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Measure Type Primary

Measure Title FPercentage of Participants With Response

Measure Description Fercentage of participants with response: complete response (CR) or partial response (FR)
maturation of all cell lines and persistent dysplasia was noted in peripheral blood hemoglobi
abnormal before treatment except: bone marrow blasts decreased by ==50% over pre-treat

Reporting Groups
Description

Decitabine Decitabine 20 milligram per sguare meter (mg per m*2) will be administered intravenous (into a vein)
or continued until disease progression or unacceptable toxicity.

Participant Flow: Overall Study
Measured Values
Decitabine
Decitabine

STARTED 3
Participants Analyzed 1

[Units: Participants] COMPLETED 16

Percentage of Participants With Response NOT COMPLETED 21
[Units: Percentage of Participants] )

Objective disease progression
Physician Decision
Withdrawal by Subject

Death

Adverse Event

IClinicalTriatpov/AnEfficacyandSafetyStudyof Decitabinim Participant#/ithMyelodysplasSyndrom@viDS)/N@D 744757



L1V 20003

Il tsBd32d helsizf Iz
temMfdy L WEefhsfHY 2

{ M H Y s =W inlksde:

RBG2I2dzlf slz+ &
fkz tehM2tB ] BBYL

Crenens pucka o IPSS

Red [ [ [ JJ]O1LRC

Ny d2ss2¢ ¢
Gl lsfdzf n Mm2ls

( Mis! L+ W&
3 (50,0)
3 (27,3)
6 (32,3)

145
3 (50,0)
8 (72,7)
11 (64,7)

oy k2 el lskz 2
SISk 2

& thfHsfBE2H

[MopnepxwuBaromas Tepamnus

Jlakorex

Menuana
BpPEMEHH JI0

OOmmii
YPOBEHb

Menuana
BpPEMEHH [0

O6muit ypoBeHB
OTtBera

OTBETa
(TTO+40)

nepexozna 8 OMIJI
WK CMEPTH

(mEm)

(ITO + 490)

nepexozna B OMJI |
WA CMEPTH
(fuEH)

15/89
(17%)

Bce 6onpHEBIE

340

0/81

219

11/61
(18%)

ITpomexyTO4HbIH-2 1
BBICOKMH

335

0/57

189

8/38
(21%)

[TpomexyTouHBIN-2

371

0/36

263

3/23
(13%)

Bricokuit

260

0/21

79

R dzfn Is iz § o \ d fzh§ ds fstizic gz @ OO K@zjbdpt 118112014¢, 6 § ¢ d ) ls © Qe dsis Hed 525
7



http://www.rceth.by/NDfiles/
http://www.rceth.by/NDfiles/
http://www.rceth.by/NDfiles/
http://www.rceth.by/NDfiles/
http://www.rceth.by/NDfiles/
http://www.rceth.by/NDfiles/
http://www.rceth.by/NDfiles/

fryvf2vouv3 Ruedw[ [ [] 1 RC

Jryrfaoor [ QL2 OLfr[BO tuB [rzr [t

] 2wyl y 3By R ( zBlskzfb zBlskzf Lz
Grade 1-2, Grade34,

B 9 ls B 9. ls

L Otelh j dzgd¥ s fMlssissdg
d dzd g% Olsdyj MSs2 MmdMhl
Odzd &3 Yyd MEd2 MmddzH tets 3
st sydlss jded W
OcteOdz zsydIs L

RL B3] dzj dzgdVv dzOB tsteOls tsto«
cdyJwBddzdiclze d dz &3 W

ftsor" hjdedj kZtoctsodaw ¢
fsorhjdzdj BktetsodzvW ¢ b




31 fr 3

. R sdz' Lotsto jOteadag(2dzlg g tc Off td Jftf Otc
d Yy d g Gedgfids d ts 18 5 ¢ OLiaff dgddy & SI20 o L2
4 Bt dzf 19 Wi divtg £ Islsfb fo@snds ' fglststey Is ts
dzd dzdiug tnCoddz™ § Is W

o tsfyflsOdatso dzj dzd j &5 ¢ j O s dsedyj Ms
fdzed 3 J dedJ B3 f sisted Bdesmisd o f J toj dzd
Mdzd y 4 ded d a3 W J Misd ¢ dzd dzd yd M< d -
Mdzd ¥ Jd dzed J @3 ©dME O ISLLOdZW SteBOYJd d

1
[
1 H
C

2. 1 4L [zaz! dsi@fipdz) H sSpeCodadjvls § das i
f tod j d3dijjdysj?dzts fiod jagsOndshigflsfy tg joaddts
4 YydsObBgtal ddzj L st OfMmdzsdsleg OB
s e dzO MzQ dedgve e ¢ d daR R EAsfggs o
Mtcd HodEBY " s gzgad frjdsesdzs § gH O J «
dzd M J dzOIs Y eztizglzdegovtc,© Wlsg) rtetc O ) J dac
f oW o df HAd ™ tdytsc dzO Mg jdsckyve M | -
d dz¥¥ s te disBj dyjfds. OB d dzj 0



t Res |

a3 dzd Bd L Oy d d

edecitabinBrocedurla EMEA/H/G0222119July2012

ou Nk - Pl =
SPafo.a
_ : jJ@‘BBmm
.WO..ZBD.JYI —— _ S[FoeT
cho B8 BES 9l g
B.J?@E.m Hrqrq&Q,n%Bm.J
N wu  E3887 o 848
—LHNL P =R Blo=n 0

04
04
<
=
p—
04
—h
04
—
04
—h

roprietamya

[t 3

= -~ =
N pa VY
Soonoc o8
nEHEE T Ylu
=~ .J.?.I?S.% ) lq"
O T+ S 80O -~
7 Boue <8

8AssessmemneporDacogeinternationabn




tid

%3 ts

d i O dzdk
I‘We

C 5 dzOH

)

ki

. B
L Qdadif wsHindss
o

ke

a‘%”&s

Sy
"€
I
J
e
b7

C 5 dzOH
Bts
B zts y
@g%.é”
o b
At

%5
e
by

i s b @
%anqglddﬁ@w

o2

t Res |
B3d ded B3 L Oyd d
Y
QL)
d
Omts
Y
e
S

Ote
fi
5 H
B9
@l
O

BWH
B9
et
2
L Qdady
@
CJd

s
15
P
¢
de e,

4

S

g

C

i
5
¢

SH
s
s
&
fr) Idso
SV

[ JIsBHT

04
04
<
=
—
04
—h
04
—
04
—h

NERESEY o

5 mommﬁ =
SN Vo ®MP
TV Rt T ,S.m
D8 8.0 755
.ZtBl.Wo.&.laBqu
Lz = T

[t 3

.ﬁG.z
8| 42




o 5 [ ULUBULAU

S8 [ BRI U

Cu [ 56 d diyBodnd I dzD Vi2H 8O di jj dgPjs s dzts e d d
Ct1 1At OH d O] sl didgts Xizts dats e df tsfotg) ISSHQ) edz JJ ddglls 15
Hdp'L etsidz' -

C LG I to] frydseimkCoRy s dzO vdisflsypQjedz jj digPjs ts dzts ¢ d

C vl dIs ek lsxi@ry s s dz¢ @Y yOe




MHCTATYT
EMOOPrAHMYECKOM XMMMUHK
HAH BENAPYCHU

bnarogoapt 3a E

[ § sW j Blszeyx sy BBV} WMy 329 c¢cBBIS
o2 MHuHBB2N yIsdzf € y2dz22 [BYy2fsBdit sf & B dZBY
T IA e A Otcdse d dzls j L &

(SIS 7ANC— S (.S N A, = W > W— " — s . ey s 40 o o NV

e-mail. www.iboch.beet. by
220141 j MY &zB dzd &

2O T T i
bdz. &S OHj BdS A

ez =te N oadsy O HF Ctsicf .

ONO)
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RESPONSES DEFINED BY IWG 2000 CRITERIA'

Bone marrow On repeat aspirates:
s <5% myeloblasts
« Mo dysplastic changes

Peripheral blood In all samples during response:
Complete response = Hgb =11 g/dL (no transfusions or
(CR) 28 weeks erythropoietin
s+ ANC =1500/pL (no growth factor)
» Platelets =100,000/pL (no
thrombopoietic agent)
= No blasts and no dysplasia

Bone marrow On repeat aspirates:
+ =50% decrease in blasts over
pretreatment values
OR
« Improvement to a less advanced MDS
FAB classification

Partial response
(PR) 28 weeks

Peripheral blood Same as for CR

] sdzdzOw toj B Higd® dstedZ3OdzdL Oydwy MmMisOes O s
Yy Offilsd ydzOw toi jodsdifrifrisdOvdzts o dzj dzgd j ff € OL Ols j dzj 2
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stsisdasBsL ctso OW Iztez)j el fgcfiad j B dzOMistso
st BOddL Oydd S OLOISjdj2 1s.
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11.3.3. Kpurepum KIMHUKO-1eMaTOJOTHYCCKOrO OTBETA [IPH JICYEHUH [IepBUY-

Hbix MJIC

~ Kareropuu
[lonuas  pe-
MUCCHS

Kpurepuu

B xoctHOM Mo3re < 5 % ©OnacToB, HOpMaJbHOE CO3peBaHHE BCEX
KJIETOYHbBIX NUHUI, BO3MOXKHO HaIH4YUEe MOPPOJIOrHYECKUX MpH-
3HAKOB AUCIUIA3UH

B nepudepuueckoit kposu: Hb = 110 /n, tpomGouuter > 100
-10°/m, neiitpoduas > 1,0 -10%/1, HeT 61aCTHBIX KJIETOK

YacTtuuyHasg
pemMuccHs

Kputepuu MONHON peMHCCHUHU, NPH 3TOM KOJMYeCTBO 6JacTHBIX
KJIETOK B KOCTHOM Mo3re > 5 %, HO yMeHblueHo Ha > 50 % oTHo-
CUTEIBHO TIEPBOHAYAILHOIO 3HAYeHHUS

Knetounocts 1 Mopdoiorus 3HayeHus He UMEIOT

Crabuimza-
s

OTC)/'TCTBHC KIIHHHAYCCKHX U .Jl?.lGOp'd'l‘OprlX [TPU3HAKOB Mporpec-
CHPOBalHs B TCHCHHE ?:_8 HCHECIIb

Hporbeccn—

poBaHue
0osleBaHuUs

3a-

Veenuuenue KonuuecTsa 0JIacTHBIX KJIETOK B KOCTHOM MO3Ire Ha >
50 % u nr000# U3 CleAYIOWUX KpUTepueB: cHkeHue Ha > 50 %
OT MakCHMMaJbHO JOCTUTHYTOIO BO BpeMs JIeYeHHs KOJIMYeCTBa
rpaHyJIOLMTOB WK TpomboumToB, a Takke Hb wa = 20 r/n um
HaJuyue TpaHcdy3MOHHOI 3aBUCUMOCTH

OrcyTrcTBHE
orBera Ha Je-
yeHHe

JletanbHbIA UCXOJ BO BpeMs JI€YEHUS WITH TPOrpeCcCHpPOBaHUe 3a-

DoneBaHus, XapaKTepu3yoleecs yriyoneHuem LUHMTOIeHHH, YBe-

JMYCHUECM TIpOUECHTa OJIACTHBIX KJIETOK B KOCTHOM MO3re, TpaHC-

dopmauuei B 6onee HebnaronpustHbid Bapuant MJC uam oct-
bIH JIEWKO3

PenuauB mo-
cie  [OJIHOH
WIM  YacTHY-
HOW pEMHCCHUH

JIi000ii MpU3HAK U3 CIEAYIOUIUX: MOBBILIEHHE KonyecTBa Oact-
HBIX KJETOK B KOCTHOM mo3re Ha > 50 % oT MHHMMAaJIBbHOIO BO
BpeEMsI PEMHCCHH, YMEHbIlIeHHEe adCOIOTHOrO YKUclia rpaHyIoLH-
TOB, TPOMOOLUUTOB, CHH)KeHHE KOHUeHTpauuu Hb Ha > 15 r/a unm
NosiBAEHUE TPAHC(Y3HOHHOHN 3aBUCUMOCTH

s dzd dzd i Je iy GpF Galziztbnjis\fi§ dddurd p ais s BPNABEEUZ) it 1 dzlsfoyr 420108




rdy 11 rRr 4

JIJ1s1 OLIEHKU PE3yJITATOB JICUCHUS! OOJIBHBIX C PElUIMBaAaMU U pedpakTepHOCTEI0 MM
UCIIONB3YIOT KpUTEpuH, pazpadoraHHble EBporieiickoil rpynmnoil nepecajaku KpoBU U
xoctHoro mo3ra (EuropearGroupfor Blood andBoneMarrow TransplantEBMT).

OTtBeT

Kpurtepun onieHku oTBeTa

[lonnas pemuccns
(ITP)

1. <5 % nmna3MaTHYeCKuX KJIETOK MPU HOPMAIBHON MOPQOJIOTUU B MyHKTATE
KM, nonyuerHoro yepe3 > 1 Mec mociie 3aBeplieHns: Kypca XMMHUOTEPaIliy;

2. oTcyrcTBHEe M-0€iKa B CBIBOPOTKE U/WUJIU MOYE;

3. HET YBEJIMYCHUS WM IMOSBJICHHUS HOBBIX OYAroB JIM3UCA B KOCTAX (HAJIMYHE
KOMITPECCHOHHBIX MEPETOMOB HE HCKIIIOUAET BO3MOXKHOCTh YCTaHOBUTH [1P);

4. HeT TIa3MOIIMTOMBI M DKCTPaAMETyJUIIPHBIX 0YaroB.

Tloutn OJIHAas
pemuccus (nllP)

Bce xputepun, xapakrepssie s [IP, Ho M-I1poTenH B CBIBOPOTKE MM MOYE
BBISIBJISIETCS C TIOMOIIIbIO METO0/1a UMMYHO(DHUKCAITUU

Crporas  momnHas
pemuccus (cI1P)

1P, a Tak)ke HOpMaIbHOE COOTHOIICHHE cBOOOHBIX Jerkux 1enei (FLC 0,26—
1,65) 1 oTCyTCTBHE MJIa3MAaTUYECKUX KJIETOK B KOCTHOM MO3I'€, IOATBEPKIACHHOE
C MOMOIII0 2—4-1IBETHOM NMPOTOYHOIN IUTOMETPHUEH

Ouens xopomas YP
(ox4P)

CHIDKEHHUE MapanpoTerHa B CIBOPOTKE Ha > 90 %, a Takke B CyTOYHOM Moue
<100 mr

Yactuunas
pemuccus (YP)

1. cHwxeHue ceiBOpoTouHoro M-6enka > 50 %

2. nmpu mnporeuHypuu beHc-J[KOHca: CHIDKEHHE SKCKPELMU JIETKUX Lene B
cyrouHoi Moue > 90 % (< 200 mr/cyr).

( Mdzd 1 Isd ftsCOLOIsj dzd dzgj o tsL sy dets d L ¢
O50 %, jMmdzd +Ists dgj ofsL dBtsy dzts, Ists
CsMisdetsds B Usdsjc H OO0 € OO0 MR tsHdzts dn BT
3. YMEHBIIIEHHE pa3Mepa MATKOTKaHHBIX IuiazMouuToM > 50 % (usukanbHoe,
PEHTIEHOJIOTMUECKOE UCCIIEIOBAHNE KOCTEN CKETIeTa).

4. crabuiaM3anusi OCTEOJECTPYKTHBHOIO Ipolecca (Haludyue KOMIIPECCHOHHBIX
TIEPESIOMOB HE UCKITIOYAET BO3MOXKHOCTh ycTaHoBIeHHs YP).

s dzd dzd i Je iy GpF Galziztbnjis\fi§ dddurd p ais s BPNABEEUZ) it 1 dzlsfoyr 420108
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MuHnMaiIbHBIN
(kpuTepuun

OTBET
EBMT)

1. cHmxeHne mapanpoTerHa B ChIBOPOTKE Ha 2549 % u M-nporenHa B CyTOYHOM
Moue Ha 50—89 %, HO ero konmuecTBO Bee etie > 200 Mr/cyT.

2. ipu npoteunypun benc-J[)koHca: yMEHBIIEHHE CYTOYHOW KCKPELWH JIETKHX
neneit Ha 50-89 %, uto npespimaet 200 mMr/cyT.

3. HET yBENWUEHHs pa3Mepa M KOJIMYECTBA JTUTUYCCKUX TMOBPEKICHUH B KOCTSIX
(rmosiBIIEHNE KOMIIPECCUOHHBIX NIEPEIIOMOB HE MCKIIFOYAET OTBET)

HES § tS dzdzd isyyetizAnélmie MsarkoTkaHo# 1wia3mMonuToMbl Ha 2549 % (eciu
OHa BBISBIISIACH UCXOJTHO).

Crabmnnsanus
3abomneBanus (C3)

1. HecooTBercTBUE KpuTepusiMm MO u miporpeccupoBaHusi 3a00JI€BaHUSI.

2. crabunuzaiys mapaMmerpoB OOJie3HH (BKIIFOYAs YMCIO U pa3Mepbl KOCTHBIX
JIeCTPYKIIUi1), OTCYTCTBUE yBenuueHus: M-0enka B ChIBOPOTKE KpoBH U Oernka benc-
Jl>xoHca B Moue Ha poHe He MeHee 3-X LIMKJIOB TePaIHH).

[IporpeccupoBanue
3abonesanus (113, y
MaIeHTOB y
KOTOPBIX HE
nonyuyeHa [1P)

Hanuuwue xots 661 1 npuzHaka:

1. yBenuueHre ypOBHSI MOHOKJIOHATBHOTO UMMYHOTIJIOOYIIMHA > 25 % B CHIBOPOTKE
(> 5 t/n), B Mmoue (> 200 mr/cyr).

2. npu nporeuHypun beHc-J/[)KOHca: yBEIMYEHUE CYTOUYHOM SKCKPEIMH JIETKUX
nieneid > 25 % (> 200 mr/cyT).

3. yBenuueHue 1mia3MokieTouHoi naduiabTpanuu KM 1o jaHHBIM MCClen0BaHUs
nyHkraTta/Ouonrtara KM > 25 %.

4. yBenMueHHE Pa3MEpPOB CYIIECTBYIOIIMX OYaroB OCTEOJIN3a WM MITKOTKaHbBIX
IUIa3MaITOM.

S. TOSABJIECHUM HOBBIX OYAaroB OCTEOJM3a WM MSITKOTKAHBIX IJIa3MaliTOM
(KOMITPECCUOHHBIE TIEPETIOMBI HE YUUTHIBAIOTCS).

6. TOSBICHUE THIMEPKAIbIIMEMUN (KalblIMd CBIBOPOTKH > 11,5 ™Mr/mn wmm
> 2,65MMOIB/1T), HE CBS3aHHOMN C IPYroil MPUYHHOM.

s dzd dzd i Je iy GpF Galziztbnjis\fi§ dddurd p ais s BPNABEEUZ) it 1 dzlsfoyr 420108
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 Growth inhibition  Cytotoxicity

5.AZA-CdR | x 10 M 1 X 107 M

ARA-C 2% 10°M 1 x10*M

*IC,,, conceatration (:t 20%) which produces 50% in-
h:b;tu:m of growth for 48 h exposure.

tLC,,, concentration (4 20%) which produccs 50% cell
kill for 6 h exposure.
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CdR2 AraCts B dz) [z 2 d3? GB(s2 1218y ¢ dz>

] 32 Y BAZA

Drug Concentration 5-methylcytosine* (%) [nhlbumn (%)
none | .o 4,26 £ 0.247 0
5-AZA-CdR M | 2.07 £ 0.66 | 51
S—AZA-CdR 1.33 £ 0.72. 69
5 AZA-CdR | 1,07 £0.74 .
ARA-C- ' ' 3.88 &£ 0.21
ARA-C Rl 4.54 £ 0.51
ARA-C ' >0 |
] d32 Y EAZA{CdFBQAr&CtS B G' L 2 CGB Y dfORRciL128@R35 § dyidz? ¥
. Total Survival 60 day Lethal drug

Drug - - dose . time survivorsf = toxicity§
' : {me/ke) {davs) '
None - - o 6.1 & 0.5t 0/10

5-AZA-CdR 5.0 246+ 44 0/5

5-AZA-CdR C 100 30.0 £ 6.7 0/5

 5-AZA-CdR - 20,6 48.0 £ 2.5 3/5

5-AZA-CdR’ 44 >60 | - 8/5

ARA-C 468.9 20,6 £5.3 0/5

ARA-C 1969.4 25.4 * 4.8 0/5

ARA-C 1442  21.6 £2.3 0/5

ARA-C 1995 303 =55 0/5

HJ yd lsaACdRy d Is O teaCd ddeanS.D ,-H HBdzw d3" M j 2, or ydehd-

Btsdzj dzls © { tod oldH Peadyvdzvh Isd@ dBd®R ) dzj s Odz! dzr &3 dMmn s
ftod o do Odzf1210I0 95 Baigds® of life span H jflzacd @ JlalZfzd p jilac s L gdIsts
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Dacogen Supportive Care

Overall Response Rate (CR+PR) 15 (17%)** 0 (0%)
Complete Response (CR) 8 (9%) 0 (0%)

Partial Response (PR) 7 (8%) 0 (0%)
Duration of Response
Median time to (CR+PR) response - Days (range) 93 (55-272)
Median Duration of (CR+PR) response - Days (range) 288 (116-388)

**p-value <0.001 from two-sided Fisher's Exact Test comparing Dacogen vs. Supportive Care.
TIn the statistical analysis plan, a p-value of <0.024 was required to achieve statistical significance.

1533 o FHyQimtseo 52 ddaW zL d d, COYHI ] 8 Yy 9 Isjyg dzdj

gy dw d3t 2B Iz dsf Hf yysemfcetfHYf 2Islsd3dyJfcecB2Y
W B Y SN dsL V" Byl VR ESEEdHY

Dacogen
Parameter N=99
Overall Response Rate (CR+PR) 16 (16%)
Complete Response (CR) 15 (15%)
Partial Response (PR) 1 (1%)

Duration of Response

Median time to (CR+PR) response - Days (range) 162 (50-267)
Median Duration of (CR+PR) response - Days (range) 443 (72-722+)
+ indicates censored observation

20380 o fuQimtsle 82 ddeW ko dd o Isjyddedy 5 f shdzpH t
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GRADE 3/4 ADVERSE EVENTS 25% INCIDENCE ADOPT SINGLE-ARM TRIAL

Neutropenia
Thrombocytopenia

Anemia

Febrile neutropenia
Pneumonia

Fatigue

Dyspnea

Staphylococcal bacteremia
Asthenia

Leukopenia

Pancytopenia

200389 o fuHQM &lo ts 2

dqdzv 2L d d

9

Zy 3t 54y sy scdg®22 23 L )yIskz?2, M H2
5% toB YINF®OE { @ Isls di3y ADPEB s

(N=99)
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TC (combined
Dacogen group)
QOutcomes n =242 n =243
CR + CRp 43 (17.8%) 19 (7.8%)
OR=25
(1.40, 4.78)°
CR 38 (15.7%) 18 (7.4%)
EFS® 3.5 2:1
2:5,4.1)° (1.9,2.8)°
HR =0.75
(0.62, 0.90)"

3.7 :
(2.7,4.6)° (1.9,3.1)°
HR =0.75
(0.62,0.91)°
CR = complete remission; CRp = complete remission with incomplete platelet recovery, EFS = event-free survival,

PFS = progression-free survival, OR = odds ratio, HR = hazard ratio
- = Not evaluable

a
Reported as median months
95% confidence intervals

[ OCschpids @PpOmtslo s?2 ddWkzLr dd o Isjyjdedj 5 fsMmdzj Hise O
s d&zzyh Oov Mt tcwedds[H dylsf jREBRERB Jsdis\y jedf JJ W1 0 ff sfdzj His9 O

33




