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Recommandations de I'ESMO

Eligibility for ASCT

Yes No

Induction First option:
DaraRd [1, A]
DaraVMP [I, A]
VRd [I, A]

If first option is not available:
VMP [1, Al
Rd [I, A]

First option:
VRd [lI, B}
DaraVTD [I, A]

If first option is not available:
VTD [1, Al
VCD [I, B]

200 mg/m? melphalan [I, A]
followed by ASCT [I, A]

Lenalidomide maintenance [l, A]

Dimopoulos et al. Hemasphere 2021



'autogreffe, le standard depuis 25 ans
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Evolution des schémas d’induction
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VADXx4 : Lokhorst Haematologica 2008; VDx4 : Harousseau Haematologica 2006;
VCDx4 : Moreau Blood 2016; VTDx4 : Moreau Blood 2016; VTDx4 : Moreau Lancet 20019; VRD : Voorhees
Blood 2020 ; ; D-VRD : Voorhees Blood 2020 ; KRDx4 : Gay ASCO 2017; IsaKRDx6 (Weisel ASH 2020)



Place de l'autogreffe confortée a I’'heure des “anciennes nouvelles” molécules

ESSAI IFM 2009 ESSAI EMN 02

ArmB \ / 4x VCD + \

stem-cell apheresis

HDM/ASCT at first relapse

Attal et al. N Engl J Med 2017 Cavo et al. Lancet Hematol 2020




Place de I'autogreffe confortée a I’heure des “anciennes nouvelles” molécules

Actualisation essai IFM-2009

100 —+

RWVD Alone
Transplantation

75

Median PFS 47.3 months (Transplantation, arm B)
Median PFS 35 months (RVD alone, arm A)

Patients (%)
8
1

25

P=0.0001
o HR (95C1) 0.70 [0.59;0.83]
o 1z 29 36 43 60 72 =223 26
Months of follow-up
N at risk
RWVD Alone 350 294 227 166 117 85 G 532 12
Transplantation 350 308 263 206 157 117 29 S0 30

Perrot et al. ASH 2020



Place de I'autogreffe confortée a I’heure des “anciennes nouvelles” molécules

Essai EMN-02

A
100 — —\VMP

——Avutologous HSCT
HR 073 (95% Cl, 0-62-0-85);
adjusted p=0-0001
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o T T T T T 1
0 12 24 36 48 a0 72
Number at risk
(number censored)
Autologous HSCT - 702 (0) 616 (17) 509 (24) 428 (31) 334 (59) 178 (188)
VMP  495(0) 401 (13) 324 (14) 266 (21) 189 (39) 97 (104)

Cavo et al. Lancet Haematol 2020



Un impact de l'autogreffe sur la survie difficile a évaluer

Essai IFM 2009 Essai EMN-02

Survie globale Survie globale

1.00

100 .
RVD alone
s Transplantation 078
69%
—_ £
2 3 63%
P i §°5°
g i
K 3
©
o 0.25
- VMP
254 p=0.87 - AscT
HR: 0.80 (95% Cl, 0.66-0.98), adjusted p=0.0342
0.00
0 12 24 36 48 60 72 84
0 ‘ : : : Months
0 12 24 36 48 At Tk foenb )
- |495(0) 464 (11) 432(18) 399(23) 358(34) 303 (60) 204 (137) 78 (318)
Months of Follow-up - |702(0) 659 (15) 620 (18) 578(28) 524 (41) 452 (85) 289 (220) 107 (497)
o 12 24 30 48 60 2 84
Months

Attal et al, N Engl J Med 2017 Cavo et al, Lancet Haematol 2020



Place de l'autogreffe confortée a I’heure des “anciennes nouvelles” molécules

NDMM patients, transplant-eligible and younger than 65 years

Endpoint 1: VGPR rate after induction Endpoint 2: VGPR, sCR, MRD rate
‘ pre-maintenance

4x KCd Single 4x KCd
K: 36" mg/m? d 1-2,8-9,15-16 0 ASCT K: 36 mg/m? d 1-2,8-9,15-16
C: 300 mg/m? d1,8,15 C: 300 mg/m? d 1,8,15

d: 20 mg. d 1-2,8-9,15-16,22-23 d: 20 mg. d 1-2,8-9,15-16,22-23 I R;"‘i‘ll mg days 1-21,
u progression or

Intensification with intolerance
high-dose melphalan
followed by autologous 4x KRd

stem-cell reinfusion
K: 36 mg/m? d 1-2,8-9,15-16
R:25mgd 1-21
d: 20 mg. d 1-2,8-9,15-16,22-23 KR

4x KRd
K: 36A mg/im? d 1-2,8-9,15-16 —
R: 25mg d 1-21
d: 20 mg. d 1-2,8-9,15-16,22-23

MOBILIZATION

K: 36 mg/m? d 1, 2,
15, 16 up to 2 years*
R: 10 mg days 1-21,

4x KRd 4x KRd 4x KRd unti:pmgressinnor
int
K: 36% mg/m? d 1-2,89,1516 _  _ K:36mg/m?d1-2,89,15-16  _ K: 36 mg/m? d 1-2,8-9,15-16 fioferance
R: 25 mg d 1-21 R: 25mg d 1-21 R:25mgd 1-21
d: 20 mg. d 1-2,8-9,15-16,22-23 d: 20 mg. d 1-2,8-9,15-16,22-23 d: 20 mg. d 1-2,8-9,15-16,22-23

A20 mg/m? on days 1-2, cycle 1 only. *Carfizomib 70 mg/m? days 1, 15 every 28 days up to 2 years for patients that have started the maintenance treatment from 6 months before the approval of Amendment 5.0

onwards.
R1, randomization 1; R2, Randomization 2; IQR, interquartile range K, carfilzomib; C, cyclophosphamide; R, lenalidomide; d, dexamethasone; d, days; ASCT: autologous stem-cell transplantation; R, lenalidomide; KR, carfilzemib,

lenalidomide. NDMM, newly diagnosed multiple myeloma; VGPR, very good partial response.

F Gay, ASCO 2019




Place de l'autogreffe confortée a I’heure des “anciennes nouvelles” molécules

Progression-free survival: Random 1
Median follow-up from Random 1: 45 months (40-49 months)

Rate of sustained MRD MCF 10-3 Progression-free survival

— KCd_ASCT

KRd12

‘h‘\x_\_‘ 66%

Progression-free survival

a E 0. | 58%
. _ 5 vs. KCd_ASCT: HR 0.53, 95% CI 0.37-0.77, p<0.001
3y vs. : HR 0.64, 95% CI 0.44-0.94, p=0.023
~ vs. KCd_ASCT : HR 0.82, 95% Cl 0.59-1.16, p=0.262

Sustained MRD 10 20 30 40

Months

KRD_ASCT mKRd12 m=sKCd_ASCT

Random 1, first randomiization (induction/consalidation treatmant); ASCT, autologous stem-cell rasplantation; K, carfilzomib; R, enalidomeds; C, cyclophosphamide; d, dexameathasone; KCd_ASCT, KCd inducbon.
ASCT-KCd cons KiRd_, SCT HiRd inducbon-ASCT-KRd consolidation; KRad12, 12 cycles of KRd, p, p-value; HR, hazard ratio; Cl, confidence interval: MRD, minimal residual disease MFC,
mullipararmeter Now < Iy 3 PFS reported in the igures

F Gay, ASCO 2019




Intégration des anti CD38 au traitement d’induction

CASSIOPEIA Study Design

* Phase 3 study of D-VTd versus VTd in transplant-eligible NDMM (N = 1,085), 111 sites from 9/2015 to 8/2017

Key eligibility
criteria:

* Transplant-

eligible NDMM
» 18-65 years
+ ECOG 0-2
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D-VTd
D: 16 mg/kg IV QW Cycles 1-2, Q2W
Cycles 3-4
V: 1.3 mg/m2 SC Days 1, 4, 8, 11
T: 100 mg/day PO
d: 20-40 mg IV/IPO?

S Z>»rrowvwZ2ra-H

VTd
VTd administered as in the D-VTd arm

4 Cycles of 28 days

Consolidation

D-VTd
D: 16 mg/kg IV Q2W
V: 1.3 mg/m?2 SC Days 1, 4, 8, 11
T: 100 mg/day PO
d: 20 mg IV/PO2

VTd
VTd administered as in the D-VTd arm

2 Cycles of 28 days

»

_Maintenance

D monotherapy
D 16 mg/kg IV Q8W until

PD (2 years maximum,
then observation until
PD)

Part 1

Part 2

Moreau et al. Lancet 2019



Intégration des anti CD38 au traitement d’induction

Efficacy: Post-consolidation Depth of Response

Patients (%)

100 -
90
80 -
70
60 -
50 -
40 +
30 ~
20 A
10 -

P <0.0001

ORR =93%

ORR =90%

2CR:
39%

sCR: P=0.0010 2CR:
_ 26%

52
45
9 12
D-VTd VTd
(n =543) (n =542)

PR © VGPR B CR B sCR

* Primary endpoint

= Post-consolidation sCR
- 29% D-VTd vs 20% VTd
— Odds ratio, 1.60;
95% ClI, 1.21-2.12; P=0.0010

« sSCR definition

» All required:
- SIFE negative
- UIFE negative
- <5% plasma cells in the BM
- Four-color flow negativity
- Normal FLC ratio
- Disappearance of all plasmacytomas

The addition of daratumumab to VTd improved depth of response

Moreau P, ASCO 2019



Intégration des anti CD38 au traitement d’induction

Median follow-up:

PFS os
44.5 months
100 T 100 - - Median 0S: not reached
"------.--..__.
_ "U R——
£ g, Median PFS: not reached
W 80 - 80 T
% Median 0S: not reached
-
; g
a | &
g 60 .g 60 T
s F
g £
o . . a
£ a0 - Median PFS: 51.5 months £ 40
g o
o
2
c
]
2 20 20 7
a HR 0.54 (95% C1 0.37-0.79)
0
HR 0.58 (95% C1 0.47-0.72) ———VTd == DTG D-VTd: 41 deaths —— VTd @ DT
o P<0.0001 41 VTd: 73 deaths
T T T T T T T T T T T D T T T T T T T T T T T
a B 12 18 24 30 36 42 13 54 60 0 6 12 18 24 30 36 42 48 54 &0
PFS (months) 05 (months)
Patients at risk Patients at risk
vTd 542 499 472 434 391 345 312 191 90 26 1} VTd 542 531 521 505 494 481 468 305 151 42
D-vTd 543 507 495 478 452 426 395 237 119 29 ] D-vTd 543 536 526 520 217 510 498 327 162 37

Moreau et al. EHA 2021



Intégration des anti CD38 au traitement d’induction

GRIFFIN
Phase 2, VRD +- dara en induction et conso de l'autogreffe

MRD (10-5 CMF) PFS

100 ! 95.8%
60 — § EWBQB% D-Rvd
51.0 'g = g0- E &0 om0 RVd
s o
50 — 471 E &
= £ 8
= g =2
g 40 2 S 60
2 B =
= H £
£ 304 & =
= 2 2 404
2 20 4 =
= E
& = 20 —
10 —
= End of End of Last End of End of Last £ 0 ! ! ! ! ! ' y : y !
o nd o £
induction  consolidation  follow-up induction  consolidation fnlluw»l§ 0 3 6 9 12 Mt:rlsths 18 21 24 27 30
D-Rvd Rvd % No. at risk
Rvd 103 93 77 71 69 67 64 46 20 6 0
N-RVd 104 QR az a1¢] 2le] an [R 2te] 27 5 n

Suivi médian : 22 mois Voorhees et al. Blood 2020



Intégration des anti CD38 au traitement d’induction

£MN
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Arm A:
Induction VRd
4 Cycles
(n=345)

N

Arm B:
Induction

D-VRd  |>

4 Cycles
(n=345)

VRD +- dara
Stem Cell Arm A: . ;
mobilization, Consolidation Arm AéMellllnt_znance
conditioning, |> VRd . eviim? .
and 2 Cycles until PD or unacceptable toxicity
transplant
Stem Cell Arm B: MEiI_J N Dara+ R
mobilization Consolidation Arm B: - | Positive until PD
, > D-VRd Maintenance
conditioning 2 Cycles Dara+R - -
, and > | MRD Discontinue
Minimurm negative > Dalra therapy
B =
24 mos on_y_
(minimum of

1y sustained
MRD

negativity)*

Primary Endpoint PFS

v

Long
Term
Safety,
PFS2 &
Survival
Follow-up




Intégration des anti CD38 au traitement d’induction

EMN24 - IsKIA GMMG-HD7
KRD +- Isa VRD +- Isa

GMMG HD?7 trial ()

‘ Newly diagnosed MM patients eligible to ASCT |

rELown

KRd induction: Isa+<Rd induction: : 1
428 day cycles of 428 day cycles of : H
«  Carfilzomib = 20 mg/m? IV on day 1 cycle 1 only, +  Isatuximab= 10 mg/kg IV on day 1, 8, 15, and 22 ! ._Tmndard rhempy_ |
followed by 56 mg/m? IV on days 8, 15 cycle 1 and on during Cycle 1, fallowed by 10 mg/kg IV on days 1 and 1| (without study-specific |
days 1, 8. 15 for cycles 2.4 15 during Cycles 21 4. N=662 ! therapeutical :
= Lenalidomide= 25 mg orally daily on days 121 = Carfilzomib = 20 mg/m? IV on day 1 cycle 1 only, : intervention) :
* Dexamethasone = 40 mg orallylV on days 1, 8, 15, followed by 56 mg/m? IV an days &, 15 cycle 1and on H H
22 days 1, 8, 15 for cycles 24 H H
+  Lenalidomide= 25 mg arally daily on days 1-21 : !

+ Dexamethascne = 40 mg orally/IV on days 1, 8, 15, 22 3 x RVd i H Lenalidomide

| (3 x 6 weeks) : N ! (36 months)
N ! _— '
Cyclophesphamide at the dose of 2-3 g/m?, G atthe dose of 2.3 g/m?, followed by G- H [<) !
CSF for stem cell collection, or other treatment according to CSF for stem cell collection, or other treatment according to -] : =1 1
local protocols. Iocal protocols. ! '_\j :
I I § g
Melphalan 200 mgim?, followed by ASCT Melphalan 200 mg/m?, followed by ASCT 3 x RVd+ : = .
I [ Isatuximab [ :
L (3 x 6 weeks) ] :
KRd post ASCT consolidation: IsaKRd post ASCT consolidation; : :
428 day cycles of 428 day cydles of : :
= Carfilzomib = 56 mg/m? IV on days 1, 8, 15 cycle *  lsatuximab= 10 mg/kg IV on days 1 and 15 on : !
58 cycles 58 ' H
= Lenalidomide= 25 mg orally daily on days 1-21 «  Carfilzomib = 56 mg/m? IV on days 1. 8. 15 gycle z H : _
+ Dexamethasane = 40 mg oraly/TV on days 1.5, 58 Induction ' : Maintenance
15,22 +  Lenalidomide= 25 mg arally daily on days 1-21

«  Dexamethasone = 40 mg orally/IV on days 1.8,

KRd light consolidation: - —
12 28 day cycles of lz-:l;::j:;zi;c D‘C;n;::ldalmn,

D Consmite 56 o i 15 +  Isatuximab= 10 mg/kg IV on day 1 R1 = 1st randomization (at study inclusion); R2 = 2nd randomization (prior to maintenance)

D Y «  Carfilzomib = 56 mg/n? IV on days 1, 15

R eih b b *  Lenalidomide = 10 mg orally on days 121 * decision for 2nd high dose therapy response-adapted (in case no CR) or for high risk patients

s’ Deomemasons 720 g ceahy/l ow days 1. ** | enalidomide/isatuximab for 36 months (thereafter, continuation of lenalidomide recor ded until PD)




Intérét d’une consolidation?



Intéret de la consolidation

4x VCD +

2 o Essai EMNO2

— @

2x VRD NONE
— B

Lenalidomide Lenalidomide

HDM/ASCT at first relapse

A
No VRD 100 — —— No consolidation
consolidation — —_VRD

- e HR 077 {95% Cl, 0-63-0-95);
Patients (n) 444 459 - adjusted p-0-014
Response sCR 4 = 75
before CR 16 } 20 22 } 26 %
consolidation VGPR 47 42 g
(%) PR 27 24 % co |
Response after = 4 } 20 L 3 E.
consolidation < 13 2 £
(o/)— VGPR 47 39 25
R ORR 27 18
sCR 19 28 X
Overall response CR 22 } a 28 } 56 o T T T T 1
(%) VGPR 43 30 ot = 24 e 48 ee
=PR 16 15 (number censored)
Mo consolidation 431(3) 356 (11) 282 (28) 181 (86) 76 (163) 10(224)
VRD 447 (2) 280 (9) 212 (21) 208 (94) 86 (109) 12 (267)

Cavo et al, Lancet Haematol 2020



Intéret de la consolidation

Essai Stamina

758 patients <70 yrs with
symptomatic MM, post-induction

MEL
n=247
200 mg/m?

LEN

maintenance
n=257

LEN

maintenance

LEN

maintenance

INDUCTION

Median time since initial therapy to 5 (2-14)
registration, months (range)

Initial therapy

RVD 141 (57)

Bortezomib, cyclophosphamide, and 33 (13)
dexamethasone

Len and dexamethasone 24 (10)

Bortezomib and dexamethasone 29(12)

COther 19 (8)

Uk nown 1 (== 1)

Stadtmauer et al, J Clin Oncol 2019



Prabability (%)

Intéret de la consolidation

Essai Stamina

3B-month estimate 195% T

AHCT + AHCT: 88 5% (51.7% to 641.6%)

AHCT + RVID: 57.B% {61.4% to 63. 7%}

AHCT + maintenance: 53.0% (47.4% to &0U0T:]

12 24
Time Since Random Assignment (months)

a8

Prabability (%)

- 38-month estimate (5% CD
20 AHCT + AHCT: B1.E%: {76_2% to BE_ 2%:)
AHCT = RVD: BE 4% (80.4% to BB .3%)
-1 AHCT + maimtenance: BE3. 7% TE.4% to B7.8%)
T T T T T T

0 12 24 ag
Time Since Random Assignment (months)

Stadtmauer et al, J Clin Oncol 2019



Quelle maintenance?

Intérét du traitement continu
pour maintenir améliorer

la réponse — ] Se—
- im— —

Tolérabilité du traitement



Maintenance

Méta-analyse

CALGB 100104 IFM 2005-02 GIMEMA (RV-MM-PI1-209)

{accrual 8/2005 — 11/2009) (accrual 6/2006 — 8/2008) {accrual 11/2007 — 7/2009)

2 = 2 DESIGN
LEM + DEX > 4 INDUCTION

INDUCTION
ASCT
1:1 RANDOMIZATION
“MO EVIDEMCE OF PD"

INDUCTION
ASCT
1:1 RANDOMIZATION

“NO EVIDEMNCE OF PD"
MPR: 6 COURSES

LEN: 2 COURSES

PLACEBO PLACEBO NO TREATMENT
{n = 229) {n =307) {n =68)

INTERIM ANALYSIS AND UNBLINDING

NO
TREATMENT

PRIMARY ANALYSIS

Dec 2009 lan 2010
CONTINUED
c;;oF ;sniulf: CONTINUED NO CROSSOVER TREATMENT CONTINUED ﬁ::_:_:'-;ﬂ?r
TREATMENT BEFORE PD TREATMENT

ALL TREATMENT
DISCONTINUWED
Jan 2011

ALLOWED ALLOWED

Target population of patients with NDMM who received LEN maintenance or placebo/no maintenance after ASCT

Mc Carthy et al. J Clin Oncol 2017



Maintenance

1.0 —f=
0.8 -
=
o —
= D.6 —
=
3
-
=
-
I L Ly
—
Mo, of
Ewvantss Meds os
Mo, of adiam
o2 . 1osss I HR (95% CI)
- Lem R [T 3]
= 215505
it
maintenance MR o MR 075 (053 to 090}
T T T T T T T T T T T T
o 10 20 30 40 50 &0 7FO 80 90 700 1170 120
Time (months)
Mo, at risk:
- Lam @S 577 S5S5 508 AF3 A3 3IES ZEZ DO 95D 20 h i}
maintanancs
@03 553 542 505 459 475 35T ZV0 14 T 10 4]

Mc Carthy et al. J Clin Oncol 2017



Maintenance

=17 T

| cASSIOPEIA Part 2 Study Design

Patients who completed consolidation and achieved =PR were re-randomised 1:1 to DARA 16 mg/kg IV Q8W or

OBS (no maintenance) for 2 years

DARA

monotherapy
16 mg/kg IV Q8W until
PD (2 years maximum, then

observation until PD)

Follow-up

—_
-
—

= c

a &
A S
]
=]
2 E
wn O
E'ﬂ

g g

® g

a £

=]
(=3
L)
v

0oBS
until PD
(2 years maximum)

Part 2

Stratification factors:

* Induction treatment (D-VTd or VTd)
* Depth of response

Moreau, Lancet Oncol 2021



Maintenance

EEEEE
| DARA Significantly Improved PFS vs OBS in Patients Treated
With VTd Induction/Consolidation
100
* A prespecified analysis showed significant g
interaction between maintenance and 2 07 \Td/DARA
induction/consolidation therapy 8 D-VTd/DARA
@ 60 7 :
* A PFS benefit was observed for VTd/DARA E e
versus VTd/OBS $ a0 -
o 24 months: end of treatment
* PFSwas not different for D-VTd/DARA g e
.g 20 7 Comparison HR (95% CI) P-value®
VErsus D_VTd/OBS & VTd/DARA vs VTd/OBS 0.32 (0.23-0.46) <0.0001
0 - D-VTd/DARA vs D-VTd/OBS 1.02 (0.71-1.47) 0.9133
(IJ ; 1I2 1I8 24 3IU 3I6 4I2 4I8
PFS (months)
Patients at risk
. VTd/0BS 215 201 176 153 131 83 43 15 1
. VTd/DARA 213 203 189 182 174 138 79 34 1
D-VTd/OBS 229 223 216 207 195 144 75 38 2
aNominal P-value. . D-VTd/DARA 229 226 217 204 198 145 76 30 0

Cl, confidence interval; DARA, daratumumab; D-VTd, daratumumab, bortezomib, thalidomide, and dexamethasone;
HR, hazard ratio; OBS, observation; PFS, progression-free survival; VTd, bortezomib, thalidomide, and dexamethasone.

Moreau, Lancet Oncol 2021



PERSEUS
Rev +- dara

Arm A: Maintenance
Revlimid

until PD or unacceptable toxicity

Maintenance

MRD Dara+ R
Arm B: > | Ppositive until PD
Maintenance

Dara+R _ :
MRD Discontinue
Minimum negative Dara therapy

24 mos on!y_

(minimum of

1y sustained
MRD

negativity)*

Arm
=]

GMMG-HD7
Rev +- Isa

Arm
A

Lenalidomide
(36 months)

Maintenance




Vers un traitement adapté au risque?



Principaux facteurs pronostiques dans le myélome multiple

AU DIAGNOSTIC DYNAMIQUE
Liés a la maladie Liés au patient Réponse au traitement
4 N\ ( ) ( )
Biochimie : Age / Fragilité Maladie résiduelle++

e [, microglobuline >5,5 mg/L
e Albumine <35 g/L

e LDH>N Comorbidités NGS, NGF
Cytogénétique Insuffisance rénale Réponse métabolique

® t(4;14), t(14;16), Del 17p

® Anomalies du chromosome 1 TEP

TEP :
e Maladie para/extramédullaire
\0 SUV max




Principaux facteurs pronostiques dans le myélome multiple

AU DIAGNOSTIC DYNAMIQUE
Liés a la maladie Liés au patient Réponse au traitement
4 N\ ( ) ( )
Biochimie : Age / Fragilité Maladie résiduelle++

e [, microglobuline >5,5 mg/L
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Cytogénétique Insuffisance rénale Réponse métabolique
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\0 SUV max




Double autogreffe pour les patients de haut risque?

EMNO2

B
100 — HR 0-62 (95% Cl, 0-41-0-93);
adjusted p=0-022
75 o
=
=
S 5o
=
2
S
25 -
o T T T T T 1
] 12 24 36 48 60 72

Time since initiation of treatment {months)
MNumber at risk
(number censored)
Double HSCT 210 (0)
Single HSCT 209 (0)

201 (4)
195 (6)

189 (8)
1832 (8)

175 (15)
164 (10)

159 (24)
141 (21)

100 (75)
85(72)

Bénéfice en faveur de la la double autogreffe,
Essentiellement porté par les patients de haut risque

Cavo et al, Lancet Haematol 2020

STAMINA

100 Auto/Auto Auto/RVD | Auto/Maint
N=170 N=222 N=361
5Yr. 53.6% (46-81) 44.3% (37-50) 42.3% (37-47)
A ~
80 ~ 6Yr. 49.4% (41-57) 39.7%(33-46) 38.6% (33-43)
~
a ~
= =0.015 N
© 60 - p
3 A -
g S~ —-ﬁ.- T
9 40 - jan - Ll-.g
(o
o T
- HiRisk  43.7%(33-58) 37.3%(26-48) 32% (24-40)  0.03
O StdRisk  58.1% (48-67) 48.2%(40-56) 47.7%(41-54) 0.196
T T T T T T T T T T T T T
;LﬁoAlgg; et 12 24 36 48 60 72
coeacmans oo | PES BENEFIT FOR AUTO/AUTO ARM; esp. in HR GROUP |

Parameswaran H et al. ASCO 2020. Abstract 8506



Double autogreffe pour les patients de haut risque?

Study Design — GMMG CONCEPT (NCT03104842)

NDMM Patient with 1 Patient ND MM NDMM Patient with 1 - - X
cycle (4 weeks) of MM | i cycle (8 weeks) of MM Table 1. Best response during induction.
treatment FISH-AnaIysis treatment . -
Arm A,
Arm A ! g z Arm B _
N=117 l High-risk disease’ l N=36 N=4a6 (%)
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Double autogreffe pour les patients de haut risque?

Phase 2 IFM 2018-04
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- Haut risque cytogénétique : dell7, t(4;14) t(14;16)
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Principaux facteurs pronostiques dans le myélome multiple

AU DIAGNOSTIC DYNAMIQUE
Liés a la maladie Liés au patient Réponse au traitement
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e Albumine <35 g/L
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Importance pronostique de la MRD
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Induction MRD assessment
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Induction MRD assessment Risk-adapted consolidation and maintenance
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Induction MRD assessment Risk-adapted consolidation and maintenance
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CONCLUSION

- Lautogreffe reste le traitement standard chez le patient éligible

- Schéma d’induction/ consolidation optimal : quadruplette avec IP IMID anti CD38
Dara VTD (AMM, remboursée), Dara VRD?

- Maintenance : bénéfice en survie avec lenalidomide. Bient6t len + anti CD38?
- Lobjectif du traitement : obtention d’'une MRD négative (maintenue dans le temps)
- Les perspectives :

-> un traitement adapté au risque : MRD -> MIDAS

-> intégration des CAR-T / bispécifigues au traitement de L1
versus autogreffe ? conso pour HR? bispé en maintenance?
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