel

Primo-refractaire

Rechute précoce(< 12 mo)
apres R-CHORP (-like)

LBCL

Bridge

v/
O,
v/

Randomisation

CAR-T

/
T

Rattrapage/autogreffe




TRANSFORM: Liso-Cel en 2°¢ ligne vs autogreffe

Crossover et bridge autorisés

Suivi médian = 17,5 mois

232 patients were screened

184 underwent leukapheresis* and were
randomly assigned (ITT population)

48 were not randomly assigned
31 were not eligible
17 for other reasons
7 due to COVID-19 pandemic

-

58 received bridging therapy

92 assigned to the liso-cel groupt (safety population)

Liso-Cel | SOC
v
92 assigned to the SOC group
2 did not receive liso-cel§
1 withdrew consent P

1 had a manufacturing failure

90 received CAR'* T-cell therapy
89 received liso-cel

1 received non-conforming product

1 was not treated due to withdrawn consent

98%

Kamdar et al. Lancet 2022; Abramson et al. Blood 2023

91 started SOC (safety population)
43 received high-dose chemotherapy
42 received autologous HSCT]|

47%

50 were approved for crossover
47 received CAR' T-cell therapy as third-line
treatment
46 received liso-cel
1 received non-conforming producty
3 had not received liso-cel at data
cutoff date
1 was in pretreatment evaluation
2 died due to disease progression




TRANSFORM: Liso-Cel en 2°¢ ligne vs autogreffe

Crossover et bridge autorisés
Suivi médian = 17,5 mois

Taux de réponse

Taux de réponse des patients
recevantliso-cel en crossover

53 %

100 - p<qu1 100 -
[ 1
RC:74 %
80 1 (ICqs: 63,7-82,5) 80 1
9 3
o 60 o 60
3 RC:43 % 3
g (ICqs : 33,2-54,2) g
& 40 & 401
o o
20 4 20 -
0 T 0
Liso-cel SoC
(n=92) (n=92)
e CRS:49%

e Grade=23:1%
ICANS : 11%
e Grade=3:4%

RC
(n =57)

Survie sans événement Survie globale

(%) 100 - o (%) 100 - .
Liso-cel === Liso-cel
— SOC — SOC
80 1 80 1
NA (ICos : 29,5-NA)

60 A 60
40 4 NA (ICq5 - 9,5-NA) 40 - 29,9 mois (ICqs : 17,9-NA)
20 | ]

HR = 0.356 2,4mois (ICqs : 2,2-4,9) 201 WR=0724
| | (G 0243-0522) (ICos : 0,443-1,183); p = 0,0087

T T T T 0 T T T

0 2 4 6 8 10121416 18 20 22 24 26 28 30 32 34 0 2 4 6 8101214161820 2224 26 28 30 32 34 36
Patients (n) Mois Mois

— 02 87 76 62 59 55 52 48 45 24 20 17 5 3 3 3 3 0

m— 02 66 39 32 27 22 19 19 19 12 12 10 3 2 2 2 2 O

Liso-Cel: disponible en France en 2¢ lighe pour les LBCLs

Cytopénies prolongées (> J+30) Grade = 3: 43%

Kamdar et al. Lancet 2022; Abramson et al. Blood 2023



ZUMA-7: Axi-Cel en 2° ligne vs autogreffe

Crossover et bridge NON autorisés

Suivi médian = 47,2 mois

R/R LBCL
N=359
77 sites .
Key Eligibility: e et
- Aged>18y Conditioning

* LBCL*

* R/R <12 mo of 1L therapy?

* Intended to proceed to
HDT-ASCT

Stratification:

* Response to 1L therapy

* Second-line age-adjusted
IPI (SAAIPI)

Optional Steroid-Only
Bridging (No Chemotherapy)

| 1:1 Randomization |

Chemotherapy +

Investigator-Selected
Platinum-Based
Chemoimmunotherapy®

Initial Disease Assessment (Day 50)

Responders
(CRor PR)

Proceed to
HDT-ASCT

Nonresponders
Additional
Treatment

Off Protocol

Survie sans évenements

HR 0.398 (95% Cl, 0.308-0.514); P<0.0001

Primary Endpoint
* EFS

Key Secondary
Endpoints
* ORR

* 0S

Secondary Endpoints
* PFS

* Safety

* PROs

No Protocol-Specified
Crossover

100+
| Median EFS (95% Cl), mo  24-mo EFS Rate (95% Cl), %
. 804 Axi-cel (N=180) 8.3 (4.5-15.8) 40.5% (33.2-47.7) .
]
s SOC (N=179) 2.0 (1.6-2.8) 16.3% (11.1-22.2) EN
r_>v ©
S 60 2
5 2
a 5
9 (7]
§ 401 s
&
g g
2 (o]
204 )
! +
(o)
1
04 Median Follow-up: 24.9 mo 1 16' 3 /O
T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
X Months
No. at Risk
Axi-cel 180 163 106 92 91 87 85 82 74 67 52 40 26 12 12 6
soc 179 86 54 45 38 32 29 27 25 24 20 12 9 7 6 3 1 0

94% - ORR 83% - CR 65%

36% - ORR 50% - CR 32%

1004

804

60

40

20

TOXICITE Axi-Cel
* CRS:92%
e Grade=3:6%
e ICANS:60%
e Grade=3:21%
 Cytopénies prolongées (> J+30)
Grade = 3: 29%

Survie globale

HR 0.726

27.4% Reduction in Risk of Death

54.6%

4-Year

:57% Received 3L+ Cellular Inmunotherapy :

Median Follow-up: 47.2 months l(Off Protocol)

_____ T —————

24 30 36 42 48 54 60
Months

Locke et al. NEJM 2021 — Westin et al. NEJM 2023



ALYCANTE: Axi-Cel en L2 pour les patients inéligibles a autogreffe

Suivi médian 12 mois

Critéeres
d’inéligibilté a
PautoG

HCT-CI 23
n=20 (32.3%)

14 1

41 1

265 years
n=55 (88.7%)

Prior ASCT
n=2 (3.2%)

Houot et al. Nat Med 2023

Leukapheresis conducted (FAS)

N=69

Bestresponse

Patients not infused (n=7)

« Consent withdrawal (n=1)
+ Complete remission before axi-cel

infusion (n=1)

« Absence of documented relapse on
biopsy before axi-cel infusion (n =1)

+ Progressive disease (n=1)

« IMP OOS and administration of
second-line chemotherapy for
progression (n=1)

+ Death before administration (n =1)

+ Occurrence of cutaneous nocardiosis
(n=1)

100
90
80
70
60
50
40
30
20
10

90%

|

mCR mPR mSD mPD

11,3
79
A
responders non responders

Infusion performed (MFAS)
N =62

(40 initial cohort + 22 expansion cohort)

Death (N=5)
+ AEs(n=23)
+ Lymphoma (n =2)

Patients alive at month 3
n=57

Death (N=7)

« AEs(n=3)

« Lymphoma (n=3)
« Unknown (n=1)

Patients alive at cutoff date
n=50

Survival probability

Survival probability

PFS with censoring on FDA censoring rules
- according to age (months) - mFAS

Lo t_ﬁ <70
il >70
0.8 1 e
b
|
0.6 - :ED_._'
0.4 4 : =
Median follow-up = 12 months
0.2 No. of patients Event Censored Median survival (95% CI)
Sl <70 29 48.3% (14) 51.7% (15) 11.8 (5.8 ; NA)
270 33 42.4% (14) 57.6% (19) 11.5 (6.3 ; NA)
O _
0 2 4 6 8 10 12 14
OS (from axi-cel infusion)
- according to age (months) - mFAS
1.0 L <70
L >70
0.8 1 = L e o
0.6 1
0.4 4
0.2 1 No. of patients Event Censored Median survival (95% Cl)
<JO 29 17.2% (5) 82.8%(24) Not reached
o 270 a3 212%(7) 78.8% (26) Not reached




ALYCANTE: Axi-Cel en L2 pour les patients inéligibles a autogreffe
TOXICITE

El survenant chez plus de 10 % des patients

CRS: 93,5%
e Grade=3:8%
ICANS : 51,6%
 Grade=3:14,5%
Cytopénies prolongées (> J+30) Grade = 3: 37%

Tous les El

SRC

Troubles ioniques
Anémie
Neurotoxicité
Neutropénie
Thrombopénie

Covid . Grade =2 3
Leucopénie
Infection urinaire . Tous grades

Lymphopénie . . .
Sepsis 26% des patients sont passeés en réeanimation
Infecti iratoi : NP . . .
O e e 6 patients décédés a la suite d’une infection

Infection cutanée

0 10 20 30 40 50 60 70 80 90 100
Fréquence (%)

Axi-Cel disponible en France en AP en 2¢ lighe pour les LBCLs dans Uindication: traitement des patients adultes atteints de
lymphome diffus a grandes cellules B, réfractaires ou en rechute dans les 12 mois apres la fin d'un traitement de premiere ligne

Houot et al. Nat Med 2023



Axi-Cel dans la vraie vie en 2° lighe
Données du registre DESCAR-T

Patients inclus entre Jul 2022 et Aout 2023

Analyzed population
)

Suivi médian 3 mois

Safety Set
Infusi N=189
ﬂ:ritéres d’inclusiondans UAP Axi-Cel LZ:\ nrusion
- LBCL réfractaire ensit;agnte - ~N | A —
- Rechute précoce (< 12 mois) Patients Evaluable
- Aprés une ligne de traitement infusés L> set
N=201 N=171
Commande d’Axi-Cel . /0 J
— .
N=309 Patients
K / non
traités
N=29
———— J
DESCAR-T
LBCL TREATED WITH AXI-CEL IN 2ND LINE
400 1t
300 - 559 294
188
200 PUPR. V4
98
100 66 77
1 10 21 36
0
AV VS S A A G ¢ A A VT I S A A
A né. e Q e A{ < K(O/ ! ,b\/ Q’ AL r&,
G I R & &I

Brisou et al. ASH 2023

Treated patients
N=201 (87.4%)

Untreated patients
N=29 (12.6%)

Sex Male 122 (60.7%) 16 (55.2%)
Age (years)
Median (min; max) 61 (21; 82) 65 (34;80)
Age >= 65 years 77 (38.3%) 15 (51.7%)
Bridging therapy 177 (88.1%) 18 (62.1%)
ECOG
0-1 164 (81.6%) 14 (48.3%)
>=2 10 (5.0%) 3 (10.3%)
Missing 27 (13.4%) 12 (41.4%)
LDH > Normal
No 75 (37.3%) 16 (55.2%)
Yes 122 (60.7%) 12 (41.4%)
Missing 4 (2.0%) 1 (3.4%)
Ann Arbor Stage
I-11 30 (14.9%) 4 (13.8%)
H-1v 149 (74.1%) 20 (69.0%)
Unknown 22 (10.9%) 5 (17.2%)
Histology
DLBCL 149 (74.1%) 22 (75.9%)
Transformed indolent 28 (13.9%) 6 (20.7%)
PMBL 6 (3.0%) 0 (0.0%)
HGBL 8 (4.0%) 1 (3.4%)
Other# 10 (5.0%) 0 (0.0%)
Primary refractory disease 149 (74.1%) 23 (79.3%)




Axi-Cel dans la vraie vie en 2e lighe
Données du registre DESCAR-T

e CRS: 92%
Patients inclus entre Jul 2022 et Aout 2023 e Grade=3:5%
Suivi median 3 mois e ICANS : 43%
* Grade=3:13%
[ Repo":e f;gluable ] « 7 patients (3,5%) décédés du fait de toxicités
incidence of CRS and ICANS (%)
BEST RESPONSE
100,0
100,0 90.0 o
80,0 m Dead 80,0
60,0 m Progressive Disease 70.0
40,0 m Stable Disease 600
0.0 Partial Response 500 mgrade 5
’ m Complete Response 87,8 ® grade 3-4
0,0 _— 40,0 22 | grade 1-2
Responders Non responders 30.0
Réponse compléte 106 66.3 10,0 ’
Réponse partielle 35 21.9 0,0

CRS ICANS

Brisou et al. ASH 2023



CAR-T cells 2e lighe DLBCL :

standard de traitement y compris chez des patients > 65-70 ans moyennement fit

Algorithm for Second-line Therapy of LBCL

Time from 1L therapy

<1 year: ~75% >1 year: ~25% |
v v
Eligible for CAR T-cell? Eligible for ASCT?
Yes No No Yes
~70% ~30% ~50% ~50%
v v
2L CAR T-cell (axi-cel or liso-cel) 2 or 3L+ therapy options 2L Salvage +/- ASCT
' e Investigational agent/regimen ;
eeeep ¢ Immunochemotherapy
e CAR T-cell (if not given in 2L)
e Polatuzumab vedotin + BR
~30‘40% ° Selinexor ~40‘50%
¢ Tafasitamab + lenalidomide
e Loncastuximab tesirine
e Best supportive care or XRT
v v
Projected Cure Cure
(~20% of all 2L LBCL) (~5% of all 2L LBCL)

Westin and Sehn Blood 2022



Quels sont les patients inéligibles aux CAR-T cells ?

- Grand age ?

- Co-morbidités importantes

- Etat général altéreé (PS 3-4)

* Progression rapide

- Manque d’accessibilité aux CAR-T
« Rechute post CAR-T

« Refus du traitement par CAR-T



Glofitamab: CD20xCD3 T-cell engaging
bispecific antibody with 2:1 format

High avidity binding
to CD20 on B cells* \\\\\N

\\\\\\ 57
(U ‘ ¢
\ * 4
CD3 T-cell y
engagement
Silent Fc region il
extends half-life and ANTIBODY

reduces toxicity™




Glofitamab DLBCL R/R

Grade 1 = Grade 2

Glofitamab IV administration 1005
: Fixed-duration treatment S 80 o
oy S
\ f { ﬁloﬁtamah S 12cycles D15: 1m9 z 60 + l 0, . L
CRS mitigation: D8: 2.5 S w’
. L <«.omg ﬁ
+ obinutuzumab pretreatment (1 x 1000mg) D1: Gpt Q40 siie
+ C1 step-up dosing + e  26.8%
« monitoring after first dose (2.5mg) - ;e C12 20 +
R 03 0.9% 2.0%
C1D8-14C1D15-21 C2  C3 Ca4+
N=1541 2.5mg 10mg 30mg 30mg 30mg
Median age, years (range) 66.0 (21-90) 100=
Median no. of prior lines, n (range) 3 (2-7) - PFS * Max. treatment length
2 prior lines 62 (40.3)
>3 prior lines 92 (59.7) £ 60
Prior CAR-T 51 (33.1) & 40+
Prior ASCT 28 (18.2) 20-
Refractory to last prior therapy 132 (85.7) 0 : : ot - - - - 1
0 3 6 9 12 15 18 21 24
Primary refractory 90 (58.4) Pli::)-” - 7 e ' :
Refractory to prior CAR-T 46 (29.9) . (O TR
ORR=51% =
CR=39,4%
. . T . . 40
Suivi médian = 12,6 mois .
Taux de survie sans rechute a 12 mois = 37% 2
. Vd . = . 0 *
Survie médiane = 11,5 mois Dickinson et al. EHA 2022 D e I e T T T T

Pts at Time (months)
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Glofitamab pour les patients ne répondant

pas aux CAR-T - BICAR

New Glofitamab IV administration according to BiCAR study

Cycle 1: 14 days Cycle2to11:30 mg- Every 21 days
Enroliment >« i
C C5 €6 €7 €8 €2 €10 €l
Screening I u 1 l l l l 1 1 l l 1 l Follow up
-D3 D1 D3 D15
mg 10mg 30 mg 30 mg ﬂ ﬂ
R/R status
confirmed by
central
review of PET
l Obinutuzumab lGIofitcmub ﬂ PETFDG*
DESCAR-T French Reg|5try 100 Best Metabolic Response* (central review)
+ Censored [ 95% Confidence Limits %0 1.0
: 80
Median OS = 5.2 months (95% Cl, 4.1- 6.6) 65,99,
70 e 08
60
z
50 S os
36.4% 8
40 29.5% =
30 $ 04
20 13.6% @
10 2.3% 0.2
0
1721 [ 41 18 172 6 0 . .
3 6 9 12 15 18 21 24 OMR PD Missing 0.0
S ey (S prepTe (e MOMR mCMR ®PMR mNMR MPD M Missing
No. of Subjects Event Censored  Median Survival (95%CL)
238 53.4 % (127) 466 % (111) 52(4.1,66)

Di Blasi et al., Blood 2022

By PET-CT (Lugano criteria); Cheson BD, et al. J Clin Oncol 2014;32:3059-68

Overall Survival for Patients in Cohort 1

+ Censored [0 90% Confidence Limits

Median OS = 17.6 months (90% ClI, 8.3-19.7)
Median (range) follow-up: 9.2 months [7.0-12.2]

35 24 15 8
0 4 8 12
OS (months)

16 20

Sesques et al. ASH meeting 2023



Glofitamab en 2¢ lighe — essai Starglo

100
Glofit-GemOXx (n=183) Glofitamab
Glofitamab plus gemcitabine and oxaliplatin* 3gmg ;'_-zdr;mms:]eredlon 80 1
Step-up dosing in Cycle 1, 5y @ TR G ORR: 68.3%
Patients R/R DLBCL (N=274) 30mg administered on Day 1 from Cycle 2 onwards PR: 9.8%
Cycles 9-12 60 -

ORR: 40.7%

Patients (%)

+ R/R DLBCL NOS after 21 prior
systemic therapy Cycles 1-8
- Patients with one prior line must (21-day cycles)

be ti lant ineligibl
e transplant ineligible PR: 15.4%

«- ECOGPSO0-2
Stratification factors R-GemOx (n=91) 20 1
CR: 25.3%

+ Relapsed vs refractory disease*

N
o
1

CR: 58.5%

o Rituximab' plus gemcitabine and oxaliplatin
* 1 vs 22 prior lines of therapy Administered on Day 1 of each cycle 0-
R-GemOx (n=91) Glofit-GemOx (n=183)
Updated analysis . Updated analysis . .
— Glofit-GemOx (n=183) (n=91) (n=183) — Glofit-GemOx (n=183)
R-GemOx (n=91) ) ) ) o R-GemOx (n=91)
80 - * Censored Prlmar).( analysis (median follow-up: 11.3 months) 80 - . Censored
8§%m§|‘;':a:wmhs 9(7.3-14.4) NE (13.8-NE)
;\; 60 - HR (95% Cl) 0.59 (0.40-0.89) :\: 60 A
:,; p-value* 0.011 ;
© 40 1 Updated analysis (median follow-up: 20.7 months) Iﬁl: 40 4 -
- (c;i;%mgg‘f:mmhs 12.9 (7.9-18.5) 25.5 (18.3-NE)
T 20 1
Glofit-GemOx vs R-GemOx: HR (95% C1) 0.62 (0.43-0.88) . .
HR (95% Cl): 0.62 (0.43-0.88) valuer 0006 Glofit-GemOx vs R-GemOx: l
01, . —_ . ; . . . . . . . P | 01 HR (95% CI): 0.40 (0.28-0.57)
0 3 6 9 12 15 18 21 24 27 30 33 36 | 24-monthos(95%Ci) 33.5% (22.2-44.9) | 52.8% (44.8-60.7) T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36
No. of patients at risk Time (months) No. of patients at risk Time (months)
Glofit-GemOx 183 159 135 119 104 86 71 51 40 26 11 3 NE .
oHtmemEx Glofit-GemOx 183 130 107 89 66 54 37 26 14 10 2 1 NE

R-GemOx 91 68 55 46 40 29 23 14 10 8 3 2 NE
R-GemOx 91 34 22 14 9 6 2 2 2 2 NE NE NE



Essais en cours et g venir

SKYGLO
Glofitamab en 1™ ligne

LBCL
Pola-R-CHP Pola-R-CHP
+ Glofitamab

SOC

ZUMA-23
Axi-Cel en 1'e ligne

LBCL
haut risque

|
R-CHOP
ou

R-DA-EPOCH

l 1

R-CHOP Axi-Cel
ou
R-DA-EPOCH

CARMOD
Association CAR-T + immunomodulateur

LBCL
Forte masse tumorale avant les CAR

CAR-T
+

Golcadomide



Messages clés et perspectives

* Les CAR-T autologues anti-CD19 ont bouleversé la prise en charge
des lymphomes B diffus a grandes cellules
e Standard de traitement en 2° lighe = améliore la survie globale
* Place en 1™ ligne pour des patients a haut risque?
* Difficile d’acces

* Les anticorps bi-spécifiques antiCD3xCD20 représentent une
nouvelle option de traitement efficace

* Disponible a Uheure actuelle en 3€ lighe y compris chez les patients ne
répondant pas aux CAR-T

* Bientoten 2° et en 3° ligne?
* Facile d’acces

* Bispécifiques vs CAR-T = quelle est la meilleure option? Faut-il les
associer



