[lepBasa nMHUA Tepanuu
MHOXeCTBeHHOU MUenombl

K.M.H. XXenHoBa E.|.

3aB. oTAesfieHneM BbICOKOAO3HOU XMMOTEepanum u
TpaHcnnaHtTaumm KoctHoro mo3ra FrbY3 Kb Ne 52



BbIOOp TaKTUKM Tepannm B MOMEHT YCTaHOBKM
ANarHo3a

Kangupaatbl Ha BbICOKOQO3HYHO

Tepanuio (ayToTCKK) He nopgxopat ans aytoTICK

(Bo3pacTt, comaTn4eCcKkum

cTaTyc, COnyTCcTBYyHOLLasA
HpyKUNS natonorus)
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J [MogaepxueatoLlas
KoHconupgauunsa Tepanus

v
[logaeprknBarollaa Tepanms

AyTto-TCKK - ctaHgapt tepanuu MM (<60-65 neT)



UcTopuyeckasn cnpaBka

AyToTCKK npumensietcsa B Tepanmn MM ¢ koHua 1980-rr.

«Total therapy» pno apbl 6opTe3omuba:
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C nosiBneHneM HOBbIX npenapartoB TPpaHCNJNIaHTaAUUA ayTONMOINM4YHbIX
reMono3Tn4v4eCKux CTBOJIOBbLIX KJIETOK He yTpaTusiia cBoe 3Ha4eHue.

BarlogieB, Jagannath R et al. Blood 1999;93:55-65
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Exposure to myelotoxic agents (including alkylating agents and nitrosoureas) should be limited to avoid
compromising stem cell reserve prior to stem cell harvest in patients who may be candidates for transplants.

Primary Therapy for Transplant Candidates
(assess for response after 2 cycles)

Preferred Regimens:

Other Regimens:

* Bortezomib/cyclophosphamide/dexamethasone
* Bortezomib/doxorubicin/dexamethasone (category 1)
» Bortezomib/lenalidomide®/dexamethasone (category 1)

* Bortezomib/dexamethasone (category 1)5

* Bortezomibfthalidomide/dexamethasone (category 1)
» Carfilzomib®-'%/lenalidomide®/dexamethasone

* Ixazomibflenalidomide®/dexamethasone

* Lenalidomide®/dexamethasone (category 1)°

Primary Therapy for Non-Transplant Candidates
(assess for response after 2 cycles)

Preferred Regimens

Other Regimens

* Bortezomib/cyclophosphamide/dexamethasone

» Bortezomib/lenalidomide/dexamethasone (category 1)

» Lenalidomide/low-dose dexamethasone (category 1)57

» Bortezomib/dexamethasone®
» Carfilzomib'%lenalidomide/dexamethasone (category 2B)
* [xazomibflenalidomide/dexamethasone

Maintenance Therapy

* Bortezomib
» Lenalidomide?® (category 1)

1Selected, but not inclusive of all regimens.

2Recommend hempes zoster prophylais for patients treated with proteasome inhibitors.

}Subcutansous bortezomib is the preferred method of administration for patients with pre-
exizting or high-risk peripheral neuropathy.

4Full-dose aspirin recommended with immunomeodul ator-based therapy. Therapeutic
anticoagulation recommended for those at high risk for thrombosis.
SConsider harvesting peripheral blood stem cells prior to prolonged exposure to
lenalidomide.

ETriplet regimens should be used as the standard therapy for patients with multiple
myeloma; however, eldedy or frail patients may be treated with doublet regimens.

TContinuously until progression. Facon T, Dimopoulos MA, Dispenzien A, et al.
Continuous lenalidomide and low-dose dexamethasone demonsirates a significant
PFS and OS5 advantage in transplant ineligible NDMM patients. The FIRST: MM-D20v
IFMIDT7T01 [oral]. Oral presented at: 55th Annual Meeting of the American Society of
HErn'e.t(:l-u::u_:n.I [ASH) 2013; December T-10.

EThers appears to be an increased risk for secondary cancers, especially with
lenalidomide maintenance following transplant. The benefits and risks of maintenance
therapy vs. secondary cancers should be discussed with patients.

#0ptimal dosing in thiz regimen has not been defined.

19Can potentially cause cardiac and pulmonary toxicity, especially in elderly patients.

Maote: All recommendations are category 2A unless otherwise indicated. MYEL-D
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged. =
Version 32017, 1128115 © Mabional Comprenenzie Cancer Meswork, Inc. 2006, AJ nghis reserved. The NOCH Guideanes® and thiz Bustaton may not be remroduced I amy for wihout ihe sxpress wrthen perizsion o RCCHE., {1 0F 2)




Bbicokoao3Hbin mendanaH + AytoTICK vs
MPR y nepBUYHbLIX nauneHToB ¢ MM

PaHoommnanpoBaHHOe KOHTponmpyemoe nccriegosaHue il dasbl
ans noareepxaeHna sHadnmocTtn aytoTICK (N = 273)

— BblcOKMe ao3bl Mel natoc noagaeprxka Len MPR nnatoc nogaepxka Len
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Palumbo A, et al. N Engl J Med. 2014 ;371:895-905.



3a nepuog ¢ 2016 no HoAOpPL 2019 r

B BY3 NKb 52 13M BbinonHeHo 6onee 230
TpaHCcNIAHTAUMN ayTONMOrMYHbIX FreMOMNO3TUYECKUX
CTBOJIOBbIX KIEeTOK

Konnyectuso BbINOJIHEHHbIX
TPpaHCN/aHTaLum
100
63
37 38 l
2016 2017 2018 2019
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PacnpepeneHue no HO3010MrMAM

N=233 Ha 1 Hoab6pa 2019

B MHOKecTBeHHasA
Mmuenoma

B /lumdpoma
XOAXKUHA
B HXN

OJ1Nn




BOXT

bonbwuHcTBo nauneHToB ¢ OXYP u NP nepen aytoTCKK
Mobunusauma aytol1CKK: unknodocdammg 4r/m2 + F[KCD 5 mr/kr

KonuyectBo adoepesos — 2 (1-4)

KonnyecTtBo cobpaHHbix ayToTCKK: 1,22 - 15,08 (MmeanaHa - 3,85*106
CD34+kneTokK/Kr)

PeXX1Mbl KOHOULMOHMPOBAHUS:
v' mendanaH 200 mr/m? (75%)
v' mendanaH 200 mr/m?2 + 6eHaamycTuH 200 mr/m? (25%)

KoHTponbHOe obcnenosaHune vyepe3 100 gHeun nocrne ayto I CKK:
v IMMyHOXMMMUYECKOoe nccrnegoBaHne

v TMOT/KT

Mo pesynsTatam obcnegoBaHUsa U C YY4ETOM OaHHbIX MCXOOHOIO

LMTOreHETNYECKOro UCcreaoBaHus — peLeHne Bonpoca o NpoBeaeHnu
TaHgemHon aytoCKK



Pe3ynbraThl

v" BbinonHeHo 162 aytoTCKK naumeHTam ¢ MHOXXECTBEHHOW MUENTOMOM
v' TanpemHas aytoTCKK — 41 yenoBek

v' Bospact — 29 — 70 net (MeanaHa — 54 )

v" MepauaHa HabnwogeHunsa — 12,5 mec.

_ Ho aytoTCKK Mocne ayTtoTCKK (D+100)

yp 29 (17,9%) 17 (10,5%)
OXYP 83 (51,2%) 54 (33,3%)
ne 50 (30,9%) 69 (42,6%)

Pe3ynbraT He oueHeH

0
(nocne aytoTCKK meHee 100 gHewn) 17 (10’5 /0)

TRM 5 (3,1%)
Mporpeccus nocne 6 mec. 17(10,5%)

B T.4 cMepTb OT Nnporpeccum 5 (3,1%)




[loyeyHasa HegocTaToO4YHOCTL Npu MM

[Mpucytcteyet y 20-50% nauneHToB C BNepBble
onarHoctnposaHHon MM (B TKB 52 — no 57%):

2-4% nnanuns-zasucumasn NH (FKb 52 — go 15%)

[Mpn peunguee MNH nosaengaetcsa y 25% nauneHToB, He
NMEBLLUUX ee B AebroTe

Ha ctaHgapTHOM XxMmMuoTepanun MmeguaHa
BbXKMBAEMOCTU — 2 roga

[1lo Hawmnm HabnwaeHnam — 70% nauymeHtoB ¢ MM u
[MTH — monoxe 65 net (kaHgugaTtbl Ha BOXT)

Riccardi A, et al. Eur J Cancer 1991;27:1401-5

Abbott KC, et al. Clin Nephrol 2001;56:207-10

Tsakiris DJ, et al. Nephrol Dial Transplant 2010;25:1200-6
Augustson BM, et al. J Clin Oncol 2005;23:9219-26

s -



AyTOoTCKK un I'l: TOKCUYHOCTDL

« 2004-2015
 BospacTt 38-67 nert

MM, Ges3 MM, N'emoaunanus.
remoaunanu3ia, ISS 3 ISS 3
(N=55) (N=24)
Myko3nt 55% 88%
Cencuc 51% 79%
QHTeponaTus 38% 71%

[MoTpebHOCTL B

0 0,
TpaHchysnn 3B S e
[MpooormKUTENnbHOCTb
rocnutTanm3aumm 21 neHb 30 aHewn
(megmaHa)

Waszczuk-Gajda A. et al. Eur J Haematol. 2018
Oct;101(4):475-485.
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AyToTCKK y nauyueHToB c INH

CeHTa0pb 1997 - ceHTA0Opb 2006 roga

46 naumeHtoB ¢ MM u NH (kpeaTUHUH >2
mr/agn), 10 3 HUX 3aBUCUMBbI OT remogmanmsa

MeanaHa HabnogeHNs BbPKMBLUMX MALMEHTOB
34 mecsua (guanasoH: 5-81).

MonHbin (CR) 1 yactuyHbIn oTBeThI (PR) nocne
ayTo-ICKT y 9 (22%) n 22 (53%) ns 41
OLeHMBaEeMOro nauneHTa ¢ obulen YacTtoTomn
otBeToB 75%.

2 nauueHTa (4%) ymepnun B Tedenue 100 gHen
nocne aytoITCK.

Herematonornyeckne nobo4vHble asneHuns 2-4
cteneHn - 18 naumeHToB (39%) (HapyLleHus
cepAeyvHoro putMa, oTek nerkux,
rmnepounupybrnHemms)

3HaunTernbHoe yry4dweHne yHKLMN Nnodek
(yBenuyeHne CK® Ha 25% BblLle NCXogHOro
YpOBHS1) Habntoganock y 15 naumeHToB (32%).

3-neTHAa becnporpeccnBHas BbXKMBAaEMOCTb
(PFS) 36%
O6wwas BbhkmBaemocTtb (OS) 64%

Progression-Free Survival
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Gaurav C. Parikh et al. Biol Blood Marrow
Transplant. Author manuscript; available in
PMC 2014 Jul 28.




AyToTCKK y naumeHTOB C
ananun3ssasucumom NH

v 3a nepuopg ¢ 2016 no Hos6pb 2019 r Ha 6a3e TBY3 Kb
52 [13M BbinosnHeHbl ayToTCKK 12 nauneHTam c
MHOXXEeCTBEHHON Mmnenomoun, Haxogawmmea Ha NI

v’ 2 naumeHTam BbinosiHeHa TaHaemHast ayto T CKK

Mon:
XeHwmHbl — 4 (33.3%)
My>x4mHbl — 8 (66,7%)

BoapacrT:
43 — 62 r (megunaHa 51,5 ner)

MeanaHa HabnrogeHua 12 mec.



Xapaktepuctmka 00sbHbIX

(N=12)
MapanpoTeuH .
v' BJ kappa — 6 (50%) ISS:
v' BJ lambda - 2 (16,7%) v I =1 naumneHT (8,3%)
v BJ (?) (3 gpyrux JIMNY) — 2 (16,7%) v Il — 11 nauveHTos
v G lambda + BJ lambda — 1 (8,3%) (91,7%)

v Alambda + BJ lambda — 1 (8,3%)

LinToreHeTn4yeckoe nccnegoBaHue:

v del p53 -1 (8,3%)

v Amnnudmkaums 1921 — 1 (8,3%)

v' He BbISIBNEHO UNTOreHeTU4YeCcknx nameHeHum — 6 (50%)

v' UuntoreHeTnyeckoe nccnegoBaHme He NpoBoaMnoch — 4
(33,3%)



MHAYKUMOHHANA Tepanus

v' 1 nnHusa (VD, VCD) -5 (41,7%)
v' 1 nnHusa (VRD) — 1 (8,3%)
v’ 2 nnHnmn Tepanum - 6 (50%)
Obuwee konnyecTBo KypcoB o aytoT CKK —
oT 5 go 10 (megnaHa — 6,5)

Crtartyc 3aboneBaHusa nepea aytol CKK

v [lonHas pemuccus: 4 (33,3%)
v Oy4yeHb xopouwlasa YyactuyHaa pemuccud: 5 (41,7%)
v YactunyHasa pemuccus: 3 (25%)



Moo6unusauua u coop NCKK

« Uwnknodocdamug + N'KCP 5 mKr/kr
v' 3 1/M2 — 7 nayneHToB (58,3%)
v 4 r/m2 — 5 naynenToB (41,7%)

Konn4yecTtBo ceaHcoB adepesa — 1 — 3 (MeanaHa — 2)
« MepanaHa cobpaHHbix NCKK — 4,83*106/kr CD34+ kneTok

« 5 naumeHTtam (41,7%) — cobpaHo gocTaTovHoe ASiS
npoBeneHns 2 ayto T CKK konnyectso CD34+kneTok

* 1 naumneHTy NoTpedoBarnocb AOMNOMHUTENIBHOE NMPOBEAEHUE
mobununsaumm NCKK N'KC® Ha dpoHe cTabunbHOro
KPOBETBOPEHUSI.




AyToTCKK

Pexum KOHOAWLUNOHUNPOBAaHUA

v’ MendanaHn 140 mr/m2
(N=9+1 TaHgem)

v’ MendanaH 140 mr/m2 +
bengamyctnH 200 Mr/m2

(N=3+1 TaHgem)

[1lpoBeneHmne ceaHcos [l B
aHun: -4, -2, 0, +1, nanee
— MO NOTPEBHOCTH

KonunyectBo nepenutbix NMNCKK

v MUHMManbHoe
KoJindyecTtBo — 2,24*1076
CD34+kneTokK

v' CpegHee KOnmnyecTso
nepenutbix NCKK:
4,4*10"6 CD34+kneTokK



PesynbTaThbl

BospacTt ur Cratyc po Cratyc nocne Femognanus nocne
AyToTCKK ayToTCKK ayToTCKK
(D+100)

1 I, 51 ? Mel 140 Ne2 OXYP P > na
2 MH, 46 - Mel 140 OXYP OXYP
3 BC,51 : Mel 140 +ben 200 yp yp
4 TA 62 2 Mel 140 np np
5 KW, 43 <_OX4P P pa

4 nauymeHTa (33,3%) —
_yrnybneyue preeta

6 YA, 51 OX4yP ha

7 BW, 52 f Gain1q21  Mel 140 \ P nP
7 nauyueHTosB (58,3%) — M
8  CT,60 . Mel 140 Gp
He3aBUCUMbI oT /], AR

9  XI,49 ? nocne nposegeHunn nP nP

Ja
oo (S e [T S —
2. Mel 140 +ben 200/ OX49P B+50
na

\_

11 £AM, 54 = Mel 140 P D+50

12 HB, 56 ? Mel 140 +ben 200 OX4P D+30




[MloyeyHaa dpyHKUMA

AuHamuka CK® (mn/munu/1,73m?)

30

25

20

15

10

Ao ayto TCKR nocne aytoTCKK
CK® go aytoTCKK CK® nocne aytoTCKK
5 —19 mn/Mun/1,73Mm? 6 — 26 mn/MmuH/1,73Mm?

(meanaHa -10 mn/MuH/1,73m?) (megmana -19 mn/mund/1,73m?)




AyToTCKK y nauueHTOoB cTapuie 65 ner

v' 8 maumeHToB: M/X 3/5
v' CpepgHee konunyectBo nepenutbix NCKK: 4,4*107°6 CD34+KkneTok

(1,22-10,53)
Cratyc oo Cratyc nocne
Bospact ayTo-TCKK  ayTto-TCKK (O+100)
1. Mel 140
1 H.T., 66 - 2. Mel 140+ OoX4ypP MneP
ben 200
MoHocoMua 14, neneuns nokyca reHa 1. Mel 140
2 lrA., 68 IGH/14932, peneuus 17p13/TP53, 2. Mel 140+ neP P
nonucomus 17 ben 200
1. Mel 140
3 B.B., 70 - 2. Mel 140+ OXYP nP
ben 200
4 K.A., 66 N3MEHEHUN HEe BbISIBIIEHO 1. Mel 140 MNP MNP
b.B., 68 - 1. Mel 140 neP nP
3.A., 66 - 1. Mel 140 OX4ypP
. K.C.. 66 TpaHcnokaumsa (11;14), neneuns 13 q, 1. Mel 120 P AP
MoHocomus 11
8 J1.W., 66 - 1. Mel 140 OX4P MNP




femaTonornyeckast TOKCUYHOCTb

ra + (N=14) Crapuwe 65 net O6wwan BbibOpKa
(Ne 11) (N=162)

BocctaHoBneHne +11-+35 aHum

IeMKOUUTOB

MepanaHa 17 aHewn

nepuoaa

BOCCTAaHOB/IEHUSA

JIEMKOUUTOB

BocctaHoBneHne Ha +9 - +30 aHu

TpombounTos

4 )
OnntenbHbIN arpaHy10UNTO3
(bonee 3 Hepenb) —2 3 12
nauneHTos (16,7%)

\_ J

+10- +20 +9 - +35 aHKn

+15 aHen 14,5 nHeW

+10- +15 aHu MeauaHa — 13

AHEen

(3 n3 12 nayneHToB -
nepcucTupyroLas
TpomboumToneHna 6onee 6
mecsueB (remoTpaHchy3noHHas
GaBMCMMOCTb)

J

T R——



Ocno)XxHeHus

NMHeKLUMNOHHbIe

rn+ Crapue 65 net
(N=14) (Ne 11)

MykosnTt 1-2 cT 6 (43%) 8 (70%)
MykosnT 3-4 cT 8 (57%) He"HCbeKU.VIOHHbIe

rg + Crapuwe 65
OHTeponatys 9 (64%) 5 (45%) (N=14) net (Ne 11)

®ebpunsHas 14 (100%) 4 (36%) KKK 1
HENTpoOneHus
[MHeBMOHUMA 3 (21%) 1 (9%)
Tokcuyeckas 1 1
CenTtunuemusa 3 (21%) KapavoMuona
TNA
Cencuc 3 (21%)
BupycHble 4 (29%) 1 (9%)

NHMEeKLMN




AnropuTtMm Tepanuun nepBoun JINHUN
ansa 0onbHbLIX HE KaHAUOaToB
Ha ayTo-TCKK



Peunaus/pesuncreH

THOCTb

0]0)

P

OX40

yp

MO

“R-CHOP” ona MM

Aapatymyma6/

neHanugomupg/

AeKcameTasoH!
¢dasa 1/2

100%
31%
46%

23%

SAR650984/ 3NnoTy3symab/
neHanupomup/ neHanupomup/
AeKcameTa3oH? AeKcameTasoH?

dasza 1b ¢dasza 1b/2
66% 61%
8% (cMP) 10
29% 31
25% 20
4% -

1. Plesner, ASH 2014, abstr 84
2. Martin, ASH 2014, abstr 83
3. Richardson, ASH 2014, abstr 32
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Preferred Regimens

e Bor HerTtTTOTITIOE/ QEXAIMELNASONe (CategoTy =
* Daratumumab™/lenalidomide/dexamethasone (category 1)
S Temedidamide/low-dose dexamethasone (category 1)K.4__ T

e Bortezomib/cyclophosphamide/dexamethasoneh

MAINTENANCE THERAPY

Preferred Regimens
e | enalidomide® (category 1)

\/

Other Recommended Regimens

Other Recommended Regimens

e Carfilzomib/lenalidomide/dexamethasone

e Ixazomib/lenalidomide/dexamethasone

e Daratumumab™/bortezomib/melphalan/prednisone (category 1)

e Bortezomib

Useful In Certain Circumstances

Useful In Certain Circumstances
e Bortezomib/dexamethasoneX
e Cyclophosphamide/lenalidomide/dexamethasone

e Bortezomib/lenalidomide

e Carfilzomib/cyclophosphamide/dexamethasone!

a Selected, but not inclusive of all regimens.

b See Supportive Care Therapy (MYEL-G).

¢ Subcutaneous bortezomib is the preferred method of administration.

€ See Management of Renal Disease in Multiple Myeloma (MYEL-H).

f Frailty assessment should be considered in older adults. See NCCN
Guidelines for Older Adult Oncology.

9 Both weekly and twice-weekly dosing schemas for bortezomib may be
appropriate and acceptable. N Preferred primarily as initial treatment in patients
with acute renal insufficiency or those who have no access to
bortezomib/lenalidomide/dexamethasone. Consider switching to
bortezomib/lenalidomide/ dexamethasone after renal function improves.
I Carfilzomib can be used once or twice weekly and at different doses.

Treatment option for patients with renal insufficiency and/or peripheral

neuropathy.

m Daratumumab may interfere with serologic testing and cause false-positive
indirect Coombs test. Type and screen should be performed before using

daratumumab.

©There appears to be an increased risk for secondary cancers, especially with
lenalidomide maintenance following transplant. The benefits and risks of
maintenance therapy vs. secondary cancers should be discussed with patients.

P This is the only regimen shown to have overall survival benefit.

a Continuously until progression. Benboubker L, Dimopoulos MA, Dispenzieri A,

et al. Lenalidomide and

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in

clinical trials is especially encouraged.

Note: All recommendations are category 2A unless
otherwise indicated.

Version 2.2020, 10/09/2019 © 2019 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without

the express written permission of NCCN. - |
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1 nuHUA gnNsa nauneHToB
He KaHaunaatoB ana TKM

VRd- D-
Rd® MPT VRd Rd . VMP | VMP MP
Lite VMP

MeguaHa follow-up, mec. 45,5C 515 30 27,8 16,3
Meauana BB, mec. 26,0 21,9 43 30 35,1 NR 19,1 18,3 14,0
OP pns BBMN 0,69 0,71 0,43 0,61
(95% [IN) (0,59-0,80) (0,56-0,91)¢ NA (0,35-0,54) (0,49-0,76)
p-value p<0,001 p=0,0018 p<0,0001 p=0,00001
00, % 81 67 82 72 86 91 74 74 39
>0X40 48 30 44 32 66 73 50 41 8
>M0 21e 12¢ 16 8 440 45 25 33e ge
g%j'”erama”oc“’ i NA NA NA NA NA 27 7 NA NA
MeauaHa OB, mec. 59,19 49,19 75 64 NR NA NA 56,41 43,11
OP ona OB 0,78 0,71 069
(95% A1) (0,67-0,92) (0,52-0,96) NA NA 00004
p-value p=0,0023 p=0,0250 P=L,

COF SO —

@ MlccAeAOBAHME BKAIOYOAO KOHAMAQTOB (69%) M HE KOHAMAQTOB HQ TPAHCAAQHTAUMIO (31%)
® Rd A0 nNporpeccuun 3a60AEBAHUS

¢ meAnaHa follow-up AAS BBKMBLLMX MALLMEHTOB

9 96% AOBEPUTEABHBIM MHTEPBAA

€ ypoBeHsb 10

f -
Cambridge, MA: Millennium Pharmaceuticals; 2017 MEAMAHA follow up 60.1 mecaues
9 meanaHa follow-up 67 mecsaues

Hulin C, et al. J Clin Oncol.2016;34(30):3609-3617.
Facon T, et al. Blood.2018;131(3):301-310.

Durie BG, et al. Lancet.2017;389(10068):519-527.
O’'Donell EK, et al. Br J Haematol. 2018;182(2): 222-230.
Dimopoulos MA, ASH 2018.

San Miguel JF, et al. N Engl J Med.2008;359(9):906-917.
VELCADE® (bortezomib) for injection [package insert].
San-Miguel JF, ASH 2011.




UccnepoBsaHue ALCYONE

OAP3AJIEKC + 6opTte3omuo +
mendanaH + npegHusonoH (DVMP)




ALCYONE: gusauH

Kputepum
BKAIOYEHUSA:

VllaumeHTtsl ¢ BAMM,
He KaHAmAATb Ha ATCK
VYECOG 0-2

VKAMpPEHC KpeaTUHUHA
240 MA/MUH
VYOrtcyrctBmne
nepudpepmyieckomn
HEeMponaTMm MAM
HeMponatmieckom
B0AM 22 CcTENEHMU

g
2.

=706)

1:1 paHaomusaums (n

VMP x 9 uukaos (n = 356)

BopTe3omu6: 1.3 mr/m2 — n/k
Lukn 1: 2 paza e Hedeno

v

Yuknel 2-9: 1 pa3 e Hedesto
MendanaH: 9 mr/mM2 — n/o B aHu 1-4
MpeaHusonoH: 60 Mr/mM2 — n/o B AHK
1-4

D-VMP x 9 yuknoB (n = 350) D
umknbl 10+
Hapatymymab: 16 mr/kr — B/B
Lukn 1. 16 mr/kr —
e)xxeHeoesibHO B/B
Luknbi 2-9:
Kaxoble 3 Hedesnu

Kaxabie 4
+ Hegenu oo

VMP nporpeccum

LLukAbI 1-9: 6-HeAeAbHblE (42-AHEBHbLIE) LLUKAbI
LLukAbl 10+: 4-HeaeAbHble (28-AHEBHbIE) LLUKAbI

HabAloAeHune Ha
npeameTt
nporpeccuu
3a60A€BaHUA U
BbDKMBAEMOCTH

DVMP, AAP3AAEKC + 6opTte3ommnd + MeAddaAaH + MPeAHM3OA0H; VMP, 60pTe3oMnb + MEACDAACH + NPEAHU3OAOH, B/B — BHYTPMBEHHO,
M/K — MOAKOXHO, M/0 — NepopaAbHO, BAMM — BnepBbie AMATHOCTUPOBAHHAS MHOXECTBEHHA MHMeAroma, ATCK — ayTOAOTMYHAs
TPQHCMAQHTALLMS CTBOAOBBIX KAETOK, BBI — BbkmBaemocTs 6e3 nporpeccupoBarmsg, OO — obumm otseT, OX4O — 04eHb XOPOLLMM
4aCTUYHbIN oTBET, MO — NOAHBLIM OTBET, MOB — MMHMMOABHAOS OCTATOYHAS BOAE3Hb, OB — 0OLLLOS BEPKMBAEMOCTb.

Mateos M-V, et al. Daratumumab plus bortezomib, melphalan, and prednisone for untreated m:
Appendix.

Mateos M-V, et al. Daratumumab plus bortezomib, melphalan, and prednisone for untreated

uccrnepgoBaHusAl?

NepBuyHas
KOHeYHas
TOouKQ:

VBB

BTopu4iHbie
KOHEe4YHble
TOYKM:

YOO

¥=>0X40

=[O

VYMOEB (NGS; 1079)
VvOB
V¥be30nacHOCTb

A
Iz 45

st AAPSAAEKC

napatymymat

KOHUEHTPAT [\ NPHTOTOBNEHUA PACTBOPA AN MHEYSHt



DVMP BBbIl

MeguaHna follow-up — 27,8 mecsiua?

24 mecsua 30 mecsLues
100 /BbANY $asa MoHoTepanuu Aapatymymabom
— (ToAbko rpynna DVMP)
R
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X
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8 MeanaHa DVMP:
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@)
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L
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O
o
_
AN 28% :
0 ° MeanaHa VMP:
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Q %
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Ll
;g HR 0.43
i (95% CI10.35-0.54; P<0.0001)
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MECSLLbI

Mateos M-V, et al. Daratumumab plus bortezomib, melphalan, and prednisone for untreated myeloma. N
Engl J Med. 2018;378:518-528.

Dimopoulos MA, et al. One-year Update of a Phase 3 Randomized Study of Daratumumab Plus Bortezomib,
Melphalan, and Prednisone (D-VMP) Versus Bortezomib, Melphalan, and Prednisone (VMP) in Patients (Pts)
With Transplant-ineligible Newly Diagnosed Multiple Myeloma (NDMM): ALCYONE. Oral presentation
presented at ASH 2018; San-Diego, California, USA. https://irgenmab.com/static-files/6b8046a9-010f-4edé-

bal19-86faed7béd71
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DVMP IO

MeawnaHa AnuTenbHOCTU OTBETA — HE JOCTUrHyTa vs. 21,1 mecsua?

45%

DVM P *Kputepum clO BrkAOHAAM KpuTEpUK MO NAIOC HOPMAAbHOE

Nn=350 COOTHOLLEHME AETKMX LLeNen 1 OTCYTCTBME KAOHOABHBIX
MACQ3MATUYECKMX KAETOK MO pe3yAbTaTam UIMX nam NP
QHAAM3A MAU ABYX-HETBIDEXLLBETHOM MPOTOYHOM
umtomeTpum.!

91%
00

VS.

DVMP, AAP3AAEKC + 6opTe3ommb + meAddaAaH +
NPEAHM30AOH; 2MO — NOAHbBIN OTBET MAM AyyLLE; O - MOAHBIM

747 oTtBeT; UMX - UMMYHOTUCTOXMMUYECKMIA;
(o] no NP - uUMMYHODAYOpEeCLLEHTHbIM; YO - YaCTH4HbIM oTBeT; clO
18% - CTpOrMM NOoAHbIM 0TBET; OXHO - O4eHb XOPOLLIMIM YACTUYHBIM
OO otBeT; VMP, 60pTe30MMO + MEACDAACH + MPEAHM3OAOH.

> 2 X 3HAYUTEAbHO GOAbLUE NALUEHTOB AOCTUTAM

raybokoro orseta Ha DVMP no cpaBHeHuUIo ¢

NALMEHTOB AOCTUFAIOT VMP B nepBoi AMHMK Tepanuu'-2
NoAHOro oTBeTa!

B 2 pasa 6oAbLue

(]
AN Y
w
(<]
.1 ¢
Mateos M-V, et al. Daratumumab plus bortezomib, melphalan, and prednisone for untreated myeloma. N EnglJ Med. 2018;378:518-528. TVMVM 6
Dimopoulos MA, et al. One-year Update of a Phase 3 Randomized Study of Daratumumalb Plus B i -VMP) Versus Bortezomib, Melphalan, and nqapa y y d

KOHUEHTPAT A8 NPHTOTOBNEHWA PAcTBOpA ANA MHCY3Hi

Prednisone (VMP) in Patients (Pts) With Transplant-ineligible Newly Diagnosed Multiple Myél 2018; San-Diego, California,

USA. https://ir.genmab.com/static-files/6b8046a9-010f-4edé-bal9-846faed7béd71
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DVMP 1O

NMoXxuablie naumeHTbl 275 AeT

Meawnana follow-up — 16,5 mecsaual

[MOAHBIM UAM BOAEE TAYDOKMIM OTBET

41,3%

87,5% OO0 DVMP (n=104)

70,1% OO VMP (n=107)

no
X MauueHTbl 275 AeT HYawLe AOCTUIAIOT FAYO6OKHUX
B 2 pasa GoAblue oTBeToB Ha Tepanuio DVMP no cpasHeHuio ¢ VMP,

NALUEHTOB AOCTUFAIOT 4YyTO conocTaBumo c ITT-nonyAaumen’
noAHoro otseTa’

$ AAP3AAEKC

napatymymat

- KOHUEHTPAT ANA NPHUTOTORABHMA PACTEOPA ANA MHAY3HIA
1.  Cavo M, et al. Oral presentation S107 presented at EHA Congress, Stockholm, S



DVMP 1O

MaumeHTbl ¢ Nnoye4yHon HegocTtaTouyHOCTbIO (CrCl 30-60 mrn/MuH)

MeamnaHa follow-up — 16,9 mecaua!
[MOAHBIM A BOAEE TAYOOKMIM OTBET

42,7%
89.3% OO0 DVMP (n=150)
241%
73.1% OO VMP
(n=145)

no
X MaumeHTbl ¢ noye4Hon HepocTaTodHocTbio (CrCl
B 2 pasa GoAble <60 MA/MMUH) HaLLLE AOCTUFAIOT FTAYGOKMX OTBETOB HA

NALMEHTOB AOCTUFAIOT DVMP, 4yto conocTtaBumo c ITT-nonyasumnen’
noAHoro otseTa’

$ AAP3AAEKC

napatymymat

- .
1.  Cavo M, et al. Encore Poster presented at the annual meeting of The German, Austrian, anelSwi logy (DGHO) Vienna, A
Austria, Sept 28 — Oct 2, 2018. e



DVMP

p<0,0001
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Mecsupbl

3HA4YUTEAbHO OOAbLLUE NALUEHTOB AOCTUTAMU

B 4 pasa 6oAbLue
NALUEHTOB AOCTUIAIOT
MOB-HeraTusHocTH'2

HaubGoAee rAyboKoro oTeeTd Ha TepPAnuio, 4To
OTPA3MAOCH B yBEAMYEHMM BBIM12

Mateos M-V, et al. Daratumumab plus bortezomib, melphalan, and prednisone for untreated myeloma. N EnglJ'Med: 2018;378:518-528.

Dimopoulos MA, et al. One-year Update of a Phase 3 Randomized Study of Daratumumaid Plus B
Prednisone (VMP) in Patients (Pts) With Transplant-ineligible Newly Diagnosed Multiple Myel
USA. https://irgenmab.com/static-files/6b8046a?2-010f-4edé-bal9-86faed7béd71
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DVMP MOB

[laumeHTbl C NoYEeYHOU HEQOCTATOYHOCTbIO
(CrCl <60 mn/mMuH)

MeamaHa follow-up — 16,5 mecaua’

CrCl 40-60 MA/MHUH CrCl 260 MA/MUH
[P <0,0001— p<0,0001 —
5% | il

0%

DVMP VMP | DVMP VMP

MOBb-

> X 3HA4YMTEABHO GOAbLIE NALUEHTOB AOCTUIAM
B 3 pasa Goablue HanboAee rAyboKoro oTBETA HA TEPANMUIO, YTO

NALMEHTOB AOCTUIQIOT OTPA3MAOCDH B yBeAM4eHuu BB
MOB-HeraTuBHocTH!

$ AAP3AAEKC

napatymymat

KOHUEHTPAT AR NPUTOTORNEHA PACTBOPA AN MHAY3HA
Cavo M, et al. Oral presentation S107 presented at EHA Congress, Stockhol_
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DVMP BBl
y NOXUNbIX NauueHToB 275 neT

MeanaHa HabnwoageHuna — 16,5 mecsinal
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MeanaHa He 4OCTUrHyTa

DVMP 275 net
I MeanaHa He 4OCTUrHyTa

VMP <75 net
MegnaHa—17.9
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HR=0.53
(95% C10.32-0.85; p<0,001)
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et al. Oral presentation S107 presented at EHA Congress, Stockholm, Sweden, 2018.
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DVMP BBI1

Yy NaluneHTOB C Nno4ye4yHOU He4OCTAaTOYHOCTbLIO

(CrCl 30-60 mn/muH)

MeamaHa follow-up — 16,9 mecaua’

BbI)KUBAEMOCTb BE3 MPOrPECCUPOBAHUS B 3BABUCUMOCTU OT KAUPEHCA KPEATUHUHA'

18-mecsauHas BBl

DVMP (CrCl <60 mA/MuH)
MeAMaHa — He AOCTUIHYTA

DVMP (CrClI >60 MA/MUH)
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MeanaHa - 18.3 mecaua
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Cavo M, et al. Encore Poster presented at the annual meeting of The German, Austrian, and Swiss

Associations of Hematology and Medical Oncology (DGHO) Vieiii' iliiiio, Sept 28 — Oct 2, 2018.
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DVMP OB

Meamnara follow-up - 27,8 mecsaua?

30-meca4Has 36-meca4Has
BBIM-2 BBIM-2

%

Bb>KMBAEMOCTb ©€3 NPOrPeCcCMPOBAHMS
HQO CAECAYIOLLLEMN AMHMU TEPAMMN,

40 —
20 —
HR = 0.59
95% Cl,0.43-0.82; p =0.0013
O | | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39
MecsLpl
No. at risk
VMP 356 323 308 294 285 275 264 244 213 123 62 21 4 0
D-VMP 350 327 323 317 310 300 290 280 265 172 90 38 9 0

1. Mateos M-V, et al. Daratumumab plus bortezomib, melphalan, and prednisone for untreated myeloma. N Engl J Med.
2018;378:518-528.
2. Dimopoulos MA, et al. One-year Update of a Phase 3 Randomized Study of Daratumumab Plus Bortezomib, Melphalan,
and Prednisone (D-VMP) Versus Bortezomib, Melphalan, and Prednisone (VMP) in Patients (Pts) With Transplant- Q.
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1.

3aKknro4vyeHue

AyTO-TpaHcnnaHTauma-cTaHaAapT NepBor NMMHUM Tepanum
MHOXXECTBEHHON MNENOMBI.

[TauneHTam c N[ n ctapwen Bo3pacTHOM rpynrbl MOXET ObITb
BbIMOJSTHEH 3TOT METO/ JIEe4YEHUs.

[1ns HekaHOMOaToOB NOSABUMMUCH CXEMbI TEpanun, KOTOpbIe
NO3BONSAOT AOOUTLCA ANUTENBLHbLIX IMYDOKMUX OTBETOB.

[NobasneHne gapatymymaba K Tepanuu neHanugomMmaom v
AeKcaMeTa3oHOM 3Ha4YMMO NpoaneBaeT BbiXKMBAEMOCTb 6e3
nporpeccun.

[NobasneHne gapatymymaba K Tepanuu neHanugomMmaom v
OeKcaMmeTasoHOM MOBbILIAET YacTOTY BblPpa)XEHHOCTb U
ONUTENbHOCTb OTBETA Ha NeveHne. B ToM 4yucne y naymeHToB
cTapLuen Bo3pacTHOM rpynnbl U y NaLMeHToOB C NOYEYHOU
HegOoCTaTO4YHOCTbIO.

Mateos M-V, et al. Poster presented ASH 2018; #3270. https://ir.genmab.com/static-files/608046a9-010f-4edé-ba19-86faed7béd7 1
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