Tinekn ans OHKOﬂOFa/FIikale/OHKOFIOFiHHMX 3aknagis

AsaunTuamu ANa iH'ekyin
Ekcripesa

onuc
EKCNPE3A (asauntuaun ans iH'ekyiit) MicTuTe asaumTuank P, akui ¢ nipuMiguHoBUM
HYKNEOosuaHumM ananorom UATHAMKY. AsaumnTiuamy — ue 4-aMiHo—1-p-D»pwﬁomypaHoamms-
TPuasuH-2(1H)-ok CTpyKkTypHa dopmyna Taka:
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Emnipuing Popmyna CeH12N4Os. Mcnexynapna Bara 244. Asauutugun e co6ot0 cyxoio
PEY0BUHOIO BiA Binoro A0 Maixe 6inoro Konsopy. BcraHosneHo, Wo asauutmamH we
PO34vHRETECS B aueToHi, eTaHoni Ta MeTuneTunkeTow;; ManoposuuHHui g €TaHoni/sogi
{(50/50), ADONINeHrnikoni Ta noniemnenm&xoni; BaXKOPO3UUHHIAIA y BOp, HacudeHomy soaoio
OKTaHoni, 5% AEKCTpoawn y sopi, N—Memn-z-niponi,qui, d)iaionoriuuomy PO34uHI it 5% Taik-
80 y Bogi; i posunmHui ¥ AuMeTuncynedoxeugi (amco).

ToTosuit MPORYKT nocTasnseTscs CTEPUNbHINA thopmi ans BiIHOBNEHHS Y BUrnsgi cycnenaii
ANs nigwkipHmx iH'eKuiit abo PO34uHeHHs y Burnsgi PO34MHY 3 noaanswmm PosseneHHsm gna
BHYTDIWHBOBE HHOT iHchysii. Koxen niodinizosanuii pnakoH Ekcnpesa MicTuts 100 mr
asaunuTuauHy LP. i 100 mr MaHiTy y Burnsigi CTepunsHoro NiogbinisosaHoro nopouky.

KIHHIYHA DAPMAKONOriS

Mexanism nif

AsaumtuauH e aHanorom  nipumiauHosoro HyKneosugy  umtuauny. Bsaxaetscs, wo
A3aUNTUAUH NposBAsE crolo NPOTUNYXAUHKY gito, 3ymMosnioYm rinomeTuniosanus OHK i
NPAMY  LUTOTOKCMYHICTD Ha aHomaneHi FeMONOETUYHI  KniThHY B Kicn(osomy MO3Ky.
Konuenrpayis A3AUMTUANHY, HeobXinHa Ans makeumansHoro MPUTHIYEHHS MeTUnoBaHHS
AHK in vitro, we BUKNUKEE 3HauHoro NPUTHIYEeHHS CuHTEe3y NIHK. linomeTuniosanms MOoXxe
BiAHOBUTYH HOpManbHy dywkyio rexis, skie KpUTHSHUMKM ans AudepeHuiayii ta nponicgepatji.
Linrotokeuysi edektn 832UNTUANHY BuknukaloTs 3arvbens KNITUH, ski wenako ginsTses,
BKIAOYE0YM pakosi KOITHHI, 8K Ginble HE pearyioTe Ha Hopmanbhi MEXaHi3Mu KoHTponio
pocry. Henponitpepy»oqi KNITUHK BiaKocHo HeYwyTnuei no asauutuauHy.

DapmakokineTuka
mapmaxo«iuemxy a3aUnTUAKHY Busvanu v 6 nauienTis 3 MAC nicng ©AHOPa308oi NigwkipHoi
(AL) nosu 75 mrm2 1a OAHOPA30BOI BHYTPIlLHLOBEHHOT (8/8) nosu 75 mr/m2. Asauntunum
WBHAKO  BCMOKTYeTbCH  micng AiALWKipHoro BBEAEHHS, MakcuManbHa KOHUeHTpauis
alaunTuauny B nnasmi 750 + 403 Hr/mn BinGynacs yepe3 0,5 rogumm. BiogoerynHicTs
a3aUNTUAMHY niguikipHo no 8iaHoWeHHI0 [0 A3BUATUAMHY  BHYTPILIHLOBEHHO CTaHOBUTL
noubnusne 89%, BUXO484M 3 nnowi nig  Kpusow. CepegHiit o6'em Po3noginy nicng
BHYTPILHBOB@HHOO BBBAGHHS CTanosuTs 76 i+ 126 -1 Cepeanin oyesuaHun NigWKipHMA
KIPEHT CTaHoBUTS 167 + 49 nirop, a CepenHin nepiop HanisBuBeeHHs nicns nigwkipHoro
BBEAEHHR CTaHOBNTL 41 + 8 XBUNUH,

OnyGnikosai BocnimKeHHs nokasyioTe, wo BUBEOEHHR 3 ceven ¢ OCHOBHUM  Wnsixom
BUBEAEHHS a%aUMTUAKMHY Ta tioro Metabonitis. Micns BHYTPIlIHLOBEHHOTO BBEIEHHS
pagioakTueHoro 83aUNTUANHY 5 XBOpUM Ha PaK KyMynsTueHe Bupinenns ia Ceyelo craHoBuno
85 % papioakTusHo] Ro3u. Ekckpeuis dekanismu CTaHoBuna <1% seeneHoi PpapioakTtusHocri
npoTsirom 3 gHis. CepenHe BuBeperHs PagioakTueHOCTi 3 cevero nicns nigwkipHoro BBEAEHHS
14C-aaaummamy CTaHosuno  50%. CepenHin nepion HanissuseaeHHs 3aranbHoi
pagioakTusHocTi (asaummunHy Ta  ioro meTaboniris) 6ys  nogiGHum nicns
BHYTDIWHbOBEHHOTO Ta nigwkipHoro BBEAEHHS, NpuGnuano 4 rogunu.

Ocobniugi FPynv Hacenenus

Brnus nupkosot abo neuiHkosoj HepocTatHocTi, crari, 8iky a6o pacu Ha q)apmaKOKiHeTMKy
a3aYnTHAMHY He BUBYaBCS.

NOKA3AHHA TA BUKOPUCTAHHS:

Ropoceni navienru ycCima nigrunamu Mienouucnnacm%ux CuHapomis (MAC)

Asaumrugun nokasakuy nnsg NiKyBaHHs nauiexTis  ja TakuMu  nigtunamu hpaHko-
AMEPUKAHCLKO-BPUTAHCHKOFO (PAB) Mieno,qucnnacmworo CUHAPOMY: pedbpakTepHa aHemis
{PA) abo pedpaxTepHa anemis 3 KinbYacTumu cnaepobnacramu (skwo CynpoBoaxyeTsca
HelTponenic abo TpomBouuTonewieio abo noTpebye nepenusanHs Kposi). pecpakTepra
AHEMIS 3 HannwiKom 6nacris PAHB (PAHB), pedpakTepHa anemis 3 Haanwkom bnacris y
TpaHchopmayi (PAHBT) i xpomiunuei MienomoroLMTapHUis 71eikos (XMM1).

LO3YBAHHA TA 3ACTOCYBAHHS:

Mepwuit yuxn nikyBanks

Movarkosa Ro3a, o PekomerayeThes, ANs nepworo yukny NiKyBaHHa ans scix nauieHris
HelanexHo sig BUXigHUX TeMaToNoriYHux nabopatoprunx nokasHukie craHosuTs 75 Mr/m2
MOWKIDRO a6o EHyTDfUJHbOBeHHO. woaHs npotsrom 7 AHis. MNauyientam cnig nposectu

Noganuusi UMKNW iKYy BaHKg

Livknu novpiGro NOBTOPIOBATH KOXHI 4 TyxHi. o3y moxHa 36inbwuTh Ko 100 MI/M2, skuwo
nicns 2 uuknis NiKYBaHHS He crnocrepiraeTscy CNPURTANBOro edekry Ta FKWO He BUHMKNO
THWKX TOKCUYHMX Peakuii, Kkpim HYBOTH Ta 6niosoTy. PeKomeHuychcsz, wob nauieHTn
NPOXOAMNU Kype NiKyBaHHs MiHimym Big 4 A0 8 uuknis. OpHak, nosHa a6o “acTkosa Bignosige
MOXe BumMaraTn gonarkosuyx UMKNIB nikysaHHs. NixyBaxHs MoxHa npoposxysaTh 40 TYx nip,
foxut npoaoexye GyTy KOpPUCHUM Ans nauienTa,

NayicHTin norpiGre KONTpOnO8aTH woao remaronorivHof peakuii Ta HUpKoBsoT
TOKCUMHOCTI, a Takox 3aTPUMKI 260 IHMKenHs RO, AK ONUCAHO Huxve,

Kopurymawnmus RO3YBAHHA 3anexto Big naboparopuux remaronoriunmx nokaszuuxis
Lns nauiewTis i3 Buxigrum bisHeM (nouatok NiKYBaHHSR) nedkouutie > 3.0 x 109/n,
HeUTpodhinia > 1,5 x 109/n7 i TpomGouuTamy > 75,0 x 109/n, Kopuryiite AO3y Takum YuHom,
BUXOA8UM 3 HalHkyoro PiBHS AR Byab-akoro AaHoro yukny,
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Kinskicts y Haaupi

Hewtpodinu
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% Hosa B HacTynuomy uukni

Lns naujenris, Y AKUX BUXIOHUIA piBems nenkoLmTis < 3,0 x 109/n, HenTpodinis < 1,5 x 109/n
abo TpomGoyutis < 75,0 x 109/n, KOpUryBaHHs foau mae ’PYHTYBaTUCS Ha HaRHUXY
KinbkocTi Ta KNITUHHOCTI  Gioncif KicTkosoro MO3KY Ha MOMeHT HalHuxyoro piBHa. sk

SHWKEHHS KinbkocTi KicTkosuit mosok

elikouuTis abo KniTuHHicTs Gionci nia vac Haawpy

pombouuTis y % Big

Axwo AOCATHYTUIA HalHV*Y U piBeHs (Haaup), BusHaueHu y Tabnvui suuye, HacTynHui kypc
nikyBaKHs NoTpiBHo NPOBECTU Yepes 28 awis nichg no4aTky nonepeaHsoro Kypcy, sa ymosu,
WO KinbKicTs nerkouuTis i TPomGouuTis Ha >25% nepesulyye HalHKy i 3pocTae. Akwo po
28-r0 AHE He cnocTepiraeTbes 36inblwenks Ha >25% suwe HalHUx4oro PiBHS, KinbkicTe
NoTPiBHO nepeoyiniosaTy KOXHI 7 Anis. Akwo 3BinbWeHHs Ha 25% we cnocrepiraeTecs no 42
AHS, TO nauiexTa NOTPiBHO nikysaTu 50% sannaxosanoi A0o3un.

Kopurysanus ARO3yBaHHA Ha ocHoBi DYHKUIT Hupok Ta ENeKTPONiTIB cuporarTky

SAxwo BiabysacThen HE3pOo3yMine sHuKeHKs pisHsa 6h<ap60HaTy B cuposaTyi kposi go <20
Meks/n, gosy NOTPIBHO 3MeHWUTY Ha 50% nig vac HacTynHoro kypcy. AHaroriyHo, AKWO
CnocTepiraeTscs He3poaymine ninsuwenns ACK abo cuposaTkosoro KpeaTuHiny, Hactynmu
UMKN noTpiGHo BiaknacTu, AOKU 3HAYEHHS He noBepHyTbes fo HOpManbsHux abo BUXIgHMX
nokaskukig, a RO3Y MOTPIBHO 3MEHLMTY Ha 50% nig vac HaCTynHoro nikysanHs.

Mpurotysauus fipenapary Ekcnpesa ans BBEAEHHSN:

Ekcnpesa e UMTOTOKCUYHMM MPeNapatom, i, sk i 3 iHwumm MOTEHLIAHO  TOKCUYHUMM
cnonykamu, HeoGxigHo 6yt 06epexHimu nig yac po6ortu Ta NPUTrOTYBaKHs cycnewaii
Exkcnpesa.

IHeTpykuin ans nigwkipuoro BBefeHHs:

Ekcnpesa HeobxiaHo BiaHoBNOBaTH B acenTuyHuX ymosax aa Aonomoeroic 4mn crepunsHo;
BOAM ANs iH'eKii. Poaumimuk noTpi6HO BBOAUTY NOBINGLHO y chnakoH. Exeprisino CTpycCiTh abo
NOKPYTiTe chnakon A0 OTpUMaHHs OAHOPIAHOT cycnewaii, Cycnensis byne KanamyTHoro.
Otpumana CyCneHsia Mictutume 25 Mr/mn asauuTuauHy. He QinbTpyitTe CyCneHgsito nicnsa
BiHOBNEHHR. Lle moxe Bupanutyu aKTWBHY peyoBuHy.

MiaroToska fo HeraiiHoro nigwkiptoro BBEAEHHS !

Boan Ginbwe 4 mp NOTPIGHO poaninuTy NOPIBHY Ha 2 winpuiju. Mpenapar moxna 3Gepiratu
NpU KiMHaTHIR Temnepatypi go 1 roanHwW, ane oro HeobxigHo BBecTy npoTsrom 1 rogunu
nicns po3ynHenHs,

Niaroroska A0 BiACTpoveHoro nigwkipHoro BBeOEHH:A:
BigHosnenuit npenapar Moxua 3Bepiratn y nakowi abo Habpatu 8 wnpuy. Josu Ginbwe 4

Aatv 3banaucysatucs o KiMHaTHoj TeMneparypu npotsrom 30 xeunun A0 BBEsieHHS.

Miqwkipre BBeAEHHS:

Ans otpumanus OAHOPIAHOT cycneHaiT BMICT fo3yiovoro wnpuua Heo6xigHo noBTOpPHO
cycneHaysartu 6esnocepeaHso nepen sBegeHHaMm, o6 nosTopHo CycneHaysartu, exepritino
nokaraiiTe WwnpuLy mis AONOHAMY, NOKM He OTpUMacTe OAHOPIAHY KanamyTHy CyCnensio.

Cycnensiio Ekcnpesa BBOASATL NigwkipHo. Aosu Ginbwe 4 un noTpibHo posnoginuTy riopisHy
Ha 2 wnpuuy ta BBECTU B 2 Okpemi Micus. Miusinte MiCus 4ns koxHoT i ey (cTerro, xuait
abo nneye). Hogi IH'eKUiT noTpi6Ho POBUTY WoHaiimenwe Ha 1 Aloim Big cTaporo wmicus |
HIKONN He poBuTy & Micue, ske HYTAVBAM, ypaxeHm, HepBoHuM abo Teepaum.

Cra6inshicrs cycnensii:

Mpenapat Excnpesa, 8iaHOBNEHM HeoxonomkeHow sogo ANA iH'ekuii ang niAWKipHore
BBEAEHHRA, MOXHa 36epiratu go 1 roaviHu npu 25°C (77°F) abo no 8 roavH npu Temneparypi
8ia 2°C po 8°C (36°F i 46°F); nicna PO34uHeHHs B OXONnoaxeHin (2°C — 8°C, 36°F — 46°F)
BOZI ANS iH'eKUil fioro MoXHa 3bepiratn nporsrom 22 rognu npu Temneparypi sin 2°C Ao 8°C
(36°F ta 46°F).

IncTpykuin ans BHYTPilWHbOBENHOrO BBEJEHHA:
BiaHosgiTe signosigry KiNbKiCTb  thnakonis Excnpesa ana AOcArHeHHs Gaxanoi poam.
Possenits koxen dnakod 10 mn CTepunsHoi Boan gns iH'exuyin. EHeprinto cTpycite abo



Binbepirs, HEOBXIAHY KinbkicTh po3duHy Excnpesa ans OTPUMaHHS NOTPIGHOT foaK | BBEAiTL
4010 8 50-100 Mn iHdyailinui naker 3 PO34MHOM xnopuay Hatpito 0,9% abo nakToBaHim
PO34UHOM Pidrepa.

Hecymicrictn BRYTPIWHLOBERHUX PO34UHiE

Exenpesa HECYMiCHUi 3 5%, PO34MHamMu gexcTposy, lecnarom abo PO34uHaMK, wo MictaTte
Gixapbomar, L posumin MOXYTb MigBULUUTK WBKUAKICTL po3napy asauntuanny, TOMYy X
iBHO yHiKkaTy,

BHyTpiwKboBeHne BBELEHHA!

Poayun Excnpesa BBOANTLCS BHYTPILUHLOBEHHO, Bseaits 3araneHy nosy npotsrom 10-40
xennun. Beenequs mae GyT1 3asepweno npoTarom 1 roauHu nicns PO34MHEHHS BMiCTY
Hnakona Ekcnpeaa

CrabineuicTs PO3unny:
Mipenapar Ekcnpesa, BIAHOBNEHU Ang BHYTPIWHbLOBEHHOrO BBEAEHHS, MoXHa 36epirati npu
25°C (77°F), ane BBEAGKHA Mae yTu 3asepLueHo npoTsirom 1 TOAUHU NiCNA poaunHeHHs

THKAPCHKI ®OPMU TA f1ii:
Excnpesa gns iH'ekuift nocrasnaeTbes y BUrNaai niodinisosaroro MOpouWKy y ogHopa3osux
dnakonax no 100 mr.

NPOTUNOKA3ZAHHS
Nowupeni anoskicui NYXNUHA neYinku
Exenpesa npotunokaszanmi nauieHTam ia nowmpermu 3NOKKICHUMI NyXnUHamMu nevinky.

MNigsuwyera SYTRuBICcTL fo a3auuTuauny abo MadiTony
Excnpesa APOTUACKA3aHUA NavicHTam 3 eigomow rinepuyTnuBicTIo A0 asauutuguky abo
MasiTony.

NMONEPEKEHHS TA 3AXO[U:

UVKIIOM n03yBaHHsS noTpibHo nposoguTy NOBHMWIt aHanis kposi ans KOHTpomio peakuii Ta
TOKCUdHoCT!. Ticna BeeaeHHs PekoMeHnoBsaHoi foau ans nepworo yukny posy ans
HaCTynHux uuknis NOTPIBHO 3MeHwWnTY abo eincTpounTy 3anexHo Bif HalHWxYoro pisHs
(Haaupy) Ta rematonoriuHoi peakuii,

Baxka nonepegus NEeYiHKOBa HegocTaTHICTL

Asaumtugun NOTEHUIAHO € renaToToKCUYHUM Y NAUieHTIs i3 Tspkkoko HanBHOK neyiHkoBoK
HejgocTatHicTio, TOMY wWoao nauieHTis iz 33XBOPIOBEHHAMM neyiHky HeobxigHa obepexHicTs.
ﬂoaiqomnﬂnoca, wo y nauieHTip
METACTATUYHOIO 3axXBOpIOBaHHS cnocrepiraeTbes Nporpecyioua nevikkosa koma Ta CMepTh
nig 4ac NIKYBAHHSR asaunTuamHom, ocobnmeo Y NaUierTI8 i3 BuxigHum piBHem anbbyminy <30
n. Asauntuaumm NpOTUNOXasaHui
nevinHky,

Besneka ta edeKTuBHICTL A3aUUTUANHY Yy nayieHTis 3 MAC 7a nevitkosoo HEAOCTaTHICTIO He
BUBYanucy.

Nesinkosi naronorii

Y nauientis, sk OTPUMYBAINW BHYTPIlLHLOBEKHE BBEAEHHRA asauntuguHy B KOMGiHayii 3
HLIAMY XiMioTepaneaTuHmm 3acobamu Ans nikysanHs CTaHis 6e3 MAC, nosigomnanocs
IpC nopylwienns dymkyji HUPOK BiA nigsuwerHs pigHsa KpeaTuHiHy 8 cuposaryi KpOBi a0
HUPKOBOI HeaocTaTHocTi Ta cmepti. Kpim Toro, y § nauienTiz 3 XM, sxi OTpuMyBanu
asaynTUaKH Ta €70N03KA, po3sKHyacs HUPKOBIIA TyGynsipHmit 4UNAOS, WO BU3HAYAETLES SiK
SHKEHHS DIBHS 6iKap60HaTy 8 CupoBaTui kpoBi 4O <20 meks/n Y 38'S3Ky 3 Ny)HOI0 Cevero Ta
rinokaniemieto (cvpoBatkoeui Kanim <3 Meks/n). Akuio cnocrepiraeTbes He3posymine

TOKCUYHOCTI, 0GKINhKMu ARAUNTUAMH Ta iHoro MeTaBoniTy BUBOAATLCA HnpKamu.
Beanexa ta ePEeKTUBHICTS A3AUMTUAMKHY y NauicHis 3 MAC ta Hupkosoro HEAOCTATHICTIO He
BUBYANUCH.

MoHitopunr nabopaTopHux Aocnigxens

Nepen koxHum UvKnom Heo6xigHo NPOBOAWTY NOBHMIA aHania KPOBi Ansi KoHTposo peakuii ta
TOKCUYHOCTE. Mepea novaTkom NiKyBaHHa HeobxinHo nposecTy DYHKUIOHaNbHMI TecT neYiHku
T8 Kpeatukin cupoaatii Kposi.

Bukopucranua nig yac BaritHocTi

A3aUMTUAMH  Moxe 3asaatv  wkoau nnoay npu  eeegenHi
PENPOLYKTUBHOMO Biky
azayuTuamHom,

BariTHill iHUi. MKiHkam
norpibro Pekomeraysaty yuukaty BariTHOCTi nig vac niKyBaHHa

Bukopucranus Y “onogikis
Yonosikam noTpiGHo PeKomeHayBaTu He MaTy Aiten nig yac nikyBaHHs asaunTnanHom,

HOBIYHI PEAKLYT

Mo6iuni peakuii, onucani g iHWUX posginax MapKyBaHHA: anemis, HelTponeHis,
TpomGounToneHis, niaBULLEeHHS piBHg KpeaTuHiHy s C1poBaTui kposi, Hupkosa HegocTaTtHicTs,
HUPKOBUR TYBynsipHiit aunpos, rinokaniemis, NeYiHKoBa Koma.

Nobiuni Peaxuli, aki BuHukaoTL HaubinLw vacro (niawkipre abo BHYTPIlUHbOBEHHE
8BEAEHHS): HyaoTa, aHeMis, TpoMSuuMToneHin, 6nioBaHHs, TNMXoMaHka, nenkoneis, Aiapes,
eputema B wmicui iH'exuii, 3aKpen, HeiTponeHis, €KXimMO3, netexii, o3wo6, cnabkicts Ta
rinokaniemis,

Hadvacriwi  noGiyni peakuii (>2%), wo pU3BOAATL Ao KniHiuxoro BTPyYaHHs
(nigwkipre a6o BHYTPIWHbOBEHHe BBeAeHHR):

Mpunudenns: nevikoneHis, TpomBoyutonetis, HeRTponewis.

Losa, wo npuiMaeTscs: nevikonewis, HelTponeHis, TPomBouuToneHis, nipekcis, NHEBMOHISR,
hebpunsua HENTponeHis,

3HuxeHa goaa: neuxoneis, HERTPONeHis, TpombouutoneHis.

NoBiuni Peakuil B KniKiynux AochigxeHHsx

Y KniHivHux O0CNIQXeHHaX i3 NiAWKIPHUM BBEACHHAM asaunTuauHy — HenTponenis,
TPoMBoLuTOneHs, aHemis, nygora, 6nioBatins, Aiapes, sakpen Ta eputemal/peakuis y Micui
H'eXUIT Manu TEHREHU0 A0 36inbLIeHHs Yactotv npu 3aCToCyBaHHI BUWUX Ao3 azayntuguny.
MoBivki peaxii, siki manu TeHAEHLI0 ByTi Binbiy BUP@*EHUMU NpoTsarom nepwix 1-2 yuknis
MiKY8aHHS 3 nigwkipHum BBEAEHHAM nopisHaHo 3 NisHILMMK  yuknamu, BKMOYanu
TPOMEOLUTONEHI, HelTponeHi, aHemiio, Hygory, 6niosory, epwTeMy/ﬁinh/CMHui/peaKuiT B
Micyi in'exyii, 3akpen, nerexii, 3anamMopoyeHHs, rinokaniemis Ta 6e3CoHHSs.

Mo6iuni peakuii 6ynu noaiGHuMu Y AOCNIMXEHHsX 3 BHYTPIWHL0BEHHUM Ta NIALKIPHAM
BBeAEHHAM. Mobiyni peakuii, aki, MabyTs, 6ynu cneundiyHo noB'A3aHi 3 BHYTPIHLOBEKHUM
Wwnsxom seedeHHs, BKNoYanu peakuii 8 micyi iHaDy3ii (Hanpuxnap, eputema abo Ginw) i
peakuii 8 micui katetepa (Hanpuknap, iHbekuis, eputema abo KpoBoTeua).

Mopywennn 3 6oky cuctemu KPoBi Ta nimdatuurol CUCTeMu:;
HeZocTaTHiCTb KicTkosoro MO3Ky, naHumToneHis, cnnenomeranis

arpaHynouuTos ~

Cepuesi NopyieHHs: Gibpunsyis nepencepas, cepuyesa HEOOCTATHICTb, 3acTika cepuesa
HEROCTaTHICTS, 3ynuHka AUXaHHS, 3acTinHa Kapaiomionaris.

Nopywenns sopy: oyna KpPOBOTEYa.
Wnyukoso-kuwkosi Po3naau: auseptukynir,
NepupekTanshui abcuec.

WiINYHKOBO-KULLIKOB] KposoTeudi, menewa,
3aranbhi Po3naau T1a aminu y micyi BBEAEHHA KDOBOBUNUB y Mmicy BBEJEHHS KaTeTepa,

NOTipWeHHS 3aransHoro isuuHoro anopos's, CHHAPOM CUCTEMHOT 3anarnbHoi peakuii.
l'enaToGiniapHi MOPYWeHHRA: XoneuucTur.

Mopywers 3 Goky iMyHHOT cucTemu: aHadinakTuuyHmi LUOK, rinepuyTnusicTs.

IHdbekuii Ta inBasii: abcuec kiHuigku, bakTepiansHa iHbekuis, uenionit, 6nacromikos,
iHtbekyin B Micyi iH'exuii, kne6cienosnuii Cencuc, HeluTponeHiuHui Cencuc, CTpenToKoKoBU
apurir, knebcienosxa NHeBMoHiIs, cencuc, CENTUYHUIA WOK, cTadbinokokosa BakTepiemis,
cTaginokokosa iHbekuyis, TOKCOMNasmos.

Nopywenus 06Miny peyosun i XapuyBaHHA: 3HEBOAHEHHS.

3 6oky KiCTKOBO-M’n30801 CHCTEMM Ta CNONYYHOT TKaHUKK: nocuniooTbes Boni 8 kicTkax,
M'si30Ba cnabkicTs, Gine Y wmi.

BobposiicHi, 3NOAKICHI Ta HeyTOuYHeH] HOBOYTBOpPeHHS: neitkemis LKipu.

Mopywenns 3 Goky HEpBOBOI CrcTemMu: KPOBOBMAUE Y MO30K, cygomu, BHYTPIWHLOYEPEnH
KPOBOBUNUBY.

Nopywernsn 3 60Ky Hupok Ta cevoBunyckaHHsa: Bino Yy nonepexy, Hupkosa HeJoCTatHicTe,
3 6oky oprania AWXaHHA, rpyAHOT KNiTku Ta CepenoCTiHHA: KPOBOXapKaHHs, iHinbTpaLis
NereHis, NHeBMoHiT, pecnipatopHui AucTpec.

3 Boky wkipu Ta nigwxipHoi KNITKOBUHMK: raHrpeHosHa niogepmis, cBepbix, yulinsHenHs
LKipu.

Xipypriuni Ta nikyBansHi npoueaypu: xoneumcrekromis,

Cynunni NOPYLIEHHA: opTocTaTuyHa rinoTewais.

B3AEMOAIA NIKAPCHLKMX 3ACOEBIB

Locnipkenns B3aemogii mMix A3AUNUTUAMHOM Ta iHWUMU npenaparamu He nposoaunucs,
BUKOPUCTAHHS B CNEUIANBHUX rPYNAX HACENEHHS

BaritHicTs

BarirHicTe Kareropin D

A3a8UMTANH MOXe 3aBfaTy wkoam NNoay npv sBefieHHi BariTHin KiHUI. KniHigHnx AocnigkeHb
i3 3acTocysanHam 83aUMTUAUHY Y BariTHUX XIHOK He nposoaunocs.

Marepi, aki roayore

KniHivni BOCHiAXEHHs y Martepis, ski FOAYI0Th, He NpoBoAWnUCS. Asauntuaun a6o ioro
MeTabonitu MOXyTb BURinaTUCS y TPYAHE MONoKo.

Megiatpuyne BUKOpUCTaHHg

Beaneka 1a ecbexTusmicrs a3aUNTUANHY Y NepiaTpUYHIX NauienTiB He BuBYanucs.
FepiaTpuyne BUKOPUCTAHHA

Binomo, uso a3aUMTUAMH Ta 1ore MeTaBoniTn 3HaYHOI0 MIPOK0 BUBOAATBLCS HUpKamu, Tomy
A0UinsHo KOHTpONoBaTH thyHKuio HWPOK y nauieHTis 3 NOpyweHHam yHkuii HUPOK.

Cratb

Kniniyno 3HaYywmx BigMIHHOCTEN y 6e3neui Ta €PeKTUBHOCTI 3anexHo Bia cTaTi He 6yno.
Paca »

Aani  wopo 6eaneky, eeKTUBHOCT
NPeAcTasHukie pisHmux pac siacyTHi.
NEPEQO3YBAHHS

Mepenoaysanus A3AUNTUANHOM MOXE BYVKNWKATH Riapeto, HYROTY Ta 6nioBaHHs nicns
0AHOpa3osoro BHYTPIlUHLOBEHHOIO BBEAEHHA NpubnusHo 290 mr/m?. Y pasi nepenosysaHHs
nauiexTa cnig KOHTponiosaTtu 3a Aonomorow  signosiakoro aHanisy kposi Ta Hanasaty
ni,quMMle‘-ly Tepanit 3a PeKomeHpauiamu nikaps. Hemae BiaoMoro cneyucbiynoro anTugoTy
Ans asauntugumy.

AK NMOCTAYAETLCS/ 3BEPITAHHSA TA MOBOMXEHHS

Ak nocravaetnen

Excnpesa (asauntuaun pns iH'€KUIN) nocTavaeTbes Y Burnagi niedinisosakoro fOpOLLKY y
nakoHax no 100 mr 0aHOpa3oBoro 3aCTOCYBaHHS, ynaKosaHux Y KapToHHi kopobku no 1
nakoHy.

36epiranus

36epiratn npu TeMneparypi Huxye 25°C.

NosoaxekHs Ta yTunisauyis

MoTpi6Ho 3actocosysaTtu npoueaypu HanexHoro NOBOAXeEHHS Ta yTunizauii NPOTUNYXITUHHUX
!Ipenaperis. Byno ony8nikosaro KinbKa iHCTPYKUi 3 UBOTO nuTaHks. Hemae saransHoi 3rogu
woao Toro, wo sci npouenypu, PekomenfoBaHi B IHCTPYKUiSX, € HeobxiaHumy abo
AOpeYHUmMM.

Ta  dapmakokiHeTuuHoro NOPIBHAHHS cepeq

® 3apeectposana TOprosa Mapka.

Burotosnero & IHgii:
PAPMA NIMITEL,
BapeecTposanuit odic: HATKO XAYC, POY[] Ne 2,
BAHXAPA Xinnc, XAVOAPABAL-500 034.
372725



For the usage of an Oncologist/ a Hospital / a Cancer Institutions only

Azacitidine for Injection
Xpreza®
TSI
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DESCRIPTION

XPREZA (Azacitidine for Injection) contains Azacitidine |.P., which is a pyrimidine
nucleoside analog of cytidine. Azacitidine is 4-amino-1-B-D-ribofuranosyl-s-triazin-
2(1H)-one. The structural formula is as follows:

P

The empirical formula is CH,N,O,.  The molecular weight is 244. Azacitidine is a
white to off- white solid. Azacitidine was found to be insoluble in acetone, ethanol,
and methyl ethyl ketone; slightly soluble in ethanol/water (50/50), propylene glycol,
and polyethylene giycol; sparingly soluble in water, water saturated octanol, 5%
dextrose in water, N-methyl-2-pyrrolidone, normal saline and 5% Tween 80 in water;
and soluble in dimethylsulfoxide (DMSO).

The finished product is supplied in a sterile form for reconstitution as a suspension
for subcutaneous injection or reconstitution as a solution with further dilution for
intravenous infusion. Each lyophilized vial of Xpreza contains 100 mg of Azacitidine
1.P. and 100 mg mannitol as a sterile lyophilized powder.

CLINICAL PHARMACOLOGY

Mechanism of Action

Azacitidine is a pyrimidine nucleoside analog of cytidine. Azacitidine is believed
to exert its antineoplastic effects by causing hypomethylation of DNA and direct
cytotoxicity on abnormal hematopoietic cells in the bone marrow. The concentration of
azacitidine required for maximum inhibition of DNA methylation in vitro does not cause
major suppression of DNA synthesis. Hypomethylation may restore normal function
to genes that are critical for differentiation and proliferation. The cytotoxic effects of
azacitidine cause the death of rapidly dividing cells, including cancer cells that are no
longer responsive to normal growth control mechanisms. Non-proliferating cells are
relatively insensitive to azacitidine.

Pharmacokinetics

The pharmacokinetics of azacitidine were studied in 6 MDS patients following a single
75 mg/m? subcutaneous (SC) dose and a single 75 mg/m? intravenous (IV) dose.
Azacitidine is rapidly absorbed after SC administration; the peak plasma azacitidine
concentration of 750 + 403 ng/ml occurred in 0.5 hour. The bioavailability of SC
azacitidine relative o IV azacitidine is approximately 83%, based on area under the
curve. Mean volume of distribution following 1V dosing is 76 + 26 L. Mean apparent
SC clearance is 167 + 49 L/hour and mean half-life after SC administration is 41 + 8
minutes.

Published studies indicate that urinary excretion is the primary route of elimination of
azacitidine and its metabolites. Following IV administration of radioactive azacitidine
to § cancer patients, the cumulative urinary excretion was 85% of the radioactive
dose. Fecal excretion accounted for <1% of administered radioactivity over 3 days.
Mean excretion of ragioactivity in urine following SC administration of 14C-azacitidine
was 50%. The mean elimination half-lives of total radioactivity (azacitidine and its
metabolites) were similar after IV and SC administrations, about 4 hours.

Special Populations

The effects of renal or hepaticimpairment, gender, age, or race on the pharmacokinetics
of azacitidine have not been studied.

INDICATIONS AND USAGE:

Adult patients with all subtypes of Myelodysplastic Syndromes (MDS)
Azacitidine is indicated for treatment of patients with the following French-American-
British (FAB) myelodysplastic syndrome subtypes: refractory anemia (RA) or refractory
angmia with ringed sideroblasts (if accompanied by neutropenia or thrombocytopenia
or requiring transfusions), refractory anemia with excess blasts (RAEB), refractory
anemia with excess blasts in transformation (RAEB-T), and chronic myelomonocytic
leukemia (CMMoL ).

DOSAGE AND ADMINISTRATION:

First Treatment Cycle

The recommended starting dose for the first treatment cycle, for all patients
regardless of baseline hematology laboratory values, is 75 mg/m? subcutaneously
ar intravenously, daily for 7 days. Patients should be premedicated for nausea and
vomiting.

Subsequent Treatment Cycles

Cycles should be repeated every 4 weeks. The dose may be increased to 100 mg/
m? if no beneficial effect is seen after 2 treatment cycles and if no toxicity other than
nausea and vomiting has occurred. It is recommended that patients be treated for
a minimum of 4 to 6 cycles. However, complete or partial response may require
additional treatment cycles. Treatment may be continued as long as the patient
continues to benefit.

Patients should be monitored for hematologic response and renal toxicities,
and dosage delay or reduction as described below.

Dosage Adjustment Based on Hematology Laboratory Values

For patients with baseline (start of treatment) WBC 2 3.0 x10%L, ANC = 1.5 x10°%/L,
and platelets 2 75.0 x 10%L, adjust the dose as follows, based on nadir counts for any
given cycle.
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Nadir Counts % Dose in the Next Course

ANC (x10°/L) Platelets (x10%/L)
<0.5 <25.0 50%
0.5-1.5 25.0-50.0 67%
2.5 >50.0 100%

For patients whose baseline counts are WBC < 3.0 x 10%L, ANC < 1.5 x 10%L, or
platelets < 75.0 x 10°/L, dose adjustments should be based on nadir counts and bone
marrow biopsy cellularity at the time of the nadir as noted below, unless there is clear
improvement in differentiation (percentage of mature granulocytes is higher and ANC
is higher than at onset of that course) at the time of the next cycle, in which case the
dose of the current treatment should be continued.

WBC or Platelet Nadir Bone Marrow

% decrease Biopsy Celiularity at Time of Nadir

in counts from
baseline 30-60 15-30 <15
% Dose in the Next Course
50-75 100 50 33
>75 75 50 33

If a nadir as defined in the table above has occurred, the next course of treatment
should be given 28 days after the start of the preceding course, provided that both the
WBC and the platelet counts are >25% above the nadir and rising. If a >25% increase
above the nadir is not seen by day 28, counts should be reassessed every 7 days. If
a 25% increase is not seen by day 42, then the patient should be treated with 50% of
the scheduled dose.

Dosage Adjustment Based on Renal Function and Serum Electroiytes

If unexplained reductions in serum bicarbonate levels to <20 mEa/L occur, the dosage
should be reduced by 50% on the next course. Similarly, if unexplained elevations of
BUN or serum creatinine occur, the next cycle should be delayed until values return
to normal or baseline and the dose should be reduced by 50% on the next treatment.

Preparation of Xpreza for administration:

Xpreza is a cytotoxic drug and, as with other potentially toxic compounds, caution
should be exercised when handling and preparing Xpreza suspensions.

If reconstituted Xpreza comes into contact with the skin, immediately and thoroughly
wash with soap and water. If it comes into contact with mucous membranes, flush
thoroughly with water.

The Xpreza vial is single-use and does not contain any preservatives. Unused
portions of each vial should be discarded properly. Do not save any unused portions
for later administration.

Instructions for Subcutaneous Administration:

Xpreza should be reconstituted aseptically with 4 mL sterile water for injection. The
diluent should be injected slowly into the vial. Vigorously shake or roll the vial until
a uniform suspension is achieved. The suspension will be cloudy. The resulting
suspension will contain azacitidine 25 mg/mL. Do not filter the suspension after
reconstitution. It may remove the active substance.

Preparation for Inmediate Subcutaneous Administration:

Doses greater than 4 mL should be divided equally into 2 syringes. The product may
be held at room temperature for up to 1 hour, but must be administered within 1 hour
after reconstitution.

Preparation for Delayed Subcutaneous Administration:

The reconstituted product may be kept in the vial or drawn into a syringe. Doses
greater than 4 mL should be divided equally into 2 syringes. The product must be
refrigerated immediately. When Xpreza is reconstituted using water for injection that
has not been refrigerated, the reconstituted product may be held under refrigerated
conditions (2°C - 8°C, 36°F - 46°F) for up to 8 hours. When Xpreza is reconstituted
using refrigerated (2°C - 8°C, 36°F - 46°F) water for injection, the reconstituted
product may be stored under refrigerated conditions (2°C - 8°C, 36°F - 46°F) for up to
22 hours. After removal from refrigerated conditions, the suspension may be allowed
to equilibrate to room temperature for up to 30 minutes prior to administration.

Subcutaneous Administration:

To provide a homogeneous suspension, the contents of the dosing syringe must be
re-suspended immediately prior to administration. To re-suspend, vigorously roll the
syringe between the palms until a uniform, cloudy suspension is achieved.

Xpreza suspension is administered subcutaneously. Doses greater than 4 mL should
be divided equally into 2 syringes and injected into 2 separate sites. Rotate sites for
each injection (thigh, abdomen, or upper arm). New injections should be given at
least one inch from an old site and never into areas where the site is tender, bruised,
red, or hard.

Suspension Stability:

Xpreza reconstituted with non-refrigerated water for injection for subcutaneous ad-
ministration may be stored for up to 1 hour at 25°C (77°F) or for up to 8 hours between
2°C and 8°C (36°F and 46°F); when reconstituted with refrigerated (2°C - 8°C, 36°F
- 46°F) water for injection, it may be stored for 22 hours between 2°C and 8°C (36°F
and 46°F).

Instructions for Intravenous Administration:

Reconstitute the appropriate number of Xpreza vials to achieve the desired dose.
Reconstitute each vial with 10 mL sterile water for injection. Vigorously shake or roll
the vial until all solids are dissolved. The resulting solution will contain azacitidine 10
mg/mL. The solution should be clear. Parenteral drug product should be inspected
visually for particulate matter and discoloration prior to administration, whenever
solution and container permit.



Withdraw the required amount of Xpreza solution to deliver the desired dose and
inject into a 50 -100 mL infusion bag of either 0.9% Sodium Chloride Injection or
Lactated Ringer's Injection.

Intravenous Solution Incompatibility

Xpreza is incompatible with 5% Dextrose solutions, Hespan, or solutions that contain
bicarbonate. These solutions may increase the rate of degradation of Azacitidine and
should be avoided.

Intravenous Administration:

Xpreza solution is administered intravenously. Administer the total dose over a
period of 10 - 40 minutes. The administration must be completed within 1 hour of
reconslitution of the Xpreza vial,

Solution Stability:

Xpreza reconstituted for intravenous administration may be stored at 25°C (77°F), but
administration must be completed within 1 hour of reconstitution

DOSAGE FORMS AND STRENGTHS:

Xpreza for injection is supplied as lyophilized powder in 100 mg single-use vials.
CONTRAINDICATIONS

Advanced Mafignant Hepatic Tumors

Xpreza is contraindicaled in patients with advanced malignant hepatic tumors

Hypersensitivity to Azacitidine or Mannito!
Xpreza is contraindicated in patients with a known hypersensitivity to azacitidine or
mannitol.

WARNINGS AND PRECAUTIONS:

Anemia, Neutropenia and Thrombocytopenia

Azacitidine is associated with anemia, neutropenia and thrombocytopenia. Prior to
each dosing cycle Complete blood counts should be performed to monitor response
and toxicity. After administration of the recommended dosage for the first cycle,
dosage for subsequent cycles should be reduced or delayed based on nadir counts
and hematologic response.

Severe Pre-existing Hepatic Impairment
Azacitidine is potentially hepatotoxic in patients with severe pre-existing hepatic
impairment, caution is needed in patients with liver disease. Patients with extensive

baseline albumin <30 g/L. Azacitidine is contraindicated in patients with advanced
malignant hepatic tumors.

Safety and effectiveness of Azacitidine in patients with MDS and hepatic impairment
have not been studied.

Renal Abnormalities

Renal abnormalities ranging from elevated serum creatinine to renal failure and death
have been reported in patients treated with intravenous azacitidine in combination
with other chemotherapeutic agents for non MDS conditions. In addition, renal tubular
acidosis, defined as a fall in serum bicarbonate to <20 MEQ/L in association with an
alkaline urine and hypokalemia (serum potassium <3 mMEq/L) developed in 5 patients
with CML treated with azacitidine and etoposide. If unexplained reductions in serum
bicarbonate <20 MEQ/L or elevations of BUN Or serum creatinine occur, the dosage
should be reduced or held.

Patients with renal impairment should be closely monitored for toxicity since
azacitidine and its metabolites are excreted by the kidneys.

Safety and effectiveness of Azacitidine in patients with MDS and renal impairment
have not been studied.

Monitoring Laboratory Tests

Prior to each cycle Complete blood counts should be performed to monitor response
and toxicity. Liver function test and serum creatinine must be conducted prior to
initiation of therapy.

Use in Pregnancy

Azacitidine may cause fetal harm when administered to a pregnant woman. Women
of childbearing potential should be advised to avoid Pregnancy during treatment with
Azacitidine.

Use in Males

Men should be advised not to father a child while receiving treatment with Azacitidine.

ADVERSE REACTIONS

Adverse Reactions Described in Other Labelling Sections: anemia, neutropenia,
thrombocytopenia, elevated serum creatinine, renal failure, renal tubular acidosis,
hypokalemia, hepatic coma.

Most Commonly Occurring Adverse Reactions (SC or v Route): nausea,
anemia, thrombocytopenia, vomitin » Pyrexia, leukopenia, diarrhea, injection site
erythema, constipation, neutropenia, ecchymosis, petechiae, rigors, weakness and
hypokalemia.

Adverse Reactions Most Frequently (>2%) Resulting in Clinical Intervention (SC
or IV Route):

Discontinuation: leukopenia, thrombocytopenia, neutropenia.

Dose Held: leukopenia, neutropenia, thrombocytopenia, pyrexia, pneumonia, febrile
neutropenia.

Dose Reduced: leukopenia, neutropenia, thrombocytopenia,

Adverse Reactions in Clinical Trials

In clinical studies with SC  administration of Azacitidine, - neutropenia,
thrombocytopenia, anemia, nausea, vomiting, diarrhea, constipation, and injection site
erythema/reaction tended to increase in incidence with higher doses of Azacitidine.
Adverse reactions that tended to be more pronounced during the first 1 to 2 cycles
of SC treatment compared with later cycles included thrombocytopenia, neutropenia
anemia, nausea, vomiting, injection site erythema/pain/bruising/reaclion, constipation
petechiae, dizziness, anxiety, hypokalemia, and insomnia.

Adverse reactions were similar between the [v and SC studies. Adverse reactions
that appeared to be specifically associated with the IV route of administration included
infusion site reactions (e.g. erythema or pain) and catheter site reactions (e.qg.
infection, erythema, or hemorrhage).

Blcod and lymphatic system disorders:
pancytopenia splenomegaly.

agranulocytosis, bone marrow failure,

Cardiac disorders: atrial fibrillation, cardiac failure, cardiac failure congestive, cardio
respiratory arrest, congestive cardiomyopathy.

Eye disorders: eye haemorrhage.

Gastrointestinal disorders: diverticulitis, gastrointestinal hemorrhage, melena,
perirectal abscess,

General disorders and administration site conditions: catheter site hemorrhage,
general physical health deterioration, systemic inflammatory response syndrome.
Hepatobiliary disorders: cholecystitis.

Immune system disorders: anaphylactic shock, hypersensitivity.

Infections and infestations: abscess limb,  bacterial infection, cellulitis,
blastomycosis, injection site infection, Klebsiella sepsis, nNeutropenic  sepsis,
pharyngitis streptococcal, pneumonia Klebsiella, sepsis, septic shock, Staphylococcal
bacteremia, Staphylococcal infection, toxoplasmosis.

Metabolism and nutrition disorders: dehydration.

Musculoskeletal and connective tissue disorders: bone pain aggravated, muscle
weakness, neck pain.

Neoplasms benign, malignant and unspecified: leukemia cutis.

Nervous system disorders: intracranial
haemorrhage.

cerebral hemorrhage, convulsions,

Renal and urinary disorders: loin pain, renal failure.

Respiratory, thoracic and mediastinal disorders: hemoptysis, lung infiltration,
pneumonitis, respiratory distress.

Skin and subcutaneous tissue disorders: pyoderma gangrenosum, rash pruritic,
skin induration.

Surgical and medical procedures: cholecystectomy.
Vascular disorders: orthostatic hypotension.

DRUG INTERACTIONS
No drug-drug interactions studies were conducted between azacitidine and other
agents.

USE IN SPECIFIC POPULATIONS

Pregnancy

Pregnancy Category D

Azacitidine may cause fetal harm when administered to a pregnant woman. No
clinical studies were conducted with azacitidine in pregnant women.

Nursing Mothers
No clinical studies have been conducted in nursing mother. Azacitidine or its
metabolites may be excreted in human milk.

Pediatric Use

Safety and effectiveness of azacitidine in pediatric patients have not been studied.
Geriatric Use

Azacitidine and its metabolites are known to be substantially excreted by the kidney, it
is advisable to monitor renal function in patients with impaired renal function,
Gender

There were no clinically relevant differences in safety and efficacy based on gender.

Race
Data on safety, efficacy and pharmacokinetic comparison among different races are
not available

OVERDOSAGE

Overdose with azacitidine may cause diarrhea, nausea, and vomiting after receiving
asingle IV dose of approximately 290 mg/mz2. In the event of overdosage, the patient
should be monitored with appropriate blood counts and should receive supportive
treatment, as advised by the physician. There is no known specific antidote for
azacitidine.

HOW SUPPLIED/STORAGE AND HANDLING

How Supplied

Xpreza (Azacitidine for injection) is supplied as a lyophilized powder in 100 mg single-
use vials packaged in cartons of 1 vial.

Storage

Store below 25°C,

Handling and Disposal

Procedures for proper handling and disposal of anticancer drugs should be applied.
Several guidelines on this subject have been published. There is no General
agreement that all of the procedures recommended in the guidelines are necessary
Or appropriate.

® Registered Trade Mark

Made in India by:
NATCO

PHARMA LIMITED,

Regd. Office: NATCO HOUSE, ROAD No. 2,
BANJARA HILLS, HYDERABAD-500 034.
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1.3 Summary of product characteristics, labelling and instructions for medical use

1.3.1 Summary of Product Characteristics (SPC)

Enclosed



NATCO PHARMA LIMITED
SUMMARY OF PRODUCT CHARACTERISTICS OF
AZACITIDINE for INJECTION 100 mg/ Vial

1. NAME OF THE MEDICINAL PRODUCT
Azacitidine for injection 100 mg/mL powder for injection
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

The sterile single-use vial contains azacitidine 100 mg and mannitol 100 mg.

For the full list of excipients, see section 6.1

3. PHARMACEUTICAL FORM

Azacitidine for injection is a lyophilized powder in 100 mg single-use vials packaged in cartons of 1 vial
4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Azacitidine for injection is indicated for the treatment of adult patients who are not eligible for
haematopoietic stem cell transplantation (HSCT) with:
* intermediate-2 and high-risk myelodysplastic syndromes (MDS) according to the International
Prognostic Scoring System (IPSS),
® chronic myelomonocytic leukaemia (CMML) with 10-29 %, marrow blasts without myeloproliferative
disorder,
® acute myeloid leukaemia (AML) with 20-30 % blasts and multi-lineage dysplasia, according to World
Health Organisation (WHO) classification.
*  AML with > 30% marrow blasts according to the WHO classification.

4.2 Posology and method of administration

The recommended starting dose for the first treatment cycle, for al] patients regardless of baseline
haematology laboratory values, is 75 mg/m? of body surface area, injected subcutaneously, daily for 7 days,
followed by a rest period of 21 days (28-day treatment cycle).

It is recommended that patients be treated for a minimum of 6 cycles. Treatment should be continued for as
long as the patient continues to benefit or until disease progression.

Patients should be monitored for haematologic response/toxicity and renal toxicities (see section 4.4): a
delay in starting the next cycle or a dose reduction as description below may be necessary.

Laboratorv tests

Liver function tests, serum creatinine and serum bicarbonate should be determined prior to initiation of



therapy and prior to each treatment cycle. Complete blood counts should be performed prior to initiation of
therapy and as needed to monitor response and toxicity, but at a minimum, prior to each treatment cycle.

Dose adjustment due to haematological toxicity

Haematological toxicity is defined as the lowest count reached (nadir) in a given cycle if platelets < 50.0 x
10°/L and/or absolute neutrophil count (ANC) < 1 x 1091,

Patients without reduced baseline blood counts (i.e. White Blood Cells (WBC) >3.0x 10%) and ANC > 1.5 x
L0°/1, and platelets 2 75.0 x 10°/l) prior to the Jirst treatment.

Dose in the next cycle, if
recovery* is not achieved within

Cycle Nadir counts
Platelets (x 10%/L)
14 days (%
__ 100%

*Recovery = counts > nadir count + (0.5 X [ baseline count — nadir

Patients with reduced baseline blood counts (i.e. WBC < 3.0 x 10%L or ANC < 1.5 x 10/ or platelets <
75.0x 10°/L) prior to the Jirst treatment

Following Azacitidine for injection treatment, if the decrease in WBC or ANC or platelets from that prior to
treatment is < 50 %, or greater than 50 % but with an improvement in any cell line differentiation, the next
cycle should not be delayed and no dose adjustment made.

If the decrease in WBC or ANC or platelets is greater than 50 % from that prior to treatment, with no
improvement in cell line differentiation, the next cycle of Azacitidine for injection therapy should be
delayed until the platelet count and the ANC have recovered. If recovery is achieved within 14 days, no dose
adjustment is necessary. However, if recovery has not been achieved within 14 days, bone marrow
cellularity should be determined. If the bone marrow cellularity is > 50 %, no dose adjustments should be

made. If bone marrow cellularity is < 50 %, treatment should be delayed and the dose reduced according to

le if recove

is not achieved within 14 days (%
e — 21 days Recovery* > 21 days
[<15% 5 [33%
*Recovery = counts > nadir count + (0.5 x baseline count — nadir count)

Following dose modifications, the next cycle duration should return to 28 days.

Special populations

Elderly patients

Dose in the next cyc

=
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S
5
*
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Patients with hepatic impairmeny

No formal studies have been conducted in patients with hepatic impairment (see section 4.4). Patients with
severe hepatic organ impairment should be carefully monitored for adverse events. No specific modification
to the starting dose is recommended for patients with hepatic impairment prior to starting treatment;
subsequent dose modifications should be based on haematology laboratory values. Azacitidine for injection
Is contraindicated in patients with advanced malignant hepatic tumours (see sections 4.3 and 4.4).
Paediatric Ppopulation

established, Currently available data are described in sections 4.8, 5.1 and 5.2 but no recommendation on a
posology can be made.,

Method of administration
—=x110d of administration

site and never into areas where the site is tender, bruised, red, or hardened.

After reconstitution, the suspension should not be filtered. For instructions on reconstitution of the medijcal
product before administration, see section 6.6.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Advanced malignant hepatic tumours (see section 4.4).

Breast-feeding (see section 4.6).

4.4 Special warnings and precautions for use

Haematological toxicity

bleeding.

Hepatic Impairment




No formal studies have been conducted in patients with hepatic impairment. Patients with extensive tumour
burden due to Mmetastatic disease have been reported to experience progressive hepatic coma and death
during azacitidine treatment, especially in such patients with baseline serum albumin < 30 g/L. Azacitidine
Is contraindicated in patients with advanced malignant hepatic tumours (see section 4.3),

Renal impairment

Renal abnormalities ranging from elevated serum creatinine to renal failure and death were reported in

Patients should be advised to report oliguria and anuria to the health care provider immediately.

Although no clinically relevant differences in the frequency of adverse reactions were noted between
subjects with normal renal function compared to those with renal impairment, patients with renal
impairment should be closely monitored for toxicity since azacitidine and/or its metabolites are primarily
excreted by the kidney (see section 4.2).

Laboratory tests

therapy and prior to each treatment cycle. Complete blood counts should be performed prior to initiation of
therapy and as needed to monitor response and toxicity, but at a minimum, prior to each treatment cycle, see
also section 4.8.

Cardiac and Qu]monat_y disease

Patients with a history of severe congestive heart failure, clinically unstable cardiac disease or pulmonary
disease were excluded from the pivotal registration studies (AZA PH GL 2003 CL 001 and AZA-AML-001)

significantly increased incidence of cardiac events with azacitidine (see section 4.8). It is therefore advised
to exercise caution when prescribing azacitidine to these patients. Cardiopulmonaxy assessment before and
during the treatment should be considered.

Necrotising fasciitis

Necrotising fasciitis, including fata] cases, have been reported in patients treated with azacitidine.
Azacitidine therapy should be discontinued in patients who develop necrotising fasciitis and appropriate
treatment should be promptly initiated.

Tumour lysis syndrome

The patients at risk of tumour lysis syndrome are those with high tumour burden prior to treatment. These
patients should be monitored closely and appropriate precautions taken

4.5 Interaction with other medicinal Products and other forms of interaction

Based on in vigro data, azacitidine metabolism does not appear to be mediated by cytochrome P450
isoenzymes (CYPs), UDP-glucuronosyItransferases (UGTs), sulfotransferases (SULTSs), and glutathione
transferases (GSTs); interactions related to these metabolizing enzymes in vivo are therefore considered
unlikely.

Clinically significant inhibitory or inductive effects of azacitidine on cytochrome P450 enzymes are unlikely
(see section 5.2).




No formal clinical drug interaction studies with azacitidine have been conducted.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential / Contraception in males and females

4.7 Effects on ability to drive and use machines

Azacitidine has minor or moderate influence on the ability to drive and use machines. Fatigue has been
reported with the use of azacitidine. Therefore, caution is recommended when driving or operating
machines.

4.8 Undesirable effects

Summary of the safety profile

Adult population with MDS, CMML and AML (20-30% marrow blasts)

Adverse reactions considered to be possibly or probably related to the administration of Azacitidine for
injection have occurred in 97 % of patients.

The most common serious adverse reactions noted from the pivotal study (AZA PH GL 2003 CL 001)
included febrile heutropenia (8.0%) and anaemia (2.3%), which were also reported in the supporting studies
(CALGB 9221 and CALGB 8921). Other serious adverse reactions from these 3 studies included infections
such as neutropenic sepsis (0.8%) and pneumonia (2.5%) (some with fata] outcome), thrombocytopenia
(3.5%), hypersensitivity reactions (0.25%) and haemorrhagic events (e.g. cerebral haemorrhage [0.5%],
gastrointestinal haemorrhage [0.8%] and intracranial haemorrhage [0.5%]).

The most commonly reported adverse reactions with azacitidine freatment were haematological reactions
(71.4 %) including thrombocytopenia, Deutropenia and leukopenia (usually Grade 3-4), gastrointestinal
events (60.6 %) including nausea, vomiting (usually Grade 1-2) or injection site reactions (77.1 %; usually
Grade 1-2).



Adult population aged 65 years or older with AML with > 30% marrow blasts
The most common serious adverse reactions (= 10%) noted from AZA-AML-001 within the azacitidine
treatment arm included febrile neutropenia (25.0%), pneumonia (20.3%), and pyrexia (10.6%). Other less
frequently reported serious adverse reactions in the azacitidine treatment arm included sepsis (5.1%),
anaemia (4.2%), neutropenic sepsis (3.0%), urinary tract infection (3.0%), thrombocytopenia (2.5%)
neutropenia (2.1%), cellulitis (2.1%), dizziness (2.1%) and dyspnoea (2.1%).
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The most commonly reported (> 30%) adverse reactions with azacitidine treatment were gastrointestinal
events, including constipation (41.9%), nausea (39.8%), and diarrhoea (36.9%; usually Grade 1-2), general
disorders and administration  site conditions including pyrexia (37.7%; usually Grade 1-2) and
haematological events, including febrile neutropenia (32.2%) and neutropenia (30.1%; usually Grade 3-4).

Tabulated list of adverse reactions
~<oided LISt of adverse reactions

Table 1 below contains adverse reactions associated with azacitidine treatment obtained from the main
clinical studies in MDS and AML and post marketing surveillance.

Frequencies are defined as: Vvery common (> 1/10), common (= 1/100 to < 1/1 0); uncommon (> 171,000 to <
1/100); rare (> 1/10,000 to < 1/1,000); very rare (< 1/10,000); not known (cannot be estimated from the
available data). Within each frequency grouping, undesirable effects are presented in order of decreasing
seriousness. Adverse reactions are presented in the table below according to the highest frequency observed
in any of the main clinical studies.

Table 1: Adverse reactions reported in patients with MDS or AML treated with azacitidine (clinical

studies and post- marketing)
Uncommon Rare Not
Known
necrotising

pneumonia* sepsis* (including
bacterial, viral and fasciitis *
fungal),
neutropenic
sepsis*,
respiratory tract
infection (includes
upper and
bronchitis), urinary
tract infection,
cellulitis,
diverticulitis, oral
fungal infection,
sinusitis,
pharyngitis, rhinitis,
herpes simplex,
skin infection

System Organ

Infections and
infestations

nasopharyngitis

(including
pancytopenia*,

bacterial,
viral and fungal),

bone marrow
failure

Blood and
lymphatic system
disorders

Febrile
Neutropenia*,
neutropenia,
Leukopenia,
Thrombocytopenia,
anamia

Immune system Hypersensitivity
disorders reactions

Metabolism anorexia dehydration tumourlysis
decreased syndrome
appetite,
hypokalemia

nutrition
Psychiatric insomnia confusional state,
disorders anxiety,

disorders




Intracranial
Haemorrhage*,
syncope,
somnolence,
letharg

Nervous
disorders

system | Dizziness,
headache

Eye disorders Eye haemorrhage,

Conjunctival

haemorrhage
Cardiac pericardial effusion

—_m_-

Vascular Hypertension*,
disorders hypotension,

orthostatic

hypotension,

haematoma

Respiratory
Thoracic and
mediastinal

disorders

Interstitial
disease

Dyspnoea,
epistaxis

pleural effusion,
dyspnoea
exertional,
pharyngolaryngeal

Gastrointestinal Diarrhoea, Gastrointestinal

disorders vomiting Haemorrhage*,
constipation, (includes mouth
abdominal pain haemorrhage),
(includes upper haemorrhoidal
and abdominal haemorrhage,

discomfort) stomatitis, gingival

bleeding, dyspepsia

Hepatobiliary
disorders

hepatic
failure*,
progressive
hepatic coma

Skin
subcutaneous
tissue disorders

and Acute febrile
Neutrophilic
dermatosis
pyoderma

gangrenosum

petechiae, pruritus
(includes
generalized), rash,
ecchymosis

purpura, alopecia,
urticaria, crythema,
rash macular

Musculoskeletal arthralgia, Myalgia,
and connective | musculoskeletal myalgia
tissue disorders pain (includes

back,

bone and pain in
extremity)

Renal tubular
acidosis

Renal failure*
Haematuria,

Elevated serum
creatinine

Renal and urinary
disorders

General disorders
and

injection
site

pyrexia*, fatigue,
asthenia, chest

Bruising,
haemotoma,

administration site pain, induration , rash, necrosis
conditions injection site Pruritus, (at
erythema, inflammation, injection
injection Discoloration, site)
site pain, injection nodule and

site reaction
(unspecified)

haemorrhage (at
injection site),
Malaise, chills,
catheter site
hemorrhage

Investigations Weight decreased —

*=rarely fatal cases have been reported




Description of selected adverse reactions

Haematologic adverse reactions

The most commonly reported (> 10%) haematological adverse reactions associated with azacitidine
treatment include anamia, thrombocytopenia, neutropenia, febrile neutropenia and leukopenia, and were
usually Grade 3 or 4. There is a greater risk of these events occurring during the first 2 cycles, after which
they occur with less frequency in patients with restoration of haematological function. Most haematological

as sepsis, including neutropenic sepsis, and pneumonia were reported in patients receiving azacitidine, some
with a fatal outcome. Infections may be managed with the use of anti-infectives plus growth factor support
(e.g. G-CSF) for neutropenia.

Bleeding

Bleeding may occur with patients receiving azacitidine. Serious adverse reactions such as gastrointestinal
haemorrhage (0.8 %) and intracranial hacmorrhage (0.5 %) have been reported. Patients should be
monitored for signs and symptoms of bleeding, particularly those with pre-existing or treatment-related
thrombocytopenia.

Hypersensitivity

Serious hypersensitivity reactions (0.25 %) have been reported in patients receiving azacitidine. In case of
an anaphylactic-like reaction, treatment with azacitidine should be immediately discontinued and
appropriate symptomatic treatment initiated.

Skin and subcutaneous tissye adverse reactions

these adverse reactions led to discontinuation of azacitidine, or reduction of azacitidine dose in the pivotal
studies. The majority of adverse reactions occurred during the first 2 cycles of treatment and tended to
decrease  with subsequent  cycles. Subcutaneous  adverse reactions such as injection  site
rash/inﬂammation/pruritus, rash, erythema and skin lesion may require management with concomitant
medicinal products, such as antihistamines, corticosteroids and non-steroidal anti-inflammatory medicinal
products (NSAIDs). :

These cutaneous reactions have to be distinguished from soft tissue infections, sometimes occurring at
injection site. Soft tissue infections, including cellulitis and necrotising fasciitis in rare cases leading to
death, have been reported with azacitidine in the post marketing setting. For clinical management of
infectious adverse reactions, see section 4.8 Infections.

Gastrointestinal adverse reactions

The most commonly reported gastrointestinal adverse reactions associated with azacitidine treatment
included constipation, diarrhoea, nausea and vomiting. These adverse reactions were managed
Symptomatically with anti-emetics for nausea and vomiting; anti-diarrhoeals for diarrhoea, and laxatives

and/or stool softeners for constipation.

Renal adverse reactions




There is limited safety information available with azacitidine in patients > 85 years (with 14 [5.9%] patients
2 85 years treated in Study AZA-AML-001).

Paediatric population

In Study AZA~JMML—OO], 28 paediatric patients (1 month to less than 18 years of age) were treated with
azacitidine for MDS (n=10) or juvenile myelomonocytic leukaemia (IMML) (n= 18) (see section 5. 1).

All 28 patients experienced at least 1 adverse event and 17 (60.7%) experienced at least | treatment related
event. The most commonly reported adverse events in the overall paediatric population were pyrexia,
haematologic events including anaemia, thrombocytopenia and febrile neutropenia, and gastrointestinal
events including constipation and vomiting.

All 7 patients experienced at least | treatment-related adverse event. The most commonly reported adverse
events were neutropenia, nausea, leukopenia, thrombocytopenia, diarrhoea and increased alanine
aminotransferase (ALT). Two patients experienced a treatment-related event leading to dose interruption
(febrile neutropenia, neutropenia).

nhausea, and vomiting after receiving a single intravenous dose of approximately 290 mg/m?, almost 4 times
the recommended starting dose.

In the event of overdose, the patient should be monitored with appropriate blood counts and should receive
supportive treatment, as necessary. There is no known specific antidote for azacitidine overdose.

3 PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, pyrimidine analogues; ATC code: LOIBCO07




Mechanism of action
Mechanism of action

DNA methyltransferases, leading to hypomethylation of DNA. DNA  hypomethylation of aberrantly
methylated genes involved in normal cell cycle regulation, differentiation and death pathways may result in
gene re-expression and restoration of cancer-suppressing functions to cancer cells. The relative importance
of DNA hypomethylation versus cytotoxicity or other activities of azacitidine to clinical outcomes has not
been established.

Clinical efficacy and safet

Adult population (MDS, CMML and AMT. [20-30% marrow blasts])

The efficacy and safety of Azacitidine for injection  were studied in an international, multicentre,
controlled, open-label, randomised, parallel-group, Phase 3 comparative study (AZA PH GL 2003 CL 001)
in adult patients with: intermediate-2 and high-risk MDS according to the International Prognostic Scoring
System (IPSS), refractory anaemia with excess blasts (RAEB), refractory anaemia with excess blasts in
transformation (RAEB-T) and modified chronic myelomonocytic leukaemia (mCMML) according to the
French American British (FAB) classification system. RAEB-T patients (21-30 % blasts) are now
considered to be AML patients under the current WHO classification System. Azacitidine plus best
supportive care (BSC) (n = 179) was compared to conventional care regimens (CCR). CCR consisted of
BSC alone (n = 105), low-dose cytarabine plus BSC (n = 49) or standard induction chemotherapy plus BSC
(n = 25). Patients were pre-selected by their physician to 1 of the 3 CCR prior to randomisation. Patients
received this pre-selected regimen if not randomised to Azacitidine for injection. As part of the inclusion
criteria, patients were required to have an Eastern Cooperative Oncology Group (ECOG) performance status
of 0-2. Patients with secondary MDS were excluded from the study. The primary endpoint of the study was
overall survival. Azacitidine for injection was administered at a subcutaneous dose of 75 mg/m? daily for 7
days, followed by a rest period of 21 days (28-day treatment cycle) for a median of 9 cycles (range = 1-39)
and a mean of 10.2 cycles. Within the Intent to Treat population (ITT), the median age was 69 years (range
38 to 88 years),

In the ITT analysis of 358 patients (179 azacitidine and 179 CCR), Azacitidine for Injection treatment was
associated with a medijan survival of 24.46 months versus 15.02 months for those receiving CCR treatment,
a difference of 9.4 months, with a stratified log-rank p-value of 0.0001. The hazard ratio (HR) for the
treatment effect was 0.58 (95 % CI: 0.43, 0.77). The two-year survival rates were 50.8 % in patients
receiving azacitidine versus 26.2 % In patients receiving CCR (p < 0.0001).
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observed in all groups (good, intermediate, poor cytogenetics, including monosomy 7).

On analyses of age subgroups, an increase in median overall survival was observed for all groups (< 65
years, > 65 years and > 75 years).

Azacitidine for Injection treatment was associated with a median time to death or transformation to AML of
13.0 months versus 7.6 months for those receiving CCR treatment, an improvement of 5.4 months with a
stratified log-rank p-value of 0.0025.

Azacitidine for Injection treatment was also associated with a reduction in cytopenias, and their related
Symptoms. Azacitidine for injection treatment led to a reduced need for red blood cell (RBC) and platelet
transfusions. Of the patients in the azacitidine group who were RBC transfusion dependent at baseline, 45.0
% of these patients became RBC transfusion independent during the treatment period, compared with 11.4

the azacitidine group and 12% in the combined CCR group (p = 0.0001). Overall response (CR + PR) as
determined by the IRC in AZA PH GL 2003 CL 001 was 7 % (12/179) in the azacitidine group compared
with 1 % (2/179) in the combined CCR group (p = 0.0113). The differences between the IRC and
investigator assessments of response were a consequence of the International Working Group (IWG) criteria
requiring improvement in peripheral blood counts and maintenance of these improvements for 4 minimum

response following azacitidine treatment. Haematological improvement (major or minor) as determined by
the IRC was achieved in 49 % of patients receiving azacitidine compared with 29 %, of patients treated with
combined CCR (p < 0.0001).

In patients with one o more cytogenetic abnormalities at baseline, the percentage of patients with a major
cytogenetic response was similar in the azacitidine and combined CCR groups. Minor cytogenetic response
was statistically significantly (p = 0.0015) higher in the azacitidine group (34 %) compared with the
combined CCR group (10 %).

Adult population aged 65 years or older with AML with > 30% marrow blasts
The results presented below represent the intent-to-treat population studied in AZA-AML-001 (see section
4.1 for the approved indication).

BSC alone (n = 45), lowdose Cytarabine plus BSC (n = 158), or standard Intensive chemotherapy with
¢ytarabine andanthracycline plus BSC (n = 44). Patients were pre-selected by their physician to 1 of the 3

0-2 and intermediate- or poor-risk cytogenetic abnormalities. The primary endpoint of the study was overall
survival.

Azacitidine for injection was administered at a SC dose of 75mg/m%day for 7 days, followed by a rest
period of 21 days (28 day treatment cycle), for a median of 6 cycles (range: 1 to 28), BSC-only patients for a
median of 3 cycles (range: | to 20), low-dose cytarabine patients for a median of 4 cycles (range 1 to 25)
and standard intensjve chemotherapy patients for a median of 2 cycles (range: 1 to 3, induction cycle plus 1
or 2 consolidation cycles).




were male. At baseline 60.7% were classified as AML not otherwise specified, 32.4% AML with
myelodysplasia-related changes, 4.1% therapy-related myeloid neoplasms and 2.9% AML with recurrent
genetic abnormalities according to the WHO classification.

[n the ITT analysis of 488 patients (241 Azacitidine for Injection and 247 CCR), Azacitidine for injection
treatment was associated with a median survival of 10.4 months versus 6.5 months for those receiving CCR
treatment, a difference of 3.8 months, with a stratified log-rank p-value of 0.1009 (two-sided). The hazard
ratio for the treatment effect was 0.85 (95% CI = 0.69, 1.03). The one-year survival rates were 46.5% in
patients receiving azacitidine for injection versus 34.3% in patients receiving CCR.

£ rw‘
19 \\ (Treatment  —— raciane — —— CCR (7 Censored
09+ 3
0a \{\ Unslratfied Log_rank p = 50829 . Staiifind Log rark p = 0.1006
s\ Median of Surv.: Azacitidine = 10.4(8.0. 127) CCR = 6 6 (52,86
o ’K % Events Ni%): Azacitidine = 16380.1). coR = 201(81.4)
% \ Censored ). Azaclidioe = 48(19.9), CCR = 46(18.6)

06 '"\ \\ Unstratfied HR = 0 84 [95%C1 0.69- 1 02], Stratified HR = 0,85 [85%Cr0.69- 1.03

Suvival protat: ity
(=
4
£
&
,"’i
o s

.34 N
'\;\ - Ty
82 il A
0.1~ DDl P By
G0 J . T : T T T Y r Y
o 4 8 12 15 20 24 2 3z 38 40
Time (month) from Randomizaton
Mumber at risk
Azacitidine 244 174 133 149 3 34 2 5 3 2 8

The Cox PH model adjusted for pre-specified baseline prognostic factors defined a HR for azacitidine for
injection versus CCR of 0.80 (95% CI = 0.66,0.99; p = 0.0355).

In all pre-specified subgroups (age [< 75 years and > 75 years], gender, race, ECOG performance status [0
or 1 and 2] , baseline cytogenetic risk [intermediate and poor], geographic region, WHO classification of
AML [including AML with myelodysplasia-related changes], baseline WBC count [< 5 x10%L and > 5 x
10%/L], baseline bone marrow blasts [£ 50% and > 50%] and prior history of MDS), there was a trend in
OS benefit in favour of Azacitidine for injection . In a few pre-specified subgroups, the OS HR reached
statistical  significance including patients with Poor cytogenetic risk, patients with AML  with
myelodysplasia-related changes, patients < 75 years, female patients and white patients.

the combined CCR group (p = 0.5384). In patients who achieved CR or CRi, the median duration of
remission was 10.4 months (95% C1=17.2, 15.2) for the azacitidine for Injection subjects and 12.3 months
(95% CI=9.0, 17.0) for the CCR subjects. A survival benefit was also demonstrated in patients that had
not achieved a complete response for azacitidine for Injection compared to CCR.




treatment period if the subject had no RBC or platelet transfusions during any consecutive 56 days during
the reporting period, respectively.

n
38.5% (95% CI = 31.1, 46.2) of these patients became RBC transfusion independent during the treatment
period, compared with 27.6% of (95% CI = 20.9, 35.1) patients in the combined CCR groups. In patients
who were RBC transfusion dependent at baseline and achieved transfusion independence on treatment, the
median duration of RBC transfusion independence was 13.9 months in the azacitidine for injection group
and was not reached in the CCR group.

Of the patients in the azacitidine for injection group who were platelet transfusion dependent at baseline,
40.6% (95% CJ] = 30.9, 50.8) of these patients became platelet transfusion independent during the treatment
period, compared with 29.3% of (95% CI = 19.7, 40.4) patients in the combined CCR groups. In patients
who were platelet transfusion dependent at baseline and achieved transfusion independence on treatment,
the median duration of platelet transfusion independence was 10.8 months in the azacitidine for injection
group and 19.2 months in the CCR group.

Paediatric population
Study AZA-JMML-001 was a Phase 2, international, multicentre, open-label study to evaluate the

Patients (MDS, n = 10; IMML, n = 18, 3 months to 15 years; 71% male) were treated with intravenous
Azacitidine for injection 75 mg/m?, daily on Days 1 to 7 ofa 28-day cycle for a minimum of 3 cycles and a

Enrolment in the MDS study arm was stopped after 10 MDS patients due to a lack of efficacy: no confirmed
responses were recorded in these 10 patients.

In the IMML study arm, 18 patients (13 PTPNII, 3 NRAS, 1 KRAS somatic mutations and [ clinical
diagnosis of neurofibromatosis type 1 [NF-1]) were enrolled. Sixteen patients completed 3 cycles of therapy
and 5 of them completed 6 cycles. A total of 11 JMML patients had a clinjcal response at Cycle 3, Day 28,

Because of the study design (small patient numbers and various confounding factors), it cannot be
concluded from this clinjcal study whether azacitidine for injection prior to HSCT improves survival
outcome in JMML patients.

Study AZA-AML-004 was a Phase 2, multicentre, open-label] study to evaluate the safety,
pharmacodynamics and efficacy of azacitidine for injection compared to no anti-cancer treatment in children
and young adults with AML in molecular relapse after CR1.




Seven patients (median age 6.7 years [range 2 to 2 years]; 71.4% male) were treated with intravenous 15
Azacitidine for injection 100 mg/m?, daily on Days | to 7 of each 28-day cycle for a maximum of 3 cycles.

Five patients had minimal residual disease (MRD) assessment at Day 84 with 4 patients achieving either
molecular stabilization (n = 3) or molecular improvement (n=1)and 1 patient had clinical relapse. Six of 7
patients (90% [95% CI = 0.4, 1.0]) treated with azacitidine underwent HSCT.

See section 4.8 for safety information.

5.2 Pharmacokinetic properties

Absorption

Following subcutaneous administration of a single 75 mg/m? dose, azacitidine was rapidly absorbed with
peak plasma concentratio s of 750 + 403 ng/mL occurring at 0.5 h after dosing (the first sampling point).
The absolute bioavailability of azacitidine after subcutaneous relative to intravenous administration (single
75 mg/m? doses) was approximately 89% based on the area under the curve (AUC).

Area under the curve and maximum plasma concentration (Cmax) of subcutaneous administration of
azacitidine were approximately proportiona) within the 25 to 100 mg/m? dose range.

Distribution

Following intravenous administration, the mean volume of distribution was 76 + 26 L, and systemic
clearance was 147 + 47 L/h.

Biotransformation
2lotransformation

isoenzymes (CYPs), UDP~glucuronosyltransferases (UGTs), sulfotransferases (SULTs), and glutathione
transferases (GSTs).

Azacitidine undergoes spontaneous hydrolysis and deamination mediated by cytidine deaminase. [n human
liver §9 fractions, formation of metabolites was independent of NADPH implying that azacitidine
metabolism was not mediated by cytochrome P450 isoenzymes. An in vitro study of azacitidine with
cultured human hepatocytes indicates that at concentrations of 1.() MM to 100 uM (ie. up to approximately
30-fold higher than clinically achievable concentrations), azacitidine does not induce CYP 1A2, 2C19, or
3A4 or 3A5. In studies to assess inhibition of a serjes of P450 isoenzymes (CYP 1A2, 2Be, 2C8,2C9, 2C19,
2D6, 2E1 and 3A4) azacitidine up to 100 pM did not produce inhibition. Therefore, CYP enzyme induction
or inhibition by azacitidine at clinically achievable plasma concentrations is unlikely.

Elimination

Azacitidine is cleared rapidly from plasma with a mean elimination half-life (t%2) after subcutaneous
administration of 4] + 8 minutes. No accumulation occurs after subcutaneous administration of 75 mg/m?
azacitidine once daily for 7 days. Urinary excretion is the primary route of elimination of azacitidine and/or
its metabolites. F ollowing intravenous and subcutaneous administration of 14C—azacitidine, 85 and 50 % of
the administered radioactivity was recovered in urine respectively, while < 1 % was recovered in faeces,

Special populations

The effects of hepatic impairment (see section 4.2), gender, age, or race on the pharmacokinetics of
azacitidine have not been formally studied.




Pacediatric population

In Study AZA-JMML-001, pharmacokinetic analysis was determined from 10 MDS and 13 JMML
paediatric patients on Day 7 of Cycle 1 (see section -1). The median age (range) of the MDS patients was
13.3 (1.9-15) years and 2.1(0.2-6.9) years for JMML patients.

Following intravenous administration of a 75 mg/m? dose, azacitidine for injection rapidly reached Cpax
within 0.083 hours in both MDS and IMML populations. The geometric mean Cmax were 1797.5 and 1066.3
ng/mL, and the geometric mean AUCo.» were 606.9 and 240.2 ng-h/mL, for MDS and JMML patients,
respectively. The geometric mean volume of distribution in MDS and IMML subjects were 103.9 and 61.1
L, respectively. It appeared that the tota] plasma exposure of Azacitidine for injection was higher in MDS
subjects; however, moderate to high between-patient variability was noted for both AUC and Cpax.

The geometric mean tv were 0.4 and 0.3 hours, and the geometric mean clearances were 166.4 and 148.3
L/h for MDS and JMML, respectively.

Pharmacokinetic data from Study AZA-JMML-001 were pooled together and compared to pharmacokinetic
data from 6 adult subjects with MDS administered 75 mg/m? azacitidine for injection intravenously in Study
AZA-2002-BA-002. Mean Cmax and AUCo of azacitidine for injection were similar between adult patients
and paediatric patients after intravenous administration (2750 ng/mL versus 2841 ng/mL and 1025 ng-h/mL
versus 882.1 ng-h/mL, respectively).

In Study AZA-AML-004, pharmacokinetic analysis was determined from 6 of the 7 paediatric patients,
which had at least one measurable postdose pharmacokinetic concentration (see section 5.1). The median
age (range) of the AML paticnts was 6.7 (2-12) years.

Following multiple doses of 100 mg/m?, the geometric means for Cpax and AUCo.u0n Cycle 1 Day 7 were
1557 ng/mL and 899 ¢ ng-h/mL, respectively, with high inter-subject variability (CV% of 201.6% and
87.8%, respectively) observed. Azacitidine rapidly reached Cmax, with a median time of 0.090 hours

comparable to azacitidine exposure in adults with MDS.

Renal impairment

Renal impairment has no major effect on the pharmacokinetic exposure of azacitidine after single and
multiple subcutaneous administrations. Following subcutaneous administration of a single 75 mg/m? dose,
mean exposure values (AUC and Cmax) from subjects with mild, moderate and severe renal impairment were
increased by 11-21%, 15-27%, and 41-66%, respectively, compared to normal renal function subjects.
However, exposure was within the same general range of exposers observed for subjects with normal rena]
function. Azacitidine can be administered to patients with renal impairment without initia] dose adjustment
provided these patients are monitored for toxicity since azacitidine and/or its metabolites are primarily
excreted the kidney.

Pharmacogenomics

The effect of known cytidine deaminase polymorphisms on azacitidine metabolism has not been formally
investigated.

5.3 Preclinical safety data




per week for 52 weeks. An increased incidence of tumours in the lymphoreticular system, lung, mammary
gland, and skin wag seen in mice treated with azacitidine administered intraperitoneally for 50 weeks. A
tumorigenicity study in rats revealed an increased incidence of testicular tumours.

Early embryotoxicity studies in mice revealed a 44 % frequency of intrauterine embryonal death (increased
resorption) after a single intraperitoneal injection of azacitidine during organogenesis, Developmental
abnormalities in the brain have been detected in mice given azacitidine on or before closure of the hard
palate. In rats, azacitidine caused no adverse reactions when given pre-implantation, but it was clearly
embryotoxic when given during organogenesis. Foetal abnormalities during Organogenesis in rats included:
CNS  anomalies (exencephaly/encephalocele), limb anomalies (micromelia, club foot, syndactyly,

oligodactyly) and others (microphthalmia, micrognathia, gastroschisis, oedema, and rib abnormalities).

6. PHARMACE UTICAL PARTIC ULARS
6.1 List of excipients
Mannitol

6.2 Incompatibilities

6.3 Shelf life

Unopened powder vial: 18 months,
Shelf life after reconstitution:

Suspension Stability: Azacitidine for injection reconstituted with non-refrigerated water for injection for
subcutaneous administration may be stored for up to | hour at 25°C (77°F) or for up to 8 hours between 2°C
and 8°C (36°F and 46°F); when reconstituted with refrigerated (2°C - 8°C, 36°F - 46°F) water for injection,
it may be stored for 22 hours between 2°C and 8°C (36°F and 46°F).

Solution Stability: Azacitidine for Injection reconstituted for intravenous administration may be stored at
25°C (77°F), but administration must be completed within 1 hour of reconstitution.

6.4 Special precautions for storage

Unopened vials

This medicinal product shall be stored below 30°C,

Reconstituted suspension

For storage conditions after reconstitution of the medicinal product, see section 6.3
6.5 Nature and contents of container

Azacitidine for Injection, 100 mg/Vial will be packaged in 50 mL Clear Lyophilization Vials with a 20 mm
double slotted grey rubber stoppers and 20 mm flip-off white cap.

Pack size: 1 vial




6.6 Special precautions for disposal and other handling

Recommendations for safe handlin
——————=<0ns Tor sate handling

Azacitidine for injection is a cytotoxic medicinal product and, as with other potentially toxic compounds,

caution should be exercised when handling and preparing azacitidine suspensions. Procedures for proper
handling and disposal of anticancer medicinal products should be applied.

Reconstitution procedure

Azacitidine for Injection should be reconstituted with water for injections. The s
medicinal product can be extended by reconstituting with refrigerated (2
Details on storage of the reconstituted product are provided below.

helf life of the reconstituted
°C to 8 °C) water for Injections.

I. The following supplies should be assembleq: Vial (s) of azacitidine; vial(s) of water for injections;
non-sterile surgical gloves; alcohol wipes;

2. 5 mL injection syringe(s) with needle(s). 2. 4 mL of water for injections should be drawn into the
syringe, making sure to purge any air trapped within the syringe.

7. When more than | vial is needed all the above steps for preparation of the suspension should be
repeated. For doses requiring more than | vial, the dose should be equally divided e.g., dose 150 mg =
6 mL, 2 syringes with 3 mL in each syringe. Due to retention in the vial and needle, it may not be
feasible to withdraw al] of the suspension from the vial.

8. The contents of the dosing syringe must be re-suspended immediately prior to administration. The
syringe filled with reconstituted suspension should be allowed up to 30 minutes prior to administration
to reach a temperature of approximately 20 °C-25 °C. [f the elapsed time s longer than 30 minutes,
the suspension should be discarded appropriately and a new dose prepared. To re-suspend, vigorously

roll the syringe between the palms until a uniform, cloudy suspension is achieved. The product should
be discarded if it contains large particles or agglomerates,

Storage of the reconstituted product

For storage conditions after reconstitution of the medicinal product, see section 6.3.

Calculation of an individual dose
The total dose, according to the body surface area (BSA) can be calculated as follows:




Total dose (mg) = Dose (mg/m?) x BSA (m?)

The following table is provided only as an example of how to calculate individual azacitidine doses based
on an average BSA value of 1.8 m2

Dose mg/ma Number of vials

required

Total dose based on Total volume of
(% of recommended reconstituted

BSA value of 1.8 m»
starting dose) suspension required
75 mg/mz (100%; m_m_ﬂﬂ_
37.5 mg/ma (50% [675mg

i

Method of administration

Reconstituted azacitidine for injection should be injected subcutaneously (insert the needle at a 45-900
angle) using a 25-gauge needle into the upper arm, thigh or abdomen.

Doses greater than 4 mL should be injected into two separate sites.

Injection sites should be rotated. New injections should be given at least 2.5 cm from the previous site and
never into areas where the site is tender, bruised, red, or hardened.

Nil
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