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Quels sont les schémas de
traitement standard a ce jour en
situation de premiere ligne pour

un patient non éligible a une
Intensification ?



MPT, MPV et RD sont dorénavant reconnus
comme des traitements standards
de premiere ligne hors intensification

2014: NCCN guidelines?

MPT is one of the five preferred primary regimens for non-transplant candidates
with multiple myeloma

Feb 2015: Lenalidomide + DXM until progression
US Food and Drug Administration + European Medicines Agency Approval

1. Ludwig H, et al. Leukemia. 2014;28:525-42. 2. Engelhardt M, et al. Haematologica. 2014;99:232-42.
3. NCCN Guidelines Multiple Myeloma. Version 1.2014. 4. Benboubker et al. N Engl J Med 2014;371:906-17.



MPT et MPV
évolution via expérience clinique

A MPT: relativement stable
I thalidomide 100 (or 200 mg/))

A MPV: evolution importante au cours du temps
i D6 wechéma 2 fois/sem a 1 fois/sem*2 (2010)
I Del O.vers¥ 6 admi n s.c3t(2012)t | on
I LOoadmi niSE€ hebdorhadarenfait partie

dorénavant du schéma standard du traitement par
MPV ou autre schéma a base de Velcade chez le

sujet agé

1. Palumbo A, et al. J Clin Oncol. 2010;28:5101-9.
2. Mateos MV, et al. Lancet Oncol. 2010;11:934-41.
3. Moreau P, et al. Lancet Oncol. 2011;12:431-40.
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FIRST (IFM2007-01/MM-020):
Study Design

N

Screening LT Follow-Up
r Active Treatment + PFS Follow-Up Phase I

Pts aged >75 yrs: LODEX 20 mg D1, 8, 15 & 22/28; MEL 0.2 mg/kg D1i 4; THAL 100 mg D1i 42/42.
All pts received thromboprophylaxis.

A Stratification: age, country, and ISS stage 1. Benboubker L et al. N Engl J Med. 2014:371:906.

2. Facon T et al. Lancet. 2007;370:1209.
3. Hulin C et al. J Clin Oncol. 2009;27:3664.
Avet-Loiseau H et al. Blood. 2015;126: Abstract 730.



IFM 2007-01 FIRST Trial: PFS and OS

PFS as per investigator assessment!

Data cut-off: 3 March 2014
Median follow-up: 45.5 mos
697 deaths (43% of ITT)

Survival Probability
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Rd (n =535) 26.0 mos
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541)
MPT (n = 21.9 mos
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Hazard ratio
Rd vs MPT: 0.69; P<0.001
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1. Lenalidomide European Public Assessment Report. March 2015.
2. Facon T et al. J Clin Oncol. 2015;33: Abstract 8524.



Progression-Free Survival by Response

A Median PFS was prolonged in patients who responded to Rd
continuous vs MPT, particularly in those who achieved a deeper

response (CR/VGPR)
PFS (CR/VGPR)
1.04  —= Median | 4-year
PES, mo |PFS, %
52.5 53.8
g Rd18 (n = 255) 30.0 24.3
MPT (n = 167) 31.8 25.3
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% 0.6
o]
o
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.= 0.4
c
>
N
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HR (95% CI)
Rd continuous vs MPT:
0.52 (0.40-0.66), P <.00001
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33.2 38.4
Rd18 (n = 425) 23.1 16.2
MPT (n = 369) 25.8 16.0

1 HR (95% CI)

Rd continuous vs MPT:
0.65 (0.55-0.77), P <.00001
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CR, complete response; DOT, duration of treatment; HR, hazard ratio; MPT, melphalan, prednisone, thalidomide; PFS, progression-free survival; PR, partial response; Rd continuous, lenalidomide
plus low-dose dexamethasone until disease progression; Rd18, lenalidomide plus low-dose dexamethasone for 18 cycles; VGPR, very good partial response.



Traitement au long cours
systématique ?7?



Time to Next Anti-Myeloma Treatment

A Rd continuous extended the median TTNT compared with MPT

A Median TTNT was longer in patients who achieved CR/VGPR with
Rd continuous vs those with MPT

Rd continuous Median TTNT (mo) Rd continuous
vs MPT Rd vs MPT
Subgroup HR & 95% CI continuous Rd18 MPT HR (95% CI)

ITT A - 36.7 28.5 26.7 0.63 (0.54-0.73)
CRIVGPR A - 69.5 39.9 37.7  0.42 (0.32-0.54)
: PR - - 49.1 31.8 317  0.61(0.51-0.73)
15} 15} o) N Vv
f\/q/ 0?/ o
Q

Favors Rd Continuous Favors MPT

CR, complete response; HR, hazard ratio; ITT, intent-to-treat population; MPT, melphalan, prednisone, thalidomide; PR, partial response; Rd continuous, lenalidomide plus low-dose dexamethasone
until disease progression; Rd18, lenalidomide plus low-dose dexamethasone for 18 cycles; TTNT, time to next anti-myeloma treatment; VGPR, very good partial response.



Lenalidomide is Highly Effective Maintenance
Therapy in MM: Phase 3 Myeloma Xl study

ALenalidomide continued to disease progression versus no
therapy in both newly diagnosed transplant eligible (TE)
and transplant non-eligible (TNE) populations

TE (n=828) TNE (n=722)
NO NO P

Maint Maint Maint Maint Value

Median PFS 60 )8 26 12 <0.000
(mos) 1

Jackson G et al. Blood. 2016;128: Abstract 1143.



MPV et\elcadeBased
old fashion??



Recarsar: 22 Morsamieer 201 & | Resdned: 30 Moreemmiaar 2014

Bocepiesd T Dhacamier 2004

DN 100002 /gl 2621

RESEARCH ARTICLE

WILEY >

Lenalidomide and low-dose dexamethasone (Rd) versus
bortezomib, melphalan, prednisone (VMP) in elderly newly
diagnosed multiple myeloma patients: A comparison of two

prospective trials
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Abstract

There a= curently no direct head-to-hesd dinial tials evaluafing barteramib-mesiphalan-
prednisone (VM P] versus Emalidomide and low-dose desamethosane (Rdl VMP (257 cases] and
Rd (222 =] arme of two randomired phase lll tials were amployed to assess the trextment
influence on ouboome in urnirexted slderdy MM pationts

ProgressSon free survival (PFS] and owveral survival (05) were fhe primary and secandary
end-poatt, regpecively. and were Ivestipabed acmonding to trexbments administered over a
dl-moarths Folibw-up period .

While VMP Sgnificanfly reduced the disesse pogressSon rabe betwesen enrobmesst and 12
months of fallow-up. no difference betwean e two schedules was 1 1 bety 12 and 32
months Afler 32 months Rd-trested patients had a lower incidenos of diserse progression. A
statistically Spnificant higher OS5 rabe was s2en in the VP arm, which was maimtained after dorta
adpstment for potential confoundes. Both appraaches showed acoeptable tadcity profiles

The pmfound tumar redudion by VMP over Rd pstifies the initial higher PFS rate in Bvor of
the bortemmih schedule, while the Rd regimen ovenmmes. this evident inifial drasdbad in reduoc-
ing the tumar burden by kang-Enmm diug administration. ganng a subsequent mproved disexse
mntrol WM P B asociated with a Sgnificant reduced risk of dexth. This study may heldp physicians.
make a more infamed therapy chaice




CLARION: Trial design

54 Weeks of Treatment as 9 x 6-week cycles

Newly Diagnosed MM (Target N = 882)

ATransplant-ineligible KMP
Carfilzomib: 20/36 mg/m21v D1, 2, 8, 9, 22, 23, 29, 30
Stratification: Melphalan 9 mg/m2 D1-4; Prednisone 60 mg/m2 D1-4

AISS stage (1 vs. 2 or 3)

APlanned BTZ route of administration
(IV or SC)

ARegion (North America, Europe, Asia,
or other)

AAge (< 75yrsvs . Vs) 75

Primary endpoint: PFS

Secondary endpoints: OS, ORR ( OPR
CRR, Neuropathy events, HR-QOL, Safety

ClinicalTrials.gov. Phase 3 Study of Carfilzomib, Melphalan, Prednisone vs Bortezomib, Melphalan, Prednisone in Newly Diagnosed Multiple Myeloma
(CLARION). https://clinicaltrials.gov/ct2/show/NCT01818752?term=clarion&rank=1.



Top-line results from Ph 3 CLARION study in
newly diagnosed multiple myeloma patients

EFFICACY B CLARION did not meet the primary endpoint of superiority in PFS

AThe trial did not meet the primary endpoint of superiority in PFS0
I HR =0.91 (95% CI, 0.75 - 1.10)
I Median PFS: 22.3 months for KMP vs 22.1 months for VMP

AThe data for overall survival, a secondary endpoint, are not yet matureo
I Observed HR: 1.21 (95% CI, 0.90 - 1.64)

fNeither result was statistically significanto

SAFETY @ Adverse events in the KMP arm were consistent with the known safety
profile of Kyprolis

Incidenceo f  Gr O.F4.78EsKMP vs 76.2% in VMP
Fatal treatment-emergent AEs: 6.5% in KMP vs 4.3% in VMP

|l nci dence of Gr O2 p e25%irkéP asI35.180enVMB p
(secondary endpoint)

VMP: Velcade, melphalan, prednison; KMP: Kyprolis, melphalan, prednison.

http://wwwext.amgen.com/media/news-releases/2016/09/amgen-announces-topline-results-from-phase-3-
kyprolis-carfilzomib-clarion-study-in-newly-diagnosed-multiple-myeloma-patients.




August 24, 201717 Genmab A/S (Nasdag Copenhagen:
GEN) announced today topline results from the Phase
Il ALCYONE study (MMY3007)

A Daratumumab in combination with bortezomib, melphalan and
prednisone (VMP) versus VMP alone as front line treatment for
newly diagnosed patients who are not considered candidates for
autologous stem cell transplantation (ASCT). The study met the
primary endpoint of improving progression free survival (PFS) at a
pre-planned interim analysis (Hazard Ratio (HR) = 0.50 (95% CI 0.38-
0.65), p < 0.0001).

A Treatment with daratumumab reduced the risk of disease progression
or death by 50%, as compared to those who did not receive
daratumumab. The median PFS for patients treated with
daratumumab in combination with VMP has not been reached,
compared to an estimated median PFS of 18.1 months for

A patients who received VMP alone.

A Overall, the safety profile of daratumumab in combination with VMP is
consistent with the known safety profile of the VMP regimen and the
known safety profile of daratumumab



Toleranceet complications



Mortality dueto adverseeventsin 1435patients (>65year9
treated with either MP, MPT, VMP, VTP/VMPT

Median FU: 33 months

@5 years,
alive dead

330 330

Infections Cardiac SPM
events

922 513

modifiedaccordingo BirnghamSD et al.Haematologice
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a2

Durée de traitement et Tolérance

Age O 75 Year s Age > 75 Years
Rd Rd
Continuous Rd18 MPT Continuous Rd18 MPT
(n=347) (n = 348) (n = 357) (n =185) (n=192) (n =184)
Overall treatment duration
Median, months 19 17 16 16 15 12
Treatment
exposure O 21 0 < ]a 35 0 12
years, %
Lenalidomide/thalidomide
Dose reductions
7 27 2 44 2

due to AEs, % 3 ° 3 36
Discontinuations

21 14 26 26 23 29
due to AEs,%
At full planned
dose at 72 weeks, 40 44 16 30 27 19
/b
patients on the MPT arm (1 patient per age group) were on treatment

b For patients with a starting dose of lenalidomide2 5 mg or thalidomide 200 mg if they were aged O 7

AE, adverse event; MPT, melphalan, prednisone, thalidomide; Rd, lenalidomide plus low-dose dexamethasone; Rd18, lenalidomide plus low-dose
dexamethasone for 18 cycles.

e



FRONTLINE THERAPY
ESMO quidelines, Moreau et al. Ann Oncol 2017, in press

Eligibility for ASCT

NO

First option: VMP, Rd, VRD

Second option: VCD, MPT

Other options : BP, CTD, MP



a National Cancer Institute program

SWOG S0777:. Study Design

Rd maintenance
until PD, toxicity,
or withdrawal

Six 28-day cycles of Rd
Lenalidomide 25 mg/day PO
Days 1-21

Dexamethasone 40 mg/day PO
Days 1, 8, 15, 22

AAIl patients received aspirin 325 mg/day
AVRd patients received HSV prophylaxis

Durie B et al. Lancet 2016 on line.



N C National Clinical
Trials Network

SWOG S0777.: PFSand OS by
Assigned Treatment Arm

PFS by assigned treatment arm

Median in
Events/N months

VRd  137/242 43 (39, 52)

Rd 166/229 30 (25, 39)

VRd
4 HR =0.712 (0.560, 0.906)*
Log-rank P value = 0.0018
4 (one sided)* Rd

Months From Registration

OS by assigned treatment arm

Median in
Events/N months

VRd  76/242 75 (66, -)
Rd  100/229 64 (56, -)

VRd
Rd

HR =0.709 (0.516, 0.973)*
Log-rank P value = 0.0250
(two sided)*

Months From Registration

Durie B et al. Blood. 2015;126: Abstract 25.
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Etude sur | incidence du MM a Malmo entre 1950 et 2005
Entre 1950-79 et 1980-05: age median passe de 70 a 74 ans
Nouveaux diagnostics > 80 ans : augmentation de 16 a 31%

Nombre de cas

14 1950-1979
— 1980-2005

3039 40-49  50-59 = 60-69 7079 =80
Age

Prévision d augmentation d incidence de 57% entre 2010 et 2030

Turesson |. et al, Mayo Clinic proceedings, 85, 225-30, 2010



Frailty score

Variable HR (CI1 95%) P SCORE
AGE Age <75 years 1 - 0
Age 75-80 years 1.37 (0.93-2.03) 0.114
Age >80 years 2.75(1.81-4.18) <0.001
CHARLSON INDEX Charlson <1 1 -
Charlson >2 1.6 (1.07-2.39) 0.021
ADL SCORE ADL >4 1 -
ADL<4 1.76 (1.14-2.71)  0.01
IADL SCORE IADL >5 1 3

IADL<5 1.53(1.03-2.27) 0.036

1
2
0
1
0
1
0
1

e o ADDITIVE TOTAL SCORE PATIENT STATUS

40:373-83
. Katz S, et al. JAMA FIT

1963;185:914-9. UNFIT

. Lawton MP, et al.
Gerontologist. 1969;9:179- FRAIL
86.




Essal FIRST

Table 1. Frailty Algorithm

Category Score
oo, o Age
Analyse selon facteur fragilité | =7y 0
76-80 yrs 1
§r EHA 2016 >80 yrs
Charlson Comorbidity Index score
Logrank p <.0001 =9 1
08 Katz Activity of Daily Living score
>4 (Self Care EQ-5D = 1) 0
Z < 4 (Self Care EQ-5D = 2,3) 1
:g 007 Lawton Instrumental Activity of Daily Living score
% > 5 (Usual Activities EQ-5D = 1) 0
‘g 0.4 = 5 (Usual Activities EQ-5D = 2,3) 1
Total
0: Fit
0.2+
- fiintermediate |
2 2: Frail
0.0 EQ-5D, EuroQol five dimensions questionnaire.
imemediate | o B 2 o Z - :
Frail a}a 487 3?2 193 1}4 39 %
o] 20 40 60
PFS time (months) INV
Fitness status modified, V2 Fit Intermediate Frail
100 f
—_— 90 4
80 A
704 EZE 206 54
X
< 60 A
2 50 -
E 40 m Frail (n = 814)
0S 3 0 ] Intermediate (n = 448)
20 | Fit (n = 255)
10 ~
0
Rdcont(n= Rd18 (n= MPT (n=507)
506) 504)
Tx Arm
. 7 - . ’ o . ’@
FIT +1SS 1: PFS médiane 34 mois, OS médiane non atteinte 27

SANOFI g



