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H oAk emiBiwon BeAtiwOnke onuavtika eéattiag
TWV VEWV ITAPOYOVTIWV

OS from Diagnosis
1971-1976
—— 1977-1982

—— 1983-1988 2002

—— 1989-1994 1999 Bortezomib

1994-2000* Thalidomide

2001-2006 Lenalidomide

0 20 40 60 80 100 120 140
Months

*Authors conclude that the trend in improvement in this time period is due to HDT and supportive care

Kumar. Blood. 2008;111:2516; Kyle. Blood. 2008;111:2962.




Epwtnpota

* Mowa eivarl n kaAUtepn Bepaneia epodov oto
NV ;

1. AoBeveic katdAAnAoL yLa LETOHOOXEVON <65
2. AoBeveic un kataAAnAoL yLa LETAHOOXEUON
 Eilval amopaitntn n LETAHOOXEVON;

* 16La Bepareia yia oAouc N RISK ADAPTED
therapy;




2NHAVTIKOI OEPATTEUTIKOI OTOYOI

« H CR mrp&tmel va gival onpavTiKOC TTapayovTac 0TOUC
veodlayvwoBévreg aoBeveic pe MM

« HMRD &vTOC KOl EKTOC TOU HUEAOU TWV OOTWYV EXEI 1IDIAITEPN
onuaocia yia Tnv diaxeipion Twv veodlayvwodivTwy aoBevwy

« EmiTeun vupnAng moiotntag, ouvexoucg CR e€ilocoppotTnpévn
HE ATTOOEKT TOSIKOTNTA




H kAtvikn aviamokpion otn Oepastela
emmpeader v OS
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Kapoor et al. J Clin Oncol 2013



Aev eivat OAec oL CR to i6to: CR pe MRD- vs. CR pe MRD+

— MRD-, median PFS: 63 months
CR, median PFS: 27 months
nCH, median PFS: 27 months
= PR, median PFS: 29 months
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Emidopaon tTnG apvnTikotnTag Tou PET-CT pETA
Tnv AMAK

PFS according to PET-SUV post- OS according to PET-SUV post
ASCT PET-CT ASCT PET-CT

PET-SUV
79% 100%
reduction

PET-SUV 100%
reduction

66% pET-sUV

<100%
redugtion,

PET-SUV
<100%
reduction,

Log rank P value = 0.017 Log rank P value = 0.0184

] L] L] L] L] L]

0 12 24 36 48 60 0 12 24 36 48 60
Months Months

PET-CT is a reliable technique for predicting long-term outcomes.

PET-CT, positron emission tomography—computed
tomography; SUV, standardized uptake value Zamagni E et al. Blood. 2011;118:5989-5995.




PES oToug aoBeveig pe
apvnTikO PET-CT xai1 apvnTikri MRD by flow

VRD as induction followed by HDT-ASCT/VRD consolidation and len maintenance

(47.7% of patients) pre-maintenance vs others, p = 0.05

5 10 15 20 25 30
Landmark Time After TEP Maintenance (months)

n=19 n=9 n=>5

Moreau P, et al. J Clin Ongol 2017;356:2911-2918




Induction: 3-drug regimens

200 mg/m2 Melphalan followed by ASCT

Short-term consolidation

Maintenance
Lenalidomide
Bortezomib

Eligibility for ASCT

™~

Yes No

VTD First option: VMP, Rd, or MPT
VCD
RVD
PAD Second option: VCD, VD, VTD

|

Other option: BP, CTD

VTD
RVD

{

FRONTLINE THERAPY

Frontline therapy of multiple myeloma.
Moreau P, Attal M, Facon T.



H bavikn Oepamneia epodou

BaBela avtamokplon

[prlyopn avtomokpLon;

- Mmtopetl vat unv eivat avoykoa
KaAd avektn

VCD vs VTD (VRD) vs PAD
CARFILZOMIB-RD----- Hoplakn udeon




OL vVEoL MOLPAYOVTEC TPOCPEPOUV
KaAUTEPN KAWLIKA avtanokpion oto NV
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Fig. 1. Increasing depth of response with newer regimens, 17:48-52

CTD = cyclophosphamide-thalidomide-dexamethasone; Dex =dexamethasone;

PAD = bortezomib-doxorubicin-dexamethasone; Rd = lenalidomide-dexamethasone;
RVD = lenalidomide-bortezomib-dexamethasone; TAD = thalidomide-doxorubicin-
dexamethasone; Thal = thalidomide; VAD = vincristine-doxorubicin-dexamethasone;
VD = bortezomib-dexamethasone; VTD = bortezomib-thalidomide-dexamethasone.

Kumar CancerTreatment Reviews 2010; Korde et al. ASH 2013



Mola gival n KaOAUTEPN BepaTtTeia EQOOOU;

Jiif

Adapted from: How | treat MM in younger patients by Stewart K, Richardson P, San Miguel JF. Blood 2009;114:5436-43

Percent Response

|

Induction Regimen VCD
Luvduaopoi 3 TTapayovTwy=

VAD




MRD pe Oepaneio epodou pe
Carfilzomib

Jakubowiak: 23/26 aocBeveic oe

nCR/CR tav MRD apvntikol g o
— AoBeveig pe sCR and MRD 2 . :
apvntkoi: 3 yr OS 100%, PFS 89% g - L
= : P=.02
Korde/Landgren: 27/27 006 o€ FI L Jo -
nCR/CR ntav MRD apvntkol S wl o _ | j
— Overall 18-month PFS: 91% 4 |
DE_ 20 — Stringent CR plus IR {n = 20); median, NR
== == Stringent CR but non-IR (n = 11}; median, 35 months
IR but non-stringent CR (n = 11); median, NR
Non-stringent CR plus non-IR {n = 60}; median, 28 months
0 1l0 2l0 3I0 4I0 510 6'0
Time (months)

Paiva, B. et al. J Clin Oncol; 29:1627-1633 2011




VTD is superior to VCD prior to ASCT
for patients with de novo multiple
myeloma. Results of the prospective IFM
2013-04 trial.

P.Moreau, C.Hulin, M.Macro, D.Caillot, C.Chaleteix, M.Roussel, L.Garderet,
B.Royer, S.Brechignac, M.Tiab, M.Pug/ade, M.Escoffre, A.M.Sto%m, T.Facon,
B.Pegourie, D.Chaoui, A.Jaccard, B.Slama, G.Marit, K.Laribi, P.Godmer,
O.Luycx, J.C.Eisenmann, O.Allangha, M.Dib, C.Araujo, J.Fontan, K.Belhadj,
M.Wetterwald, V.Dorvaux, J.P.Fermand, P.Rodon, B.Kolb, S.Glaisner,
J.V.Malfuson, P.Lenain, L.Biron, L.Planche, H.Caillon, H.Avet-Loiseau,

T.Dejoie, M.Attal




Intent-to-treat analysis

VTD VCD P value
N =169 N =169
=>CR 13.0% 8.9% 0.22
> VGPR 66.3% 56.2% 0.05
= PR 92.3% 83.4% 0.01

MAYD
CLINIC

Y



To MEPLOCOTEPO HEV ELVAL TTAVTA
KaAUTEPO
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H otaBepomoinon pe AutoAoyn
Metapooxevon BeAtiwvel Tnv EKBaon Tou
Nnvi;




H onpaocia tng cuveX{OMEVNG AVTATTOKPLONG LE TN
HETOHOOXEUON
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“Upgraders”
do better
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Lahuerta, J. J. et al. J Clin Oncol 26:5775-5782 2008




IFM/DFCI 2009 Study - Design
Newly Diagnosed, SCT Candidates

NEAal  Randomize, stratification 1SS & FISH I e
CANCER INSTITUTE M
. ¥
Induction
CY (3g/m?) | CY (3g/m?)
MOBILIZATION Collection MOBILIZATION

Goal: 5x10° celis/kg

Melphalan 200mg/m?*
+ASCT

| VRDx2 =T
Yo X SCT atrelapse

Goal: 5 x10% cells/kg

Consolidation

e Maintenance MEL 200 mg/ma2 if <65 yrs,
Lenalidomide 12 mos 65 yr:f 140mg fmz‘f

hitp://www clinicaltrials_gov/ct2/show/NCT01208662 ?term=nct01208662&rank=1.




RVD with transplantation for MM

Best
Resporee

ORR
PR
VGPR
CR

sVGPR
MRD-'

Deferred Upfront PYalue

ASCT
7%
20%
29%
42%
77%
3=

ASCT
339%
11%
29%
53%
88%
739%

0.03

0.001
<0.001

'MRD tested byflow cytometry inWGPR/CR pts

MedianFollow-Up: 44 monthsforthe deferred
ASCT group, 43 monthsforthe upfront ASCT group

WOy
. MedianPPS: S0 mortte

) ~ % Traraplartatas
e -~

e, PR

Median PFS: 36 month ~

Progression Free Surivel

. at Rk
D o 130 LH]
Trmaplemistan 130 T 1% W

4-Year 0S: 82% vs 81% for deferred and
upfront ASCT, respectively

Aetad Aot ol NEN 2017 376.1311-20.




Phase 2 KRd + ASCT in Newly Diagnosed MM

With deferred ASCT, KRD induction unprecedented sCR $5% & 3y PFS 79%
However 45% not sCR and 21% relapse in 3 years even with sCRs

70-90 days and
<120 days post-

KRd KRd KRd LEN Maintenance
Induction Consolidation Maintenance (off protocol)

Cycles 1-4 . Cycles9-18 Cycles 19+

G-CSF tplerixafor .__-SCCL::'ASCT ~¢ Melphalan 200 mg/m? with
2—4 weeks after (off protocol) ASCT per the institution’s

Day 21 of Cycle 4 standard practice

cp7 MEiiEateln Days 1-2,8-9,15-16 |Days 1-2, 15-16
20 mg/m**=*»36 mg/m? 11

LEN Days 1-21 Days 1-21 Days 1-21
25 mg 15 mg Cycle 5=»LTD LTD

Weekly Weekly
40 mg 20 mg or LTD

dex

Jakubownak et al. Blood 2012 120(9):1801-9
Zimmerman et al. J Clin Oncol 33, 2015 (suppl; abstr 8510)




Phase 2 KRd + ASCT in Newly Diagnosed MM
Response Rates Over the Course of Treatment

H2VGPR ®m2nCR ®2CR ®sCR
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Induction (n=48) ASCT (n=37) Consolidation (n=24) End of KRd (n=8)

MRD negative sCR: 60% 85% 100%

Zimmerman et al. J Clin Oncol 33, 2015 (suppl; abstr 8510)
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OL avtanokpioelc Badaivouv HLE TN GUVEXLON TNG
Oepaneiac

Mayo Phase |l BiRd Phase I

W Siringent complete response
Completed response

M Very good pariial response
Partial response
53%

2 L
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4 Cycles (n=34) 19 cycles (n=21)

MM-009/MM-010 Phase lll

46% of CR/VGPR achievers started with a PR and achieved a CR/VGPR with
further treatment cycles
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Lenalidomide Maintenance After
High-Dose Melphalan and
Autologous Stem Cell Transplant
In Multiple Myeloma: A Meta-
Analysis of Overall Survival

Michel Attal,' Antonio Palumbo,?2 Sarah A. Holstein,3

Valérie Lauwers-Cances,! Maria Teresa Petrucci,? Paul Richardson,® Cyrille
Hulin,b Patrizia Tosi,” Kenneth C. Anderson,® Denis Caillot,® Valeria
Magarotto,®
Philippe Moreau,'? Gerald Marit,'" Zhinuan Yu,'2 Philip L. McCarthy3

TInstitut Universitaire du Cancer , Toulouse-Oncopole, France; 2The Myeloma Unit, Department of Hematology,
University of Turin, Turin, Italy; 3Roswell Park Cancer Institute, Buffalo, NY; 4University La Sapienza, Rome, ltaly;
"Dana-Farber Cancer Institute, Boston, MA; Bordeaux Hospital University Center (CHU), Bordeaux, France;
Seragnoli Institute of Hematology and Medical Oncology, Bologna University, Bologna, Italy; 2Dijon University

Hospital Center, Dijon, France; *University of Torino, Torino, Italy; University Hospital Hétel-Dieu, Nantes, France;
1Centre Hospitalier Universitaire, Bordeaux, France; 2Celgene Corporation, Summit, NJ; 13Blood and Marrow

Transplant Program, Roswell Park Cancer Institute, Buffalo, NY




Overall Survival: Median Follow-Up
of 80 Months

There is a 26% reduction in risk of death, representing
an estimated 2.5-year increase in median survival
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Overall Survival, mos
Patients at risk 605 578 555 509 474 431 385 282 200 95 20 1 0
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Risk stratification




2KEPTELTE TNV £TEPOYEVELA TOU MM

BloAoyLKkec Kol KAWVIKEC HLadpOpPEC

To MM pmopetl va elvall N o cuvnBLlouevn
kakonBela maykoouiwc!

Aev pmopovpe va Bepamnevouvpe OAouc KATA TOV
LOLo Tpomo — e€atopikevon Oepameiog

2nuaoia tnc Staotpwpatwong Le Baon toug
duopevelc mapayovtec (risk stratification)
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MSMART 2.0: Classification of Active MM

High-Risk 20% Intermediate-Risk 20% Standard-Risk 60%
|
= FISH FIS_|1(4_14)* OAa ta urtohoua kabwg
= Del 17p ’ KOIL
" t(14;16) " KapuoTUTTIKA " YnepSuthoeidia
" 1(14;20) Deletion 13 r']’ = t(11;14)
utroOITTAOEI10I . t(6:14
= GEP t( ’ )
=High risk " PCLI>3%
signature
3 years 4-5 years 8-10 years

Mikhael et al Mayo Clinic Proceedings April 2013




Alraotpwpatwon Kivduvou oto MV

High-Risk* Intermediate-Risk* Standard-Risk
= Del17p = {(4;14) . L
= t(14:16) Hyperdiploid
= t(14;20) = t(11;14)
= GEP defined high- . 1(6:14)

risk ’

Excellent Outcome

CR appears critical Bortezomib Critical

*Presence of trisomies ameliorates high risk




Yrioyndlot yia HETOLHOOXEUON

m Intermediate Risk

|

{

Standard Risk

!

4 cycles of VRd

4 cycles of VCd

4 cycles of Rd or VCd

|

l

ASCT

ASCT

l

ASCT

Dispenzieri et al. Mayo Clin Proc 2007;82:323-341; Kumar et al. Mayo Clin Proc 2009 84:1095-1110

v9 Revised and updated: Jun 2011




MAaopatoKkuTTapilkn AsuyoLLoL

Plasma cell
leukemia or
multiple ﬂm :
extramedullary . ]\\
plasmacytomas 80% 1
B0%
VDT-PACE x 2 s
cycles 20%
ASCT, if eligible 1
0%

Years fram Enralliment

Bortezomib
maintenance

Usmani S. Leukemia 2012




Kapvotymkeg avopaiieg kat MRD
status: emiOpaon omyv oAkn emfPiwon

1.0
H"'L“ Ty Hyperdiploidy,

— 081 ----\_H ‘H.,__L \ t(11;14), or t(6;14)
.:3 = mm -
> S “,
.2 06-
= %
E g_ Adverse; MRD4+ .\"1-------
o 4 == Adverse: MRD- ' .
g __% o4 = Favorable; MRD+ | ...._-1“""""' Galn(lq), dE|(1p32),
5 o = Favorable; MRD- t(4; 14)’ t(14;20),

2 2 =40.1308 _

5" 001 t(14;16), or del(17p)
0 TIE EI-’-"r ﬂlﬁ -’-"rlﬂ E'rID ?IE Blri SI'EF

Mo. at risk

Adverse; MRD+ 42
Adverze; MRD- &7
Favorable; MRD+ &3
Favorable; MRD-T4

Time Since MRD Assessment (months)

3 30 25 17
61 53 45 3
52 50 46 K
18 16 n 57

Rawstron et al. J Clin Oncol 2013
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H CR givan onpavtikn oto MV
vdnAov Kwvduvou

Low-Risk MM (87%) High-Risk MM (13%)

E
B Overall Survival from Landmark (18 months) by CR Overall Survival from Landmark (18 months} by CR
TT2 with GEP 70 Low-risk 100% — TT2 with GEP 70 High-risk
100% — 1
7 - BO% — I_LLA_‘
5059 - o - | 1 ] I
60% — e
40% ~ 40%
7 Median | Median
- Deaths / N in Month = Deaths / N in Months
20% | cr 81116 | NR 20% | cr 4115 NR
-ﬂnligg aair:'lﬁ-il r;i;t 4no CR Ef:m| ﬂql
rank P-valua = . rank P-value = .
0% T T T T T T T T T T ¥ 1 0% I.Dg| T T T T T T 1
a 24 p 48 72 0 12 24 36 48
Months after 18 month Landmark Months aftar 18 month Landmark

Haessler, J. et al. Clin Cancer Res 2007;13:7073-7079

Copyright @2007 American Association for Cancer Research CIlnlcal cancer RESEEerh



Mool aagBeveic 6ev xpertalovrot CR??

Group 1: AcBeveic pe MGUS like MM(yevotuTtika)
— Hyperdiploid MM
— Mepwa MM t(11:14)
— GEP kaBoplopeva MGUS-like MM

Group 2: AcBeveic pe Nmo kKAwika MV
(parvotuTika)

Group 3: HAlKiwpevol aoBevelc

— H emitevén CR pmopel va emidpEPEL HEYAAN
ToéLKOTNTA




To MM givat voonpa Twv NAKLWHEVWV

» Changing demographics: » Myeloma is most frequently diagnosed

- Increase in life expectancy among people aged 65-74
— Aging of the population — Median age at diagnosis is 69
— Increase in the number of elderly

World population: % of people 65+ SEER: New MM Cases by Age Group?
278

229

New Cases (%)

3.1
oo 06

] ] ] N <20 20-34 3544 4554 5564 6574 7504 084
Africa Asia Europe Latin Am/ Northern Oceania
Caribbean  Am Age

Am, Amenica; MM, multiple myeloma.
1. 65+ in the United States: 2010 - Census.gow; U.S (June 2014). Census Bureau, 2012b; Inlemational Data Bage, 2, Available from hilpfsser cancer govistatfacishimbimulmy himl, Accessed on DE2014




Group 3 — HAWKLwHEVOL aocOevelg

O otoxoc va erittevxBet CR moAv cuyva odnyel oe
EVTATIKEC Kol TOELKEC Beparelec

H pelwon twv 600ewV 0TouC NALKLWHEVOUC Elvall
armapaoitntn

To BaBoc¢ TNC avTamokpLonNg UTOPEL VA TIAPEL
KOLLPO KOlL VOL LNV ELVOIL TOCO PEYAAO

CR 6¢gv elvai 6eiktng tnc PFS n tng OS



OePATTEVUTIKEG ATTOPACEIG OE

NAIKIWNEVOUC aoBeveic pe MMV

AoOeveic \

ADL MoAAaTTAOUV HUEAWMO
IADL » Cytogenetics
2.UvVvVoOonpoTNTEC ¢ 2TAOIO

MNapapovn oT0 « ®oprio vooou
VOGOKOUEIO » KaAUtepn XMO
Papuaka * YTTOOTNPIKTIKG QApuOKa
[MepiBAAAoV

210X06 XMO (CR vs 'EAgyxog vooou?)
[TpoodokKieC TwV aoBevwyv

KaTtavonon

[TpoodOKIuO €TTIRiWONG



Frailty score

Variable HR (Cl 95%) P SCORE
HAKia HAIKia <75 years 1 - 0
HAikia 75-80years 1.37 (0.93-2.03) 0.114 1
HAikia >80 years  2.75(1.81-4.18) <0.001 2
CHARLSON INDEX Charlson <1 1 - 0
Charlson >2 1.6 (1.07-2.39) 0.021 1
ADL SCORE ADL >4 1 - 0
ADL<4 1.76 (1.14-2.71)  0.01 1
IADL SCORE IADL >5 1 - 0
IADL<5 1.53 (1.03-2.27) 0.036 1
ADDITIVE TOTAL SCORE PATIENT STATUS
0 FIT
1 UNFIT

>2 FRAIL

—_ Slide courtesy of Palumbo, ASH 2013
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PATIENT STATUS ASSESSMENT
Age (score 0 -1-2) Charlson (score 0 — 1)
ADL (score 0 —1) IADL (score 0 —1)

FIT UNFIT FRAIL
Additive total score=0 Additive total score =1 Additive total score 2 2

GO-GO MODERATE-GO SLOW-GO

Full-dose Reduced-dose Further reduced dose

Dose level 0 Dose level -1 Dose level -2

Lenalidomide 25 mg/d 15 mg/d 10 mg/d
Bortezomib 1.3 mg/m2/wk 1.0 mg/m2/wk 1.3 mg/m?/2wk
Dexamethasone 40 mg/wk 20 mg/wk 10 mg/wk
Cyclophosphamide 300 mg/m?d 1,8,15 50 mg/d

Slide courtesy of Palumbo, ASH 2013



H cupBoAn Twv VEwV Tapayoviwyv

0.9-
o 0.8+
c
> 0.7
5 0.6 4
c 0.5+
o
© 0.4
o 0.3+
Q0.2

0.1+

0.0

1

Median 7.3 years

\"'—0-—.

Diagnosed 2006-2010

Diagnosed 2001-2005

m————,

%

T
1

2

I
4

Follow up from diagnosis (Years)
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5 YEAR SURVIVAL BY AGE
AGE AGE

<65YRS >65YRS
2006-2010 | 73% 56%
2001-2005 | 63% 31%




“New” Stratification of Elderly Myeloma Patients
IMWG frailty score

PATIENT STATUS ASSESSMENT
Age (score 0 -1 -2) Charlson (score 0 - 1)

ADL (score 0 -1 IADL (score 0 -1
FIT INTERMEDIATE FRAIL
Additive total score =0 Additive total score = 1 Additive total score = 2

Full-dose Full-dose Reduced dose
TRIPLET REGIMENS |[[DOUBLET REGIMENS

VMP Rd
MPT vd

Palumbo A et al, Blood 25(13):2066-74, 2015




Overall survival in patients randomized to bortezomib-
melphalan-prednisone (VMP) or melphalan-prednisone
(MP) after a median follow-up of 5 years

100
= s0-
©
=
> 60
| —
-
D
w 40-
| —
@
~
< 20+ Group _n Event Median HR (95% Cl) P
= P 338 211 43.1
VMP 344 176 56.4 695 {0.567 to 0.852) < .001
0 6 12 18 24 30 36 42 483 54 60 66 72 78
Time {months)
No. at risk
MP 338 301 262 240 216 196 168 153 133 112 61 24 3
VMP 344 300 288 270 246 232 216 199 176 1658 78 34 1

San Miguel J F et al. JCO 2013;31:448-455



FIRST Trial: Study Design

l I

Screening Active Treatment + PFS Follow-up Phase LT Follow-Up

Arm A LEN + Lo-DEX Continuously
: LENALIDOMIDE 25mg D1-21/28
SSU Lo-DEX 40mg D1,8,15 & 22/28

LEN + Lo-DEX: 18 Cycles (72 wks)
LENALIDOMIDE 25mg D1-21/28
Lo-DEX 40mg D1,8,15 & 22/28

PD, OS and
Subsequent anti-MM Tx

MEL + PRED + THAL 12 Cycles' (72 wks)
MELPHALAN 0.25mglkg D1-4/42
PREDNISONE  2mg/kg D1-4/42
THALIDOMIDE ~ 200mg D1-42/

=
o
3
=
o
(@]
=
<
o

PD or Unacceptable Toxicity

Pts > 75 yrs: Lo-DEX 20 mg D1, 8, 15 & 22/28; THAL2 (100 mg D1-42/42);: MEL2 0.2 mg/kg D1—4

« Stratification: age, country and ISS stage

ISS, International Staging System; LT, long-term; PD, progressive disease; OS5, overall survival
"Facon T, et al. Lancet 2007;370:1209-18; 2Hulin C, et al. JCO_2009;27-3664-70.
Facon T, et al. Blood. 2013;122:abstract 2. Benboubker L et al. N Engl J Med 2014;371:906-917.




FIRST Study: PFS? and OS

Median PFS, 4-yr PFS, Median 08, 4-yr OS,
mo % mo %
26.0 32.6 A 99.0

Rd18 PARY 143 ' Rd18  62.3 58.0
MPT AR 136 MPT 49.1 51.7

=]
o0

=]
o

4-year PFS

=
=

HR(95%Cl)

| Rd cont vs MPT:

0.69 (0.59-0.79), |
P < 00001 13.6% |

Z
£
@
a
2
i)
2
e
5
0)

Survival Probability

| HR (95% Cl)
Rd cont vs MPT 5
0.78 (0.67-0.92), P=.0023 |

=]
(o]

=
=

0 6 12 18 24 30 36 42 43 54 60 66 72 76 84 90 0 6 12 186 24 30 36 42 48 54 60 66 72 76 84 90

Progression-Free Survival (months) Overall Sunvival (months)

+ The pre-specified final OS analysis for the primary comparison showed that Rd continuous
significantly extended OS vs MPT

® PFS iz based on investigator assessment of IMWG criteria; data cutof. January 21, 2016.

cont, continuous; FIRST, Frontiine Investigation of Reviimid and Dexamethasone versus Standard Thalidomide; HR, hazard ratio; IMWG, International Myeloma Working Group; MPT, medphalan, prednisone, thalidomide; OS, overall survival; PFS, progression-free
survival; Rd continuous, lenalidomide: plus |ow-dose dexamethazone until dizease progression; Rd13, lenalidomide: plus low-dose dexamethasone for 18 cycles.

Facon T, etal. IMW 2047, abstract PS-114.




Bortezomib
Carflizomib
Ixazomib

Oprozomib.

Melphalan
Cyclophosphamide

Bendamustine,

Thalidomide
enalidomide

Pomalidomide

Eilanesib
Palbociclib

Romidepsin
Vorinostat

Panobinostat




Summary current and future treatment
algorithm for transplant-eligible MM patients

Until 2017 Ongoing/planned
; Induction 3-drug vs
Induction: 3-drug bort-based tx 4-drug mAb-based x
V1D VTD vs Dara-VTD
VCD VRD vs Elo-VRD
VRD VTD vs Dara-VCD
PAD VRD vs Dara-VRD
VRD vs KRD
\ KRD vs Dara-KRD
i’
HOM (200 mg/m?) HOM (200 mg/m?)
+ASCTx1or2 +ASCT x10r2
v v
e Consolidation: 3-drug vs
Consolidation: 3-drug bort-based tx Lidnié rhbbansd In
v

v
Maintenance:
Maintenance: IMID-
IMiDs vs PI-IMiDs vs mAb-
IMiDs vs mAb-Pls

Woreay P, ot o Ao Oncel 2017 00 111, Cavo personal communcation cimcalriah gov idertfery NCTOMIPETED, NCTOMMATIEY NCTOIIID, NCTO1MISS)




Future first line therapy in non-transplant-eligible patients
Ongoing and planned clinical studies

Lenalidomide-
Pl-based IMID & PI based

“Transglart oirptio and nelgble patets. *hgh nsk panets, Bransplart elgbi futients mat have agreed % defer tramlart

wiw clnicalrials gov heetiers: 1, NCT0Z262172; 2. NCTOIXIS308 3. NCTO1850524; 4. NCTO0012680; 5. NCTOO290050; 6. NCTO1863550; 7. NCTO2891811;
8. NCTO1668719; 9. NCTO2000K7: 10 NCTO2105479; 11. NCTOXMS66T: 12 2woegman 5, of ol Presentid at ASH 2017 (Abstract 4301, oral presentation;
13. Mateos M et o, N Engl J Med 2017 Dec 12, [Epud ahead of prieth: 14, Ocio EM, ot al. Presented ot ASH 2017 (Abstract 3160, poster presentation




Jupnepacpato(l)

OL ouvOuOoHOL TWV VEWV TIapayovVTwv odnyouv
0€ KAAUTEPEC OVTOATIOKPLOELG TIPLV TN
LLETOUOOXEVON

KaAUTEPEC AVTATTOKPLOELC TIPLV TN METAMOOXEUON
epUNVEVOVTOL WC KAAUTEPEC OVTATIOKPLOELC LETA
TN METAULOCXEVON

- H petapooxevon cupunAnpwvet tnv €podo —
dev tnv avtikaBiota

- H petapooxevon amoteAel epyaleio yla tnv
entitevén vPnAwv noocootwv CR kat PFS




Juprnepaocpora (2)

H Bepaneia epodou mpemel va £xeL we otoxo tnv CR
oto MM vPnAov Kwvduvou...

(Qot000, AUTO HeV €lval 0 0TOXOC TTAVTO LOLWC OTOUC
NALKLWUEVOUC aoBevelc

H Bepamneia cuvinpnonc Bewpeital MAEOV
arapoltnTn Kot avéavel tnv erBlwon

OL VEOTEPOL TIAPAYOVTEC UTIOGYXOVTOAL QKON
BaBUtePEC UPETELC KAL TTPOOTITIKA KAAUTEPQ
QTMoTEAECHATA




Jupnepacpota (3)

[Mpocoxn va pnv umo-Bepamnsvoupe oUTE va
UTEP-OEpaMEVOUE TOUC O0OEVELC

Na Bupopaote ottt CR # CR oto standard vs high
risk MMV

H kaAutepn Bepameio epodou elval avtn Tou
nPoodEPEL TN BaBUTEPN avTaAMOKPLON O€
ouvOUAOUO LE TN MEYAAUTEPN SLAPKELA TNC
OLVTOTOKPLONG Kol TN AlyotEPN TOSLKOTNTA




Euxaplotw moAv!





