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PlaIMIDyt vor i a zakl ad | i ecC bgapsplM vd aikrai @ii anl s & |
dve desatroCia zdvojnasobilo PFS a OS
U pacientov s rezistenciounzat i et o | 4t ky do (moalyk | pmioaw ty an

protilathka@mieneée FDA a EMA
anti-CD38- daratumumab
anti SLAMF{signaligymphocyticactivationmolecule7)- elotuzumab

Mechani zmus ucinku:
ADCG od protil &t ky =z avi <cytodoxidiat n NEmbuasgeamst at¢
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CDC( od k omp | e ngatokiaitg teosbaMAE&hednbraneattackcomplex na
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LeeHC, Weber DM. ASluc.book?2016:5125109.
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t 2 00 Knalekgy
SLAMF{CS1) Elotuzumab  FDA & EMA approved Humanized Phase 1/2/3
Phase 1/2/3/4

Daratumumab FDA & EMA approved Fullyhuman
CD38 Isatuximab (SAR650984) Chimeric Phase 1/2/3
MOR202 Fully human Phase 1/2
CD138 Indatuximabravtansineg(BT062) Phase 1/2

BCMA J6MOGMCMMAF (GSK2857916) Phase 1
Sign f yh&ekuly

IL-6 Siltuximab Phase 2
RANKL Denosumab Phase 3
VEGF Bevacizumab Phase 2
DKK1 BHQ880 Phase 2
ecpomrN G ZNE
Pembrolizumab Phase 1/2/3
PD1 Nivolumab Phase 1/2
Pidilizumab Phase 1/2
Durvalumab Phase 1
Ipilimumab Phase 1/2
KIR Lirilumab Phase 1

www.clinicaltrials.gov. Accessed January 2@implicitiPrescribing information 2015, http://www.accessdata.fda.gov/drugsatfda_docs/label/2015/761035s000IErppficitiSmPQ016,
http://www.ema.europa.eu/docs/en_GB/document_library/EPARProduct_Information/human/003967/WC500206673.pdarzalexPrescribing information 2011
http://www.accessdata.fda.gov/drugsatfda_docs/label/2016/761036s004Ibl.pafizalexSmPQ@016, http://www.ema.europa.eu/docs/en_GB/document_library/EPA

_ Product_Information/human/004077/WC500207296.pdf; Bianchi G et al. Blood 2015;128if)®@an de Donk NW et &lood2016;127:68195.
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Kumar SK, et al. Leukemia. 2012.

Usmani S, et al. ASH 2015.
8 - Abstract 4498.

I Medi8n OS je 9 mesiacov u
pacientovr ef r ak m®r ny c h
bortezomiba aspoR jlede

I Medi8n OS 8 mesiacov u
pacientovsr el aboiN anl m
refrakM@yr nk maouble b ol
r ef r adeb®elabovalipo O3

Patients alive? %
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Time, months

1. Kumar SK, et al. Leukemia. 2012;26(1):189.
2.UsmaniS, et al. (ASH) Annual Meeting 2015; Abstract 4498.
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Elotuzumab

jeplnehumani monwakd pmotviddG&R)t krmanfi er ena/ pr o
(CS1p o v r cghl oyvkyo psigmatiggnmphocyticactivationmolecule7 ) kto
vysokoe x p r i nma buakovom povrchmy el 6 mbugiceék, v mer
na NK bunkéaeh a CD8+ T

Elotuzumals p o BO0C& avi sl 0 od NK buni ek

vmonoterapin e pr euk az al svoju aktivitu, ne
Studii fadzy 1 4 pacientov s RR MM

V. kombi naci i vsEORDMEXedBSdRdIH2helitv ORR (66%s63%),
mi er ne z| epvS6eOmesg¢ v PFS (9, 7

V ko mbELO+AENIDEXL EN/ DEX preukazal ucinno
Studia fazy 3 u -P apri edhd éd zsa jRIRc iMM sl i
ELOQUENZ3

1.Zonder JAt al.Blood2012; 120 (3): 55859. 2.Jakubowiak ét al. Blood2016;127(23):2832840.
3.Lonial set al.NEngld Med 2015; 373(7):62431.



Elogquent-2

ELO 10 mg/kd.1,8,15,a2%» r vé 2 cy K hisod3pyllt-dom d.
progresie alebo neakceptovatel nej t oxi ci
Lenalidomide 25 mgd d.1-21

Dexameaizon40 mgd.1,8,1522 a k n eetbmzmimad)v a |l i

V den podani aivER8npo DXM 8 mg

Pr e me d ankhéstamirakumH1 @difenhydramir), H2b | o k- ganitidlin,

acetaminophen

Table 2. Treatment Response (Intention-to-Treat Population).*
Elotuzumab Group Control Group
Response (N=321) (N=325)
Overall response rate
Patients with response — no. (%) 252 (79) 213 (66)
95% Cl — % 74-83 60-71
Best overall response — no. (%)
Complete response (sCR + CR) 14 (4)% 24 (7)
Very good partial response 91 (28) 67 (21)
Combined response (sCR + CR + VGPR) 105 (33) 91 (28)
Partial response 147 (46) 122 (38)
Minimal response 22 (7) 33 (10)
Stable disease 30 (9) 54 (17)
Progressive disease 8 (2) 8 (2)

Lonials.et al. NEngld Med 2015; 373(7):62431.
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A Progression-free Survival

104 1-Yr progression-free 2-Yr progression-free
Th SU!\’IVH‘ SU(V\VaI
= 094 ' '
2 '
g 08 ! Hazard ratio, 0.70 (95% Cl, 0.57-0.35)
a i
g o074
&
£ oe
]
@
§ 0.5
) i 2 9
o i = =B
a 0.4 ' by . s
‘s H ABE 0 n-AAAAA Elotuzumab group
z 034 : R,
= : 27% P P0omo6-:
8 024 H : &0 - -0 Control group
° i i
a 014
0.0 W S S CRu By SO S DY S [ SO (R FRY (R A S S
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Months
No. at Risk
Elotuzumab group 321 303 279 259 232 215 195 178 157 143 128 117 85 59 42 32 12 7 1 O
Control group 325 295 249 216 192 173 158 141 123 106 89 72 48 36 21 13 7 2 0 O

trvani

a RdadéZnesRd1l7 mes. v ELO/
mesl 24, 5

MPF39,4mesvs14,9mesv prospech ELO/LEN/DEX

ElotuzumafEMPLICITI) e r egi st r o v demaglidomidom&kXMIi n a c
pacientov, ktori dostali aspon jednu



Daratumumab

ant-CD3 8 h u ma mioznoowka mnomtvial &t ka | gGl
CD38jet r ans me mplryaknoprntgtrda inmmyaenlyo mbuv gk &c h
NK bunkhéaobBej vmy enf e ndyeeyl cohiaé n y ¢ h doiudhrkyacch

Ant i my ed @Oindamkymumaby e (riand; ale aj imunitne
sprostredkovanpbCRCoGACPedni ct vom

St udi e-ddratumymabémonoterapiiu RR MM:

Stadi a: GPARAl1u pac. s R/ R MM = 2 1in
pacientov DAR 16mg/kg ORR 36%, PFS Hés?

Studia DARAUS 16 mg/ kg u pac. s R/ R N
r ef r ankat élr Mili DRR29%PFS3,7 mes, mOS17,5mes?

1. LokhorstHM et al. NEngld Med 2015;373(13): 12a1219. 2 Lonial Set al. Lancet2016;387:15541560.



GENSO30ORR: DARA + LEN/DEPart 2

DARA 16ng/kg + len/ dex "PR VGPRmCR msCR
N =32 90 -

sCR 8 (25.0) 11.543.4 o
CR 3 (9.4) 2.025.0 8 34,44
VGPR 9 (28.1) 13.7:46.7 X 607 o

. O X/ 62.5%
VGPRA | ep&i a 20(62.5) 43.7-78.9 50 - i - WVGPR
PR 6 (18.8) 7.2-36.4 40 -
ORR 26(81.3) 63.692.8 30 . 28,1
MR 2 (6.3) 0.820.8

20 - i
D 3 (9.4) 2.025.0
Not evaluable 1(3.1) 0.1-16.2 0 -
16 mg/kg

A ORR =81%

A Kl i rbénefik®RR + MR) = 88%

PlesnerT. Blood 2016 :bloe201607-726729; doi:10.1182



MMY1001: ORR DARA + POM pacientov s R/R MM
pr edl| awsokerneif r a(&78cdoubrerefr)

(N= 75) 30 -

o al
(SCRCR+VGPR+PR) (/1) 59.0806 60 | R

Najl epsSia o 50 Jao,
7 - 0
SsCR 4 (5) 1.513.1 < O WGPR
CR 3(4) 0.811.2 40 33%
VGPR 25 (33) 22.945.2 e
PR 21 (28) 18.2-39.6 O 30 -
MR 2 (3) 0.39.3
SD 17 (23) 13.833.8 20 |
PD 3(4) 0.811.2
VGPRR | epSi a 10 -
(SCR+CR+VGPR) 32(43) 31.354.6
. 0 _
CRa | 4sCR+CR) 7(9) 3.818.3 16 mg/kg
e ORR=71% N = 75

Chari A et al. Oral presentatiob7th American Society of Hematology (ASH) Annual Meeting & Exposition; Decef)#1%; Orlando, FAbstract 508
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A CASTORU ¢ i n hacatutiumaln, Bortezomilu a Dexameazonuverzus
Bortezomilh Dexametzonu RR MM

A POLLUXU ¢ i n bhasatumumaln, Lenalidomidi a Dexaméazonuverzus
LenalidomidDexametizonu RR MM

1. Palumbo A, et aN EnglJ Med 2016;375(8): 75466
2.DimopoulogV, et al.N Engld Med 2016;375(14):1319331



DaratumumabBortezomib aDexafneazonvs Bortezomiba Dexame&azonu
RRMMI v I f &1 ICASIORSted) Besign)

Multicentr 1 crdndomio v a, otav o rfeanhzaa 3
N = 498
DVd (n = 251)

Daratumumab (16 mg/kg V)
I GeORSE3 O@&f dza
I o (eOR$S Oeéf dz

V: 1.3 mg/m SCd e 1i 4, 8,11cyklus 1-
8

d: 20 mg PAVd e K 2, 4, 5, 8, 9, 11,
12 cyklusl-8

R
A
N
D
;0
\
I
Z
=

A Cyly1-8:421 ch i
A Cykly9+:428 ch i

Premedik § ¢ DV :
dexamethasone 20 mg, acetaminophen a antihistaminikum

MateosM, et al. Presented at ASH 2016 (Abstract 1150)



CASTOR:

Demogr af

charakteristiky

- DVvd
Charakteristika (n = 251)

Vek, roky
Medidn (o z p it i e 64 (3088)

275, n (%) 23 (9)
ISSstaging, n (%)
I 98 (39)
Il 94 (38)
1] 59 (24)
Kreakli ni @ans
(ml/min), n (%)
N 243
>30-60 49 (20)
>60 186 (77)
Median¢ asu od 3.87
roky(ozpati e (0.7-20.7)
Cytoge e t iprofik ry
(%)
N 167
Standard risk 123(74)
High risk 44 (26)

vd - Dvd vd

64 (3385)
35 (14)

96 (39)
100 (41)
51 (21)

233
59 (25)
163 (70)

3.72

(0.6-18.6)

186
135 (73)
51 (27)

Predchadzalij

I i em(Boy
Median 2 (1-9) 2 (1-10)
1 122 (49) 113 (46)
2 70 (28) 74 (30)
3 37 (15) 32 (13)
>3 22 (9) 28 (11)
1-3 229 (91) 219 (89)

Predch ASCT, n (%) 156 (62) 149 (60)

Predch PI, n(%) 169 (67) 172 (70)

Predch IMID, n (%) 179 (71) 198 (80)

Predch PI + IMiDn (%) 112 (45) 129 (52)

Rd r a k paénaID,

n (%) 74 (30) 90 (36)

Refrk t épamna

posl ednu ,ni 76 (30) 85 (34)

(%)

Pacienti shighrisk cytogenetikou t(4;14), t(14;16), dell17p abnormiy.

MateosM, et al. ASH 2016 (Abstract 1150), oral presentatic
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0 3 6 9 12 15 18 21 24
at risk Months
vd 247 182 129 73 283 9 0 0 O
Dvd 251 215 198 160 91 33 5 1 0

A Median follow-up: 13.0 mes(0-21.3)

A

+7%p aci ent ovDVddosalle ICfRc h

hRL2 SRS
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-wpyae | e d

” P
100 <0.0001

90 ORR = 84%

80 7% |
_ OCR
I 26% 19% ORR = 63%
o | OCR 0,
R
50 A , . OVGPR
e OV G 29%
40 - 62%
30 - sCR
20 | CR
10 = VGPR
- 0,
22% m PR
0 .
DVd (n = 240) Vd (n = 234)
hSsSom sl edovani
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MateosM, et al. Presented at ASH 2016 (Abstract 1150), oral presentation
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HR: 0.22 (95% CI, 0.14-0.34; P <0.0001)

1 prior line

100 -
12-month

PRS2
77%

(0]
o
1

(2]
o
1

N
o
1

% surviving without progression

N
o
1

*DVd

0 3 6 9 12 15 18 21
Months
No. at risk

vd 113 91 69 43 11 5 0 0
Dvd 122 109 104 99 59 19 3 1

Ve 77
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@& Oengiito 2 f

predchadz

100
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% surviving without progression

207

HR: 0.51 (95% ClI, 0.36-0.73; P = 0.0002)
2 to 3 prior lines

12-month
PES2

Median: 9.8
months

vd

22%

Median: 6.3 mes

0 3 6 9 12 15 18 21

106 73 50 27 11 4
107 87 77 51 27 10

Months
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MateosM, et al. Presented at ASH 2016 (Abstract 1150), oral presentation



% surviving without progression

PFSp o d I a nedaiviDy(10)

ITT
100 Vd MRD
;?- PRI RIRD
T negative
" ‘:I‘-
Sl N
'o:_ o
60 - T
.
______ N T LYY LIT
:, DVd MRD
40 7 “ positive
20 \
-, .
‘®  Vd MRD positive
0 T T T T T T T |
0 3 6 9 12 15 18 21 24
Months

MRDnegativitl

% surviving without progression

100 e
|

1 prior line

DVd MRD negative
O )

Vd MRD negative

Ly A
80 - 1.: "ﬂ.
" “‘H....
te. MM-4-=k---4 DVd MRD positive
[
60 "
40 5
a
®e- -
20 1 ‘@690 vd MRD positive
0 T T T T T T T T
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MateosM, et al. Presented at ASH 2016 (Abstract 1150), oral presentation
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Highrisk: del 17p, t(4;14), t(14;16)

100 -y High pvd Vd
. risk n=44 n=51
Median
5 80 PFS, mo 11.2 7.2
a HR (95% CI) 0.49 (0.27-0.89)
S P value 0.0167
2 60 .
§ _“‘ DVd std risk n =44 n=47
g ———————————— wrawnw —xDVd high risk | ORR, % 82 62
g 40 P value 0.039
(% Standard  pvd vd
L risk n=123 n=135
20 .
Median
Vd std risk PFS, mo NR 7.0
0 Vd high risk HR (95% CI) 0.29 (0.20-0.43)
| | | | | | |
0 3 6 9 12 15 18 21 24 P value <0.0001
; Months
No. at risk
Vdstdrisk 135 106 79 44 14 6 0 0 0 n=118 n=131
DVvdstdrisk 123 110 101 82 47 17 4 1 0 ORR. % 85 64
Vdhighrisk 51 32 23 13 2 0 0 0 0 '
DVd highrisk 44 38 34 26 14 5 1 0 0 P value 0.0003

Dvdl £ SLIOdz2S geéeatf SR ®etirS& gizka &

MateosM, et al. Presented at ASH 2016 (Abstract 1150), oral presentation
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[ DVd (n = 243) vd (n = 237)

loaik &n (9 All grade Grade 3/4 | Allgrade | Grade 3/4
ROMEDEERS EN D) >25%| >5% | 225% =>5%

Trombocytognia 145(60) 110 (45) 105(44) 78 (33)
Arémia 67 (28) 36 (15) 75 (32) 38 (16)
Neutropenia 45 (19) 32 (13) 23 (10) 11 (5)
Lynfopénia 32 (13) 24 (10) 9 (4) 6 (3)

Nehematod@oig¢ | | |

Perf érsreanzor i ck a

. 120(49) 11 (5) 90(38) 16 (7)
neuropatia
Hnac¢ka 83 (34) 9 (4) 53 (22) 3(1)
Infekt HCD 72 (30) 6 (3) 43 (18) 1(0.4)
Kasel 66 (27) 0 30 (13) 0
Unava 53 (22) 12 (5) 58 (25) 8 (3)
Pneundnia 33 (14) 22 (9) 28 (12) 23 (10)
Hypertenzia 22 (9) 16 (7) 8 (3) 2 (0.8)

A Grade 3/4 NB 79% u DVd pacientov verzus 63% u Vd pac.
A Prerugenie | i e9% PVdkverzus 9% N :

A Incidencia IRRzost §va stabilng§ p@i%was sl edovani a

MateosM, et al. Presented at ASH 2016 (Abstract 1150), oral presentation
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PFSignifikantned | hSi e Ovdi | i ecCbe
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| 1T eCby
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MateosM, et al. Presented at ASH 2016 (Abstract 1150), oral presentation



St GRALIAJXI ¢ i n Dacatumumal, Lenalidomidi a Dexaméazonuvs
LenalidomidDexametzonu RR MM

Multicent r i,rarklégmio v a(h:®,ot vor ena, f az

DRd (n = 286)

ratumumab 16 mg/kg IV
Asg tTgdeRL-2Zykl us
Ag 2 t1 gdn3es, potyrk |
§ 4 tTgdne do p
P R 25 mg PO
A d e R21 cyklu do progresie
d 40 mg PO

A4omgg tT gdeR do

R 25 mg PO
A d e R21 cyklu do progresie
d 40 mg PO
A40mgg tTgdeR do

Cyklus: 28 dn 2

Moreau P, et al. Presented at ASH 2016 (Abstract 1151), oral presentation



POLLUX: Demografick

Vek roky Predch ini%e | iecCby
Median 65 (3489) 65 (4287) Median (ro zpati e 1(111) 1(1-8)
=275, % 10 12 1 52 52

ISSt ad¥%um 2 a0 28
I 48 50 3 13 13
Il 33 30 >3 5 7
I 20 20 1-3 95 93

Media &€ a s u od 3.48 3.95 Predch ASCT, % 63 64

di agmkyzy (0.427.0) (0.421.7)

Kreakli ni @ans Predch I_iPe%ba 86 86

(mi/min), % bortezomib, % 84 84
N 279 281 Predch | iIMiIE Wa 55 55
>3060 28 23 lenalidomide % 18 18
>60 71 77

Predch PI + IMiD% 44 44

Cytogenet c il, % .
ytog rofil, % Refraterita na

N 161 150 _ 21 21
Standard risk 83 75 SelilcrAelnlly e
High risk 17 25 Refrk t émranipos!| ednu

I i hi e®by, 28 27

Highrisk pac.: t(4;14), t(14;16), dell7p.
Moreau P, et al. Presented at ASH 2016 (Abstract 1151), oral presentation



POLLUX:Primr aaal yza (RF$)s| €

1.0 12-month 18-month
PFS* PHS* Me d i féllow-up 13,5mes
83%
= 0
5 o0s- 78% DRE
g (n=281)
g
o
3 06+
% 92 9% 76,4%
= e
2 KR 43,1% 19,2%
~Rd
c
-g VGPR 32,7 % 25%
2
o
& 0.2 PR 17,1% 32,2%
0 T T T T T
0 3 6 9 12 15 18 21
No. at risk Months HR: 0.37 (95% CI, 0.27-0.52; P <0.0001)
Rd 283 249 206 179 139 36 5 0
DRd 286 266 248 232 189 55 8 0

63% redukcia rizika progresie alebo smrti v skupine DRd vs Rd

DimopoulosM. et al.N EnglJ Med 2016;375(14):131:9331.



POLLUX: UCinnoS8t puepabiad,
| i ni a mupdatei eC by

HR: 0.36 (95% CI, 0.26-0.49; P <0.0001)

18-month ’—* P <0.00
100 4=y, PFS2

4 100 ORR =94%

ﬁ 90
S 80-
2 23 ORR = 77%
o 80
g _ OCR| , 8
2 60 L A7% OCR
= 20% -
(@)
N 60 T 24 L, z
= < | OVGPF . OVGPR
g @ 50 78% 46%
g 40 x
2 o)
5 40
wn
X
(=)

20 30
sCR
207 CR
0 T T T T T T T T 10 - 16 = VGPR
0 3 6 9 12 15 18 21 24 27 aPR
No. at risk Months 0 ,

DRd

Rd 264 231 193 169 149 122 45 5 0 0 (n = 267) (n = 257)

DRd 272 253 238 227 217 187 79 15 1 0

hRL2 SRS al LINBKf o d®R2Rg L

Moreau P, et al. ASH 2016 (Abstract 1151), oral presentation



MRDnegai v padienti(10)

P <0.0001

30

MRD-negative rate, %

DRd
(n=
272)

Rd
(n=
264)

1-3
predch.
| 2 ni e

100

S D (0]
o o o

% surviving without progression

N
o

No. at risk

Rd MRD negative
DRd MRD negative
| e irRdDpdyfitive

DRd MRD positive

f

-Rd<MRD negative
BRE MRD negative

i Y
‘.‘%
i [
»RdPMRD positive
| | | | | | | | |
0 3 6 9 12 15 18 21 24 27
Months
16 16 16 15 15 12 10 O 0 0
68 68 68 67 63 55 27 6 0 0
248 215 177 154 134 110 35 5 0 0
204 185 170 160 154 132 52 9 1 0

MRDnegafN GIAOA Sy U A

Y I

Moreau P, et al. ASH 2016 (Abstract 1151), oral presentation



POLLUX: Odpovede
cytogenetiky

Total population 1 to 3 prior lines

(response evaluable) 100 = population
100 - ORR = 95% H .
- DRd std risk
90 T ORR = 85% ORR - 82% 5 80_ ':' :. g eieim g g o
? :
80 - ORR = 29 7 ] EE T
o ] ilc) b 2 - o :
s 17 Se0{ Tt : 1 “IRd high risk
60 1 15 3 L "deedelieAd
S S L eans, N
°. 23 E = T—————8g—————"
X 50 - = T T IETEEY borsema=g
o 2 40- Rd std risk
40 - > 6
sCR S .
30 @ v
CR S Rd high risk
20 1 36 = VGPR 207
10 -
= PR
0 .
DRd Rd DRd Rd 0 T T T T | T T T
(n=27)|(n=36)|(n=132)|(n = 111) 0 3 6 9 12 15 18 21 24
High risk Standard risk No. at risk Months

Rd standard risk 103 95 86 71 65 51 18
DRd standard risk 124 119 111 108 103 93 38
Rd highrisk 34 29 20 17 15 13 6

DRd high risk 28 22 21 19

NObhPE
[eNeoNoNe]
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Na] Case

] U@ &

| DRd(n=269) Rd (n = 262)

Grade 3/4
5 a0/

All grade
2 5 %

)

3 3
38 21
30 16

veneniond L

o All grade Grade 3/4
N A
Neutropénia 61

Febrih @aeutropénia 6 6
Anémia 34 14
Trombocyto@nia 28 14
Lynfopénia
HnacCka 7
Unava 36 7
Infekt HCD 34 1
Kasel 31 0
Zapcha 30 1
Sv a |lspamd 28 0.7
Nauwea 26 2
Nezof aryngi ti @& 0
Pneund ra 16 9

AT RYS y20S

3
30 3
23 1
13 0
26 0.8
21 2
16 0.4
17 0
13 8

0SI LIS6y 24l

aCommon treatmeniemergent AEs listed are

either =225% all grade OR =25% grade

3/ 4.
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PAVO study

Mul ticentdi akédadzy 1b sfamakokinetkeaa Ule npme
s.c daratumumabuw pacientov s RR MM

s.c daratumumalrrek | thd/ysak & r GHuUPHR@=ZDARRH20

1200 mg (v 60mi20 min, 1800 mg(v 90 mBOmin-s.c do r 0z nych
brusne | steny

Pr e me d pakaéetamaidiphenhydraminmontelukast methylprednisolon
AE:IRR22%r. Y: t r i asS ka, dyspaoell en apovascanpe

Cast 2: odpiB00mgPARRHAE & v k a d\pDARA Ib@g/kg
1200 mg -ORRg2RRR41%1 800

UsmaniSZ,etal. Blood2016;128:1149.
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A Isatuximab(SAR650984)chimerik &nti- CD38mAD

A MOR202p | ne h u mami-iCD38wAb n &



Isatuximab PPom'dex u RRMM: f a ¥ba

Expansion cohort

— Standard dose escalation (3 + 3 design
e DospRRMMs a ( ) (ongoing)

3-6 patients per cohort

predchadzeit
zahfinajuce
lenalidomida Pl

Isatuximab 1V, Days 1, 8, 15, and 22
then 1 and 15 per 28-day cycle

Cohort 1 Cohort 2 Cohort 3
5 mg/kg 10 mg/kg 20 mg/kg

Pom 4 mg on Days 1-21 per 28-day cycle
Dex 40 mg (20 mg if >75 years) QW (Days 1, 8, 15, and 22)

n=24-27 at
selected dose
of isatuximab

A Paienti n=20
I Medianpr edc hadz ajabg31y; A5%pacentawp e f r a knaBviDn y ¢ h
A Odpovedegn=14):
A ORR 64% pac. KRR, 4pac.VGPR, & pac.PR
A Median trvania odpovedel9 (845)t y Zd fio v
AZi adne nové bezpecnostné signaly
A MTDnebol a d Gauximab®mgy/éy-davka pre dal §ie poda:

Richardson, P et al. ASH 20bstract 2123



MOR202 fYAamzaa] | epSi e 0 d|

MOR202Dex(n=18) MOR202 +MiD/Dex(n=9/14)
100 5 MoR202 gq1w + Dex cohorts 100 4 MOR202 q1w + IMiDs/Dex cohorts
4 mg/kg + Dex 8 mg/kg + POM/Dex
B 8mg/kg + Dex B 16 mg/kg + POM/Dex
S 50 B 16 mg/kg + Dex = 50 8 mg/kg + LEN/Dex
9;/ | <& Patients on treatment 9;/ ] B 16 mg/kg + LEN/Dex
g @ <~ Patients on treatment
S S
o o
NI P L .
: 0 : I
() ()
(@)} ()}
5 vI 5 =
S 50 - v S 50 <
A4 A4
A4 Vv
Vo Vvvvv
-100 -100 ~ s
AVA Y4
$SSSS$SSSSSSUSSSUSS $SS5S55555555555555S°S
520N} T yi79IIRRi(grade2i U Y
A ORR: 29% A ORR: 78%
AMedi dpredch t eX api i A Medignpredch | i niB/2 | i ecby
Aso%pacr ef r akna@rmysihedna | i egbh00%refrakna&rmyscihedna |
A Median PES: 4.7 a3 ramenePomdex (n=9) a 50%a len-dex

AMedianPFSnebol dosi ahnuty
Raalh MS et al. ASR016 (Abstract 1152 oral presentation



Indatuximabr a v t éBm0&4) n

A jekonjprati | 4t ky a aitiC®OiBBapehpoalke@jidtsio si l
maytansinoidD M4 t 0.0l md re r rkamplexm GX13Pir ot # li @tCk av 0o, | ¢
DM4 ainhibujep ol ymer izgkicmou vedi e k zastapeoepi 0z

A v sgtadii féazyRdl/ 2 v kombinéacii s

A BTO062 (¢ i, 8, 15k a z4d & 7)o+ hea (25 mgd. 1-21) + Dex(40 mgd. 1, 8, 15, 22)u
pacientov s RR MM

A MTD indatuximabu: 100 mg/m2
A N=45
A ORR 78% KR2KR 10 VGPR15PR

KellyKR gt al. Blood2014;124(21)abstract4736.
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GSK2857916ant-BCMAp r ot 1 |

BCMA B-cellmaturationantigen | e povr chovy-roding TNEpet o r C |
expr i manmyelyo mbu gk ach

GSK2857916 | emdiuanalnwm nzapotwidal ndat k proti BGNAAKND e r @ g A V ¢
s | donomatylaur i ktaofyw sa uvol nuj emikrotubulya c el ul
i ndukuje zastaveapepbaoamboveého cyklu a

Faza 1 u pacientov s RR MM
GSK2857916 a 3 tyzdne
N=24pr ed | areeCfermfka céirennt i , 16 pac. prerusilo |

8 pacientov poRb5acC & oankfid (8 RRy1l VGPE)b e

NU zvl adnutelné, o&na toxi kieramtd s iindyaolsyt lo

CohenADet al. Blood2016; 128:abstract 1148



Pembrolizumal POM/DEX

A Blokatlazm®ni i munitni tol eehektoumeryclzvy
A anti-PD1monoklon p r opembrolizunial

A Faza 2, n=48 pac. S RR MM
A Pembrolizumal?00mgivv. a4 2 tyzdne€,l,POMXM Mm@ dangl 1x/

A Medi a&n pr edc h ad z6p 80tdoulden e f r g EOBofr. mBEN( 2
A NU: hematologicka toxicita, r gpdyspmosnat ol og i

I nt er sptniecui ndol,imiyatp iod 4,9 0 e é Ar@uficreacia zviysangami n,

A ORR: 56%KR 8,4%, VGPR 13%, PR 29%@® d ifoflow-up 10 mes.
A mDOR3,8mespr e odpovedaj Ucich pacientov

BadrosAZet al. ASHBIo0d2016;128: 490.
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