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Facon, T \V

Overview of mPFS in recent phase 3
trials in transplant-ineligible NDMM
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ALCYONE D-VMP versus VMP efficacy: PFS
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Facon, T :

MAIA: DRd vs Rd efficacy: PFS

Median folow-up (rangs ). months: 28 (00-41 4)
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Also in a 75-year old patient
ALCYONE Study Also in the MAIA study no impact of age was observed
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Figure 2. PFS by age groups 175 years (A) and <75 years (B) of the ITT population.*

Hulin C, EHA. 2019
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Figure 3. MRD" assessed by next-generation sequencing at the 10 sensitivity threshold by age group.*

Hulin C, EHA. 2019
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Frontline Therapies for Patients Non-Eligible for ASCT
Results from Network Meta-analysis
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Addition of MoADbs to standard therapy:
what are the data’?’
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Dara-VMP'
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New drug-based combinations

Dara-Rd?
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MRD neg 27% vs 7%

30-mo PFS: 80% vs 28%

MRD neg 24% vs 7%

30-mo PFS: 71% vs 56%
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Median PFS

34 vs 24 months (265 yrs)
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Facon, T

Response: ORR* and MRD (1 0"s Sensitivity Threshold)
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'
What is the best option for frail and elderly patients?

About 20% of eiderly patients have treatment fallure within the fust year
FIRSTW™MMI GO’
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Use of ImiDs, Pls, CD38 in NDMM TNE Patients
...accross various regimens and fitness levels

Frail no ASCT......... more ASCT Fit
R-DARA - DRd « (VRODIVRD hte) « D-VRD lite - DNVRDKRD
(NoYew Dex)

Continuous Len.. . before continuous Len and CD38
SC Dara for all patients, other CD38 ?
Iberdomide to replace Lenalidomide 7
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Chari A &

PLEIADES (MMY2040) Study Design

« Phase 2 study of DARA SC in combnation s standard Yeatment regmens (N = 199)
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Baseline Demographic and Clinical Characteristics
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Baseline patient characteristics were consistent with DARA IV studies
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Patient Disposition and Exposure
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« Median admintstration of DARA SC was S minutes

* Relative dose inmensities of DARA SC combinabion therapies are consistent with
those previously reporned with DARA IV
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Chari A Vo
Primary Endpoints: OR
R = 27 2% Rk = 2
L B ] e

rs

Frimary endpoints were met for all cohorts and response rales
were similar to DARA IV studies
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Primary Endpoints: ORR and 2VGPR
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FPrimary endpoints were met for all cohorts and response rales
were similar to DARA IV studies
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Chari A

Safety Summary
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DARA SC combination therapy safety profiles were
consistent with DARA IV, with lower rates of IRRs
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PK and Immunogenicity Summary?®
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PK and immunogenicity were comparable to previous reports
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Conclusions

* DARA SC in combination with standard of care demonstrated
comparable clinical activity and safetly 10 corresponding DARA V-
containing regamens

* |[RRs were infrequent and mild

* Administration ime was 5 minutes, substantially reducing infusion time
versus IV formulations

* DARA SC is currently under review by health authonties

These results support the use of flat-dose 1800 mg DARA SC
in combination with standard treatment regimens
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Can improvement be reached in fit patients?
Intensive treatment
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Isatuximab: another anti-CD38 MAD
Results of phase 2 study (Isa +/- Dexa)
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Facon, T :

IMROZ (EFC12522) and
CEPHEUS (MMY3019): study designs
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Preliminary results from a Phase | study of isatuximab
in combination with bortezomib, lenalidomide,
dexamethasone in patients with newly diagnosed multiple
myeloma non-eligible for transplant

Enrique M. Ocio,! Paula Rodriguez-Otero,” Sara Bringhen,’
Stefania Oliva,® Axel Nogai,* Michel Attal,® Philippe Moreau,®
Dheepak Kanagavel,” Thomas Fitzmaurice,® Junlong Wu,” Joaquin
Martinez-Lopez*®
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Beariin, Hematology'Oncology, Cartrum 14, Berlie. Germany: Yratitut Usiveriftare du Cancer de Toulowe Oncooole Toulowe
Frasce. “Urnwecsity Moapetal, Nantea, Frarcs
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Ocio E

Phase | Study: Design and Eligibility

. . Primary Objective
Key eligibiity criteria Y . y

v Adulits with NOMM

* LR re Laco

Secondary Objectives

ORR. DOR. PFS. ¥

Patsents nor
» S 1 Ly

v Adeguats

Induction phase (4 x 6-week cycles)

Bortezomid 01,48 11

Exploratory Objective

- MRD '!.’H.ﬂ Ity &

Maintenance phase (4-week cycles)

IL3mg/m'sc 022, 25,29, 32 Lenalidoonide D1-21 « PD
Lonalidomide D1-14 25 mg/d p.o VY °* Unacceptable
25 mg/d p.o 022-3% Dexamethasone D1, 8, 15,22 ) ¥ toxicity
Dexamethasone D1-2, 4-5, 8.9, 11-12, 15 #0 mg/d W/po*® FF - Anyorther
20 mg/diV/pe D22-23, 2526, 2930, 32-33 tatuxmad DL 15 reasons
s atusimad QW Ci, Q2W C2-4 10 mo/kg IV
10 ma/eo WV

i Target population N=27

. L L Pumte A, O Doy 004 12 A &0

Data cut-off: Soptember 3 JOIR: *J0 myg/day m patents » 75
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Ocio E :ﬂ‘ |
Patient Demographics and Clinical Characteristics

T pacients (N=27)

Age in years, median (range) 71 (63,77)
Weeks since initial diagnosis, median (range) 7.9 (0.9, 640.1)
Type of myeloma at diagnosis, n (%)
LUight chain only 1(3.7)
IgA S (18.5)
igG 21 (77.8)
Light chain (kappa) 16 (59.3)
Light chain (lambda) 5(18.5)
ISS stage at baseline, n (%)
Stage | 14 (51.9)
Stage N 11 {40.7)
Stage M1 2(7.4)
CrCl <60 mL/min, n (%) 6 (22.2)
High-risk cytogenetics*, n/N (%) 3/23" {13.0)

Highlights from IMW 2019 19-20 novembre 2019 Bologna
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Preliminary Analysis: Patient Disposition and Drug Exposure

All treated population (N=27)

All patients

l Discontinued treatment (n=3) Drug exposure (N=27)
n (range)
Owngoing treatment (n=24) l l Median duration of 7.2
e Conaant vt — exposure, months (range) (0.2, 16.1)
Induction: 4 cydles (ns19) {n=1) Median relative dose intensity (%)
Maintenance: 14 cycles (n=9) Isatuximab 95.7
ALs loading to discomtinuation Bortezomid 95.6
¢ Grade 4 Dacteremia Mt Cyde 4 mith
fatal cutcome, refated to Lenalidomide 92.8
e ndidomide and cesametharone | hasone 100.8

e Grade 3 wiasion reattiom mCyte ]

telated 10 SI0unrraly

AL, a0vene evers, Data cut-of: September 3, 2013, Last patiens in: 30 Apell 20138
Median duration of follow up: 6.8 moaths (rasge 2.8-157)
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Response Summary (IMWG Criteria): Efficacy-Evaluable Patients

ORR (n=26): 100% 100
80 d
g &0 -
&
® sCR/CR (n=5) © a0
B VGPR (n=19)
® PR (n=2) 20
0

Highlights from IMW 2019

92%
>*VGPR

No patients experienced PD

92% of patients achweved 2VGPR®
including the three patients with
high-nisk cytogenetics (among these
one patient achieved CR)

13 of 19 patents with VGPR had
IgG kappa disease al baseline
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Time to Response and Maximum Change in Paraprotein

\ All patients

Time to response (N=27)

Time to first response in

months, median (range) 28 1:%e 70)

Time to best response in

months, median (range) 2.8(1.2,13.2)

Median duration of follow-up: 6.8
months (range 2.8-<15.7 months)
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The majority of patients ac

Change in paraprotein

1007 Best overall response:
S M sCR/CR

o B VGPR

0 B PR

25 - * IgGx patients
239':
reduction
50%

reguction

-25
s H
-73*
-100 -~

o B N by s |

hieved a 100% reduction in paraprotein

W E. mmorunolixaton electrophoresss. Medan Soliow ‘_(: durabion: 6.8 nmx

s {range 28, 15.7)
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Minimal Residual Disease Evaluation®

Next-generation sequencing (NGS)' Next-generation flow (NGF)
Pn 3

60 4 -
50% :
; 24%
a0 33% 5
E %
_— : 18
o 4 v — - —_—
' 10+ 10 10+

10 10* 104 :
(ne8/12) : (ne12/16) (n=7/16) (n=2/11)

MRD Negativity Rate (%)

(n=11/16) (n=8/16)

The high MRD negativity rate achieved by NGS and NGF is concordant
7/16 evaluable patients (44%) achieved MRD negativity by NGS and/or NGF at 107 sensitivity level
} sameies ot evaduabow Dy NGS or

Nected 3t MED cut-off QR 2VEPR), 7 patbienty had Done martow 2o+ ate |RAAA
i patents) and NGF |5 patients)

2 2 ot reach the standarg Smit of detaction L10%) for NGS |
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Ocio E ¢

Treatment Emergent Adverse Events* and 'Hematologic Laboratory AbndArmélities for
all Patients (N=27)

TEAEs All grades | Grade 23
Any TEAE (%) 100 63.0 :‘;c?::::z::al:?)uto'v All grades | Grade 3 Grade 4
Peripheral sensory 70.3 3y
meuropathy !t : ¢ Thrombocytopenia 100 25.9 7.4
infusion-related reaction 63.0 3.7 gl
Edema peripheral 63.0 37 - 9.3 7.4 0
Diarrhea s1.9 7.4
Asthenia 443 37 Lymphopenia 100 51.9 22.2
Hypotension 40.7 37
Fatigue 40.7 37
Cough 25.9 0 Discontinuations due 10 TEAES:
Muscoskedetal D.in 25.9 0 Bortezomib, 6 ‘22 %) patients
Dizziness 25.9 0 Lenalidomide, 2 {7 ‘“’ patients
Back pain 2.2 7.4
Dysprea 22.2 7.4

Grade 23 infectans were reported in 7 patients (15.9%)

No new safety signals were observed

TEAE , roatment emergent adverso ovent, "TEAEsS in 225% of pasents (af grades) or 25 (Grade VE)

'Grade 1 = 286%. Grade 2 = 37.0%; Grade 3 = 3. 7%
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Ocio E A

Isatuximab Administration and IRs

Isatuximab median infusion duration IRs in 17 patients (63%)

BGrade ]l BGrade?2 mGrade 3

® Infusion 1 ® Infusion 2+

x
4 s 20
3 ]
3.7 2
-3 € 15
= 2.7 LT
w s 10
E” s
—_ 4 'S' 5
3 l
All patients (N=27) = infusion 1 Infusion 2+

Mandatory pre-treatment prophylaxis®

Starting infusion rate was 175 mg/h Duscontinuation due to Grade 3 IR occurred in 1 patient
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Ocio E A

Conclusions

Encouraging clinical actiwity of isatuximab combined with VRd as induction, followed by isatuximab with Rd as
maintenance therapy in NOMM

ORR confirmed as 100% in efficacy-evaluable patients: 2VGPR was achieved in 92%

Overall, 7/16 MRD-evaluable patients (44%) achieved MRD negativity by NGS and/or NGF at the 10°
sensitivity level

The isatuximab regimen was well tolerated with a manageable safety profile; AEs with this combination were
generally consistent with the known safety profiles of the individual agents

IRs were generally Grade 1/2 in sevenity (one Grade 3 reaction), and predominantly occurred during the first

infusion

Median infusion duration for isatuximab was 3.7 h for 1st infusion and 2.7 h for subsequent infusions

Two Phase Il isatuximab plus VRd backbone studies are ongoing in NDMM

@ﬁ GMMG HD-7 (NCTD3617731): transplant eligible patients’

IMROZ (NCT03319667): transplant ineligible patients?
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A af
Current and potential future treatment algorithms
for transplant-ineligible MM patients

Facon, T

!
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