Q. HEMATOLOIK  H@D

ONKOLOJI KONGRESI ™=

RELAPS REFRAKTER MULTIPL MYELOM

NASIL TEDAVI EDELIM

Dr Ali Zahit Bolaman
Adnan Menderes Universitesi

Tip Fakultesi



ALI ZAHIT BOLAMAN’IN BEYANI

Arastirma Destekleri/ Bag Sunumum ile ilgili ¢ikar gatismam yoktur.
Arastirici

Calistig: Firma (lar) Sunumum ile ilgili gikar catismam yoktur.
R:S'Sman Olaugu Firma Sunumum ile ilgili gikar catismam yoktur.
Hisse Senedi Ortakhgt Sunumum ile ilgili gikar gatismam yoktur.
Konugmaci Burosu Sunumum ile ilgili gikar catismam yoktur.
Onursal Odenti (ler) Celgene, MSD, Arven

Bilimsel Danigma Kurulu Arven

Sunumumda agagida yer alan ruhsat digi ila¢ ve tibbi cihazlar ile ilgili bilgi yer almaktadir:



Konusma plani

 Tanimlar
* Nasil tedavi etmeliyiz
e Tedavide kullanilan ilaclar

e Relaps refrakter myelom tedavisi
e [lac kombinasyonlari
e Kilavuzlar
 Yasli veya duskun hasta tedavisi



Management of relapsed multiple myeloma: recommendations

of the International Myeloma Working Group PG Richardson
Leukemia (2016), 1-13

Herhangi bir tedavi ile minimal yanit elde

Primer refrakter myelom edilemeyen hastalari tanimlar

Minimal yanit elde edilmis son tedaviden

sonra 60 gun icine veya kurtarma tedavisi
sirasinda hastalikta ilerleme olmasi

Progressif myelom

Tedavi ile en az minimal cevap elde edilmis
hastada son tedaviden sonra 60 glin icinde
Relaps refrakter myelom _
hastalikta ilerleme olusan veya kurtarma
tedavisi sirasinda ilerleme gosteren



Klinik niiks olmadan asagidakilerin varhgi
Iki aya ara ile iki ardisik dlcimde M komponentte katlanma

B|y0§lmlk Serum M proteini>1gr/dL oldugunda iki ardisik dlcimde artig Asemptomat| Kk

nuksl e |drar M protein>500 mg/24 saat ise bekle gOr ?
e FLC >20 mg/dL (+ normal SHZ) veya %25 artma

Asagidakilerden=1
Yeni CRAB bulgulari
Yeni olusan plazmasitom veya kemik lezyonlari
Plazmasitom capinda >%50 artma
Paraprotein iliskili hiperviskozite

Asagidakilerden>1 Antimye|om
Serum M proteinde >%0.5 gr/dl artma

Eger en diisim M protein artma > 5 gr/dl ise M proteinde > 1gr/dL TedaV|
> rogresyon Idrar M proteinde artma = 200mg/24 saat artma

Hafif zincir hastaliginda FLC> 10 mg/dl artma

Nonsekretuar bazale gore >%25 (mutlak >%10) artma

Yeni lezyonlar > baslangic

Dolasimdaki plazma hiicre 2%50 artma (baska olanak yok ise)

FLC: Serbest hafif zincir
1: Rajkumar SV, et al. Blood 2011:117:4691, Ludwig H, et al Oncologist 2012:17:592. 2: Kumar S, et al. Lancet Oncol 2016: €328 -346.



Anlamli paraprotein niksi!

e |kiay araile ardisik dlcimde M-komponent iki katina
ctkmasi
veya
e |ki ardisik 8lcimde asagidakilerden birinin varhg
e Serum M proteinin 21 gr/dL artisi

e Idrar M protein =1 500 mgr/24 saat artis|
e FLC 220 mg/dL (anormal FLC oran varliginda) veya %25 artis

1: Palumbo, J Clin Oncol 2014



Nasil tedavi etmeliyiz ?

Progressif myelom Primer refrakter myelom Relaps refrakter myelom

| \ /

Agressif tedavi Benzer sekilde tedavi edilmektedir




Relaps/refrakter MM’de tedavini secimini etkileyen faktorler

Alinan onceki
tedaviler?

Komorbiditelel Kromozom

BY, Diyabet I:A KTOR anormallik

KHN yapildi mi

Toksisite
(n6ropati)

Moreau P, et al. Ann Oncol 2013;24:vi133-vi1l37; Lonial S. Hematology Am Soc Hematol Educ Program 2010;2010:303-309
Dr Ali Zahit Bolaman/HOD Kongre 2018 Kibris
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Nasil tedavi etmeliyiz ?

Daratumumab

Elotuzumab
Isatuximab
Ixazomib

Panobinostat

Venetoclax
Ibrutinib

Bendamustin
Siklofosfamid
Klaritromisin

Everfalzgsrpuebrﬁgnsm Lenalidomid

. . Pomalidomid

RRMM Tedavisi =) Bortezomib
Karfilzomib

Dr Ali Zahit Bolaman
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Alkylating

HDAC
inhibitors

Proteasome
inhibitors

Immunomodulatory

agents

agents

ILACLARIN YILLARA GORE FDA ONAYLARI

ELO + BORT

KSPi
CDKi
BCL-2i
PimKi
SINE

DARA +
LEN + DEX

Daratumumab
approved

Elotuzumab
approved

DARA +
BORT + DEX

[ 1sA |

ISA +
LEN + DEX

MOR202

MOR202 +
LEN or POM

anti-PD-L1
anti-CTLA-4

| ELO +LEN + DEX |

| ELO + BORT + DEX |

Bendamustine BEND + BORT BEND + THAL
approved?® + DEX + DEX n
=
Q
Panobinostat o
approved 5
L=
VOR + BORT PAN + CARF 5
[PAN + high-dose CARF |
[ROM + BORT + DEX] [ PAN + BORT + DEX_|
RICO + LEN +
DEX
MARI + DEX +
POM

Carfilzomib
OPRO approved °
OPRO + DEX Ixazomib %

approved
BORT e CARF — 8
chemotherapy IXA + LEN + DEX E
3
Bortezomib ]
approved CARF + DEX E
[ CARF + LEN + DEX | <
[ oPRO + DEX + POM | =
LEN + DEX
THAL + Thalidomide Pomalidomide
chemotherapy approved?® approved
THAL [LEN] [ POM +DEX |
Lenalidomide BORT + THAL
THAL+DiE approved + DEX
I I I I I I I T T | I
1999 2004 009 2010 2011 2012 2013 2014 2015 2016 1999

Dr Ali Zahit Bolaman
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Bortezomib Karfilzomib Ixazomib

N |

— LenDeXx » Panobinastat

Siklofosfamid e I \

Elotuzumab

Bendamustin

Daratumumab
lsatuxumab

Pomalidomid-Deksametazon

Karfilzomib+tDeksametazon

Dr Ali Zahit Bolaman 5. HOD Kongresi



RRMM TEDAVISI

e |k secenek tedavi (NDMM)
* Transplantasyona uygun olmayan hastalar: MPT, MPV, Rd
* Transplantasyona uygun hastalar: VCT, VTD

e NDMM MPT/MPV alan hasta

|

nuks

!

e |MID + Dexa * Protezom inhibitoru £ Monoklonal antikor......



RRMM ve Lenalidomid

Iki bUyUk faz 11l calisma mevcut

000 o ol ngl Viv-010

LEN + DEX N=177 OZISikliiS tedavi LEN + DEX N=176
Plasebo kolu N=176 LENALIDOMID 25mg D1'21/28 Plasebo kolu N=175

LoDex 40mg D1-4, 9-12, 17-21
4. Siklus sonra sadece 1-4 gin

Progresif Hastaliga veya
kabul edilemez yan etki
olusana dek

14

Weber DM, ecal. N Engl J Med. 2007:357:2133-42 Dimopoulos M, et al. N Engl J Med. 2007;357:2123-32.



MM-009 MM-010
LenDex vs LoDex LenDex vs LoDex

Weber DM, et al. N Engl J Med. 2007;357:2133-42 Dimopoulos M, et al. N Engl J Med. 2007;357:2123-32

>Parsiyel remisyon % 61 vs 19.9 60.2 vs 24
CR % 14.1 vs 0.6 15.9vs 3.4

Progresyona kadar gecen sire
(TTP) ay 11.1vs 4.7 11.3vs 4.7

Genel sagkalim 29.6 vs 20.7 Ulasilamadi vs 20.6

100
80
601
. w Tedavi birakan 38 35
Tedavi birakmayan 174 50.9
207 et ot oo et o son iguel ve r
: Clinical Lymphoma, Myeloma & Leukemia February 2011
P=.0594
U -

T T T T T T T
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A phase 2 study of single-agent carfilzomib (PX-171-003-A1) in patients with
I'elapsed aIld I'ef[‘aCtOI’y I'Illlltlple I'[lyeloma David S. Siegel BLOOD, 4 OCTOBER 2012 - VOLUME 120, NUMBER 14

N=266 Doz: 20-27 mg/m? Maks: 12 siklts En az 3 ay tedavi alanlar degerlendirildi

Medyan 4 tedavi alan

-~ 2012 FDA ONAY oo -

Median OS: 15.6 months (85% CI: 13.0-19.2)

75 - 75 A
Median PFS: 3.7 months (95% CI: 2.8-4.6)
50 50 )
!
"
25 - 25 - .

+++ Censored observations

+++4+ Censored observations
—— Confidence band

Confidence band
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POMALIDOMID

Immunmodulatory
effect

INF-y, IL-2 1

l
NK-cells 1

CD4+-, CD8+-T
cells 1

effect

o Pl Pomalidomide fame
IKZF1 and IKZF3 S |
— IRF4 |

Antiproliferative T



POMALIDOMIDE Faz Ill calismalar

MM-0021 MM-0032 MM-00103
llag Pom X PomDex PomDex X Dex = PombDex (tek kol Faz 3b)
n 108 vs 113 302 X 153

Lenalidomid refrakter 78 97 96
Bortezomib refrakter 71 79 83
Len ve Bor reafakter 62 75

Onceki tedavi sayisi 5 5
OR %

2 VGPR, % 33 5
PFS, ay 4.2 X 2.7 4X1.9

0S, ay 16.5X 13.6 12.7 X 8.1

Tum hastalar igin dusuk-doz aspirin, duguk-molekul agirlikli heparin veya esdegeri ile tromboprofilaksi yapildi

Richardson et al, ASH 2011, Blood 2014 1. San Miguel J, et al. Lancet Oncology 2013 . 2. Dimopoulos MA, et al. Blood 2016




MM-003: Pomalidomid + LoDex tedavisine ¢capraz gecis

HiDEX gurubunda 153 hasta > 22 eksitus

129 progresyon »L_enDex capraz gecis

Pomalidomid gecis var

Genel Sagkalim Karsilagtirmasi (Cl %95) ' *. Pomalidomid gecis yok
PomDex Gecgis HiDex
12.7 ay o./ ay

HiDex tedavisinden PomDex tedavisine capraz gecis
ile sag kalimda 7 aylik iyilesme elde edilmektedir.

Morgan et al. Br J Haematol 2015;168:820-3  Dr Ali Zahit Bolaman/ Il HOD Kongresi Kibris



MM-003 Pomalidomid Calismasi : Subgurup analizi

San Miguel JF, et al. Haematologica. 2015;100:1334-1339

M Protein azalma ve sag kalim iligkisi

M-Protein Medyan
azalmasi ON

250 % (n =113) 19.9 ay

Hasta yizdesi

225 % (n =163) 17.2 ay

< 25% (n = 96) 7.5 ay

OO 1 I I I | | |

Genel Sagkalim (ay)

Pomalidomid ile M proteinin de azalma genel sagkalima olumlu yansimaktadir



MM-003: Pomalidomid + LoDex ve 6nceki tedaviler ile yanit iliskisi

\
Hasta (%)
Tum hastalar (N = 302) 25 AN 32%
< 3 dnceki tedavi (n = 70) 21 ' 26%
> 3 Onceki tedavi (n = 232) 26 | 8 34%
Onceki tedavide Tal + (n = 173) 25 I 31%
Onceki tedavide Tal - (n = 129) 26 | 9 34%
LEN direncli (n = 286) | 24 B 30%
BORT direnli (n = 238) | - 3106
LEN ve BORT direncli (n = 225) l 23 I 29%
Son tedavide LEN direnci (n = 85) l 26 7 33%
Son tedavide BORT direnci (n = 134) l 25 8 34%
PR 2 VGPR
—

San Miguel J et al. Haematologica 2015;100:1334-1339

Pomalidomid+LoDex
ile daha evvel kullanilan
immunmodulatuar
ilaclar arasinda ¢apraz
reaksiyon bulunmaz

Elde edilen yanit tedavi
sayisindan bagimsizdir



MM-003: Renal fonksiyona gore PFS ve yanit oranlar

PFS ORR

B HipEX || POM + LoDEX

EPR E>=VGPR mCR mSCR

HR =0.47 o
<6omL/ P <0.001 _‘g POM + —
dak CrCl —J O LoDEX
(o) = ]
ll‘l CE> O
S vioex [
Vv
RSO e s e
> 60 mL/ P <0.001 é LoDEX
dak CrCl 4,0 E O I
1 S HIiDEX —
% O I T T T
) A o] 5 10 15 20 25 30 35
o p) 4 ()
PFS (ay) Hasta (%0)

 Pom + deks, bobrek fonksiyonlarindan bagimsiz olarak, yiliksek doz deksametazon
koluna gore PFS ve genel yanit oranlarinda anlamli diizelme saglamaktadir(P < 0.001)

Weisel KC, et al. Haematologica. 2016 Ali Zahit Bolaman Kibris 5. HOD kongresi
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Bortezomib Karfilzomib Ixazomib

N |

Bendamustin —— LenDex » Siklofosfamid

lsatuxumab

Elotuzumab Daratumumab

23
Dr Ali Zahit Bolaman 5. HOD Kongresi



Rd + Bendamustin veya siklofosfamid

Tedavin VGPR+CR PFS ay | Genel sag Kaynak

RD 45 >1 6 siklUs %51 CYAS Mey, Br J Hematol,
+ Bendamustin I + ulasilamadi 2016
(75 mg/m?) Rd 12 ay
Lenalid+Pred 25 -2 En az 2 siklls %88 Beck, J Cancer Res Clin
+ 1 alanlar Oncol, 2017

Bendam (75 g/m?)

Rd 32 >1 Progresyona %94 Reece, Br J Hematol,

+ |-11 dek 2015
Siklofosfamid

Rd 31 >1 Progresyona %81 2 yil %56 Schey, Br J Hematol,

+ dek 2010

Siklofosfamid




RD + PROTOZEOM INHIBITORLERI

RRMM:  LenDex + Bortezomib RRMM: LenDex + ixazomib .50

ilac kombinasyon Yaym Faz CR VGPR PFS OS Yan etki Cikarim
% % % ay ) .
LenDex +Bortezomib  Richardson PG I i i . 37 Zomareaklivas,  Tolerabl Tourmalin MM 1 c¢aligmasi: 720 hastay1 iceren faz 3 galigma

n=38 T Clin Oncol Notropeni

2009 B . .
. N . LenDex vs LenDex + Ixazomib (4 mg 1,8,15 PO), Randomizasyon 1:1
RD vs RVD Dimopoulos = l4ys6 14ysl4d 9ys7 22ay VRD noropati Sonugclar egit i

n=30 MA Jeukemia %66 VRD -risk Primer sonlanma: PFS

2010 gurubu Onceden 1-3 tedavi; Bortezomib alan %69, Lenalidomid %12
LenDex +Bort+ LipDox, Berenson JR 1T 20.5 10.3 s = Yogunluk Tolerabl

n=40 Leukemia Sitopeni

2012 00T
LenDex X 4 9.5 siklofosfamid |
+ Dimopoulos  1I 37 vs 1yl Trombositopeni olumluetki | Al i alam]ar <
LenDex+Bort/Siklofosf X 4 MA 86 %81 olusturmad: 1§ —— E}fVc—:lge % ke.z tedavi alanlar ve

n=163 Haematologica S sitogenetik risk gurubunda etkili
2013 —

RVD Richardson PG II 64 95 30 Noropati%63 Kot risk LenDex PFS 14.7 ay vs 23) yilksek

n=64 Blood 2014 gurubu igin Genel sag kalim avantaji gosterilemedi

Dr Ali Zahit Bolaman onerilebilir =] =

RD + Protozeom inhibitoru
VRD icin faz 3 calisma eksik

LenDex-Ixazomib vs Lendex

(Hou Hematol Oncol 2017) .
En etkin olani KRd
57 X'58 hasta Kardiyak yan etki dikkat
PFS: &.7X4 ay Bortezomib tedavide progresyon olanlar calisma disi
0S: 25.8 X 15.8 ay e Ixazomib
Oral kullanilmasi avantaj olabilir
Bilhassa yuksek risk gurubunda etkili

25



RRMM: LenDex + Karfilzomib ASPIRE

Carfilzomib, Lenalidomide, and Dexamethasone LenDex LenDex +Karfilzomib

for Relapsed Multiple Myeloma PES 176 26.3
N ENGL ) MED 372;2 NEJM.ORG JANUARY 8,2015 ASP|IRE Investigators OS 24 ay % 65 733
Izlem ay 31.5 32.3
1-3 (ortanca 2) sira tedavi alan 792 hasta OS 97.1 26
o CR 31.8 9.3
1:1 randominizasyon Tedavi siire ay 56 38
796 796 : : : e : :
Yan etki hipertansiyon, kalp yetmezligi Karfilzomib
Dislama gurubunda ylksek
e Bortezomib altina progresyon
OB 2107 sonuclari

e Lenalidomid tedavisinde ilk 3 ayda

srogresyon gésteren Bortezomib alanlarda 8 ay, Talidomid alanlar 15 ay,

lenalidomid alanlarda PFS de 5 ay iyilesme

Ylksek risk %12, Standart risk: %32, Bilinmeyen %5
Haftada tek doz 70 mg/m2 haftada 2 27mg/m2

2012 FDA ONAYI ustiin (Moreau P, Faz 3 calisma Lancet 2018)

Dr Ali Zahit Bolaman



Panobinostat ve RRMM

P rote ZO m i n h i | e b e ra b e r a.‘.'-!L;__ - Panobinostat, bortezomib, and dexamethasone

-#%- Placebo, bortezomib, and dexamethasone

HR 0-63, 95% Cl 0-52-0-76; p<0-0001

* \Vd + Panobinostat swigue tancet oncol 2014
e 1 Panorama 1 calismasi

N: 387 X 381

Evvelce tedavi sayi: 1-3

>VGPR 27 X 15

PFS11.9X 8

Pl + IMID (VTD) + Panobinostat (faz 1-2) ropat

Lancet Hematol 2016

Evvelce tedavi :1-4, N: 57, 2VGPR %91

Dr Ali Zahit Bolaman 27



RRMM: LenDex + Elotuzumab

SLAM F7’e karsi monoklonal antikor

OR %79 vs 66 (2VGPR %33 vs 28) (CR %7 vs %4)
2 yillik %41 vs %27 GS 26 vs 17 ay

RRMM
1-3 tedavi
CrCI>30 ml/dk 1 yillik PFS 2 yillik PFS

ROF. 7N
&) A%
'Q A
. ey A
/ \ D, % i HR:0.70, p<0.001
- J’ =)

Randomizasyon 1:1

/

Rd (n =321 Rd+Elo (n = 325)
R 1-21 25 mg Elot 1,8,15,22 iki siklus
Dex 40 mg/hafta  sonra 1,15 giin

N/

Primer sonlanim:

PFS ve OS Yan Etki: Grade I11-1V lenfopeni

10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

28
Dr Ali Zahit Bolaman Lonial S, N Eng J Med 2015,Lonial S, J Clin Oncol suppl; abstr 8508



RRMM
Rd tedavisi + Monoklonal antikor: Pollux

Daratumumab, Lenalidomide, and POLLUX: Efficacy Summary Table
Dexamethasone for Multiple Myeloma

M.A. Dimopoulos, ...... P. Moreau, for the POLLUX

Investigators™ . .
Primary Analysis'® ASH 2016° 173
N Engl J Med 2016;375:1319-31 b / y ASCO 2017

DRd Rd DRd Rd
Median follow-up (range) 13.5 17.3 254 328
Median PFS* mo NE 18.4 NE 175 NE 175 NE 175
HR (95% Cl) 0.37(0.27-0.52) 0.37(0.28-0.50) 041(0.31-053) 044(0.34-0.55)
P value P <0.001 P <0.0001 P <0.0001 P <0.0001
n:569 DRd 286 Rd 289 R : 2 x
ORR®, % 93 76 93 76 83 76 a3 76
2CR®, % 43 19 48 20 51 21 sz 23
2> seri tedavi alan hastalar MRD-negative (1057, % 22 5 25 6 26 6 27 5
OS data are immature; long term follow-up will continue until 330 events are
observed
NTT populadion
*f(:..:,r‘.'.e evaluabe populabon

Cimopoulos MA, et al N EnglJ Med 2016.375(14)1319-1331 Usmani SZ_ et al Oral presentad
» - ut A rat YE W N rras - .

ASLD 2017 Abstract BO2S L DOOWIO S LLA

Dr Ali Zahit Bolaman 5.HOD Kongresi



MRD-Negatifliginin Sagkalima Etkisi
EHA 2017

1 yillik PFS %83 X %60

100 A l_‘—l_l_l_l_‘-‘
- -
§ ‘"-‘"“.L.."'*""b-n.... %
= 804 00 "Ee. 0 T -.5_,“‘ ......... 3
= LTTTITT] ‘. ‘.. .
)_g’ q"""“":......,‘____““ i\
© - ey
ﬂ 60 At e i = kel e ™
?
S
E’T 40 -
g
o 20
@ Rd MRD-negative —— DRd MRD-negative
e Rd MRD-positive === DRd MRD-positive
0 T T T Randomizasyondan itibaren gegen siire T T T T
0 3 6 9 £ ) 10 Z1 24 27 30 33
Months since randomization
No. at risk
Rd MRD-negative 18 18 18 17 17 16 15 15 14 4 0 0
DRd MRD-negative 75 75 75 74 70 67 66 64 49 18 4 0
Rd MRD-positive 265 231 188 164 143 127 112 94 72 19 2 0
DRd MRD-positive 21 191 174 164 159 147 137 125 97 28 4 0

MRD negatiflik statlist progresyon riskinde azalmayla iliskilendirildi.

1. Dimopoulos M. A. Et al., EHA 2017 Poster 334



CASTOR CALISMASI: Daratumumab + Bortezomib + Dexametazon

Daratumumab Control
Grou Grou
e N: 251 (DAraVvd) X 247 (Vd) N=2Y)  (N=247)

Median progression-free NE 7.2
survival (mo)

i“m
‘i Daratumumab

e Tedavi sayisi 1-9 (ortanca 2)
e Son tedaviye refrakter %30

* CR %19
* 2VVGPR: %59

Hazard ratio for progression or death,
daratumumab vs. control,

0.39 (95% Cl, 0.28-0.53), P<0.001 Control

=
0
w0
wn
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e
=
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-
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2=
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e
5=
T
o
=
o
fl
o

e PFS 12 ay %60 X %29

31

Palumbo N Eng J Med 2016



Monoclonal antibodies in MM Fad
Target  Jmaw 0000000000 |stageofdevelopment |

Surface molecules

SLAMF7 (CS1 Elotuzumab FDA & EMA approved Humanized Phase 1/2/3

Daratumumab  FDA & EMA approved Fully human Phase 1/2/3/4
CD38 Isatuximab (SAR650984) Chimeric  Phase 1/2/3
MOR202 Fully human Phase 1/2

Indatuximab ravtansine (BT062) Phase 1/2

JE6MO-mcMMAF iGSKzBS?EHG} Phase 1
Signaling molecules

Siltuximab Phase 2
Denosumab Phase 3
Bevacizumab Phase 2
BHQ880 Phase 2

Immune checkpoint inhibitors

Pembrolizumab Phase 1/2/3
Nivolumab Phase 1/2
Pidilizumab Phase 1/2

PD-L1 Durvalumab Phase 1
CTLA4 Ipilimumab Phase 1/2
BT L irilumab Phase 1

www clinicallrials.gov. Accessed January 2017, Empliciti Prescribing information 2015, http//www.accessdata.da govidrugsatida_docs/label/2015/761035s000Ibl. pdf; Emglees
SmPC 2016, http2//www.ema.europa.euw'docs/en_GBidocument_library/EPAR_-_Product_Informationhuman/003967/WCS500206673.pdl; Darzalex Prescribing informati w
hitp//www.accessdala.ida. guwdmgsat!da docs/label/2016/761036s0041bl. pdf; Darzalex SmPC 2016, hitp:/fwww.ema.europa eu/docs/en_GB/document_library/ERAR
_Product_Information/human/004077/WC500207296.pdl; Bianchi G et al. Biood 2015;126:300-310; van de Donk NW et al. Blood 2016 127:6681-35.

+ Phase 1/2 trials ongoing or completed combining:

Study Year HR(B5%C)  Weight
— Pom-dex Daratumumab
Bsimnil : -~ Pom-dex Elotuzumab
Lonial S 2015 —— 070(057, 085) 2804 — Pom-dex Isatuximab
Jokubowisk A 2016 - - 0.72(049,1.08) 2272 — Pom-dex MOR202
Subltal (Hsquared = 0.0%, p = 0899) e S70 1400000 20830 - Len-dex Isatuximab
; - Carfil-dex Isatuximab
Daratumumab '
P w g i LB 3B — Len-dex MOR202
Dimopoulos MA 2018 —_— 037 027,082 2440 * Phase 3 pending or recruiting:
Subltal (-squared = 00%, p = 0822) <__> | 038 020,048) 4024 - Pom-dex +/- Daratumumab
. { — Pom-dex +/- Isatuximab
sl il > e ~ Carfil-dex +/- Isatuximab
NOTE: Weights are from random effects analysis .: : — Carfil-dex Daratumumab 32

5 1 15
favour mAb-Based favour non-mAb-Based




Karfilzomib

| /

Siklofosfamid —— PomDex » Bendamustin

N

Daratumumab Isatuximab  Pembroluzimab
(Icaria Faz IlI)

Bortezomib Morizomib

33
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Pomalidomid’e yeni ajanlarin eklenmesi 81)

Pom-Dex vs
Pom-Cyclo-Dex3

Calisma MM-003!

Faz 3
PomDex

302

Tedavi

Populasyon

:
-

1.San Miguel J, et al. Lancet Oncology 2013;14:1055-1066.

2.Dimopoulos MA, et al. Blood 2016;128:497-503.

STRATUS

(MM-010)2

Faz 3

PomDex

682

Bort ve Len yetersiz,
son tedaviye direncli

32.6

Pom-Btz-Dex?

Faz 2 Faz 1-2
PD PCD PVD
36 34 50

1-4 seri tedavi,
Lenalidomid-refrakter

En az 2 seri tedavi,
Lenalidomid-refrakter

39 65 86
14 12 54
4.4 9.5 13.7
16.8 ulasilamadi ulasilamadi

3. Baz RC, et al. Blood 2016;127:2561-2568
4. Paludo J, et al. Blood 2017;130;1198-1204




Pomalidomid’e yeni ajanlarin eklenmesi (2)

STRATUS Karfilzomib Pembroluzumab
el MM-003t Dara-Pom-Dex4
(MM-010)? Pom-Dex3 Pom-Dex®

Faz3 Faz3 Faz 1 Faz 1b Faz 2

682 32 50 43

Pobulasvon Bort ve Len yetersiz, Enaz 2 seri (2-12) tedavi, En az 2 seri tedavi, Eg:iezdsaizlc;iergsvig
pufasy son tedaviye direncli Son tedavi direncli Son tedavi direncli ¢

31 32.6 50 60 60
12.7 : : : ulagilamadi

1.San Miguel J, et al. Lancet Oncology 2013;14:1055-1066. 3 Shah JJ, etal. Blood 2015;126-2284-2290.

2.Dimopoulos MA, et al. Blood 2016;128:497-503. 4. Chiari A, et al. Blood 2017;130:974-981.
5. Badros A, et al. Blood 2017;130:1189-1197.




ASH 2017 RRMM’DA POMALIDOMID CALISMALARI

Otor Calisma Faz n Evvel Toplam Yanit % Progresyonsuz Genel sag
Abs No tedavi sag kalim ay kalim ay
Abdallah AO DarPomDx Tak kol 20 >3 %75 VGPR2>%40 - -
Gruchet C 3. Line vs 4.line retrospe | 101 b 3. line VGPR2 %57 - -
k 4.Line VGPR= %19.5

Ozsan H PomDex retrosp 117 >3 VGPR2>%35 5.6 8.4
Weisel KJ PomCycDex retrosp 68 >3 PomDex cevabinda - -

%19 artma
Richardson PomVelDex 1 28 1-4 VGPR>%30 -
Ocio EM PomDex+Filanesib 1b 33 >2 %65 7 24 ay %75
Sonneveld P MMO013 PomLodex 2 81 Renal yetmezlikte PomLoDex tedavisinde Pom dializ sonra

verilmeli
Olan X Korelasyon - 224 - CRBN, cMYC, IRF4, BLIMP1, ve XBP1 ile yanit iliskisi yok
Facon T DaraPomDex Tek kol 103 >2 %66 CR %22 VGPR 9.9 25

MMY1001 >%48

Chen CI Selinexor+PomDex 1b/2 29 4 (2-9) %54 - -

Richardson PB | istauximab+PomDex 1b 22 >2 %56 - -




OPTIMISMM: PHASE 3 TRIAL OF POMALIDOMIDE, EORTEZOMIB, AND
LOW-DOSE DEXAMETHASONE VS BORTEZOMIE AND LOW-DOSE
DEXAMETHASONE IN LENALIDOMIDE-EXPOSED PATIENTS WITH
RELAPSED/REFRACTORY MULTIPLE MYELOMA

Author(s): Paul Richardson, Albert Oriol Rocafiguera, Meral Beksac, Anna Marina Liberati, Monica Galli,

Fredrik Schiesvold, Jindriska Lindsay, Katja Weisel, Damrell White, Thierry Facon, Jesus San Miguel, Kazutaka Sunami,

Peter O'Gorman, Pieter Sonneveld, Pawel Robak, Sergey Semochkin, Sieve Schey, Xin Yu, Thomas Doerr,

Amine Bensmaing, Tsvetan Bivukov, Teresa Peluso, Mohamed Zaki, Kenneth Anderson, Meletios Dimopoulos

ITT 1 Prior Treatment Line
Efficacy Pvd vid Pvd vd
n= 281 n=278 n=111 n=115

PFS, mos

Median 11.20 7.10 20.73 11.63

HR (95% Cl) 0.61 (0.49-0.77) 0.54 (0.36-0.82)

P < .0001 MA
ORR (2 PR), % 82.2 =20.0 90.1 =-1.8
> VGPR, % 52.7 18.3 6l1.3 22.6

Dr Ali Zahit Bolaman



ASCO 2018 de yeni ne var

Phase 2 study of venetoclax plus carfilzomib and bb2121 anti-BCMA CAR T-cell therapy in patients with
dexamethasone in patients with relapsed/refractory multiple myeloma: Updated results from a
relapsed/refractory multiple myeloma. multicenter phase I study.

Presented Friday, June 1, 2018 Presented Friday, June 1, 2018

A phase 1/2, multicenter, dose-escalation and

expansion study of combination therapy with A phase 1 multicenter study evaluating KITE-585, an
venetoclax, daratumumab, and dexamethasone (with autologous anti-BCMA CAR T-cell therapy, in patients with
and without bortezomib) in subjects with relapsed or relapsed/refractory multiple myeloma.

refractory multiple myeloma. Presented Monday, June 4, 2018

Presented Monday, June 4, 2018

Dr Ali Zahit Bolaman



MYELOM Calisma Gurubunun RRMM tedavisindeki
kanit diizeyine bagli ilagc dnerileri richarsson ps, etal, Leukemia 2016

One-drug regimens
Bortezomib
Carfilzomib
Thalidomide
Lenalidomide

Two-drug regimens
Bortezomib plus dexamethasone
Bortezomib plus liposomal doxorubicin
Thalidomide plus dexamethasone
Lenalidomide plus dexamethasone
=) Pomalidomide plus dexamethasone
Lenalidomide plus bortezomib

Three-drug regimens
Bortezomib-thalidomide-dexamethasone
Cyclophosphamide-bortezomib-prednisone
Cyclophosphamide-lenalidomide-dexamethasone
Cyclophosphamide-thalidomide-dexamethasone
Lenalidomide-bortezomib-dexamethasone
Bendamustine-bortezomib-dexamethasone
Bendamustine-lenalidomide-dexamethasone
Thalidomide-liposomal doxorubicin—-dexamethasone
Carfilzomib-lenalidomide-dexamethasone

ixazomib

Four-drug regimens
Cyclophosphamide-bortezomib-thalidomide-dexamethasone
Lenalidomide-melphalan-prednisone-thalidomide

PO mOmO>IOmOm > W ITm> ™ wolivelivelis-d

vellwe)

Target mAb Phase
Surface molecules
CS1/SLAMF7 Elotuzumab Phase 2/3
CD38 Daratumumab Phase 1/2/3
SAR650984 Phase 1/2
MOR202 Phase 1/2
CD74 Milatuzumab Phase 1/2
CD40 Dacetuzumab Phase 1
CD56 Lorvotuzumab mertansine Phase 1
CD138 BT062 Phase 1
Signaling molecules
IL-6 Siltuximab Phase 3
RANKL Denosumab Phase 3
B-cell activating factor Tabalumab Phase 2/3
(BAFF)
VEGF Bevacizumab Phase 2
DKK1 BHQ880 Phase 2
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Therapy at first relapse (off study)

Receiving maintenance®

Discontinued therapy/unmaintained”

Fit patient Indcaleri"ut r‘elrapse Fit patient Indolerlwt FEIFLPSE
or frail patient or frail patient
! { ' {
* Receiving * Receiving + KRd? e |Rd?
lenalidomide® lenalidomide® e DR e ERd?
« KPd « DVvd
« DVd » |ICd
* Receiving * Receiving
bortezomib® bortezomib®
* DRd * IRd
« DRd Therapy for Relapsed Multiple Myeloma:

- Guidelines From the Mayo Stratification for =

* ASCT is an option for select patients.

Myeloma and Risk-Adapted Therapy _
Mayo Clin Proc. 2017
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Second or later replase (off study)
Not secondary plasma cell leukemia or extramedullary disease
SINGLE REFRACTORY* DUAL REFRACTORY® TRIPLE REFRACTORY? TRIPLE REFRACTORY*
L enalidomide Bortezomib/lIxazomib
IMID or Pl but not L enalidomide and Bortezomib/Ixazomib Lenalidomide
both Bortezomib/lIxazomib Carfilzomib Pomalidomide
* IMiD refractory * Pomalidomide based * Pomalidomide based « Daratumumab based®
« DVd° « DPdP « DPdP « Alkylator based
* Pl refractory « DPCdP° - DPCdP° * Pl and Panobinostat
e DRdP « Carfilzomib based
» KPd
» KRd .
Therapy for Relapsed Multiple Myeloma:

Guidelines From the Mayo Stratification for

* ASCT is an option for select patients. Myeloma and Risk-Adapted Therapy
® Patients who are refractory to daratumumab can be treated with elotuzumab. Mayo Clin Proc. 2017




Second or later replase (off study)

QUADRUPLE REFRACTORY DISEASE
(Lenalidomide, Pomalidomide, Bortezomib, and Carfilzomib)

VDT-PACE x 2 cycles

!

Candidate for ASCT?

Mayo Clin Proc. 2017
Therapy for Relapsed Multiple Myeloma:

l

YES

« ASCT
* (Consolidation
* Maintenance

Guidelines From the Mayo Stratification for
Myeloma and Risk-Adapted Therapy

NO

Daratumumab-based therapy
Panobinostat-based therapy
Bendamustine-based therapy
Alkylator-containing combination
Anthracycline-based therapy

42



EMD

USSR ||| A\/UZLAR NE DIYOR

Annals of Oncology 28 (Supplement 4): iv52—ival, 20017

Ik relapsta IMID bazl tedavi ik relapsta Bortezomib bazl tedavi
ikili tedavi Uclt tedavi ikili tedavi gs': tedﬂyl
emelli
Kd/Vd DaraVd, PanoVd Rd .
Elovd, VCD

Dara /K /ixa Elo

2. ve sonrasl relaps

Ucli tedavi

Pomalidomid temelli Daratumumab
+

Siklo / Ixa /Bor / Dara /Elo

Klinik calisma
Tek veya kombinasyon

Dr Ali Zahit Bolaman



National

Network”

RRMM tedavisinde ilac dnerileri

Comprehensive  NCCN Guidelines Version 1.2019 NCCN Guidelines Index

Table of Contents

NGO Cancer Mulﬂple Myeloma Discussion

MYELOMA THERAPY2-d.m

THERAPY FOR PREVIOUSLY TREATED MULTIPLE MYELOMA"

. EortezomibrlenalIdamide!dexamethasnne » DaratumumabP/bortezomib/dexamethasone (category 1)
« Carfilzomib {twme weekly] /dexamethasone (category 1]' » DaratumumabP/lenalidomide/dexamethasone (category 1)
« Carfilzomib"/lenalidomide/dexamethasone (category 1)° *» Elotuzumab%/lenalidomide/dexamethasone (category 1)°

* Ixazomib®/lenalidomide/dexamethasone (category 1)°

« DaratumumabP:’

==y DaratumumabP/pomalidomide¥Y/dexamethasone === « Pomalidomide"“/bortezomib/dexamethasone

Other Recommended Regimens

+ Bendamustine/bortezomib/dexamethasone * Elotuzumab/bortezomib/dexamethasone

* Bendamustine/lenalidomide/dexamethasone * Ixazomib®*/dexamethasone'

« Bortezomib/liposomal doxorubicin/dexamethasone (category 1)  + Ixazomib/pomalidomide%/dexamethasone

. Bortezomlbrcyclophosphamlde!dexamethasune « Lenalidomide/dexamethasone' (category 1}'

« Carfilzomib" fcyclophospham|de.-'dexamethasone . Panublnustat“;‘bortezum|bfdexamethasone (category 1)
« Carfilzomib (weekly)"/dexamethasone' « Panobinostat“/carfilzomib™

* Cyclophosphamide/lenalidomide/dexamethasone » Panobinostat“/lenalidomide/dexamethasone

« Bortezomib/dexamethasone (category 1)’ . Pumalldom|de""".*cyclophusphamlde!dexamethasone

—b  Pomalidomide"“/dexamethasone! (category 1)'

—) Pomalidomide"“/carfilzomib"/dexamethasone

* Bendamustine

Useful In Certain Circumstances

+ Dexamethasone/cyclophosphamide/etoposide/cisplatin (DCEP)* etoposide (DT-PACE)* £ bortezomib (VTD-PACE)*

* Dexamethasone/thalidomide/cisplatin/doxorubicin/cyclophosphamide/

* High-dose cyclophosphamide




RRMM tedavi: Ulkemiz gercegi

IIk tedavi

_—"| tekrari p

Ik relaps

sonrasl ~— Rd /?, HKHN | ___Lallo
vd ?

?
Ikinci relaps — Karfilzomib — |HKHN | _L Ao
sonrasl
Bendamustin, Siklofosfamid
3' Relaps _ Dex-Sikl-Etop-Cisplatin (DCEP)

sonrasi Pomalldomld Dex-Tal-Cispla-Dox-Sikl-Etop (DT-PACE)

Vel-Tal-Dex-Cispl-Dox-Sik Etop (VTD-PACE)

] Daratumumab
>4 relaps Kullanilmayan tedaviler . xazomib

llag calismalari Elotuzumab




RRMM: DUskUn Hastalarda Tedavi

Tedavi Oncesi dikkat

Yas ve performans
NGropati
Nefropati

Komorbidite
DM; Kalp yetmezligi

Sosyal konum

Hastaneye ulasilabilirlik

Ik relapsta tedavi

Daha sonraki tedaviler

Lenalidomid-Steroid
Lenalidomid 15 mg 1-21
Dexametazon 10 mg/hafta veya
Prednizolon 25mg giin asir1

Melfalan-Prednizolon
Melfalan 2 mg/giin asir1
Prednizolon 25mg giin asir1

Bortezomib-Steroid

Bortezomib 1.3 mg/m?/hafta
Dexametazon 10 mg/hafta veya
Prednizolon 25mg giin asir1

Siklofosfamid-Prednizon
Siklofosfamid 50 mg/gln asir
Prednizolon 25mg giin asir

[1k tedavi tekrari

Larocco A&Palumbo A. Blood 2015

Talidomid-Prednizon
Talidomid 50 mg/giin asiri
Prednizolon 25mg giin asir1

Dr Ali Zahit Bolaman
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Diskln hastalarda pomalidomid

 Myelom hastalarinin en az %30’u diskin
e Hastalik iliskili, yas, komorbidite, polifarmasi, beslenme ve hafiza bozukluklari

EHA alt ¢calisma gurubu Zweegman S ve ark Current Opinion 2017

Duskiinluk indeksi risk faktorleri

IMWG diiskiinliik 1+3-4 derece 22
indeksi hematolojik YE

Revize myelom 1-3 4-6 7-9
komorbidite indeksi

N T O T T

Deksametazon 40mg 1, 8, 15,22gin 20mg1l, 8, 15, 22 gun 10 mg 1, 8, 15, 22 gun
Pomalidomid 4 mg 1-21 gun 3 mg 1-21 gun 2 mg 1-21 gun

Dr Ali Zahit Bolaman/ 2018




Transplantasyon kime yapilmalidir ?

PFS>6ay ve iyi tolerasyon

|

HKHN <¢mmm WMelfalan + Diger ilaglar ?
l (Idarubisin, Busulfan, Gemsitabin)

Konsolidasyon Idame

San Miguel 2014 ASH Presidental Konusma *



RRMM TEDAVISI: BELIRLEYICILER

Son kemoterapi sonra siire ===  Rejim tekrar

Relaps yavas — agressif mi === Yavag 2; agressit 3 0

Toksisite profili = Ik tedaviden kag

Alternatif ilac profili wmmy  FArkll mekanizmalara
sahip ilac kullanilabilme

KHN/erken relaps (<1 yil) === Reindiksiyon (yeni) ve KHN
KHN/gec relaps (>2 yil) === Reinduksiyon, yeni ajan, KHN





http://www.google.com.tr/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0CAcQjRxqFQoTCOj1u6So48cCFYPJFAodW7YIAQ&url=http://www.geziwow.com/sehirler/aydin-hakkinda-tum-bilgiler.html&psig=AFQjCNEhl_AVcFEEoyWjHS_BPX3CKW-zAw&ust=1441658756276759
http://www.google.com.tr/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0CAcQjRxqFQoTCOj1u6So48cCFYPJFAodW7YIAQ&url=http://www.geziwow.com/sehirler/aydin-hakkinda-tum-bilgiler.html&psig=AFQjCNEhl_AVcFEEoyWjHS_BPX3CKW-zAw&ust=1441658756276759

Son soOz

* Relaps refrakter myelom hastalarinda tedavi bireysellestirilmelidir.
e IMID’ler inde 3 U ilac seklinde kullaniimasi basariyi artirtyor gérinmektedir.

e IMID’lerin avantaiji
e Oral kullanim
e Hastaneye yatma gereksinimi olmamasi
e Dusuk ilac dozlarinin piyasada bulunabilmesi

* Protezom inhibitorleri IMID’ler kombine kullaniimaktadir.
e Oral protezeom inhibitor+IMID kombinasyonu yararli olabilir (mi ?)

e MUmkuUn ise hastalar
 monoklonal antikor kullanmaya tesvik edilmeli
e Yeni ajan calismalarina verilmelidir.
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RRMM tedavisi: 2 vs 3-4 ilac kombinasyonu

vd 669 3 14 %38 - 1 yil %80 Richardson NEJM
VTD 269 3 1 22 ay 2 yil %80 2005
Garderet JCO
2012
LenDex 3 1-3 67 17.6
KarLenDex 792 >1 87 26.3 Shah Blood 2015
PomDex 70 2 2-12 39 4.4 16.8 Baz Blood 2016

PomCycDe 69 9.5 Ulasilamadi
X
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