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WHO 2008

Neomlacuo Tov TAAGUATOKLTTAP®Y artd Tov Mueld tov OtV LE TOpoy®yn
LOVOKA®VIKNG avosospoarpivig (M protein) otov opd/ kot ota ovpa. .

1% tov veomlacudtmv
10% TV apaToOAOYIK®OV VEOTAUGLATMV

Méomn nAkia oty ddryvoon 65-70 £t
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[TaBo@uaioAoyia TTOAAATTAOU PUEAWMATOC

® [pwTO OYKOYEVETIKO CUMBAV AauBavel Xwpa oTo BAACTIKO KEVTPO
(61TOU YiveTOl ISotype class switsing kal somatic hypermutation)

® TeAIKG OYKOYEVETIKA YEYOVOTA EUPAVICOVTAlI OTO MUEAO TWV OOTWV
OTTOU O KAPKIVIKOG KAWVOG £XEl OIaPopoTToiNdEi o€ nakpoRio
TTAAOUATOKUTTAPO



Ti Trponyeital Tou TTOAAATTAOU HUEAWMATOG

®* MGUS : 3% oTov yevIKO TTANBUouO o€ dtoua 70 €Twv
1% ava £T0¢ METATITWON O€ TTOAAATTAO HUEAWA
® SMM : 10% ava £10¢ peratmrtwon o MM

UTTOKATNYOPIa TTOU QVTIOTOIXEI O€ EVEPYO vOOonua



.«.Em_af. 0_.&_._.__‘,_Me m_.um.auo__.m_ .&Eﬁ: .A. eLu_M_

sisauadoifuy

i

uonBINW £64 | .
‘vone|nBaiskp JAm i
(9494 'sy)
uoneINw o__mo uonesde |_ u..—o_—n..S-n
J1uadoduQ lgjndajow Ja
£apue‘za ‘g fiEst o
w241 jo uoissaidxo —|
paseanu|
(siuaned jo 3605)
AprojdipiadAy-uopn J
sapiewuouqe
SUOIEDO|SUEL}
Asepuodag 1 2nEuazol)
(siuaned o 9%05)
ipioydipsadAy |
BWoAW ewiojakw aseasip
9w ajdignw anssasdoad
Aieynpawenx3 Kig|npaweiuy SNOW daisniniy




[MaBoyévela

® [eveTIKEG DIATAPAXEC
1.Y1repditrhocidia (57%, Tpiowuieg 3,5,7,9,11,15,19,21),

2. AvtiuetaBéocic (43%)tTou TTEpIAapBavouv To yovidio 14932 (IgH) kai
OYKOKOTAOTOATIKA yovidla

® EmyeveTIKES dlaTapaxEg (utrepueBUAiwanN)
® Alatapaxec mi Rs

: Auﬁr]p?'vr] YEVETIKI aoTaBe1a ( avTINETABETEIG, ATTWAEIA 1) TTPOOONKN YEVETIKOU
UAIKOU



MikpotrepIBaAAov pueAou kal TTaBoyeveia MM

® Ala@EpEl ATTO TO PUCIOAOYIKO

KUTTapa TTou OUPMETEXOUV ( KUTTOPA TOU OoTpwuatog (BMSC),
MECEYXUMATIKG stem cells, ooTteoAaoTIKn vnoida, AITTOKUTTAPA,
IVOBAQOTEC)

Neoayyeloyéveon



AvVOOOAOYIKN ATTAvVTNOoN

® Ta KUTTOPA TOU HUEAWUATOG UTTOPOUV VA OIAPUYOUV TNG OVOGOAOYIKNG
ETMTAPNONG TTPOAYOVTAG AVOOOAOYIKN avoxn Kal avevepyotnTa T
AEPQOKUTTAPWV- EUPEO atrodeign 1o graft —versus myeloma effect

® 1 Th 17 , kataoTéAAouv TNV avoooAoyikn atravtnon ekppadlovracg IL-17, IL -10
® 1T regs , avOOOKATAOTAATIKI) dpACN OTA KUTTAPOTOZIKA T

® Kuttapotogika T, T ekppaon Tou utrodoxea PD-1 , Tou odnyei o€
aVOOOAOVYIKN avoxn

® NK, diatapaxn Asitoupyiag



AvVOOOAOYIKN ATTAvVTNOoN

® NK-T cells, peiwpéva oto MM, cucyETLon e TPOOSO VOGOU KOl UTIOTPOTIN
® Makpodaya = tumor associated macrophages (TAMs)

1.Napaywyn IL-6, TNF a, IL -1P,

2.Mapaywyn IL-10 = kataotoAn T cells = avocoloykn avoxn

3.Ayyeloyeveon pe napaywyn VEGF kat vitpikoU oeldiou



[MaBoyévela

POAoG TNG utrtogiag aTov HUEAO TWV 00TWV
AlaAuToi TTapayovTeg ( I1L-6)

MeTa@opA YEVETIKOU UAIKOU PETACU KUTTAPWY TOU UIKPOTTEPIBAAAOVTOG
KAl TWV KAPKIVIKWY KUTTAPWYV

E€¢wkuTtTapleg ouaieg ( syndecan-1 (CD138), n diaAuTh Jop@r) ETTAVEI
TNV AUZNON TWV JUEAWMNATIKWY KUTTAPWV).

Bianchi, G, Munshi N, Blood 2015
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Avamtoén TAacuaToKVTTOP®V / KUTTAP®OV TOAAATAOD LVEADILOTOC

MM cell

VDJ rearrangement Somatic mutation —
Class switching

- -G @

Stem cell Pre B cell B cell

CD34

Plasma cell
CD1o

CDag/20
CD38
CD38/138

Cell surface markers



KAINIKH EIKONA KAI AIAFNQ2H




KAIVIKRA €IKOva

® ACUUTTTWHATIKO

® 2UUTTTWHNATA avaIdiog

® OoTIKG AAYN- 0CQPUOAYIa — KATAYUOTA
® 2UUTTTWMNATA UTTEPACRBECTIAIUIOG

® NoIJWEEIS
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S/U M protein
73%
66%

Anaemia

Lytic bone lesions

Bone pain

Renal insufficiency
Hypercalcaemia

Minor or no abnormalities
Hepatomegaly

Amyloidosis

-secretory (no S/U M protein)

2.UXVvOTNTA KAIVIKWYV KOl EPYACTNPIOKWY EUPNMATWY

Kyle , 2003

97%

0 10 20 30 40 50 60 70 8o
Patients (%)

90

100



2 TAAIOTNOIHZH KAI TTAPATONTE2 KINAYNOY




Durie-Salmon Staging System for MM

MYELOMA CELL
STAGE CRITERIA MASS (x1012/m32)

I Hemeoglobin = 10 g/dL <0 {low)

Serum hemoglobin = 12 mg/dL
(normal)

Normal bone or solizary plasma-
CYroma on X-ray

Low production rates of M
component

Iols < 5 g/dLL

IgA < 3 g/dL

Unine light chain

M component < 4 g/24 hr

I Mot fictng stage I or 111 0.6-1.20
{intermediate)

Il Hemoglobin < 8.5 g/dL

Serum calcium > 12 mg/dL

Mulaple lyuc bone lesions on
X-ray

High production rates of M
component

Ipls < 7 ofdL

IgA < 5 g/dL.

Urine light chain

M component < 12 g/24 hr

SUBCLASSIFICATION CRITERION

A Normal venal function (serum oreati-
nine fevel = 2.0 mpfiL)

B Abnoraal venal funcrion (serum creati-
nine level = 2.0 mg/dL)

lg, imrmunoglobulin.

From Durie BG, Salmaon SE. A clinical staging system for multiple myeloma:
correlation of measured myeloma cell mass with presenting clinical features,
responsa o freatment, and survival. Cancer. 1975;36:842.854.
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ECOG Performance Status

ECOG Description

| Fully active, able tocarry an all pre-cisease performance without restriction.

1 Restricted in physically strenuous activity bt ambulatoy and able 1 carry
out work of a light or sedentary nature, e.g. light house work, office waork.

2 Ambulztory and capable of all selfeare but unable to casty out any work
activitise. Up and azout mora than 50% of waking hours,

3 Capablz of anly limted selfcare, confingd 1o bed or char mare than 50% of
warking howrs.

4 Completely dizabled, Canrot carey on sclfeare, Totally confines to bod or

chair

Dead




Karnofsky Performance Status

Karnofsky Performance Status Scale

100 Normal with no complaints; no
evidence of disease.
Able to carry on normal activity and Able fo carry on normal activity;
to work; il eded 2] s -
ork; ne special care needed. minor signs or symptoms of disease.
20 Normal activity with effort; some signs
and symptoms of disease.
70 Cares for self; unable to carry on
normal activity or do active work.
Unable to work; able to live at home . fy. .
: &0 Requires occasional assistance, but able fo care for most
and care for most personal needs; f his/h e
varying amount of assistance needed. AR PENANGT DEAOS
50 Requires considerable assistance and fraquent medical
care.
40 Disabled; requires special care and assistance.
20 Severely disabled; hospital admission is indicated
Unable to care for self; requires although death is not imminent.
equivalent of institutional or hospital erv sick: hoanital admiss - i :
= : ry sick; hospital admission necessary; active supportive
care; disease may be progressing 20 et
rapidly. i ¥
10 Moribund; fatal processes progressing rapidly.
0 Dead

Figure 2. The Kamofsky Scale, infroduced in 1948, was among the first scales developed fo assess a patient's perfor-

mance on a regular basis.



2.Uvo0onNpPOTNTEG

Table 1. Charlson Comorbidity Index Scoring System

Score Condition

1 Myocardial infarction (history, not ECG changes only)
Congestive heart failure
Peripheral vascular disease (includes aortic aneurysm =6 cm)
Cerebrovascular disease: CVA with mild or no residua or TIA
Dementia
Chronic pulmonary disease
Connective tissue disease
Peptic ulcer disease
Mild liver disease (without portal hypertension, includes chronic hepatitis)
Diabetes without end-organ damage (excludes diet-controlled alone)
2 Hemiplegia
Moderate or severe renal disease
Diabetes with end-organ damage (retinopathy, neuropathy, nephropathy, or brittle diabetes)
Tumor without metastases (exclude if >5 y from diagnosis)
Leukemia {acute or chronic)

Lymphoma
3 Moderate or severe liver disease
6 Metastatic solid tumor

AIDS (not just HIV positive)

NOTE. For each decade > 40 years of age, a score of 1 is added to the above score.
Abbreviations: ECG, electrocardiogram; CVA, cerebrovascular accident; TIA, transient ischemic attack; AIDS, acquired
immunodeficiency syndrome; HIV, human immunodeficiency virus.




[TapayovTeg KIVOUVOU TToU OXeTICOVTAl JE MEIWMEVN ETTIRBIWON

G)vnolpomm EVTOC TWV TTPWTWV 60 nuepwyV atro Tnv diayvwaon 4-12%-
TTAPAYOVTEC TTOU OXETICOVTAI

® HAia

® 2uvoonpoTnta

® ToCIkOTNTO ATTO BeparTreia

Performance status

Emitreda B2 pikpoo@aipivng
KuttapoyeveTikEC BAGBEC uwnAou Kivouvou



AVECAPTNTOI TTPOYVWOTIKOI TTAPAYOVTEC VIO JEIWMEVN OAIKN
emRiwon (avadpouikn UEAETN)

B2 pikpoo@aipivn > 3.5 mg/L
PLT<130.000/ml

HAIKia >65 eTwv

AABoupivn opou <2.5mg/dl

2 UYKEKPIPEVEC XPWHUOOWHMIKEG DIATAPAXEG

1. Augustson BM, et al. J Clin Oncol. 2005;23:9219-9226.
2. Stewart AK, et al. Leukemia. 2007;21:529-534.
3. Greipp PR, et al. J Clin Oncol. 2005;23:3412-3420.



OEPAMNEYTIKEZ EMIAOIEZ KAI AAT OPIGMOI
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OpIoUO0i UTTOTPOTTNG KAl AVOEKTIKOU JUEAWMATOC

® Ymrotpotmaldwyv HUEAWUA : KAIVIKA EVEPYH VOOOC META ATTO MIA 1)
TTEPICOOTEPEG BepaTreieC AAAG OxI OTNV TEAEUTAIA

® AVOEKTIKO MUEAWMA : a0BeveiC TTOU eV EXOUV ETTITUXEI TTOTE MINOr
aTTavTnon (Xwpeig atravrnon Kal Xwpig Tpoodo vOoou)

® YTmrotpotmdaldwy Kal avBeKTIKO: UTTOTPOTII) O€ AoBev ME EAAXIOTN
atmravrtnon N TTPOGod0¢ KATA TNV Xoprynon TnS Bepartreiag rj eviog dUo
MNVWV aT1Té TNV Xopnynon tng beparreiag



YINO2THPIKTIKH ©EPATIEIA




O0oTIKA VOO O (OI1PpWOQOVIKA, TOTTIKI AKTIVOOEPATTEIQ, XEIPOUPYEIO)
Avaipia (EPO, petayyioelg)

[16vog

NEPPIK AVETTAPKEIQ

NOIMWCEEIC

DAeBIkA BOpouBwaon

[MoAuveupoTTaBeia



IMMUNOMODULATORY DRUGS IN MM
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OAAIAOMIAH

2 UVOETIKO avAAoyo Tou YAOUTAUIVIKOU 0CEOG

EvTIEMETIKO OTNV KUNON, dlaTapaxEC avaTTugng

Aeppatikn AETTpa

Apdon

1.AvacoTtoAr €kkpiong TNF a atrd evepyoTroinuéEVa JAKPOPAyQ
2.AVTIQYYEIOYEVVETIKN dpAon

3.AvoooTtpotroTroInTIKES 1010TNTES (evepyoTroinon T kal NK)

Xprion oTnv avTiKapKIVIKR BepaTtreia oTav dIaTTioTwOnKe 0 POAOC TNG AYYEIOYEVVEDNG KAl
TNG AAANAETTIOPAONG TWV KAPKIVIKWY KUTTAPWY PE TO MIKPOTTEPIBAAAOY
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AvaAloya 6aAidouidng

Aevaildopidn, mopaAidopion
Auénpevn dpdaon kot Alyotepn ToEIKOTNTA
Lo .oyupr) avoootpomoTonTikr) dpdon amo TNV BaALdouioN

AloTapAooouV TNV AAANAEATIIO paoT) TOU PLKPOTIEPLBAAAOVTOG UE TOV OYKO
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NAENAAIAOMIAH

® AvoooTtpoTtrotroinTiko gapuaka (IMidS)
® Mnxaviopog dpaong
Katda Tou oykou

AvoOoOoTPOTTOINTIKI dPACN ,—>Evioxuon avosoAoyLKN G amavinonG—> Udeaon
VOO LOTOC

® Ye ocuvbuaopo pe defepebBalovn evdeikvutal yia Bepareio aoBevwy pe
TMOAAQTTAO PUEAWMA TTOU €XOUV AdBeL TouAA)LOTOV L Beparmeia






A.Apaon AevaAidopidng EvavTi KAPKIVIKWY KUTTAPWV

® Alatapdooe€l TNV UTTOOTAPIEN TWV TTAACUATOKUTTAPWY aTTO T KUTTAPA
TOU OTPWHPATOG- AvVACTEAAOVTAC TNV TTAPAYWY AUENTIKWY
TTapayoviwy, otws TNF-a

® EveEPYOTTOIEI OYKOKOATAOTAATIKA YoVvidia

® 2€ oOuvOUQOMO HE TNV deCapeBaldovn EVEPYOTIOIEI TOV KATAPPAKTN TWV
KAOTTAOWYV Kal 0dNYEi 0€ ATTOTITWON TA KUTTAPA TOU MUEAWNATOG



Meiwon emmmedwyv TNF-a amro AsevaAidouion
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AevaAidouidn : avaoToAr TNG KUTTAPIKAS AVATITUENS

Lenalidomide activates
tumor suppressor gene
transcription through an
epigenetic mechanism via
histone demethylation'

==’ Chromatin .

— Histone
» o/G;
: arrest

suppressor

gene =
activation
Nucleus

DNA replication

Tumor suppressor genes
(eg, p21, p27, p15, Egr1,
and SPARC) induce cell-
cycle arrest#




EvepyoTtroinon KAOTTAOWY, ATTOTTTWON KAPKIVIKWY KUTTAPWYV

4
o P

Triggers caspase

cascade in

combination with ‘s
dexamethasone! %

Degradation
of organelles
and cellular DNA2

caspase 9 caspase 3




B. AvoooTtpoTroinTikr) 0paacn AevaAidouiong

Aucavel TNV KUTTapoTogikr dpaan Twv CD 8 T Aeu@oKUTTApWYV

Aucavel Tnv TTapaywyn gramzyme B atro ta kuttapa NK kabwg kal Tnv
EKppaon Tou Fas-L

Aucavel Tov aplOuo Twv NK-T kuttdpwyv

BeATIWVEI TNV avOOOAOYIKK ATTAvVTNON KAl TN KATAOTPO@I TWV KAPKIVIKWV
KUTTAPWV

Aucavel Ta evepyotroinuéva T kal NK kUTTapa
Au&avel Tnv amravrnon o€ euoAiacuo Twv acBevwy ye MM



Granzyme B Production (pg/mL)

Aucnon Tapaywyncs granzyme B ammo NK kai Fas-
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H AevaAhidopuidon mrpowBei Tnv augnon Twv NKT KUTTApwyv o€ aoBeveic ue

HUEAWMQ
NKT Cell Expansion
P < .001 P= .04 Subjects
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Current Treatment Approach to Elderly Newly Diagnosed Multiple
Myeloma (NDMM)

® Melphalan-Prednisone-Thalidomide (MPT) & Velcade-Melphalan-Prednisone (VMP)
demonstrated superiority compared to Melphalan-Prednisone (MP) in patients with NDMM not
eligible for stem cell transplantation (5CT)*23

® Progression-free survival (PFS) of 20.3 mos with MPT# & 18.3 mos with VMP5

® MPT and VMP are preferred regimens recommended by IMWG® and EMN? guidelines, for pts
with NDMM ineligible for SCT

® Treatment has been based on fixed duration due to toxicities associated with long term therapy



MeAETn FIRST | kpitripia €vragng

® A0OgvVEIC HE CUPTITWHATIKO TTOAAATTIAG HUEAWMPA TTOU eV €XOuV AGBEI
Bepartreia

® HAkia > 65 €Twyv, N av <65 pyn KAataAAnAol yia JETapOOoXEUoN
® ECOG performance status 0-2

® Ne@pPIKN aVETTAPKEIQ ATTOOEKTH ,0XI OMWC Kal aloKAaBapaon



® Primary Endpoint
® Progression-free Survival (PFS)?
® Secondary Endpoints
® Overall survival (OS)
® Overall response rate (= PR)?
® Duration of response (DOR)
® Timetoresponse (TTR)
® Time to treatment failure (TTF)
® Time to 2" line anti-MM treatment (2" AMT)
® Safety
® Health-related quality of life (HRQol)
® Exploratory Endpoint
¢ Time to progression (TTP)
® PFS2




2. XEOQIAOMOGC MEAETNC

MeAetn pdong i

Xoprjynon lenalidomide+ dex wg mpdodo véoou
Xopriynon len+dex yia 72 eBoouddeg (18 kUKAOL)

Xoprjynon melphalan+ prednisone+ thalidomide yia 72 eBdopddeg (12
KUKAOL)
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oxéon MeE 10 okEAog MPT

BeAtiwon Tou PFS 010 OKEAOC TNG OUvEXOUG Xopnynong len/dex oe

A Progression-free Survival

100-
80
g 60
38
g
S 404
£
204
0 .
0 6
No. at Risk
Continuous Ld 535 400
Ld18 541 391
MPT 547 380

12

319
319
304

265
265
244

Months

218 168 105 55
167 108 56 30
170 116 58 28

(= =]

Median

Progression-free

Survival
(mo)
~—— Continuous 25.5
Ld (N=535)
——Ld18 (N=541) 207
....... MPT (N=547) 21.2

Hazard ratio:
Continuous Ld
vs. MPT, 0.72; P<0.001

Continuous Ld
vs. Ld18, 0.70; P<0.001




OS (OAIkA emBiwon)

B Overall Survival
100 4-Yr
Overall
Survival
— —— Continuous 59
£ 60 Ld (N=535)
2 ——Ld18 (N=541) 56
* od T e MPT (N=547) 51
£
204 Hazard ratio:
Continuous Ld
vs. MPT, 0.78; P=0.02
0 T T T T T T T T T ]
0 6 12 18 24 30 36 42 48 54 60 Contintioiis Ll
T vs. Ld18, 0.90; P=0.31
No. at Risk
Continuous Ld 535 488 457 433 403 338 224 121 43 5 0
Ld18 541 505 465 425 393 324 209 124 44 6 0
MPT 547 4384 443 418 375 312 205 106 30 3 0




Duration of responce

C Duration of Response
100- Median
Duration
of Response
80
(mo)
o —— Continuous 35.0
& 601 Ld (N=402)
2 ——Ld18 (N=397) 221
f 40- - MPT (N=341) 223
20— Hazard ratio:
Continuous Ld
vs. MPT, 0.63; P<0.001
0 T T T T T T T T T 1
0 6 12 18 24 30 36 42 43 54 60 Continuous Ld
Months vs. Ld18, 0.60; P<0.001
No. at Risk
Continuous Ld 402 351 289 241 198 146 84 36 9 1 0
Ld18 397 338 286 214 145 92 40 19 5 1 0
MPT 341 297 239 179 123 75 35 14 2 0 —
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Ac@aAcia

® The proportion of patients with > 1 Gr 3-4 AE was 85%, 80%, and 89% among pts treated with continuous
Rd, Rd18, and MPT, respectively

® Incidence of Gr 3-4 neutropenia was lower with Rd (28%) and Rd18 (26%) vs. MPT (45%)
® Febrile neutropenia occurred in 1% (Rd), 3% (Rd18), and 3% (MPT)

® @Gr 3-4 infection occurred in 29% (Rd), 22% (Rd18), and 17% (MPT)
Most infections in Rd occurred in the absence of neutropenia (80%)

® DVT/PE occurred in 8% (Rd), 6% (Rda8), and 5% (MPT)
® Peripheral sensory neuropathy: < 1% (Rd/Rd18) and 9% (MPT)

® Hematologic SPM* were more frequent in MPT vs. Rd or Rd18 pts
(2.2% vs. 0.4 % vs. 0.4%)

Solid tumors were observed in 2.8%, 2.8%, and 5.4% of pts, respectively
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OEPATTEUTIKEG EVOEICEIC

® HmopoaAidopuion oe ouvduaouo e de§apebBaldvn yopnyeital oe aoBeveig
pe utotpoTitdlov Kol avOEKTIKO TTIOAAATIAG LUEAWQ, TIOU £XO0UV AXPEL
ToUuAdyLoTtov dU0 BEPATIEVTIKA OXTNATA , CUUTIEPLAAUBAVOUEVG TNG
AEVOLOOUIONG KoL TNG BopTECOUIUTING KoL EYOUV TIAPOUCLACEL EEEALEN TNG
vOOOU KaTA TV TeAevuTaio Bepameia
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Emrikaipa {ntApata oto TTOAAATTAG HUEAWUA

® O1 repioooTEPOI a0BEVEIC TTAPA TIC UTTAPXOUOEC BepaTreieg TEAIKG Ba
UTTOTPOTTIAOOUV Kal Ba YivOouv avBEKTIKOI O€ TTPONYOUUEVEG BEPATTEIEC

® Meta atré atrotuyia bortezomib , IMIDs = n xopriynon aAAng Beparmeiog
oOnyel o€ peplkn vpeon 24%, pue OS 9 pnvec ( xwpic Beparmeia 3 LAVEG)



AVOEKTIKO / uttoTpOoTTIAlWV TTOAAATTAO pUEAWUA (RRMM)
EPWTNMOTA

[Moia Bepartreia?

AAN\ayn @apudkou - nix anod IMiDs o proteasome inhibitors A to avtiBeto
Moloc elval A€oV o oTto)OoC TNC Bepareiag ?

NEa dLayvwon kat umotponn —» very good partial response

YrioAoimot aoBeveic—> akoun kat minimal response



[MopaAtdopion

® AuUEon AVTIMUEAWMATIKA OpdAon
® AvOOTOAN UTTOTAPIENG OTPWHATOG MUEAOU OOTWY OTO HUEAWMA

® AvoooTtpoTtroinTikr dpdaon

® MeA€Tn @daong Il : arroteAeouaTtikoTNTa KAl ao@aieia POM + Low Dex
o€ aoBeveic ye RRMM



MM-003

® 2uykpion POM+Low Dex/High Dex og aobeveic pj¢ RRMM peta armo
atmroTuxia LEN, BORT

® MeA€tn @aong Il og 93 kevrpa oe EupwTtrn, Pwaoia, AuaTpaAia,
Kavada , HINA



Juawean x| ‘aplwopljewod :NOd
‘aseasip eAlssaifoid :Qd ‘euoseyls
“uexap asop-mo| :X3([07 ‘auoseylawexap
asop-ysiy :X3a!H ‘ueAe esiaApe Iy
'€T0Z ‘T Joquaydas jo se sjuedon
-ied |e1} £00-WW jo uoiysodsiq T aingi4

%98 %S
(sg=u) (8=v) ot o)
X3QIH J8ye x) Bujobuo x1 BuioBug
WOd paAlasay pUB JBAOSS0ID) '
adf i
(%4) 0L W0 (%L) 0Z 1940
(%1) | ‘dn-mojjo} €1 1507 (%1) Z ‘dn-moyioj 0} 1807
(%) 9 ‘lemEIPUIA (9%E€) 8 ‘lemeipyim
(%11) L1 weaq (9%8) ¥2 ‘yeaq
(%01) 81 3V (%6) 82 3V
(%28) 56 ‘Od (%19) 81 ‘Qd
(%886) §¥1 = u :panunuoasiq (%88) 992 = u :panunuoIsig
(egL =u) (zog =)
X3aH X3001 + WOd
i (55% = u)
- bz
L uojjeziwopuey )
H Bujusa.0s payie) /| I
s B
(Z6S =N)
Bujueaisg
. S




2T0X0C TNG MEAETNC

® PES (primary endpoint)

® Secondary endpoints : OS, Overall response rate ( PR and better),
Time to progression (TTP), safety, quality of life.
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EmRiwon kar aviatmokpion

® Median PFS significantly longer with POM+Lo DEX vs HIDEX
(4.0 vs 1.9 months; hazard ratio (HR) 0.5: p<0.001)

® Median OS significantly longer with POM+LoDex vs HIDEX
(13.1 vs 8.1 months , HR 0.72, p=0.009)



PFS , OS kaAutepa oto okéAo¢ POM+HIDEX, avecdptnta atmrd Tov
TUTTO ] TOV APIOUO TWV TTPONYOUNEVWY BEpaTTeiwv

Subgroup POM + LoDEX* HIDEX* HR (95% CI) Subgroup POM + LoDEX* HIDEX*  HR (95% Cl)
ITT population L. : 253302 138153  0.49 (0.40-0.61) ITT population - 1761302 101153 0.72(0.56-0.92)
Prior SCT e ! 183214  98/105  0.44 (0.34-0.57) Prior SCT —— 1231214 70105  0.70{0.52-0.94)
< 3 prior Tx »—-—f §8/70 28/33  0.63 (0.40-1.00) S3priorTx +———=— 4170 2233 0.56(0.33-0.96)
> 3 prior Tx —-— ; 195/232 110M120 0.45 (0.35-0.57) > 3 prior Tx ._._. 138232 791120  0.76 (0.58-1.00)
Prior THAL - : 144172 8593  0.46 (0.35.0.60) Prior THAL -—-—- 1021173 8483  0.75(0.55-1.03)
No prior THAL —-— i 1091129 53160  0.55 (0.40-0.77) No prior THAL — 741129 37560  0.66 (0.45.0.99)
LEN rof - E 241/288 126141 0.51 (0.41-0.64) LEN ref - 168286 84/141  0.70 {0.55-0.90)
BORT rof — 5 196/238 108121 0.50 (0.40-0.84) BORT ref '—-—; 1421238 79121 0.77 (0.58-1.01)
LEN and BORT ref -— 187225  100M13 0.53 (0.42-0.68) LEN and BORT ref I 1351225 74113 077 (0.58-1.02)
LEN as last prior - f 7185 4149  0.41 (0.28-0.62) LEN as last prior ~ ——am— 47188 3248  0.56 (0.36.0.88)
BORT as last prior - E 108/134 60066 0,54 (0.39.0.74) BORT as last prior -—-——« T6/134 3WE8 0.92 (0.63-1.36)
H
1

0125 025 05

0.25 05 1 2



RR og POM+LoDEX 1mrapouoleg avecaptnta aTtro Tov apiOuo n
TOV TUTTO TWV BEpaTTEIWV

BPR E2VGPR

All patients (n = 302) [IZE N 2%
Prior SCT (n = 214) |2, 31%

£ 3 prior Tx (n =70) 26%
> 3 prior Tx (n = 232) 34%
Prior THAL (n=173) 31%
No prior THAL (n = 129) 34%
LEN refractory (n = 286) 30%
BORT refractory (n = 238) 31%
LEN and BORT refractory (n = 225) 29%
LEN refractory as last Tx (n = 85) 33%
BORT refractory as last Tx (n = 134) 34%
0 10 20 30 40

Patients (%)



1.0 4

Proportion of Patients

EmRiwon ye Baon 1o BAB0C TNG atravinong

M-Protein Level Median
Reduction PFS

2 25% (n =163) 74 mo
2 50% (n=113) 8.4 mo
< 25% (n = 96) 2.3 mo

PFS (mo)

1.0 4

M-Protein Level Median
Reduction os

2 25% (n =163) 17.2 mo
2 50% (n =113) 19.9 mo

0.8 1 < 25% (n = 96) 7.5 mo
0.6 1
0.4 -
'b:-.i
0.2 - == ) -
0.0 T T T T T
12 16 20 24 28

0S (mo)
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2UJTTEPACUATO

MeyoaAuTtepo PFS/OS yia toug aoBeveig tou édafav POM+Lo Dex
H amavtnon dev emnpedletal amod tov aplBud Kot 1o (060G TwV TiponyoVeEVWY BepaTelwy

1/3 aoBevwv ov €xouv AdPeL 116N eplocdTePES amd Tpelg Bepamneieg Ba amavtrioel oTo
POM+Lo DEX

Aev dlamiotwOnke dlaotaupoVpevn aviiotaon o€ papkako tng idlag katnyopiog (ORR
33% o€ 0ooug eiyav TeAevtaia Oepameio LEN

> 25% pelwon g M mpwTteivng oxeTioONKE e TTAEOVEKTNUA OTNV ETILRIWON AKOUN KalL O
NALKIEG >75 ETWV KL 0€ O00UG E{YOV KUTTOPOYEVETIKEG BAALBEG LUYNAOU KlvdUVoU



® POM+Lo Dex : Bepameia ekAoyng o€ acBeveiq ue RRMM
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loTopia Tou NoAAaTTAoU MueAwpaTog
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