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n=792

Etude ASPIRE : approbation de KRd

Proportion Surviving without Progression

Mo. at Risk

PFS médiane : 26,3 vs 17,6 mois

1.0+

0.8-

0.4

0.2

0.0

Control group

Carfilzomib Group Control Group

Disease progression or death — no. [%6)
Median progression-free survival — mo
Hazard ratio for carfilzomib group vs.
contrel group (95% Cl)

Carfilzomib group

207 (52.3) 224 (56.6)
26.3 17.6

0.69 (0.57-0.83)

P=0.0001

Carfilzomib group 396

Contral group

396

33z
287

24 30 36 42

Months since Randomization

179 112 24 1
117 72 18 1

48

AK Stewart et al, N Engl J Med 2015



Etude ASPIRE : approbation de KRd

OS médiane : 48,3 vs 40,4 mois
Suivi médian : 67,1 mois KRd Rd
(n = 396) (n = 396)
Death, No. (%) 246 (62.1) 267 (67.4)
1.0 Median OS, months 48.3 40.4
= 0.8 - HR for KRd vRd (95% Cl) 0.794 (0.667 to 0.945)
_E ' One-sided P 0045
© 0.6
(=l
o
a 0.4 -
W
O 0.2 1
1 1 I 1 1 | 1

I I I 1 I |

0 6 12 18 24 30 36 42 48 54 60 66
Time Since Random Assignment (months)

No. at risk:
KRd 396 369 343 316 282 259 232 211 190 166 149 88
Rd 396 356 313 281 243 220 199 176 149 133 113 69

72 78
22 0
20

DS Siegel et al, J Clin Oncol 2018



n=722

Etude TOURMALINE-MML1 : approbation d’IxaRd

PFS médiane : 20,6 vs 14,7 mois

100+
3 Suivi médian : 15 mois
=
= _
= a0
=
(1
E 60~ Ixazomib group
- e
g Hazara ratio, 0.74 {95% C1,0.5%-09%¢  —7+——  L______
g 40- P=0.01
O. Median Mo. of Events
5 Progression-free  of Progression Placebo group
g 204 Survival (mo) or Death
E Ixazomib Group 206 129
£ Placebo Group 14.7 157
ﬂ | | | | | | 1 | | | | |
Q 2 4 ] B 10 12 14 16 18 20 22 24
Months since Randomization
Mo. at Risk
Ixazomib group 360 345 332 315 298 283 270 248 233 224 206 182 145 119 111 9% ¥ 5B 44 34 26 14 9 1 Q
Q

Placebo group 362 340 325 308 288 274 254 237 218 208 188 157 130 101 85 71 58 46 31 22 15 5 3 O

P Moreau et al, N Engl ] Med 2016



Etude POLLUX : approbation de Dara-Rd

100

80

n=569 = £ |leeme e e s e e D-Rd:

Median

% surviving without progression

40+
44.5 mo?
i Rd:
20 Median
17.5mo

HR, 0.44; 95% CI, 0.35-0.55; P < 0.0001

|| ||
0 3 6 9121518212427 3033363942454851
Months

0

No. at risk
Rd 283 249 206 181 160 144 127 112102 91 83 75 66 63 53 20 4 O
D-Rd 286 266 249 238 229 215 204 195 184 168 156 151 143135123 54 11 O

M Dimopoulos et al, N Engl ] Med 2016
NJ Bahlis et al, Leukemia 2020
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Etude ENDEAVOR : approbation de Kd

Carfilzomib and dexamethasone versus bortezomib and
dexamethasone for patients with relapsed or refractory

multiple myeloma (ENDEAVOR): a randomised, phase 3, 7 qe . .
open-label, multicentre study PFS me? lane : 18’7 VS 9’4 mois
Meletios A Dimopoulos*, Philippe Moreau*, Antonio Palumba, Douglas Joshua, Ludek Pour, Roman Hdjek, Thierry Facon, Heinz Ludwig, Albert Oriol, S u Ivl m ed I a n : 1 1’ 2 m o l S

Hartmut Goldschmidt, Laura Rosifiol, Jan Straub, Aleksandr Suvorov, Carla Araujo, Elena Rimashevskaya, Tomas Pika, Gianluca Gaidano, Katja Weisel,
Vesselina Goranova-Marinova, Anthony Schwarer, Leonard Minuk, Tamds Masszi, levgenii Karamanesht, Massimo Dfﬁdanf, Vania Hungria,
Andrew Spencer, Robert Z Orlowski, Heidi H Gillenwater, Nehal Mohamed, Shibao Feng, Wee-Joo Chng, for the ENDEAVOR investigators

A Carfilzomib group Bortezomib group
n =929 100 (n=464) (n=465)
Median progression-free 18.7(95% Cl 15-6-NE)  9-4 (95% Cl 8-4-10-4)

= go- survival (months)

< HR 0-53 (0:44-0-65); p<0-0001
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7 60

¢
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2 407

o

o

g

o 20

—— Carfilzomib group
—— Bortezomib group
Y | | T T I
0 6 12 18 24 30
Number at risk

Carfilzomib group 464 331 144 41 4 0
Bortezomib group 465 252 81 12 1 0

MA Dimopoulos et al, Lancet Oncol 2016



Etude ENDEAVOR : approbation de Kd

Carfilzomib or bortezomib in relapsed or refractory multiple
myeloma (ENDEAVOR): an interim overall survival analysis
of an open-label, randomised, phase 3 trial

Meletios A Dimopoulos, Hartmut Goldschmidt, Ruben Niesvizky, Douglas Joshua, Wee-Joo Chng, Albert Oriol, Robert Z Orlowski, Vé . .
Heinz Ludwig, Thierry Facon, Roman Hajek, Katja Weisel, Vania Hungria, Leanard Minuk, Shibao Feng, Anita Zahiten-Kumeli, OS m e d I a n e : 47 6 VS 40 m O I S
Amy S Kimball, Philippe Moreau ’
Suivi médian : 37 mois
.

100 ~
—~ 80-
£
S 60+
e
a #+
= 40 — o+
g —— Carfilzomib group
© 20+ —— Bortezomib group

HR 0791 (95% Cl 0-648-0-964); p=0-010
0 | I [ I | | | |
0 6 12 18 24 30 36 42 48

) Time since randomisation (months
Number at risk ( )

(number censored)
Carfilzomibgroup 464 (0) 423(7) 373(16) 335(21) 308(25) 270(35) 162(121) 66(215) 10 (266)
Bortezomib group 465 (0) 402 (28) 351(40) 293(50) 256 (56) 228 (58) 140(130) 39(221) 5(251)

MA Dimopoulos et al, Lancet Oncol 2017



Etude CASTOR : approbation de DaraVd

Daratumumab, Bortezomib,

ITT population and Dexamethasone for Multiple Myeloma
Antonio Palumbo, M.D., Asher Chanan-Khan, M.D., Katja Weisel, M.D.,
24— r‘n::rnth pFSa Ajay K. Nooka, M.D., Tamas Masszi, M.D., Meral Beksac, M.D.,

10':. Ivan Spicka, M.D., Vania Hungria, M.D., Markus Munder, M.D.,
Maria V. Mateos, M.D., Tomer M. Mark, M.D., Ming Qi, M.D.,
Jordan Schecter, M.D., Himal Amin, B.S., Xiang Qin, M.S.,
E William Deraedt, Ph.D., Tahamtan Ahmadi, M.D., Andrew Spencer, M.D.,
i Eﬂ— and Pieter Sonneveld, M.D., for the CASTOR Investigators*
g
g 60
2
5‘:’ -------------------- Fmmmmmmmm -
2 a0
S Median: PFS médiane : 16,7 vs 7,1 mois
% 20 Median: "5-_;““’ Suivi médian : 26,9 mois
DV
& HR, 0.32 (95% CI, 71 mo
0.25-0.40; P<0.0007) d
0 — T T — T I E— T |
O 3 &6 9 12 15 18 21 24 27 30 33 36
Months
Mo. at risk
Vd 247 182 12¢ 74 39 27 15 1N ¢ 5 1 0 O
Dvd 251 215198 141 138 123109 92 83 40 19 3 O

A Palumbo et al, N Engl ] Med 2016
A Spencer et al, Haematologica 2018



Nouvelles combinaisons a base de Vd / Kd

Premiere rechute apres IMID

A Perrot, personnal communication



Nouvelles combinaisons a base de Vd / Kd ou Pd

OPTIMISMM

BOSTON

Premiere rechute apres IMID

BELLINI

HORIZON

|ICARIA

A Perrot, personnal communication



Etude OPTIMISMM : approbation de PVd

21-day cycles

RRMM Pvd (n = 281)
POM 4mgD1-14
BORT 3 mg/m’ sc

cycles 1-8:D 1,4, 8, 11

cyclesS+:D1and 8

Follow-up visit LT follow-up
28 days after Tx
discontinuation

* 1-3 prior
regimens, 2 2
cycles of LEN

20mg(s/Syjorl0Omg(>75y)

* ECOGPSs2 =y p g PD

« Prior BORT : day of and day after BORT Tx discontinued due to PD subuq’uont
allowed (PD antimyeloma
with 1.3 mg/m? vd (n = 278) Tx discontinued prior to PD T,

1.3 mg/m? sc

cycles 1-8:D 1, 4,8, 11
cycle9+:D1and 8
20mg(s75y)lorlOmg(>75y)

and survival

twice weekly
dose excluded)*

Enter PFS

follow-up period®

N =559 day of and day after BORT
* Stratification * Study endpoints
— Age(s75yvs>75y) — Primary: PFS
- Prior regimens (1 vs > 1) - Secondary: OS, ORR by IMWG criteria, DOR, safety
- B2-microglobulin at screening -~ Key exploratory: TTR, PFS2, efficacy analysis in subgroups

(«3.5mg/Lvs23.5t0<5.5mg/Lvs>5.5mg/L)
* Data cutoff: October 26, 2017

* Patients with PD during theragy or within GO days of the last dose of 3 BORT containing therapy under the approved dosing schedule of 1.3 mg/m? twie weekly NCT01734928
were excluded. * Efficacy evalusted every 21 days [+ 3 days) until PD,

DOR, duration of response; LT, long-term; PFS2, progression-free survival after next line of therapy; TTR, time to response. 4

P Richardson et al, ASCO 2018



Etude OPTIMISMM : approbation de PVd

PRIOR THERAPY (ITT)

= As per protocol, 100% of patients received prior treatment with LEN

- Pvd Vd
(n =281 (n=278)

Median no. of prior lines of therapy (range) 2 (1-3) 2(1-4)
1 prior line, % 40 41
2 prior lines, % 42 37
2 3 prior lines, % 19 21

Prior SCT, % 57 59

Prior LEN, % 100 100

LEN-refractory, % 71 69

Refractory to LEN in last prior regimen, % 63 60

Prior Pl, % 75 77

Pl-refractory, % 13 13

Prior BORT, % 72 73

BORT-refractory, % 9 12

Refractory to last prior regimen, % 70 66

"Dree patient in the Wd arm received > 3 peiar lines of therapy

P Richardson et al, ASCO 2018



Etude OPTIMISMM : approbation de PVd

_ Median PFS, HR (95% Cl)
0 | ' Edents/o months P Value
- PVd | 154/281 1120 | 0.61(0.49-0.77)
= 0.8
2 162/278 7.10 <.0001
5 07
Y= D
O wv 067
3 Q
= S 057 . :
o 't il PFS médiane: 11,2 vs 7,1 mois
S i Ve Suivi médian : 6,5 mois
E § 0-3 7 ‘ S i imigmyis =
T 0.2 oy N, = 2
o § 0 ; .
f |
0.0 T T T | T | T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at Risk Months
PVd 281 233 182 128 94 67 47 28 13 7 4 2 1 1 1 0
vd 278 176 112 66 42 30 20 14 4 4 3 2 2 0 0 0

P Richardson et al, ASCO 2018



Etude OPTIMISMM : approbation de PVd

* In patients with 1 prior line, PVd reduced the risk of progression and death by 46% compared with Vd

Median PFS HR (95% CI
1.0 = Events/N ’ (95% C1)
months P Value
07 PVd 45/111 20.73 0.54 (0.36-0.82)
— 0.8 7
< 52/115 11.63 .0027
E 0.7
S A 06"
>
= @ 057
-6 I-IL ’ ° .
8 £ 047 PFS médiane : 20,7 vs 11,6 mois
o = _ ere
2 5 0.3 (1 rechute)
%0 0:2 =
L
a 0.1 |
0.0 T T T I T | T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at Risk Months
Pvd 191 100 81 63 49 37 24 15 8 5 3 1 0 0
vd 115 78 57 37 23 16 11 7 1 1 1 1 1 0
457.7% of patients treated with PVd and 56.5% treated with Vd were refractory to LEN.
ASCO 2018 Abstract 2001: OPTIMISMM—FPaul Richardson, MD

P Richardson et al, ASCO 2018



Etude CANDOR : approbation de DaraKd ?

CANDOR Study Design

: . . Primary
N=312 BLUUBRHLGD Carfilzomib at 56mg/m? Endpoint:
— Dexamethasone 40 mg F?FS ’
Daratumumab 16mg/kg*
2:1 Key
Arm 2: Kd Carfilzomib at 56mg/m?’ Secondary:
N=154 Dexamethasone 40 mg ORR, MRD,
0S
28-day T T T T T
cycles g 4 8 12 16 20
() ‘| months

MRD sample:
Landmark analysis
Sustained MRD[-]CR
rate

MRD sample:
MRD sample: Landmark analysis

Baseline MRD[-]CR rate

P Usmani et al, ASH 2019



Etude CANDOR : approbation de DaraKd ?

KdD Kd
Characteristic LEEF: n=154

Median age, years (range) 64 (29-84) 65 (35-84)
564, n (%) 163 (32.2) 77 (30.0)
65-74, n (%) 121 (38.8) 53 (35.7)
275, n (%) 18 (9.0) 12 (14.3)

ECOG PS, %

Oor1 293 (94.8) 147 (93.3)

z 15 (4.8) ¥ i4.3)
IS5 stage at baseline, %

| 147 (47.1) 79 (51.3)

Il 103 (33.0) 48 (31.2)

1 61 (19.6) 27 (17.5)

Cytogenetic risk category by FISH, %

High® 48 (15.4) 26 (16.9)

Stamdard” 104 (33.3) 52 (33.8)

Unkrvin® 160 (51.3) o (49 4)

Number of prior therapies, %

1 144 (46.2) 70 (45.5)
zd 168 (33.8) 83 (33.9)

Prior therapies, %

Bortezomib 2BT (92.0) 134 (B7.0)
Lenalidomide 123 (39.4) 74 (48.1)
ractory to prior bortezomib, % BE (28.2) 47 (30.9)
Refractory to prior lenalidomide, % 99 (31.7) 55 (35.7)

*Comslsts af genetic subtypes T4 141, w14:1a], ar del{1Tp); ICansists of patents veithout tid; 14, 14161, and deli 1Tn). YIncludes samples that falled or veere cancelled

P Usmani et al, ASH 2019



Etude CANDOR : approbation de DaraKd ?

1.0
3 c 0.8 —
> ‘i
T 0k KdD group
P
g a
5 044
2§
A% 02—
urD ] 1 1 1 1 ] 1
0 3 & 9 12 15 18 21 24
Months since Randomization
Ha, at Bk
Kdl group R 279 238 211 185 145 = T) 14 Q
Bd group iS5 iid ELE] &5 0 55 ¥ £ Q
KdD
(n=312)
Median follow-up time, months 16.9 16.3
Progression/Death, n (%) 110 (35%) 6B (44%)
Median FF5, meanths HE 15.8
HR (KdD/Kd) (95% CI) 0.563 {0.46-0.85)
p-value (1-5ided) 0.0014

P Usmani et al, ASH 2019



Etude IKEMA : approbation de IsaKd ?

Isa-Kd (n=179) Primary Endpoint:
« isa 10 mgkg on D1, 8, 15, 22 in C1, then Q2W PFS (IRC)

Stratification factors:
- Prior line 1 vs. >1

» K 20 mgim? D1-2; 56 mag/m? DE-9, D15-16.C1
56 mg/m? D1-2, D8-2, D15-16 &l subsequent cycles Key secondary

- R-ISS: | or Il vs lll vs not classified 0 e D5 D80 BIE I e D202 ki are endpoints: ORR,
rate of 2VGPR,
c MRD negativity, CR
2 rate, OS
Relapsed MM = Treatment until PD,
N=302 £ unacceptable toxicities, Median PFS control
S or patient choice arm estimated at 19
S months
(14
- 1-3 prior lines - Prespecified
- No prior therapy with carfilzomib i interim analysis
- Not refractory to prior anti-CD38 « K: 20 mg/m? D1-2; 56 mg/m? D8-8, D15-16 C1 when 65% PFS
56 mo/m? D12, DB9, D15-16 all subsequent cycles events (103) as per
IRC

« 320 mg D1-2. DBE-9, D15-16 and D22-23 each cycle

sample si2e cakculabon W0 patients and 159 PFS avanls to delec! 41% nsX reductian in hozoaod tale for PFS wth 90% power and one-sxded O 025 sanibcances owe

P Moreau et al, EHA 2020



Etude IKEMA : approbation de IsaKd ?

. |sa-HKd Kd .
ITT population (n=179) (n=123) ITT population
Age in years, median (range) 65.0 (37-86) 63.0 (33-80) Prior lines of therapy, median [range)? 2 (1-4) 2 (1-4)
Age in years, by category. n (X 1,1 (%) 79 (44.1) 55 (44.7)
65 88 (49.2 66 (53.7
) (49.2) (53.7) 2,1 (%) 64 (35.8) 36 (29.3)
65 - <75 74 (41.3) 47 (38.2) — 3 (18.4) EE—
275 17 (9.5) 10 (8.1) 0 0%) = aninl
CrCl <60 mUmin/1.73 m* (MDRDJ", n (%) 43 (26.1) 18 (16.2) Prior proteasome inhibitors 166(92.7)  105(834)
ISS stage at baseline, n (%) Prior IMiDs 136 (76.0) 100 (81.3)
Stage | 89 (48.7 71(57.7
tage { ] i ) Patients refractory to, n (%)
Stage |l 63 (35.2) 31 (25.2)
Stage Il 26 (14.5) 20 (16.3) L 78 (436) 58 (47.2)
Cytogenetic risk at baseline’, % Lenalidomide 57 (31.8) 42 (H4.1)
4
righ 2(23.3) 31(25.2) Pl 56 (31.3) 44 (35.8)
Standard 114 (63.7) 78(63.4)
Missing 23(12.8) 14 (11.4) Last regimen 89 (49.7) 73(59.3)

P Moreau et al, EHA 2020




Etude IKEMA : approbation de IsaKd ?

Isa-Kd:
mPFS: NR
(99% Cl: NE-NE)

Proportion surviving without prograssion

Kd:
0.4 - mPFS: 19.15 months
HR 0.531 (99% CI: 0.318-0.889) 955 Gl: 15.770-NE
p=0.0007 ( o )
0.2 4
ﬂ.n T L | T T L | | T |
0 3 B 9 12 15 18 21 24 27
Mo, at rick Maonths since randomization
Isa-Kd 178 164 151 136 124 110 100 36 B i
Kd 123 108 849 B85 T2 61 50 19 6 i}

One-sided p value, level of significance <0.005

P Moreau et al, EHA 2020



Etude BOSTON : approbation de Sel-vVd ?

Suppresseursde  CYTOSOL

I w tumeur
< )
L uppresseur

’ T \ N de tumeur
/ g | ™\ \ g
< 4

Pore nucléaire

Enveloppe nucléaire

2015

STORM : phase 2b Sel + Dex

(inclusion de 79 patients terminée en juin 2016)

FDA / EMA

(Extension ; 120 patients avec MM pentaréfractaire

STORM : Phase 1/2 ‘
Sel + Pom + Dex ; Sel + Bortez + Dex ; Sel +Len + Dex ; Sel + Dara + Dei

BOSTON Phase 3

Sel + Bortez + Dex versus Bortez + Dex

Dimopoulos et al, ASCO 2020



Etude BOSTON : approbation de Sel-vd ?

Primary endpoint: PFS*
Key Secondary Endpoints:
* QORR?
= 2VGPR
* grade 22 PN
Secondary endpoints:

0s

DoR

TTNT

Safety

Selinexor {oral) 100mg  Days1,8, 15, 22,29
::: w.ﬁklv Bortezomib (5C) 1.3 mg/m? Days 1,8, 15, 22
-days cycles Dexamethasone (oral) 20 mg Days 1,2,8,9,15,16,22,23,29,30

1

vd BIW Bortezomib (5C) 1.3mg/m* Days1, 4,8, 11 vd Weekly*
21-days cycles Dexamethasone (oral) 20 mg Days 1,2,4,5,8,911,12 == 1c no cpcles
Cycles 1-8 If IRC confirmed PD: crossover to SVd or 5d permitted Cycles 29

L |
c
IE
o
E
=]
o
£
o
e

PD or Unacceptable Toxici

Planned 40% higher bortezomib and 25% higher dexamethasone
dose at 24 weeks (8 cycles) in Vd arm vs. SVd arm

Stratification Prior Proteasome Inhibitor (Pl) therapies (Yes vs No)
Number of prior anti-MM regimens (1 vs >1)
Revised International Staging System (R-ISS) stage at study entry (Stage 11l vs Stage 1/11)

Dimopoulos et al, ASCO 2020



Etude BOSTON : approbation de Sel-vd ?

Characteristic 5Vd arm (n=195) Vd arm (n=207)

Media Age, years (range) 66 (40, 87) 67 (38, 90)
275 years, n (%) 34 (17) 47 (23)

Male, n (%) 115 (39) 115 (386)
Creatinine Clearance 30-60 mL/min, n (%) 53(27) 60 (29]
Time since initial diagnosis, years, (range) 3.8(0.4, 23.0) 3.6(0.4, 22.0)
High Risk Cytogenetic, [del (17p) or t (14;16) or t (4;14) or amp 1g21] n (%)* 97 (30) 95 (46)

R-155 disease stage at screening, n (%)
| or Il 173 (89) 177 (86)
1l 12 (6) 16 (8)
Unknown 10 (5) 14 (7)

Mumber of prior lines of therapy, n (%)

99 (51) 99 (48)
65 (33) B4 (31)
31 (16) 44 (21)

Prior Therapies, n (%)
Bortezomib 134 (68.7) 145 (70.0)
Carfilzomib 20(10.3) 21 (10.1)
Daratumumab 11 (5.8) 6(2.9)
Lenalidomide 77139.5) 77(37.2)

Dimopoulos et al, ASCO 2020



Etude BOSTON : approbation de Sel-vd ?

Median PFS (mos) Svd 13.93
vd 9.46

Treatment Group

w—  SVd arm
Vd arm

L
(V.
o
—-—
O
>~
- -
D
"
L
O
—
Q.

| ] I SR IR [ K TR ERe s e (S B e S |
7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26

Time (Months)

SVdArfm 195 187 175 152 135 117 106 89 79 76 69 64 57 51 45 41 35 27 26 22 19 14
VdArm 207 187 175 152 138 127 111 100 90 81 66 59 56 53 49 42 35 26 20 16 10 8

Dimopoulos et al, ASCO 2020




Etude BOSTON : approbation de Sel-vd ?

Subgroups

Age
<B5 years
=65 years

High-risk Cytogenetics
Yes Del[17p] or 1j4:14] or 1]14:16] or 1571
Mo
Dell17p

Frailty
Frail
Fit
Previous Pl Theraples
Yes
Mo

Previous lenalidomide Therapy
Yes
Mo
Mo. of Prior Lines of Therapy
1
2=3

HE = Hazard Ratho, Data cut-off February 18, 2020,

H# Patients

161
241

192
210
37

Owerall

|

=== ——— = ——— — - — ——]

HR (95% CI)

0.74 (0.45-1.11)
0.55 (0.37-0.83)

0.57 (0.45-0.98)
0.62 (0.42-0.95)
0.38 (0.16—0.86)

0.69 (0.40-1.17)
0.66 (0.47-0.93)

0.78 (0.58-1.06)
0.26 (0.11-0.60)

0.63 (0.41=0.97)
0.66 (0.45-0.96)

0.63 (0.41-0.95)
0.68 (0.48-1.01)

=
(=]

Dimopoulos et al, ASCO 2020
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Etude BELLINI : approbation de Vd + Ven si t(11;14) ?

Venetoclax : BH3 mimétique ciblant BCL2

mRCs/RC
mTBRP
=RP

ORR6% 3

| I —p Y.

Ven en monothérapie
Kumar et al. Blood 2017

ORR 40 %
14

13
13

Non-t (11;14)
n =36

BCL-2 : B-cell lymphoma 2

Ven + Dex
Kaufman et al. EHA 2018

ORR 65 %
35

30

t(11;14)
n =30

(" BCL-2, )
une protéine anti-
apoptotique

. 2

-

Protéine pro-apoptotique
(ex.: BIM)

4J N
Initiation ' 47/_
fle I’'apoptose o\ 6060

BCL-2 ? Vénétoclax

Survie de la cellule

tu'irale

BAK 2R )
Mortde la cellule \ '
e

Activation des iy
caspases Cytochrome c

iI i’“ O rie

o

Ven + Bort + Dex
Moreau et al. Blood 2017

ORR 97 %

Ven + Dex
n=20

Bortézomib non réfractaire
et aprés 1 a 3 lignes de
traitement
n=30

P Moreau et al, Blood 2017



Etude BELLINI : approbation de Vd + Ven si t(11;14) ?

Criteres d’inclusion Ven (800 mg QD) + bortézomib (B) + dexaméthasone (d)
Myélome en rechute
1-3 lignes anterieures
Non réfractaire aux inhibiteurs du protéasome

Ven (800 mg QD) + bortézomib (B) + dexaméthasone (d)

t(11;14) ou BCL 2hish

(%) 100 -
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20 - — Ven + Bd
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S Harrison et al, ASH 2019



Etude ICARIA : approbation de IsaPomDex (dés L2 ?)

Isa-Pd Primary Endpoint:

: 10mg/kg on day 1, 8, 15, 22 in cycle 1 PFS (IRC)

subsequently on day 1, 15
: 4mg on days 1-21 of 28-day cycle Key secondary

>2 prior lines : 40mg (20mg for 275yr) on day 1, 8, 15, 22 endpoints:

with Len and PI ORR, OS
Treatment until PD
or unacceptable AEs

No prior therapy

with pomalidomide Pd

Sample size calculation:
~300 patients required to
detect an HR of 0.6 with 90%
power and 1-sided
type 1 error of 2.5%

: 4mg on days 1-21 of 28-day cycle
: 40mg (20mg for 275yr) on day 1, 8, 15, 22

ICARIA-MM is the 15t randomized phase 3 trial adding a CD38 antibody to the Pd backbone

M Attal et al, Lancet 2019



Etude ICARIA : approbation de IsaPomDex (dés L2 ?)

Baseline characteristics Isa-Pd (n=154) Pd (n=153)
Median number prior lines of thera
range) P Py 3 (2-11) 3 (2-10)
Prior P, % 100 100
Prior IMiD, % 100 100
Prior alkylating agent, % 90.3 96.7
Prior ASCT, % 53.9 58.8
Refractory status, %
IMiD-refractory 95.5 94.1
Len-refractory 93.5 91.5
Pl-refractory 76.6 75.2
IMiD- + Pl-refractory 73.4 71.9
Refractory to last line 97.4 98.7
Refractory to Len at last line 60.4 7.9

Isa-Pd: 93.5% of patients refractory to lenalidomide and 73.4% double refractory

M Attal et al, Lancet 2019



Etude ICARIA : approbation de IsaPomDex (dés L2 ?)

5
E
s
L
=
o
n
L
- Pd
02 p=0.001
01 HR = 0.596 (95% CI, 0.436 to 0.814)
T —T T T T T T T T T T T T T T 1
0 1 2 3 4 5 B8 7 8 8 10 11 12 13 14 15 18
Mo. at risk Months
Isa-Pd 154 129 106 89 81 52 30 14 .
Pd 153 105 80 63 51 33 17 5 0

Statistically significant and clinically meaningful improvement in PFS

M Attal et al, Lancet 2019



Focus sur les patients réfractaires au Lénalidomide

ENDEAVOR CASTOR OPTIMISMM CANDOR

Kd 56x2 DETERYo Pvd DETCERLG

Exposés / réfractaires au Lénalidomide (%)
Exposés 38 36 100 86 42
Réfractaires 24 24 70 75

PFS de la population globale (mois)

PFS

L. 18,7 16,7 11,2 11,1
médiane

PFS si réfractaire au Lénalidomide (mois)

PFS

, 8,6 7,8 9,5
médiane

ICARIA

IsaPd

76 100

A Perrot, personnal communication



Recommandations ESMO (actualisation 2021)

Premiére rechute apres IMID Premiére rechute apres inhibiteur du protéasome
Len-réfractaire Len-sensible

v | | |

Rechutes ultérieures

A Perrot, personnal communication



Place du Melflufen ?

& @

Les peptidases sont

Le melflufen entre ‘A exprimées dans plusieurs
rapidement dans les cellules '51 b“! ' - - cancers, y compris le
de myélome multiple grace ' - ) g myélome multiple

a ses propriétés lipophiles
e Le melfiufen induit des Iésions
irréversibles de 'ADN, conduisant a

A l'interieur du plasmocyte, I'apoptose des plasmocytes myélomateux
le melflufen est

immédiatement clivé
par les peptidases

% | Melfufen
o %] pFPhe (transporteur)

]

]

| Peptidase
L’alkylant hydrophile est @)

pFPhe : p-Fluorophénylalanine piégé -‘] Alkylant

0-12-M1

HORIZON

Soumission Potentielle
réglementaire]’ @Pprobation

ANCHOR hase | ——— Phase |

2016 2017 2020 2021
Phasel et I Phasell Phaselll randomisée Phase l/ll en combinaison Phaselll
(0-12-M1) (HORIZON) (OCEAN) (ANCHOR) (BRIDGE)
e — A_— A Perrot, personnal communication
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Place des CelMods ?

Aiolos/
lkaros IMID
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Jusqu’a l'arrivée des anti-BCMA...
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