INPUJIOKEHME 1

KPATKA XAPAKTEPUCTHUKA HA ITIPOJAYKTA



1. HNME HA JIEKAPCTBEHUS TPOAYKT

Dacogen 50 mg npax 3a KOHIIEHTPAT 3a MH()Y3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceku ¢uakoH ¢ mpax 3a KOHIEHTpaT 32 HHPY3HOHEH pa3TBop chabpka S0 mg aenuradux
(decitabine).

Cren pastBapsiae ¢ 10 ml Bosa 3a umxeknuu Bceku Ml oT KOHIIEHTpaTa ChABPKA 5 MQ ASTUTAOHH.

TToMoIIIHM BEMIECTBA ¢ M3BECTHO JIEUCTBHE
Bceku duakon crabpka 0,29 mmol natpuii (E524).

3a IBJIHKS CIUCHK Ha IIOMOIIHUTE BEIIECTBA BIKTE TOYKa 6.1,

3. JJEKAPCTBEHA ®OPMA
IMpax 3a koHLEHTpAT 3a HH(PY3UOHEH pa3TBOp (Mpax 3a HHPY3Us)

bstt o moutH 61 THOGUITH3UPAH Tpax.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTUYHHU NOKA3aAHUS

Dacogen e nokasaH 3a JieueHHE Ha Bb3PACTHHU MALMEHTH ¢ HOBOJMarHocTunupana de novo mwin
BTOpHYHa ocTpa Mueiouana neskemus (OMJ]) ceriacHo knacudukanuara Ha CBeToBHaTa 3ApaBHA
opranmzanus (C30), KouTo He ca KaHOUIATH 32 CTAaHAAPTHA HHAYKIHMOHHA XUMHUOTEPATIHSL.

4.2  Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

[Ipunoxxenuero Ha Dacogen tpsiOBa aa 3amovnHe Mo HAOIIOAEHHUETO Ha JIEKApH, TIPUTEKABAIIN OITUT B
MIPUJIAraHeTO Ha XUMHOTEPANIEBTUYHH JIEKAPCTBEHH MTPOTYKTH.

EO3I/I[20BK3

B enun tepanestuueH mukba Dacogen ce npuara B 1o03a ot 20 mg/mz TeJIeCHa MOBBPXHOCT Upe3
WHTpaBeHO3Ha UH(DY3Ms 3a | Yac, KOETO Ce MOBTAPS BEAHBXK JTHEBHO B MPOIB/DKCHUE HA

5 mocnenoBateHu aHU (T.€. 0010 5 103U Ha TepaneBTUYeH IuKbI). O0I1ara JHEBHA 1032 He TPsiOBa
na Hagsuiasa 20 mg/mz, a 3a menus TeparneBTudeH nukbI —100 mg/mz. AKO e mpoITycHaTa /103a,
JIEYCHUETO TPsiOBa f1a Ob/Ie TTOTHOBEHO BH3MOXKHO Hai-CKOpO. LIMKBIIBT ce TOBTaps Ha BCEKH

4 ceMUIM B 3aBUCUMOCT OT KJIIMHUYHHUS OTIOBOP HA MAlMEHTa U HAOJI0aBaHaTa TOKCUYHOCT.
IIpenopruBa ce malMEHTUTE Ja Ce JIEKyBaT B MPOIBIDKEHUE HA MUHUMYM 4 LIUKBJIA, HO MOCTUTAHETO
Ha IThJTHA WM YaCTHIHA PEMHUCHS MOXKE J1a OTHEME IToBeUe OT 4 nmukhiia. JIeueHneTo Moxe 1a
MPOIBIDKY, aKO MAIMEHTHT MOKa3Ba OTIOBOP, MPOABIDKABA /1a C€ TI0I00psIBa UK IEMOHCTPHUpA
cTabuim3upaHe Ha 3a00JSIBaHETO, T.€. IPU OTCHCTBUETO HA SIBHA MIPOTPECHSL.

AKo crreq1 4 TMKBIIa XeMaTOJIOTHYHUTE Pe3yJITaTH Ha MareHTa (T.e. OposT Ha TPOMOOIIMTHTE HITH
abcomoTHUAT Opoil Ha HeYTPOPUIINTE) HE ca C€ BhPHAIM KbM HUBATa OT MPEIH JICUCHUETO I aKO
OonecTTa 3amo04He J1a nporpecupa (yBennueHue Ha OIacTHUTE KJISTKH B epuQepHaTa KpbB HIIH
HaMaJlsiBaHe Ha OJIACTHUTE KJIETKH B KOCTHHUS MO3BK), MOXeE JIa Ce CYeTe, Ue P MaIleHTa JIMTICBa
OTrOBOp H TPsIOBa Aa ce 00CHIAT aNTepHaTHBHU Ha DAcogen B3MOXKHOCTH 32 JiCUeHHE.



[Ipu obnuaitnata cxema Ha npuiarade Ha Dacogen He ce mpenopbyBa MpeMeanKaus 3a
npoQuIaKTHKa Ha TaJeHe U MOBPBIIaHe, HO MOXKE J1a C€ IPHIIOKH, aKO CE Hanara.

Ograosgane Ha MUETOCYNPECUSIMG U C8LP3AHUTNE C Hesl YCTIONHCHEHUS.

Muenocyrpecusta u CBbp3aHHUTE C Hes HeXKellaHu ChOUTHS (TPOMOOLIMTOIICHUS, aHEMUS,
HEYTpONeHU U (peOprTHA HEYTPOIICHUS) Ca YeCTO CPelIaHu KaKTo IIPH JICKYBaHHU, Taka U IpH
HesekyBaHU nanreHTH ¢ OMJL. YcnokHeHusTa Ha MUETIOCYTIpecHsiTa BKJIIOYBAT HH(EKINH U
KbpBeHe. JledeHneTo Moske 1a Ob/ie OTIIOKEHO 10 MPeLeHKa Ha JISKYBAaIHs JeKap, ako MalueHThT
MIOJTyYH YCIIOKHEHUS, CBbP3aHU C MUEJIOCYTIPECHSTa, KaTO Te3H, OMMCAHN TIO-J0IY:

o ¢deOpunHa HeyTponeHus (Temreparypa > 38,5°C u abcomtoTeH Opoit Ha HeyTpoUIUTe
< 1 000/pub);

o aKTHBHA BUPYCHA, OaKTepHaIHa WU rbONYHa HHPEKIHA (T.€. N3UCKBAIIM HHTPaBEHO3HU
AHTUMH(EKIMO3HH penapaTH WK 0000 AbPKAIIN TPHXN);

o KPBBOU3JIUB (CTOMAIIHO-YPEBEH, YPOTreHUTaIeH, 6eroapodeH ¢ Tpomboruta < 25 000/pl mm

BCEKH KPHBOM3IUB B IIEHTPAIHATA HEPBHA CHCTEMA).

Jleaenuero ¢ Dacogen moxke na Obl1e Bh300HOBEHO, CIIE/T KATO TE€3U ChCTOSHUS C€ TIOOOPSIT WK Ce
CTAOMIIM3UPAT C aJICKBATHO JIedeHe (aHTUHH(EKITHO3HA Tepallns, TPAaHCPY3UH WK PACTSIKHU

dbaxropw).

B npoBenennTe KIMHAYHE pOoyYBaHuA mpu 0130 1/3 ot manmenTuTe, mpuemamy Dacogen, ce e
HAJIOXKWJIO OTJIaraHe Ha jJedeHnero. He ce mpenopbuBa HaMasnsiBaHe Ha J103aTa.

Tleouampuuna nonyrayus
Dacogen He Tpsi6Ba ma ce m3mon3sa npu aera ¢ OMJI Ha Bs3pacT < 18 rogunu, THI KaTo
e()MKacHOCTTA HE € YCTaHOBeHAa. HamuuHuTe moHacTOsIIeM JaHHU ca onucanu B Touku 4.8, 5.1 u 5.2.

Yeprnodpobno yspesicoane

He ca npoBexnanu mpoy4YBaHus MpH MAIMEHTH ¢ 4epHOpoOHO yBpexkaane. HeoOxomumoctra oT
NpOMSIHA Ha J103aTa IPH MalMeHTH ¢ YePHOIPOOHO yBpekKIaHe He € OlleHeHayCTaHOBeHa. B cirydail Ha
BJIOILIEHA YePHOAPOOHA (QYHKLMS MAEHTUTE TPSIOBa BHUMATEIHO Aa Ce mpociensBaT (Bxk. Touku 4.4
u5.2).

bvopeuno yepescoane
He ca mpoBexxmanu mpoydBaHus MpY MAIUEeHTH ¢ 0B0peuHo yBpeknane. HeodxomuMocTTa OT
MIPOMSIHA Ha Ji03aTa P MAIUEHTH ¢ OBLOpEUHO YBpPEKIaHe HE € OlleHeHa (BXK. TOUKH 4.4 1 5.2).

Hauun Ha npunoxenue
Dacogen ce mpmtara upe3 nHTpaBeHO3Ha HHGY3UsA. He € HeoOXoauM IeHTpajieH BEHO3EH KaTeThp.

3a yka3zaHusi OTHOCHO Pa3TBaPSIHETO U PAa3pexkIaHETO Ha JIEKAPCTBEHUS IPOAYKT MPEIU MPUI0KESHUE
BIDKTE TOUKa 6.6.

4.3 IIporuBomoka3aHus

CBpPBX4YYBCTBUTEIIHOCT KbM JACHUTAOMH WIIM KbM HIKOE OT MOMOIIHUTE BEIIECTBA, M30POCHHU B
Touka 6.1.

Kbpmene (Bxk. Touka 4.6).

4.4 CroeuuaJHH NpeIynpexRIeHns U MPeIna3sHl MepKH NMPH ynoTpeda

Muenocynpecust

MuernocyrnpecusTa U yCI0KHEHUATA, CBbP3aHH C Hesl, BKIIOYUTEITHO HHPEKUUH U KbPBEHE, KOUTO CE

nosiBaBaT npu nauueHTn ¢ OMJI, Mosxe a ce 000CTpAT B pe3ynraT Ha JedeHuero ¢ Dacogen. Ilopaaun
TOBa, MAI[MEHTHUTE Ca W3JIO’KEHH Ha TIOBHIIEH PUCK OT TEKKH HHPEKINH (MPUINHEHH OT BCSIKAKBU




nMaToreHu KaTo OaKTepuH, MbOMYKH M BUPYCH) C TOTEHIMATHO JIeTalleH u3xo/ (BxK. Touka 4.8).
BonHuTe TpsOBa Aa ce MPOCIeAsBaT 3a MPU3HAIM U CUMIITOMH Ha HHQEKIHUS U J1a CE JISKyBatT
He3a0aBHO.

B mpoBeneHNUTE KIMHIUYHY MTPOYYBAHUS FOJISIMA YaCT OT MAI[MEHTUTE Ca C U3XO0{HA MUEIIOCYTPECHs
3/4 crenen. IIpu marMeHTH ¢ M3XOJHM aHOMAIIUK 2 CTETIEH ce HabJIroIaBa BIOIIaBaHe Ha
MHEIIOCYTIPECUSTA TIPU IIOBEYETO OT TSAX U MO-YECTO OTKOJIKOTO MPH MAISHTH C U3XOIHU aHOMAJINU

1 umm O crenen. Muenocymnpecusita, npean3Bukana oT Dacogen, e ooparuma. PenoBno TpsiOBa na ce
W3CJIE/IBAT ITbJIHATA KPhBHA KaPTUHA U OPOST HA TPOMOOIIMTHTE, KAKTO € KIMHUYHO MTOKA3aHO U TPeIn
BCEKH TEPaneBTHYCH IIUKBI. [Ipy HATHIMETO Ha MUENIOCYTIPECHS HITH YCIIOKHEHUS, CBbP3aHU C Hefl,
neuenuero ¢ Dacogen moske 1a ObJie MPEKHCHATO /WK J1a CE BbBEIAT MOAIbPXKAIIN MEPKH (BK.
touku 4.2 u 4.8).

PeCHI/IDaTODHI/I, I'pPbJAHU U MCAMACTHUHAJIHU HAPVIIICHUA

[Ipu manuenTH, NpreMaIy AeUTaO0NH, ca ChOOIICHHU CITydan Ha HHTEPCTUIMAHA OeoapoOHa
6onect (UBB) (BKIrounTenHO OeNoapoOHN MHMUITPATH, IPEPACTBAIIH B THEBMOHMS U GeII01poOHa
(hubpo3za), 6e3 mpusHaIK HAa MH(DEKITHO3HA eTHOJIOTHSA. 3a 1a ce u3kmoun BB TpsOBa fa ce u3BbpIIn
BHUMATEIIHA OI[CHKA Ha MAIUCHTUTE C OCTPO HAYAJIO WJIM HEOOSCHUMO BJIOIIaBaHe Ha OeI0poOHUTE
cumIrroMu. Ako ce moTebpau BB, TpsaOBa a ce 3amouse moaxoasmio reuenue (Bxk. Touka 4.8).

YepHOoapoOHO yBpexKIaHEe

[pusoxeHueTo Npu NaueHT! ¢ YepHOAPOOHO YBpEkKIaHe He ¢ ycTaHoBeHo. Dacogen tpsibea na ce
npuiIara BHUMATEITHO TP MAIUEHTH ¢ YePHOIPOOHO YBPEKIaHE U MPH MAIIMEHTH, KOUTO Pa3BUBAT
MIPHU3HALIY WA CUMIITOMH Ha 4YepHOApOOHO yBpekaaHe. HeoOXoauMo e mpoBexaaHeTo Ha
4epHOAPOOHH (HYHKIIMOHAIHU TECTOBE MPEIH 3aM0YBaHe Ha JICUCHUETO U MPEIH BCEKU IIUKBIT HA
JIeYCHHE, KAaKTO W KOTaTo € KIIMHUYIHO MOoKa3aHo (BXK. TOUkd 4.2 u 5.2).

BrOpeuno yBpexaane

[pusoxeHueTo Npu MarueHTH ¢ TeKKO 0BOPEUHO yBpexkaaHe He € mpoydeHo. Dacogen TpsoBa aa ce
TpHIara BHUMATEITHO TIPH TTAIHEHTH ¢ TEKKO ObOpeuno yBpexkaane (kpeatnauroB kiupbsHC [CrCl]

< 30 ml/min). HeoGxomumo e npoBexaHeTo Ha 0bOpedH: (YHKIIMOHAIHU TECTOBE MPEAN 3al0YBaHe
Ha JICYUCHUETO U MPEI BCEKU UKD Ha JICUCHUE, KAKTO U KOTaTo € KJIMHUYHO MOKa3aHo (BIXK.

Touka 4.2).

CopaeuHo 3a00i1BaHe

[TanuenTuTe C aHAMHE3a 3a TEXKA 3aCTOHHA ChPAECYHA HEJOCTATHYHOCT MM KJIMHUYHO HECTaOUIHO
CHpEeYHO 3a00JIIBaHe ca M3KIIIOYEHH OT KIIMHUYHUTE MMPOYYBAHUA U 3aTOBA MIPH TAX 0€30MacHOCTTa U
edpukacHoctTa Ha Dacogen He ca ycraHoBeHH. B mocTMapKeTHHIOBH YCIIOBHSI ca ChOOIICHH CITy4an
Ha KapIMOMHUOIIATHA ChC ChPJEYHA ISKOMIICHCAIHs, TOHSKOra 00paTuMH Clie]] IPeyCTaHOBsSBaHE Ha
JICYCHWETO, HaMaJIsIBaHE Ha [103aTa UM KOPEKTUBHO JieueHue. [lanmenture, ocoOEHO Te3u ¢ aHaMHe3a
3a ChpJIeuHO 3a0oJsBaHe, TPAOBa Jja ce MPOCIEASBAT 3a MPU3HALY U CUMIITOMH Ha ChpJeYHa
HCJI0CTaThYHOCT.

CunaapoM Ha audepeHIHaIIs

CroO0IIeHn ca citydad Ha CHHAPOM Ha JaudepeHimanys (M3BeCTeH ChI0 KaTO CHHAPOM Ha
peTHHOEBaTa KUCEIMHA) TP MAI[HEeHTH, MOTyYaBaiiy AenuTabu. CHHAPOMBT Ha TU(epeHITHAIIHS
Moxe fa Ob1e jgeraneH (Bx. Touka 4.8). IIpu mosieata Ha CHMIITOMH WJIM TIPU3HAIIM, TIPEITOJIarain
CUHJIPOM Ha Ju(epeHIraIus, TpsoBa a ce 0OMHUCIIH JICYCHHUE C BUCOKHU J03U KOPTUKOCTSPOUTU
WHTPABEHO3HO U HAOIIO/ICHUE HA XeMOAMHaMuKaTa. TpsaoBa ja ce 0OMUCIIM BPEMEHHO CITUPaHe Ha
nedenuero ¢ Dacogen mo oT3ByuaBaHe Ha CHMIITOMHUTE U aKO T€ CE Bb30OHOBSAT CE MPENOPHYBa Jia ce
MMOJXO0’KIa C MOBHUIIIEHO BHUMAaHHE.

IToMolHM BellecTBa

Bceku ¢makoH oT ToBa JekapcTBO chabpKa 0,5 mmol kammit. Ciies pa3TBapsHe U paspexaaHe Ha
pasTBOpa 3a HHTPABEHO3HA HH(Y3US, TO3M JIEKAPCTBEH MPOAYKT ChABPIKA IO Mako oT 1 mmol
(39 mQ) kanwuii Ha 1034, T.€. MPAKTHYECKH HE ChABPIKA KATHH.




Bceku ¢uakoH oT ToBa JekapcTBo crabpika 0,29 mmol (6,67 mg) natpwuii. Cnen pa3tBapsiHe U
pa3pexIaHe Ha pa3TBoOpa 3a MHTPABEHO3HA HH(Y3HUS, TO3HU JIEKAPCTBEH MPOAYKT ChIBPIKA MEWKILY
13,8 mg-138 mg (0,6-6 mmol) natpuii 3a 103a (B 3aBUCHMOCT OT BH/Ia Ha HH(Y3HOHHATA TEIHOCT 32
paspeskiane), KOuTo ca ekBuBaneHTHH Ha 0,7-7% OT npenopbuMTeHI MAKCUMAJICH THEBEH MPUEM
oT 2 g HaTpwmii 3a Be3pacTeH Ha C30.

4.5 BzaumopeiicTBHe ¢ IPYrd JeKaApCTBEHH NPOAYKTH M APYrd (OpMH Ha B3auMojeiicTBHe

He ca nmpoBexxaann opunrarayn KIMHAYHE IPOYIBAHNA 32 B3aMMOICHCTBUATA HA AEIUTAONH C IPYTH
JIeKapCcTBa.

CrpliecTByBa MOTEHIMAN 3a B3aUMOJIEHCTBHS OT TUIA ,,JIEKAPCTBO-JIEKAPCTBO™ C IPYTH CPEJICTBA,
KOUTO CBIIO C€ aKTHBHUPAT Upe3 MociiefoBaTeHO Gochopuirpane (MOCPEACTBOM BETPEKIEThUHA
(hochoKHHA3HA aKTHBHOCT) H/UIIK C€ METAOOIM3UPAT UpPe3 EH3UMH, YIACTBAIIH B J€aKTHBUPAHETO HA
JISIUTa0uH (HaTp. IIUTUIUH eamuHasa). CienoBaTeHo TpsaOBa J1a ce mpenopbya MOBUIIICHO
BHUMaHME ITPH KOMOMHHUPaHE HA T€3W aKTHBHHU BEIIECTBA C ICUTAONH.

EdexTn Ha eTHOBPEMEHHO MPIIIATaHH JICKAPCTBEHH MPOAYKTH BEPXY ACTIMTAOWH
He ce ouakBat uutoxpom (CYP) 450-mMenurpanu MeTaOOIMTHU B3aUMOICHCTBUS, Thil KaTO
MeTabONM3MBT Ha JEIUTa0NH HE € MEeJUHPaH OT Ta3H CHCTEMa, a Ype3 OKCHIATHBHA JeaMHUHAITHS.

Edekry Ha ennTaOnH BbPXY €THOBPEMEHHO NMpHIaraHy JeKapCTBEHU MPOAYKTH

Ipensum HEroBaTa HUCKA CTEIEH Ha iN Vitro cBbp3BaHe ¢ miasMeHuTe mporenHu (< 1%) nenntabun
HE € CKJIOHEH J1a I3MECTBa €AHOBPEMEHHO MPUJIaraHnuTe JEKapCTBEHHU MPOAYKTH IIPH CBBP3BAHETO UM
¢ TUTa3MEHUTE TIPOTeHHH. J{okazaHo e, e AeruTabuH e ci1ad naxuoutop Ha P-gp-Memuupanms
TpaHCHopT iN Vitro u 3atoBa He ce 0YaKBa Ja MoBiusie P-gp-MeauupaHus TPAHCTIOPT HA
€HOBPEMEHHO MpUJIaraHuTe JIEKAPCTBEHU MPOAYKTHU (BXK. TOUKa 5.2).

46 @epTHanTeT, OPpeMEHHOCT U KbpMeHe

XKenu ¢ nereponen noreniman/KoHTparenius npyu Mbxe 1 )KeHH

IMopaau reHOTOKCHYHUS ITOTEHIMA Ha IeMTa0uH (BXK. Touka 5.3) )KeHuTe ¢ IeTePOeH OTEHIIHAIT
TpsiOBa Ja N3Mon3BaT e(heKTUBHA MEPKH 32 KOHTPALENIH U Ja n30arBaT 3a0peMeHsaBaHe 10 BpeMe Ha
JICYEHUETO C Dacogen, U B IPOJBJDKCHUE Ha 6 Mecela cien 3aBBbpIIBAHE HA JICUCHUETO. Mpmxkere
TpsOBa Ja U3Moa3BaT eh)eKTUBHU KOHTPALIENTHBHU MEPKH U 1a OBbIaT ChBETBAaHU Jla HE 3aUeBaT Jena,
nokaro mpuemat Dacogen u 3 mecena cies Kpast Ha JiedeHHeTo (BXK. Touka 5.3).

YHOTp€6aTa Ha ,Z[CLII/ITa6I/IH C XOPMOHAJIHHU KOHTPAILICIITUBU HE € MTPOYYCHA.

Bpemennoct
Hsama anexkBatHU qaHHU 3a ynioTpeOara Ha Dacogen npu 6peMennu xenu. [IpoyuBanusiTa nmokassar,

4e IeHUTa0NH € TEPATOTeHEeH MPHU IUTbXOBE U MUIIKHU (BX. ToYKa 5.3). [IOTEHIHATHHUAT PUCK IIPU X0Opa
He € M3BecTeH. Bb3 0CHOBa Ha pe3yJITaTUTE OT MPOYYBAHUS MPH KUBOTHU M HETOBHSI MEXaHU3bM Ha
neiicteue Dacogen He TpsiOBa J1a ce U3MOI3Ba MO BpeMe Ha OPEMEHHOCT U TIPH KEHHU C JeTePOICH
NOTEHLINA, KOUTO HE U3M0J3BaT eeKTUBHA KOHTpauenuus. [Ipeau 3amouBaHe Ha JIEeUCHUETO TPsIOBa
Jla ce HalpaBu TECT 32 OPEMEHHOCT Ha BCHYKH JKEHH C JieTepojieH noTeHman. Ako Dacogen ce
M3I0J13Ba 10 BpeMe Ha OPEMEHHOCT HMJIM aKo MalMeHTKaTa 3a0peMeHee, JOKaTo MpHeMa TO31
JIeKapCTBEH NMPOJYKT, TS TpsAOBa Aa ObAe yBeJOMEHA 3a OTCHLIMATHHS PHUCK 3a (eTyca.

Kbpmene
He e u3BecTHO nanu nenuTaOuH WM HETOBUTE METa0OJUTH Ce eKCKpPeTUpaT B KbpMmara. Dacogen e

NPOTHBOIIOKAa3aH B IEpHOJa Ha KbpPMEHe. 3aT0Ba, aKo Ce Hajlara JieueHHe ¢ TOBa JEKapCTBO,
KbPMEHETO TPsIOBa J1a ce MpeyCcTaHoBH (BXK. Touka 4.3).

Peprunurer
Hsma nanau 3a edexra Ha genuTabuH BbpXY (epTUiInTeTa Mpu Xopa. HekmmHuIHNTE TpOyYBaHHS

NP JKMBOTHH TOKA3BarT, 4 ACHUTa0MH NpOoMeHs (pepTUiInTeTa Ipu MBXKKHUTE H € MyTareHeH. Thi
KaTo € BeposTHO TepanusiTa ¢ Dacogen na npenussuka Oe3ruionue, MbKeTe TPSAOBa Aa HOTHPCAT CHBET



3a CbXpaHsBaHC Ha CII€pMa, a JKCHUTEC C ACTCPOACH MOTCHIUATT TpiI6Ba Ja NOTBhPCAT KOHCYJITallus
OTHOCHO KpHOKOHCCPBALlMA Ha HﬁHGKHeTKH npeau aa 3arnovHar JICUCHUC.

4.7 EdexTu BHpPXY cioco0HOCTTA 32 mIodupaHe U padoTa ¢ MALIUHH

Dacogen nma ymMepeHo BIUSHUE BBPXY CIIOCOOHOCTTA 3a modupane u padora ¢ mamwuay. [lanmenTrTe
TpsiOBa Ja ce IpeAynpekaaBar, 4e MOKe J1a U3MUTAT HexelaH! e(EeKTH KaTo aHeMus 110 BpeMe Ha
nedenueto. Cle0BaTEHO TPSAOBA J1a CE MPEMOphYBa MOBUIIICHO BHUMAaHUE MPU MOPUPAHE HITH
paboTa ¢ MaIlIiHH.

4.8 HexelaHu JIeKAPCTBEHH PeaKINU
O06006111eH1E Ha Tpodria Ha OE30aCHOCT

Haii-uecture cho0I1aBaHu HEXKENAHU JIEKApCTBEHU peakiyu (> 35%) ca nupekcus, aHeMus u
TPOMOOLIUTONICHHUSI.

Haii-uecTure HeXXenaHu JeKapCTBEHU peakuuu cremneH 3/4 (> 20%) BKiIrouBaT THEBMOHUS,
TPOMOOLIUTOTICHHSI, HEYTPOTIeHNUs1, peOpHITHA HEyTPOIICHUSI K aHEMUSI.

B knmanunuTe ipoyuBanust 30% ot nanueHTute, ekyBanu ¢ Dacogen, u 25% ot Te3u, JIekyBaHU B
pPaMoTO Ha JIEKapCcTBOTO 33 CpaBHEHKE (KOMIIAPaTop), ca MOTYUIHIIN HEXKEIaH! PEaKliu C JeTaleH
M3XO0/ B paMKHUTE Ha jJeyeHneTo win 1o 30 mHu cien mociaeqHara 103a OT U3MUTBaHOTO JIEKAPCTBO.

B rpymnara, niekyBana ¢ Dacogen, npu >xeHHTE ce OTYMTA [TO0-BUCOK MPOIICHT HA MpEeKpaTsIBaHe Ha
JICYEHHETO TTOPAIU HEXKEIIAaH! PEaKIUKH OTKOIKOTO pH Mbxete (43% crpsimo 32%).

TabauyeH CIUCHK Ha HEXKENaHUTE JEKaPCTBEHU PEAKIHU

Hexenanute nexapcTBeHHU peakiiuu, cho0iienu npu 293 nanuentu ¢ OMJI Ha neuenue ¢ Dacogen, ca
06061eHu B Tabnuna 1. Tabnuiara mo-moiy oTpassiBa JaHHUTE OT KIMHHUYHH TPOYYBAHUS U
noctmapkeHTuroBus onut npu OMJI. HexxenanuTe peakiuu ca mpeCcTaBeHH 110 KaTeropus 1o
yecrota. KaTteropuure 1o uecTora ca onpeieeHu, KakTo clieaiBa: MHOTO uecTd (> 1/10), yectn
(>1/100 o < 1/10), meuectu (= 1/1 000 mo < 1/100), pemxu (> 1/10 000 mo < 1/1 000), MmHOTO peaKH
(<1/10 000), ¢ HensBecTHa yecToTa (OT HATUYHHUTE JaHHHU HE MOKeE J1a ObIe HallpaBeHa OLIEHKA).

HpI/I BCAKO I'pynpaHe 10 4€CTOTa HEKCIAHUTE JICKAPCTBECHU PEAKIIUU Ca I/I36pO€HI/I B HU3XOOALI pCa
I10 OTHOIICHUEC Ha TAXHAaTa CEPUO3HOCT.

Tabnauua 1: He:kenaHu JiekapcTBEHU peaKkiuy, Ha0JI01aBaHu npu ynorpedara na Dacogen

YecroTa
Yecrora Benukn Crenenn
CucreMo-oprateH (BCHYKH Hexeiana JjekapcTBeHa crenenn® 3-42
KJIAC CTETEeHN) peakuus (%) (%)
WNudexunu u MHOTIO YeCTH | THEBMOHUS 24 20
nHbpecTauuu WH(EKIUS Ha TUKOYHATE 15 7
eSvney
BCHUYKHU APYT'H HHPEKINN 63 39
(BupycHH, OaKTEpHAITHH,
MuKOTHYHH) O* T
Yectn CeNTHYCH MIOK 6 4
cerncuc’ 9 8
CUHY3HT 3 1




Heomnasmu — C Heu3BecTHa | CHHAPOM Ha C HeusBecTHa C
N00pOKaYeCTBEHH, 4yecroTa nudepeHuuanys YyecroTa HEHU3BECTH
3JI0Ka4E€CTBECHH U a yecTora
HeorpeaeraeH! (BKII.
KUCTHU M TIOJIUTIN)
Hapynrenus Ha KpbBTa | MHOTO yecTH | (heOpHIHA HEYTPONEHHS 34 32
" J'II/IM(bHaTa CHCTEMA HeyTpOHeHI/IH* 32 30
Tp0M6OI_II/IT01'IeHI/I$I*’ A 41 38
aHEeMHsl 38 31
JICBKOTICHHS 20 18
Heuectu HMAHIHUTONCHUS <1 <1
Hapymenus na Yectu CBPBXUYBCTBHUTEIHOCT, 1 <1
MMYyHHAaTa CHUCTeMa BKJIIOUUTEITHO U
aHa(MIAKTUIHA PeaKIHS®
Hapymenus na MHoro yecT | XUNEpriauKeMus 13 3
MeTaboim3Ma u
XpaHEHETO
Copreunu Hapymenus: | Hewectn KapIMOMHOIIATHS <1 <1
Hapymenus na MHoro yectn | rmaBo6onme 16 1
HEpBHATAa cHCTEMa
Pecniupartophu, MHoro yecTn | emucTakcuc 14 2
IPBIHH U
METHACTHHAIHN C HeusBeCTHa | MHTEPCTHUIMATHA C Hen3BecTHA C
HAPYLICHNAS YecToTa 6emoapobHa Gomect YecToTa HEM3BECTH
a 4yecToTa
CromairHo-4peBHI MHoro yectn | guapus 31 2
HapyIIeHUs MOBPBIIIaHE 18 1
rajcHe 33 <1
Yectn CTOMAaTUT 7 1
C Heu3BecTHa | EHTEPOKOJIUT, C HemsBecTHa C
4ecToTa BKITIOUHTEITHO 4ecToTa HEHU3BECTH
HEYTPOIIEHUYEH KOJHUT, a yecTora
BB3NAJICHHE Ha IeKyMa™
XenarobunuapHu MHoro yectd | HapylleHa YepHOAPOOHA 11 3
HapylIeHUs GyHKIS
Yectu XHIIEPOMITUPYOUHEMUS™ 5 <1
Hapymenus na Heuectn octpa ¢edpuinHa <1 NA
KOXKaTa U MOAKOKHATA HEYTpO(UIHA AepMaTO3a
THKaH (cummpom Ha Sweet)
OO HapyuIeHuUs 1 MHoro yect | mupexcus 48 9

C(bCKTH Ha MsCTOTO Ha
IIPHUIJIOKCHUC

a

Criteria for Adverse Events) na Harmonanuus onkosnorndes uncrutyT (National Cancer Institute)

BxumrounrenHno CHTCPOKOJIHUT.

C u3KJII0YeHne Ha ITHCBMOHMSI, I/lH(l)eKLll/Iﬂ Ha MUKOYHUTE IIbTUIIA, CETICUC, CENTUYECH IIOK U CUHY3UT.

BkirouBa KpBBOU3NUB, CBBP3aH ¢ TPOMOOIUTONEHHS, BKIIOYUTEIHO U CMBPTHHU CIIydau

Haii-texxka creneH cpriiacHo Kpurepunte 3a o01a tepMuHoiorus 3a Hexenanu csoutust (Common Terminology

Hait-yecto crobmaBanute ,,Apyru uHpeknun” B kinHIYHOTO m3nuTBane DACO-016 ca: opaneH xeprec, opaiHa
KaH1103a, HapuHruT, THOEKIHUS Ha TOPHUTE JIUXATENTHU TBTHILA, LEeTYJIHT, OPOHXHT, Ha30(hapuHIUT.

Bxrousa MpEATIOYUTAHUTE TCPMUHU CBPBXUYBCTBUTEIIHOCT, JICKAPCTBEHA CBPBbXYYBCTBUTECIIHOCT, aHa(I)I/IJ'[aKTI/I"IHa
peaknus, aHa(i)I/IJ'[aKTI/I‘IGH 10K, aHaq)I/IJ'IaKTOI/IZ[Ha peaknus, aHa(I)I/IJ'IaKTOI/I,Z[eH oK

* B xauHu4YHM npoyuBanust npu OMIJI u MuenoaucinacTudeH CHHAPOM (MJIC), chobiiaBanara 4ecToTa Ha
xunepounpyounemus e 11% 3a Bcuuku crenenu u 2% 3a Crenen 3-4.

*

NA=Henpunoxumo

BxirouBa chOMTHS C JICTAIEH U3XO/




Onucanue Ha I/I36D.’:1HI/I HCXCIaHN JICKAPCTBCHHU PCAKITMHN

Xemamonozuunu Hedlcenanu 1eKkapcmeeHy peakyuu

Haii-yecto cpo011aBaHuTE XeMaTOJIOTMYHU HEXKEJIaH! JIEKAPCTBEHH PEAKIUH, CBBP3aHH C JICUCHHETO
c Dacogen, BxmtouBar ¢peOpriIHa HEYTPONICHHS, TPOMOOLIMTONICHUSI, HEYTPOTICHHSI, aHEMUS U
JIEBKOIICHHUSI.

[Ipu naumenTy, npueMaIny IequTabrH, ce ChoOIaBaT CePUO3HN HEXEJIaH! JIEKaPCTBECHH PEaKLUH,
CBBP3aHH C KbPBEHE, HAKOM OT KOUTO BOJAT IO JICTAJICH U3X0[], KATO KPHBOM3IIHB B IIEHTPATHATA
HepsHa cucrema (LIHC) (2%) u cromanrHo-4peBeH KpbBou3IHB (2%) Ha OHA Ha TEXKKA
TPOMOOLIUTOTICHHUSI.

XeMaTOJIOrMYHUTE HEeXKeJIaHU JICKaPCTBEHU PeaKIiy TPsOBa 1a Ce OBJIAIABAT C PEIOBHO ClIeICHE Ha
'bJIHATA KPhBHA KApTHUHA M PAHHO MPOBEKIAHE HA HEOOXOIUMOTO MOIBPIKAIIIO JICUCHHUE.
[MoxabpxammoTo iedeHrne BKIYBA MPO(QHUIAKTHYHO MPUIIOKEHUE Ha aHTHOMOTHIIN 1/VITH TIOJIPHIKKA
¢ pactexen ¢akrop (Harp. G-CSF) 3a HeyTponeHns 1 KPbBOIIPEIMBAHE 3a aHEMUS WITH
TPOMOOIIMTOIIEHHUS B 3aBUCUMOCT OT TePAlICBTHYHUTE CTAaHAAPTH HA OOJIHUYHOTO 3aBeJcHHE. 3a
CJIy4auTe, B KOUTO MPHIIOKEHUETO HA JCIIMTA0NH TPsiOBa Ja Ce OTIOXKHK BIKTE Touka 4.2.

Hugpexyuu u ungpecmayuu - Hesxrcenanu 1ekapcmeeHu peakyuu

[Ipu manueHTH, NpUeMaIy ASHUTA0NH, Ce ChOOIIIABAT CEPUO3HU HEKEIIAHU PEaKIIUU, CBhP3aHH C
WHQEKIUY C MOTSHIIMATHO JISTalleH H3X0/1, KaTO HAIp. CENITUYCH 0K, CETICHC, THEBMOHUS U IPYTH
uHbekImn (BUpYCHH, OaKTepHATHH U MUKOTHYHH).

CmomawHo-upesHu HapyuieHus

ITo Bpeme Ha NedeHHE ¢ eIMTa0WH ca CHOOIIEHH CITy9Yan Ha EHTEPOKOIUT, BKIIOUHTEITHO
HEYTPONICHUYEH KOJUT, Bh3MAJICHIE Ha IIeKyMa. EHTEpOKOIUTHT MOXKE J1a JIOBE/IE O CENITHIHH
YCIIOXKHEHUS 1 MOXKE Jia ObJIe CBBP3aH C JISTAJICH U3XO0/.

Pecnupamopnu, epbOHu u MeOUACMUHATHY HAPYUWEHUs

[pu nanueHTH, MPUEMAIX AeIMTabuH, ca chobIieHn ciryuan Ha BB (BkiounTenHo O6e10apo0oHH
UHQWITPaTH, MPEepacTBaIly B THEBMOHHS U 0e101poOHa (pubdpo3a), 6e3 mpuzHauy Ha HHPEKINO3HA
€THOJIOT L.

Cunopom na oughepenyuayus

CpoOIIeHH ca ciIy4ad Ha CHHIAPOM Ha audepeHuanys (M3BeCTeH ChII0 KaTO CHHAPOM Ha
peTHHOEBaTa KMCEINHA) TIPH MAI[MEeHTH, ToTyJaBaiy aernuradut. CHHAPOMBT Ha TU(epEHIIHAIIHS
MOKe J1a ObJIe JIeTalleH, KaTO CUMIITOMUTE ¥ KIIMHUYHUTE HAXOJIKU BKIIOYBAT PECIIMPATOPEH JUCTPEC,
OenopoOHM MHGWITPATH, TPECKa, 00pUB, 6eI0POOEH OTOK, TepudepeH OTOK, ObP30 HalTaBaHE HA
TErJI0, MJIeBpalieH U3JIHUB, IEPUKAPJICH U3JIUB, XUMIOTOHUSI U 0bOpeuHa auchyHnkius. CHHAPOMBT Ha
JudepeHIanys MOXe J1a Bb3HUKHE ChC WM 03 pupysKaBalia JeBKOIMTO3a. Morar jia Bhb3HUKHAT
ChHIIO ¥ CHHIPOM Ha MOBUINIEHA KAMIISPHA MPOMYCKIMBOCT U Koaryionatus (Bxk. Touka 4.4).

Ileouampuyna nonynayus

Onenkara Ha 06€30MacHOCTTa PH MEAUATPUYHH MAICHTH c€ OCHOBABa HA OTPAaHUYCHHU IaHHH 32
Oe3omacHocT OT eiHo npoy4BaHe da3za /11 3a ouenka Ha papmMakokuHeTHKaTa, O€30IIaCHOCTTA U
edukacHoctTa Ha Dacogen npu neauarpudHu nanueHTH (Ha Bb3pact oT 1 10 14 roaunu) ¢
penmauBupaina win pedpaxrepaa OMII (n = 17) (k. Touka 5.1). He ca HabmrogaBaHi HOBH CHTHAITH
10 OTHOLIEHHE Ha 0€30MacHOCTTa B TOBA MEANATPHUYHO POYUBaHE.

Cpo0111aBaHe Ha MOJO3UPAHU HEKEIAHU PEAKIIMHI

Cro0I11aBaHeTo Ha TIO/I03UPAHU HEKEIIAHU PEaKIMU CIIe/ pa3peniaBate 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakHO. ToBa MO3BOIIsIBA Aa MPOBIDKH HAOIIOIEHHETO Ha CHOTHOIIICHHETO IMOJI3a/PHUCK 32
JieKapcTBeHUs IpoayKT. OT MEAUIIMHCKUTE CIICIIHAIMCTH CE€ U3MCKBA Jia ChOOIIIaBaT BCAKA
MoJI03UpaHa HeWKeJIaHa PeaKiys Ype3 HAl[MOHAIHATA CUCTEMa 3a ChOOIIIaBaHe B!

W3nbaHUTEIHA areHIus 10 JIeKapcTBaTa

yi. ,,Jlamsin I'pyeB” Ne 8
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4.9 Ilpepo3upane

Hsma npsax onut ¢ npego3upaHe NpH Xxopa 1 HAMa KOHKPETeH aHTUAOT. PaHHNTE naHHM,
nyOJIMKyBaHU B TUTEpaTypara, OT KIMHUYHY IPOYyYBaHUs 3a 103U, moBeye oT 20 IbTH M0-BUCOKU OT
HACTOSIIAaTa TepaneBTHYHA 1032, 00a4e, COYaT MOBUIIIEHa MUEIIOCYIIPECHs, BKIIOUUTEITHO U
MPOABIDKUATENHA HEYTPONIEHHS U TPOMOOIIUTOTICHHS. BEpOATHO € TOKCHYHOCTTA J]a ce TPOSIBU KaTO
000CTpsiHE Ha HEXKEJTaHWUTE JIEKAPCTBEHH PEAKIMH, OCHOBHO MHUeNocynpecus. JleduenneTo npu
npeao3upaHe TpsOBa Ja € Mo IbpIKAaIIO.

5. ®APMAKOJIOTTYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOHCTBA

dapMakoTepaneBTHYHA rpyna: AHTUHEOIIIACTUYHY CPEJICTBA, aHTUMETA0OIUTH, TUPUMUATTHOBU
agano3n; ATC xom: LO1BCO8

MexaHu3bM Ha ACUCTBUE

Jenurabus (5-a3a-2'-1COKCUIIMTUINH) € aHAJIOT Ha IUTHINHOB JIE30KCUHYKIICO3H ]I, KOWTO
cenektuBHO nHXxUOUpa JJHK Metuntpancdepasute npu HUCKHU 103U, KOETO BOAH JI0 XHITOMETHIIUPAHE
Ha F€HHHU MMPOMOTOPHU, a TOBa MOXE Jia ITPeAN3BUKA peaKTUBAIIMS HA TeHUTE, OTUCKAIIA TYMOpa,
WHIYKITUS Ha KJIeThuHa AU(EPESHINANNS WU KIETHUHO CTapeeHe, OCIeABaHU OT IMIporpaMupaHa
KJIEThYHA CMBPT.

Knunanden onur

VYnorpebara na Dacogen e nmpoy4eHa B OTKpUTO, PaHIOMHU3UPAHO, MHOTOLIEHTPOBO NpoyuBane daza 3
(DACO-016) npu mareHTH ¢ HOBoqUarHocTuupana de novo win sropuana OMIJI cbriacHo
kinacudukamusara Ha C30. Dacogen (n = 242) e cpasHeH ¢ neuenwue 1o u3o6o0p (treatment choice, TC,

N = 243), xoeTo BKJIIOYBa M300p Ha MAlMEHTa M0 CHBET Ha JIEKapsl, WM CaMO C MOJIbPIKAIIN TPUKU
(n =28, 11,5%), mmu ¢ 20 mg/m2 IUTapaOuH, TPUIOKEH MOJIKOKHO BEAHBK THEBHO B IPOABIKEHUE
Ha 10 mopeaHM JHHU, KOETO ce IOBTaps Ha Beekn 4 cemmur (n = 215, 88,5%). Dacogen ce mpuiara
KaTo 1-uacoBa MHTpaBeHO3HA HH(Y3M B 1032 20 MQ/M? BeIHBXK THEBHO B IPOIBIKEHHE HA

5 mopenHu JHU, KOSTO CE MOBTAPS HA BCEKH 4 CEIMUIIH.

[MarenTHTE, CYMTAHM 33 KAHINUIATH 3a CTAHAAPTHA WHIYKIIMOHHA XUMHUOTEPAITHs, HE Ca BKIIIOUCHH B
MPOYYBAHETO, KAKTO MMOKA3BAT CICAHUTE U3XOIHH XapaKTePUCTUKU. MenaHaTa Ha Bb3pacTTa B
intent-to-treat (ITT) monmynanusta e 73 rogunau (Mexay 64 u 91 rogunn). 36% OT manUEHTHTE ca
UMalll HOICKOPHCKOBA IIUTOTCHETHKA MPEIM HAYAIOTO HA JICUSHHETO, & OCTAHAJIUTE — CPETHOPHCKOBA.
[MarueHTr ¢ OJaronpusATHA IUTOTCHETHKA HE Ca BKIIFOUEHH B ITPOYYBaHETO. 25% OT MalMEHTUTE ca
umaiu craryc mo ckanata Ha ECOG > 2. Ocem/eceT 1 eliH MPOIICHTA OT MAI[MEHTUTE Ca UMAJTH
3HAYMTENHU ChITHTCTBAIIM 3a00JIIBaHus (HAMp. HHPEKINHU, ChpJCUHa HEIOCTAThYHOCT, OeI0IPOOHa
HEIOCTaTHYHOCT). BposAT Ha manueHTuTe, JeKyBanu ¢ Dacogen, mo pacosa rpymna ca: 6eau 209
(86,4%) u asuarim 33 (13,6%).

[IspBruHaTa KpaiiHa TOYKA Ha MPOYYBAHETO € 00IaTa MpeKuBsieMocT. BropidHaTta KpaiiHa TOYKa €
IIPOLICHTHT Ha ITbJIHA PEMUCHS], OLIEHEHA YPE3 MIPETIIE] OT HE3aBUCUMHU eKcnepTu. IIpexuBsemocTra
0e3 mporpecus 1 NpexXuBIEeMOCTTa 6e3 CHbOUTHS ca TPETHUHHUTE KpaitHU TOUKH.

MenunanaTa Ha o01ma npexxuBsieMocT B | TT momynanusiTa € 7,7 Mecela Ipu MaueHTH, JICKYBaHH C
Dacogen, B cpaBuenue ¢ 5,0 Mecela IpH MaIHEHTH B PAaMOTO Ha JICUEHHE 10 H300p [KoehHuueHT Ha
puck (HR) 0.85; 95% nosepurenen untepsain (Cl): 0,69; 1,04; p = 0,1079]. Paznukara He goctura
HHBO, KOCTO C€ CUMTA 332 CTATUCTUICCKH 3HAYNMO, HO TIPH MTallMeHTHUTE B pamoTo Ha Dacogen nma
TEHJICHIIMS KbM T10/100psiBaHE Ha MpexuBsieMocTTa ¢ 15% HamaneHue Ha pucka ot cMbpT (durypa 1).


http://www.bda.bg/

Ipu tieH3ypupane 3a Bb3MOKHA MOCIIeIBala Mo UIHpaIia 3a00IIBaHETO Tepanus (Harp.
MHAYyKIHOHHA XUMHUOTEPAIHS HIH XHIIOMETHIMPAIIO CPEACTBO) aHATMU3BT Ha 00IIaTa NPeKUBICMOCT
noka3ssa 20% craj Ha pucKa OT CMBPT IpHU MareHTuTe B pamoro Ha Dacogen [HR = 0,80; (95% CI:
0,64; 0,99), p-croiinoct = 0,0437)].

®@urypa 1. Ooma npexussiemoct (ITT momysaanms)

100H
CMpr% MeawaHa g5 )
1 . DACOGEN 242 197 1 I 2,82
: ATl Obwo TC 243 189 (32 50 4.3, 6.3
aH Y
B HR B5%: CI: 0.85 (0.69, 1.04)
\,\ Tor-paHk p-cTodHocT. 1079
=iy :

MPOLUEHT H#MEW NALMEHTH
]

H

0 ' B 12 18 L2 I T
Bpeme (meceyw)
Epad pHOKOEM NALKEHTH

DACOGEN 242 137 B5 12 1 0
O TC 243 107 &5 19 7 4 0

[Ipu aHamM3 HA TOMBJIHUTEIHU |-TOMUIIHYU TAHHU 3a MPESKUBIEMOCT TIPH Bh3PACTHH MAIlMCHTH,
edexThT Ha Dacogen Bppxy oOmIaTa MPEKUBAEMOCT ITOKa3Ba KIIMHUIHO MTOJ00PEHNE B CpaBHEHHUE C
pamoro Ha TC (cwotBeTHO 7,7 Mecena cupsmo 5,0 mecena, koeduient Ha puck = 0,82; 95% ClI: 0,68;
0,99, HomuHanua p-croitoct = 0,0373, purypa 2).
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®urypa 2. AHAJIN3 HA JaHHHTE 32 001IATA MPEKNBSIEMOCT NpH Bh3pacTHu mauuentu (1TT
MOILYJIALNS)

10

Mo CMBPT (%) Meguana  95% Cl
DACOGEN 242 219 % T o2 9.2}
+ e OBwo TC 243 227 (593 5.0 4.3, 6.3

HR (35% Cl):  0.82 (068, 0.99)

% ' Nor-padk p-ctodHocT, 0.0373
= B \
3]
g
= | Eripet 5 = e
un]
=
*
=
éth_ 4H
[}
pr S
= )
2M
- s R
H s i
o 6 12 18 24 30 3 42 4
3 Bpeme (meceuu)
EpoM pHGEOEH NAUMEHTH
DACOGEN 247 137 72 50 28 11 Z 0 0
Ofwo TG 243 107 63 35 20 10 4 2 0

B®b3 ocHOBa Ha MbpBOHAYANHKS aHanu3 1pH | TT momynanusTa € mocTUrHaTa CTATUCTHYSCKU 3HAYUMa
pasnuka B mporeHTa Ha meyiHa pemucust (CR + CRp) B moxi3a Ha nanuenTute B pamoTo Ha Dacogen —
17,8% (43/242) cupsimo pamoro Ha TC — 7,8% (19/243); pasznuka mexay neuenusta 9,9% (95% Cl:
4,07; 15,83), p = 0,0011. Memuanata Ha BpeMeTO 70 Hai-100Bp OTTOBOP U MEeIHAaHATA Ha
NPOIBIKUTETHOCTTA HA Hail-00pHs OTTOBOP MPH MAIMEHTH, TOCTUTHAIH MbJiHA peMucHs (CR) umu
IThJIHA PEMUCHS C HEITBIHO Bh3cTaHOBABaHe Ha Tpombomnuture (CRp), e chorBeTHO 4,3 Mecela 1

8,3 mecena. [IpexxuBsieMocTTa 6€3 MPOTPECHs € 3HAUYUTEITHO T0-IbJIra MPHU MAlMEHTUTE B PAMOTO Ha
Dacogen 3,7 mecena (95% CI: 2,7; 4,6) B cpaBHeHHe ¢ nanueHTuTe B pamoTo Ha TC — 2,1 mecena
(95% CI: 1,9; 3,1); xoeduruent Ha puck 0,75 (95% CI: 0,62; 0,91), p = 0,0031. Te3u pe3ynraru,
KaKTO M JIPYTH KPaHHU TOYKH, Ca MPEACTABEHH B TaduIa 2.

Ta6umuma 2: JIpyru kpaiinu Touku 3a epuxactoct B npoyusane DACO-016 (ITT momyJiammsi)

TC (komOnHMpana
Dacogen rpyna)
HN3xoau n=242 n =243 p-cToiinocT
CR+CRp 43 (17,8%) 19 (7,8%) 0,0011
OR=25
(1,40; 4,78)°
CR 38 (15,7%) 18 (7,4%) -
EFS? 3,5 2,1 0,0025
(2,5; 4,1)° (1,9; 2,8)°
HR =0,75
(0,62; 0,90)°
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PFS? 3,7 2,1 0,0031
(2,7; 4,6)° (1,9; 3,1)°

HR =0,75
(0,62; 0,91)°

CR = mpina pemucust; CRp = mbiiHa peMucusi ¢ HEITbJIHO Bh3CTaHOBsIBaHe Ha TpoMbouuTHTe, EFS = npexusemoct 6e3
cpoutus, PFS = npexxuBsemoct 6e3 nporpecusi, OR = choTHOIIEeHKE Ha maHcoBeTe, HR = koeduiueHT Ha puck

- = He Moxe na ce oneHu

a

b

Cpo0I1IeHO KaTO MeIHaHa B MECEIH
95% noseputennu unrepsaiu (CI)

IIponieHTHTE Ha O0IITA IPEKUBSIEMOCT U IIBJTHA PEMUCHS B TIPEIBAPUTEITHO OMPEIACICHUTE TOATPYIIH,
CBBpP3aHU CbC 3a00JIIBAaHETO (T.e. IMUTOTCHETUYCH PUCK, CKajla Ha H3Touna KOOII€paThuBHA
onkojoruyHa rpyna (Eastern Cooperative Oncology Group, ECOG), Be3pact, Bun Ha OMJI u
HU3XO0ACH 6p0ﬁ Ha OJIACTHUTE KJIETKU B KOCTHHUSA MOSLK) Ca CbBMCCTUMMU C PCIYJIITATUTC 3a LAJ1aTa
MIOITyJIallvs B IPOYYBAHETO.

Ynorpebdara Ha Dacogen karo mppBOHAYaIHA TEPAIUs CHIIO € OLIEHEHO B OTKPUTO, poyuBaHe PDaza 2
¢ exro pamo (DACO-017) npu 55 mammenTn Hax 60 roguuau ¢ OMJI ¢hritacHO KiIacH(pHKAIKATA Ha
C30. [IspBUUHUAT MOKA3aTeN € IPOIeHTHT Ha hiiHA pemucus (CR) oneHena upes nperies ot
HE3aBHCHUMH €KCIepTH. BTOpHYHHAT moKa3aTen Ha MPOy4YBaHETo € o0IaTa npexxusseMoct. Dacogen
ce mpuiIara kato 1-uacoBa MHTpaBeHO3HA HH(Y3Hs B 1032 20 MQ/M? BeHBXK THEBHO B IPOIBIIKEHHE
Ha 5 HopenHu IHU, KOETO ce OoBTaps Ha Beceku 4 ceamunu. [1pu ananusa Ha I TT nmomynanusra, 23,6%
nbiHa pemucus (95% Cl: 13,2; 37) ce nabmonasa npu 13/55 nanmenry, nexysanu ¢ Dacogen.
CpenHoTo BpemMe 10 biHa pemucus € 4,1 Mecena, a cpeHaTa IpOABIKUTEIIHOCT Ha IThIHATA
pemucus e 18,2 mecena. Cpennara obima npexussemoct B | TT momynarusra, e 7,6 mecera (95% CI:
5,7; 11,5).

EdukacrocrTa 1 6e3omacHocTTa Ha Dacogen He ca olleHeHN IIPH MAMEHTH ¢ 0CTPa IPOMHUEIIOIUTHA
JICBKEMUA UM JICBKEMUS CHC 3aCATraHe Ha HEHTpaIHaTa HEPBHA CUCTEMA.

[Nenmarpuyna nonynanys

EnHO OTKpUTO MHOTOLIEHTPOBO npoyuBaHe (a3a |/11 omnensiBa 6e3omacHocTTa 1 epUKACHOCTTA Ha
Dacogen npu nociie1oBaTeIHO MPUIIOKESHUE ¢ IUTapaOKH IpH Jielia Ha Bb3pacT oT 1 mecelr 10

< 18 rogunu ¢ peunauBupana wim pedpakrepaa OMJL. B ToBa mpoyuBaHe ca BKIIOYEHH U ca
nony4asaau Dacogen 20 mg/m? o61mo 17 y4acTHHIH, OT KOUTO 9 YUACTHHUIMM Ca [OTyYaBali
nuTapabus 1 g/m?, a 8 ca momyyaBanu nUTApaOHH PH MAKCHMaTHATA TIOHOCHMA 1032 2 g/M%. Benuku
YYaCTHHMIIH Ca MPEYCTaHOBUIM MIPOYYBAHOTO JedeHue. [IpuanHuTe 32 IpeycTaHOBsIBaHE Ha JICYCHUETO
BKJIFOUBAT Iporpecus Ha 3abonsBaneto (12 [70,6%] yuacTHuIm), IpeMrHABaHE KBM TPAaHCILIAHTALIMS
(3 [17,6%]), pemenne Ha uscnenonarens (1 [5,9%]) u ,,apyru‘ (1 [5,9%]). CrobienuTe HeKETAHHI
ChOUTHS CHOTBETCTBAT HA M3BECTHUsI poduit Ha 6e3omacHoct Ha Dacogen npu Bb3pacTHH (BK.

touka 4.8). Bp3 ocHOBa Ha Te3u oTpuuaTenHu pe3ynTatd Dacogen He TpsOBa ja ce H3MoJ3Ba IpU
netia ¢ OMJT Ha B3pacT < 18 romunu, Thil KaTo He € ycTaHoBeHa euKacHOCT (BXK. ToUKa 4.2).

5.2 @apmMakoKHHETHYHHU CBOHCTBA

IMomymammonnute hapmakokuaetnunu (PK) mapamerpu Ha nennTabuH ca 0O€UHEHH OT 3 KINHUYHA
npoyuBanus mpu 45 nampent ¢ OMJI wnun muenoauciuiactudeH curapom (MJIC) Ha S-nHeBHaA cxema
Ha mpuiiarade. BsB Bcsiko nmpoyuBaHe (hapMaKOKHHETHKATA HA JEIIUTA0NH € OlleHeHa Ha TIETHSI IEH OT
IBPBHUS IIUKBJT HA JIEYEHUETO.

Pasnpenenenue
dapMaKkOKWHETHKATA Ha NeUTa0WH Clie]] MHTPaBEHO3HO MPHUIIOKEHHE KaTo 1-yacoBa nH(Y3HUs ce

OTKCBA C JITHEEH JIBYKOMITApTUMEHTEH MOJIeNl, KOMTO ce XapakTepusupa ¢ Obp30 eNMMUHAPAHE OT
LEHTPAJIHMS KOMIIAPTUMEHT U OTHOCUTEIHO 0aBHO pasnpeesieHre OT nepruepHusi KOMIapTHMEHT.
dapMakOKHHETHYHUTE XapaKTEPUCTHKK Ha JeuTablH npu TUnryeH nauuenT (terno 70 Kg/Tenecna
noBBEpXHOCT 1,73 M?) ca mpejicTaBery B TabIHIA 3 TI0-0TY.
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Ta6auna 3: O0001eHNe HA OMYJIAMOHHUS (apMAKOKHHETHYEH AHAJIN3 NPU TUIIMYeH
NANMEeNT, NOJIy4aBall exxeqHeBHo 1-4acosu nndysun na Dacogen 20 mg/m? 3a 5 auun
HA BCeKH 4 ceMHUIIA

IMapamernp * IIpornosna 95% CI
CTOMHOCT

Crnax (ng/ml) 107 88,5-129

AUCcum (ng.h/ml) 580 480 - 695

ti2 (min) 68.2 54,2 -79,6

Vdss (1) 116 84,1-153

Knupshc, CL (I/h) 298 249 - 359

% O6wara 1o3a Ha nuKbx ¢ 100 mg/m?

JlenuTaOuH 1okaspa JHHeHHA (papMaKOKWHETHKA U CJIe]] MHTPAaBEHO3HA UH(Y3HU CTAMOHAPHH
KOHIICHTpAIMHK ce mocTuraT B pamkute Ha 0,5 yaca. Bb3 0cHOBa Ha CUMYJIAI[MOHHHUS MOJEI
(hapMaKOKMHETUYHUTE TApaMETPHU HE 3aBHCAT OT BPEMETO (T.€. HE C& MPOMEHST OT MK/ Ha [UKBIT) U
MIPH Ta3W CXeMa Ha MpuJIaraHe He ce HaOronaBa Kymyaupane. CTeeHTa Ha CBbP3BaHE C TIA3MEHUTE
NpOTEeHHH Ha JenuTabuH e HesHauntenHa (<1%). O6emsT Ha pasnpeaencuue (Vds) Ha qenuTabuH
[P PAKOBOOOJIHM € TOJISIM, KOSTO TOBOPH 3a pasipe/ieiieHue B nepudepHuTe Thkanu. Hama nannu 3a
3aBHCUMOCT OT BB3PAaCT, KPEATHHUHOB KIMPBHC, 0011 OMITUpyOuH nin 3a00sBaHe.

buotpancdopmarms

Borpeknersuno AenuTadruH ce aKTUBHPA ITOCPEACTBOM IMOcienBamo Gocoprirpane apes3
(dochoxrHazHA aKTUBHOCT 10 ChOTBETHUS TpHdocdat, KOHTO cien ToBa ce mHKopropupa upe3 JHK
mojuMepasa. In vitro qanauTe 3a MeTaboNIM3Ma M PE3YIITATUTE OT MIPOYYBAHE 3a OalaHC Ha MACHTE
IIpH Xopa couat, ye nuroxpom P450 cuctemara He ydacTBa B MeTa0oau3Ma Ha aerutaduH. OCHOBHUS
BT HA META00JIM3Ma BEPOSITHO € IMOCPEACTBOM JICAMUHUPAHE OT IIUTUIMH JIcaMHHAa3a B YSPHUS IpO0,
O0BOpenunTe, YpeBHUS ENUTEN U KpBbBTa. Pe3ynraTtute oT npoy4BaHeTo Ha OajaHca Ha YOBEINIKAaTa Maca
MMOKa3Ba, 4e HEMPOMEHEHUAT ACIUTA0ONH B IJIa3MaTa ChCTaBisaBa mpubausuTeaHo 2,4% ot obmaTa
PaAMOaKTUBHOCT B Tia3mMara. CMsTa ce, Y€ OCHOBHHTE IIUPKYJIHPAIIY METa0OIUTH HE Ca
(hapmMakoJIOTMYHO aKTUBHU. Hanmuurero Ha Te3u MEeTa0O0NHUTH B ypUHATA 3a€HO C BUCOKHUS OO
TeJIeCeH KJIMPBHC U HUCKATA EKCKPEIns Ha HEMPOMEHEH JenuTadbuH B ypuHara (~4% ot go3ara) couu,
4e JennuTabuH 3HAYUTETHO ce MeTabom3upa in Vivo. In Vitro mpoyuBanusTa mokassar, 4e AeIUTa0NH
He naxuoupa nnn uagyuupa CYP 450 ensumute 1o noseue ot 20-KpaTHO yBEIHUCHHE HA
HAOTIOTaBaHUs TepaneBTHUEH MAaKCUMYM Ha miasMeHata KoHieHTparys (Cmax). 3aTOBa HE Ce OYaKBaT
CYP-menuupanu MeTaOOJUTHH JICKAPCTBEHH B3aUMOICHCTBHS U € MAJIKO BEPOSTHO ACHUTAONH aa
B3aUMOJICHCTBA ChC CPECTBA, META0OTM3UPAHN TIOCPEACTBOM Te3u mbTHuIa. OcBeH ToBa in Vitro
JIAHHWTE TIOKa3BaT, Ye JenuTaduH e cnad P-gp cybcerpar.

Enumunupane
CpemHusaT TiIa3MeH KIUPBHC ClIel HHTPABEHO3HO MPUJIOKEHUE MPH nanueHTy ¢ kapimaom ¢ > 200 I/h

C yMepeHa HHTePUHIUBHIyanHa BaprabuiiHocT (koeduimeHTsT Ha Bapuanus [CV] e mpubnusurento
50%). Exckpenysita Ha HEPOMEHEHO JICKapCTBO M3IJICK/IA UTPAe BTOPOCTEIIEHHA POJIS IPH
SIIMMUHUPAHETO HA JACIUTAOHH.

Pesysararute oT npoyuBaHe 3a OajlaHC Ha MaCHTEe IIPH XOpa ¢ PaIHOaKTUBEH ¥C-nenmrabun npu
MaIyueHTy ¢ KapiuHoM mokasea, ue 90% ot npunokenara mo3a aenntabun (4% HenmpoMeHeHO
JICKapCTBO) CE EKCKPETHPa B YpHUHATA.

JombiHurenHa nHGOpMAITHs 3a ClICIHATHH TOMYJIAINA

Edexrure Ha 6BOPEYHOTO HITH YEPHOAPOOHOTO YBPEkKAaHE, Bh3PacTTa UK pacara BbPXY
(hapMaKOKMHETHKATa Ha JCIUTAONH He ca oUIMATHO MpoyyeHu. MH(popManus 3a crieliaiHuTe
HOIMYJIAIMH € TI0JIydeHa OT (apMaKOKHMHETHYHHUTE JAHHH OT TPHUTE MPOYYBAHHMs, CIOMEHATH MO-TOpPE U
ot enHo ipoyusane ®Pasa | npu narmentn ¢ MJIC (N = 14; 15 mg/m? x 3 yaca BeJHBXK Ha BCEKH

8 yaca X 3 nHu).
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Cmapuecka 6v3pacm

[MonynannoHHHUAT (hapMaKOKHHETHYEH aHAIIN3 MTOKa3Ba, Y€ (apMaKOKHHETHIHUTE XapaKTePUCTUKH
Ha JIeIUTaOuH HE 3aBHCAT OT Bh3pacTTa (Bb3pacToBa IpaHuila Ha npoyusanero: 40-87 roaunu; cpeaHa
Bb3pact: 70 TO1HH).

Ileduampuuna nonyrayus

ITonrynanimonen @K ananu3 Ha nenuTaOMH MOKa3Ba, Y€ e KaTo ¢ OTYETE TUIONITa Ha TeJecHaTa
MOBBPXHOCT, HsAMa pazirka mexay ®K mokazarenu Ha aenuTabuH Npy NeAUATPUYHH MAIUCHTH C
OMUJI cripsimo BB3pactar ¢ OMJI i M/IC.

Ilon
[MonynannoHHHUAT (hapMaKOKHMHETUYEH aHAIIM3 Ha NeUTa0WH HE MMOKa3Ba KIMHIUYHO 3HAYMMa Pa3jinKa
MEX]Ty MBXKE U KEHHU.

Paca

[To-ronsiMa yacT OT MaLMEHTUTE B IPOYUBAHETO ca OT eBponengHara paca. IlomyaanunoHHusT
(hapMaKOKMHETHYEH aHAJN3 Ha IeIUTa0nH 00ade co4M, 4e pacara HsIMa 04eBUICH e(DEeKT BHPXY
eKCTIO3UIMATA Ha ACIUTAOUH.

Yeprodpobno yspesicoane

DapMaKOKHHETUYHUTE XapaKTEPUCTUKHN Ha IEHUTA0MH HE ca OQHUIMAIHO IPOYYEHH MIPH HalueHTH C
4epHOAPOOHO yBpexaaHe. Pesyntatute ot mpoy4uBaHeTo Ha Mass balance mpu xopa u ciomMeHaTuTe
mo-rope in Vitro omuru couar, ye e Maiako BeposaTHo CYP eH3uMuTe qa yuacTBar B MeTaboIM3Ma Ha
I[eHI/ITa6I/IH. OcBeH TOBa OTPAaHUYCHHUTEC JaHHU OT IMONYJIallMOHHUA q)apMaKOKI/IHeTI/IT-IeH aHaJIn3 co4yart
JUIICAaTa Ha 3HAYUTEITHU 3aBUCUMOCTH MEXITy (apMaKOKWHETHYHHUTE MapaMeTPH U KOHIICHTPAILIUATA
Ha 001U OMIMPYOHH BBIIPEKH IIMPOKHUTE TPAHUIIA HA CTOMHOCTUTE Ha OOIIHS OMIHpYOUH.
CrenoBaTesTHO € MaJKO BEpOATHO KCIIO3UIIHATA Ha JICUTA0HH J1a Ob/ie TIOBIUSHA [TPH NAIUEHTH C
yBpeaeHa yepHoapoOHa HyHKIuSI.

bvopeuno yspexcoane

DapMaKOKHHETUYHUTE XapaKTEPUCTUKH Ha NEUTA0WH HE ca OQHUIMAIHO NPOYYEHH IIPH NAUEHTH C
0b0peuHa HegocTaThYHOCT. [lonynanuoHHuUST (hapMaKOKHHETUYEH aHAIN3 HA OTPaHUYCHUTE TAaHHU
3a JIeUTA0NH COYH JIMIICA HA 3HAYMTETHN 3aBUCUMOCTH MEXY (GapMaKOKHHETHYHHUTE MapaMeTpu U
HOpMaJIM3UPaHUs KPEaTHHUHOB KIMPBHC — MOKazaTen 3a 0b0peuna Gpynkuus. CieqoBaTeqHo € MajIKo
BEPOSTHO EKCITO3UIIUATA Ha IeUTa0WH 1a ObJic MOBIMSIHA MIPH NMAI[UCHTHU C YBpeneHa ObOpeuHa
(hyHKIHS.

5.3 TIlpeakIuHWYHHM JaHHM 32 0€30MACHOCT

Odunmanay npoyvYBaHus 32 KAHIIEPOTCHHOCT HE ca MPOBEJICHH ¢ AennTabuH. JlaHHuTEe B
JIMTEpaTyparTa couaT, 4e ACMUTa0NH UMa KaHIlepOoreHeH moTeHuan. Hamuanure qanau ot in vitro u in
ViVO ipoy4BaHUsI ca TOCTATHYHO JJOKA3ATENICTBO, Ye JCIUTA0NH NMa TeHOTOKCHUYCH MTOTCHITHA.
JlanHWTE B IIMTEpaTypaTa cCoYaT ChIIO, Y AeNUTaOWH OKa3Ba HEXKENaH! ePeKTH BbPXY BCUUKH
ACIEeKTH Ha PEIPOAYKTHBHHUS [IUKBJI, BKIIOYUTEIHO U PEPTHINTET, eMOpHO(ETATHO pa3BUTHE U
MOCTHATAIHO pa3BuTHe. [IpoyuBaHus 3a TOKCHYHOCT NMPU MHOTOKPATHO MPHJIAraHe B MHOXKECTBO
[UKJIM [IPY ITHXOBE U 3aHIM COYAT, Y€ OCHOBHATA TOKCHYHOCT € MUEJIOCYIIPECHS, BKIFOUUTEITHO
e(eKTHN BbPXY KOCTHHS MO3BK, 00paTHMU TIPH MpEKpaTsABaHe Ha jeueHneTo. Habmrogasa ce chIo u
CTOMAIITHO-YPEBHA TOKCUYHOCT, a MPU MBXKUTE SK3EMIUIIPHU U aTpOUs HA TECTHCUTE, KOATO HE €
oOparuMa B IpEJBUICHUTE MIEPHON 32 Bb3CTaHOBsIBaHe. [IpunoxkeHneTo Ha ACUTa0NH MTPH
HOBOPOJICHH/FOBEHIITHY TLTHXOBE IMOKa3Ba CPaBHHUM MPO(UII Ha 00I1a TOKCHYHOCT C TO3U TpH
BB3PAaCTHHU IUIbX0BE. HEeBPOMOBEAEHUECKOTO pa3BUTHE M PEIPOIYKTHUBHHS KalalUTeT HE CE 3acsrar,
KOT'aTo MJIaJId TUTbXOBE CE€ TPETUPAT C JI03H, MPESAU3BUKBAIIHN MUEIOCyIipecus. Buxre Touka 4.2 3a
uHGOpPMAIIHSI OTHOCHO MPHIIOKEHHE B MEAHATPHSITA.
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6. DAPMAIIEBTUYHU JAHHHAU

6.1 Cnucbk Ha NIOMOIIHHUTE BELIECTBA
Kamues nuxunporen docdar (E340)

Hatpues xumpokcun (E524)

XIopoBOIOpOIHA KHCETHHA (32 Kopekiusa Ha pH)

6.2 HecbBMECTHMOCTH

To3u nekapcTBEH MPOAYKT HE TPpIOBa J1a Ce CMECBa C JIPYTH JISKAPCTBEHU MPOIYKTH, C U3KIIIOYCHHE HA
IIOCOYEHUTE B TOUYKA 6.6.

6.3 Cpok Ha romHocT

HeorBopeH duakon
3 roauan

PasTBOpeH U paspenieH pa3TBop

B pamkwute Ha 15 MuHYTH ciieq pa3TBapsiHeTO KOHIeTpupanust pa3rsop (B 10 ml crepuina Boja 3a
HHKEKITHH) TPSOBA JOMBIHUTEIHO J1a ce pa3penu cbe cryaenu (2°C-8°C) undy3noHHH TEUHOCTH.
[IpuroTBeHusT pa3peneH pa3TBOp 3a HHTpaBeHO3Ha HH(Y3HI MOXe Ja ce chxpansBa npu 2°C-8°C e
IoBeYe OT 3 Uaca, CIIe] KOETO MOKE JIa Ce ChXpaHsBa Ha craiiHa temmneparypa (20°C-25°C) mo 1 gac
npean IPUIOKEHHE.

OT MHKpPOOHOIIOTHYHA TIIe[ja TOYKa MPOAYKTHT TPSOBA J]a ce U3IONI3BA B TIOCOYCHNUTE BPEMEBU PAMKH.
[ToTpeburensaT HOCH OTTOBOPHOCT J1a CIIa3Ba MPENOPbYAHUTE CPOKOBE M YCIOBHS HAa ChXPAaHEHUE U Ja
rapaHTHpa, 4ye pa3TBapsHETO CE M3BBPILBA MIPU ACENTUYHH YCIOBUS.

6.4 CnenuaJjHM ycJI0BUS Ha CbXpaHeHUe

Jla He ce chxpansiBa Hag 25°C.

3a ycloBUSITA Ha ChXPAHCHUE CIIS] pa3TBapsHE U pa3pekaaHe Ha IEKapCTBEHHS MPOIYKT BUKTE
Touka 6.3.

6.5 Buau chabpiKaHHe HA ONAKOBKAaTAa

20 ml mpo3paden dirakon ot Ge31BETHO CTHKIO THT |, 3amedatan ¢ OyTuiIoBa ryMeHa 3aryIinaika u
aTyMHHHeBa 00KaTKa ¢ OTUyIBalla ce MIacTMacoBO Kanaue, chabpkail 50 mg nennTabuH.

Bun onakoska: 1 dmakon.
6.6 ChenmnajHu npeanasHu MePKHU NPH U3XBBPJIsiHE H padoTa
[penopbku 3a 6e3omacHa pabora

Tps0Ba 1a ce n305rBa KOHTAKT HA Pa3TBOPaA C KOXara U TPsAOBa Aa ce HOCAT Mpelna3Hu PhKaBUIIH.
Tps0Ba 1a ce BpBeAAT CTaHAAPTHH IPOLIEAYPH 32 pab0oTa C HUTOTOKCUYHH JIEKAPCTBEHHU POLYKTH.

[pornenypa 3a pasrBapsiHe

[MpaxbT TpsiOBa aa ce pazrBopu acentiaro ¢ 10 Ml Boxa 3a nmkekuuu. [pu pasrBapsite Bceku 1 ml
ChIbprKa mpuodau3nuTeiHo 5 Mg neuuradbun ¢ pH 6,7 1o 7,3. B pamkure Ha 15 MunyTu cies
pa3TBapsHETO Pa3TBOPHT TPAOBa Ja ObJe NOMBIHUTEIHO Pa3pe/icH ChC CTYJeHN HH(Y3HOHHH
teunoctH (Hatpues xaopua 9 mg/ml [0,9%] wkekipoHeH pa3TBOp Wik 5% rI0K03a HHKEKIIMOHEH
pasTBop) 110 Kpaitna koumenTpanus ot 0,15 10 1,0 mg/ml. 3a cpoka Ha rOAHOCT U MPENa3HUTE MEPKU
NpY ChXpaHEHUE ClIe]] pa3TBapsHe BUKTE Touka 6.3.

15



DaCOgen HC Tpi[6Ba Ja C€ BJIMBa CAHOBPEMCHHO C APYTU JICKAPCTBCHU NPOAYKTH NPE3 CIUH U CHII]
BCHO3CH I[OCT’LH/I/IH(l)y3I/IOHHa CUCTEMA.

UszxBBpasHe
To3u nexapcTBEH MPOIYKT € 32 AHOKpaTHA yroTpeda. Hen3non3BaHuAT JeKapCTBEH MPOIYKT WITH

OTHAABYHUTE MaTCpHAJIN OT HETO Tpr6Ba Ja C€ U3XBBPJIAT B CBOTBETCTBUEC C MECTHUTE U3UCKBAHUS.
7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA
Janssen-Cilag International NV

Turnhoutseweg 30
B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/12/792/001

9. JATA HA ITbPBO PASPEINABAHE/ITIOJHOBABAHE HA PASPELHLIEHUETO 3A
YIIOTPEBA

[lata Ha mepBoO paspemasane: 20 centemBpu 2012 r.
Jara Ha rociienHo noaHoBsBaHe: 22 mai 2017 1.

10. [JATA HA AKTYAJIMU3UPAHE HA TEKCTA

06/2021

ITonpo6Ha mHGOpPMAITHS 32 TO3U JIEKAPCTBEH MPOAYKT € IIpeIocTaBeHa Ha yeOcalita Ha EBponeiickara
areHuus no Jiekapcraata http://www.ema.europa.eu.
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http://www.emea.europa.eu/

IPUJIOKEHHUE |1

INPON3BOAUTEJL, OTTOBOPEH 3A OCBOBOXIABAHE
HA ITAPTHU AN

YCJIOBUA NJIX OTPAHUYEHMUSA 3A TOCTABKA U
YIHOTPEBA

JAPYI'U YCJIOBUS 1 UBUCKBAHUSA HA
PASPEIIEHUETO 3A YIIOTPEBA

YCJIOBUA NJIN OTPAHUYEHUASA 3A BE3OITACHA U

EDPEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA
HPOAYKT
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A.  NPOU3BOAUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE HA NTAPTHUIU

Hme m afpec HA MPOU3BOJMTENSA, OTTOBOPEH 3a 0CBOOOIK/IaBaHE HA MAPTHUIUTE

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

b. YCJIOBUS NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUAT MPOLYKT €€ OTIIyCKa [0 OTPaHUUYEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenne I:
Kpatka xapakTepucTika Ha IpOIyKTa, Touka 4.2).

B. JPYI'M YCJIOBUS U N3UCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
. Iepuoanynn akTyanu3upanu aokjaaau 3a oesonacuoct (ITA1B)

M3uckpanmsTa 3a nogaBane Ha [TAJlb 3a To3u TeKapCTBEH MPOAYKT Cca MMOCOYEHHU B CITUCHKA C
pedepentaute natu Ha EBponetickus cbio3 (EURD cnuchk), npensuaeH B wi. 1078, ain. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCHUKH CIIeIBAIM aKTyalu3alnu, MyOIMKyBaHH Ha €BPONEHCKHUS
yeOTopTal 3a JIeKapCcTBa.

I'.  YCJIOBUA NJIN OTPAHUYEHUSA 3A BE3OITACHA 1 E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA HPOAYKT

. IInan 3a ynpasaenue Ha pucka (ITYP)

IMputexatenst Ha paspemieHneTo 3a ynorpeda (ITPY) tpsOBa 1a u3BbpIIBA U3UCKBAHUTE ACHHOCTH U
JeWCTBUS, CBBP3aHH C MIPOCIIE/sIBaHE Ha JIeKapcTBeHaTa 0€301MacHOCT, ocoueHH B 000peHus [1YP,
npezacraBed B Moayi 1.8.2 Ha pasperieHnero 3a ynorpeda, KakTo U IPH BCUUKH CIEABALIH 0100peHI
akTyanuszanuu Ha [TYP.

Axtyamszupan I[1YP tps6Ba na ce monasa:

o 1o uckaHe Ha EBporeiickaTta areHius 1o JeKkapcTBara;

o BUHAr, KOraTo ce U3MEHS CHCTEMara 3a yIpaBJeHHE Ha PpHCKa, 0COOCHO B pe3ynraT Ha
NOJTy4aBaHe Ha HOBa HH(OPMALUs, KOSITO MOXKE J1a I0BEe 10 3HAYMMU IPOMEHHU B
CBHOTHOILEHUETO I10J13a/PUCK, WU CIIE] JOCTUTaHE HA BasKEH eTall (BbB BPb3Ka € IIpOCieIsIBaHe
Ha JIEKapCTBEHAaTa 0E€30I1aCHOCT WJIM CBEX/JaHE Ha PUCKA 10 MUHUMYM).
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HNPUJIOKEHME IIT

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CbAbPKA BTOPUYHATA OITIAKOBKA

KAPTOHEHA OITAKOBKA

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Dacogen 50 mg npax 3a KOHIIEHTPAT 3a HHPY3UOHEH pa3TBOP
NEeUTa0nH

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceeku dhnakon cpabpika 50 mg meruTaOwH.
Cunien pasztBapsine 1 ml KoHIIEHTpAT ChabpKa 5 MY JeUUTAOUH.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEIIECTBA

IMTomornnu BemectBa: kaiaues quxuaporenpocdar (E340), natpues xumpokenn (ES24) u
XJIOPOBOJIOPOJIHA KUCEJINHA
Bmxre nuctoBkaTa 3a moBeue HHGpOpMAaIHAL.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[Ipax 3a KOHIIEHTpAT 32 UH(PY3UOHEH PA3TBOP
1 dbmakon

‘ 5. HAYUH HA ITIPUJIATAHE U ITbT(MIIA) HA BBBE/KJTAHE

[Ipenu ynorpeba npodereTe NMCTOBKATA.
CaMmo 3a eTHOKpaTHO PUIIOKEHHE.
MHTpaBeHO3HO NPUIIOKEHUE

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YUE JIEKAPCTBEHUSAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIELIA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTBHIIHO 34 ACIaA.

‘ 7. APYI'U CHEHNUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXO/JNMO

UTOTOKCHYHO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:
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9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUE

HeotBopeHn (hnakoH: na He ce chxpansisa Hax 25°C.
IIpouerere nMHUCTOBKATa 3a CpOKa HA TOTHOCT HA PA3TBOPEHUS U Pa3peacH MPOIYKT.

10. CHELNHAJIHU IPEANIASHU MEPKHU IMPU U3XBDBHPJSIHE HA HEU3IMOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH NN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HWME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benarusa

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/12/792/001

13. TIAPTHJIEH HOMEP

ITaptuna:

‘ 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAIJIOBA A3BBYKA

[Ipuero e ocHOBaHUe /1a HE ce BKIOYM WH(popMarus Ha bpaitiosa a30yka.

‘ 17.  YHUKAJIEH WAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

JBym3mepeH 0apko]I C BKIFOUEH YHUKAJICH UACHTU(OUKATOD

‘ 18. YHHUKAJIEH WAEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHHU, KOUTO TPABBA JJIA CbAbPXAT MAJIKUTE EIMUHNYHU
I'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA

1. HNME HA JIEKAPCTBEHUS INTPOAYKT U IbT(MIIA) HA BBBEXK/IAHE

Dacogen 50 mg mpax 3a uH}pY3usg
NEenuTaonH
iv.

‘ 2. HAYHUH HA ITPUJIATAHE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJJMHULIN

50 mg

| 6. JIPYTO

MutoToKCHYHO
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b. IUCTOBKA
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JIncroBka: nHopmManus 3a NnoTpeduTE s

Dacogen 50 mg npax 3a KOHIIEHTPAT 32 HH(PY3UOHEH Pa3TBOP
nenutabun (decitabine)

IIpoyereTe BHMMATEJHO USJIATA JUCTOBKA, IPEAU 1A 3all0YHeTe 12 U3I0JI3BaTe TOBa

JIEKAPCTBO, Thil KATO T ChbPKa Ba:kHA 3a Bac nndopmanus.

- 3anaszere Ta3u JUCTOBKA. Moxke J1a ce HAJIOXKH J1a 51 IPOYETETe OTHOBO.

- AKo0 MaTe HSIKaKBH JOITBIHUTEHN BBIIPOCH, TIONTMTaiTe Bammmst nexap, ¢hapmaneBT mim
MEJIUIIMHCKA CeCTpa.

- ToBa nekapcTBo € npennucado JuyHo Ha Bac. He ro npeorcrenBaiite Ha Apyru xopa. To Moxke
Jla UM HaBpEeIly, HE3aBUCHMO Ue TPU3HAIUTE Ha TSIXHOTO 3a00JIsABaHe ca ChIIMTE KaTo Bammre.

- AKO MOIy4YuTe HIKAKBU HEXEJIAHU JICKaPCTBEHU peaklny, yBeaoMere Bamus nekap,
(hapManeBT WM MEIUIIUHCKA cecTpa. ToBa BKIIIOYBA M BCUYKH BH3MOXKHU HEIKEIAHU PEaKIIUH,
HEOMNHUCaHU B Ta3u JIUCTOBKA. BikTe Touka 4.

KakBo cbabpia Ta3u JIUCTOBKA

KakBo nmpencrasnsaa Dacogen u 3a KakBo ce U3I0JI3Ba
KaxBo Tpsi0Ba 1ma 3HaeTe, mpeau aa uimoiassare Dacogen
Kaxk na nznonszsare Dacogen

BBb3MOKHH HEXENAHU PEAKLIUU

Kak na cexpansasare Dacogen

CpapprkaHre Ha OMAaKOBKaTa U JOMBIHUTETHA HH)OpMAIUs

oML E

1. Kakso npeacraBjasiBa Dacogen H 32 KAKBO C€ U3I10/13Ba

Kaxkso npeacrasassa Dacogen
Dacogen e npoTrBOpakoBo JieKapcTBO. Toi Chabpika aKTUBHOTO BELIECTBO ACLUTAOHH.

3a kakBo ce u3no.3Ba Dacogen
Dacogen ce uzmnon3pa 3a JeueHne Ha BUJ paK, HapeueH ,,0CTpa MUeIou IHa JieBkemus” i ,,OMJT”.
ToBa e Bua pak, KoiTo 3acsara kpsBHHTE KiteTkH. 1lle Bu 6b1¢ mpumoken Dacogen, korato 3a IbpBH

bT cTe nuarnoctunupann ¢ OMJIL. Dacogen ce u3mnos3Ba npu Bb3pacTHU MAIEHTH.

Kak neiictBa Dacogen
Dacogen neficTBa KaTo crimpa pacTeka Ha paKOBUTE KJIETKH, a CBIO U TH YOUBA.

I'oBopere ¢ Bamus nexkap uim MEIUIIMHCKA CECTPA, aKO UMAaTe BBIIPOCH OTHOCHO TOBA Kak AeHCTBa
Dacogen unu 3amo Bu e npennucano ToBa JiekapcTBo.
2. Kaxso TpsdBa 1a 3Haete, npeau Aa usnoJuassare Dacogen

He usnoaszsaiite Dacogen

o aKo CTe aJepPruuHU KbM JCUUTA0MH WM KbM HSKOSI OT OCTaHAINTE ChCTABKU HA TOBA
JekapcTBo (M30poeHHU B TOYKA 6);
o aKO KbPMHTE.

AKO HE cTe CUTYpHH JIaJIi HAKOE OT FOPHHUTE ce OTHAcs 3a Bac, yBemomere Barust nekap, hapmarest
WIM MEJUIIMHCKA cecTpa mpeu Aa u3noissare Dacogen.

IpenynpexneHus u NpeANa3Hu MEePKH
T'oBopere ¢ Bamus nekap, papmaiieBT nim MEAMIIMHCKA CECTpa, ITPeau Jaa usnoiaspare Dacogen, ako
AmMare

o HHUCBK OpO TPOMOOIIMTH, YePBEHH KPBBHH KJICTKH WM OCIIH KPBBHU KIICTKH;
° UHPEKIHUS;
o 4epHOAPOOHO 3a00IsIBaHe;
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. cepro3Ho 0BOpedHo 3a00IIsIBaHE;
o ChpJedHO 3a00JIIBaHE.

AKO He CTe CUTYPHH Il HIKOE OT TOPHUTE ce OTHAcs 3a Bac, yBenomere Bamius nekap, hapMarent
WM METUIIMHCKA CecTpa nmpeau aa usnonssare Dacogen.

Dacogen moske fa rpeIn3BUKa Cepro3Ha UMYHHA peakiys, HapedeHa ''CHHAPOM Ha audepeHnuanus
(BmxTe Touka 4 "BB3MOKHN HEXETAHN peakiun'").

H3caenBanns Win nperyieau

e Bu ce HanpaBsT KPBbBHU M3CIEABAaHUS IIPEIH [a 3all0YHETe JieueHneTo ¢ Dacogen, KakTo U B
HAuaJIOTO HA BCEKU IIUKbJ Ha JieueHue. M3cinenBanusaTa UMaT 3a LieJ1 Aa IIPOBEPSIT CIECAHOTO:

o JlaJT ©MaTe JOCTaThYHO KPBHBHH KIETKHU U

. Ty 9epHUAT apob 1 6b0pennTe Bu pyHKIMOHUpAT IPaBUITHO.

T'oBopere ¢ Bamus nekap 3a ToBa, KakBO 03Ha4aBaT pe3yjITaTUTe OT BamuTe KpbBHU U3CIEIBAHUS.

Jlena v roHOIIM
Dacogen He e mpenHa3HaueH 3a ynorpeda Mmpu Aera Uiy I0HOIIH! oA 18 roauHy.

Jpyrn nexapcerBa u Dacogen

Wudopmupaiite Bamms gexap, MEIUIIMHCKA CeCTpa WiH (papMareBT, ako U3II0N3BaTe, HACKOPO CTe
H3IIOJI3BAJIM WJIM € Bb3MOKHO Ja U3I0JI3BATC APYTU JICKAPCTBA. ToBa BkIIOUBa JICKapCTBa, OTIIYyCKaHU
0e3 pereniTa ¥ TakMBa Ha OwITKOBa ocHoBa. [IprunHara e, ye Dacogen Moke Ja MOBNIHsE AEHUCTBUETO
Ha HAKOU OPYTH JICKApCTBA. OcBeH TOBa HIKOU JAPYTry JICKaApCTBa MOXKE Jia OKaXXaT BJIIMAHUEC BbPXY
nericrBuero Ha Dacogen.

bpemeHnHoCT U KbpMeHe

o AKo cTe OpeMeHHa Wil KbpMUTE, CMATATe, 4e MOXKE J1a CTe OpeMeHHa WM IJIaHupaTe
OpeMeHHOCT, MochBeTBalTe ce ¢ Bamms nekap npeau ynorpebara Ha TOBa JIEKApCTBO.
. He tpsioBa na u3nonzeare Dacogen, ako cte OpeMeHHa, Thii KaTO TOBa MOKeE J1a yBpeau 0e0eTo

Bu. Axo cre B chcTosiHUE 1a 3a0peMeHeeTe, Bamust nekap e Bu momonu na HanpaBuTe TeCT
3a OpeMeHHOCT, IpeIy Aa 3amoyHeTe edeHue ¢ Dacogen. HezabaBHo yBegoMere Bamms gekap
ako 3abpeMeHeeTe 1Mo BpeMe Ha JieueHneTo ¢ Dacogen.

° He xbpmere, ako nznonssare Dacogen, Thil KaTO HE € U3BECTHO JaJIM JIEKAPCTBOTO MPEMUHABA
B KbpMara.

(I)epTI/l.]'l](lTeT U KOHTpaunenuus nmpu Mb:kK€ U )KCHU

. Mmnxete He TpsOBa 1a 3aUeBar aera, 1okaro yrmorpedssar Dacogen.

o Mpuxkere TpsiOBa Jia M3MONI3BAT e)EeKTHBHA KOHTPAIICTIIUS 10 BpeMe Ha JICUCHUETO 1 3 Mecena
CJell HeroBus Kpail.

o I'oBopere ¢ Bamms siekap, ako jkenaeTe Jja CbXpaHUTE CliepMa Ipeid Ha4aloTo Ha JICUSHHUETO.

. JKenu, konto MoraT Jia 3a0pemMeHesIT, TpIOBa Jia u3MoJi3Bar e()eKTHBHA KOHTPAIICTIIUS 110 BPeMe
HAa JICYCHUETO U B IPOIbIDKEHIE HA 6 Mecella Ciie]l 3aBbPIIBAaHE HA JICUCHUETO.

o I'oBopere ¢ Bamus nekap, ako xenaere 1a 3aMpa3uTe SHIEKICTKH MIPEeId Ha4auoTo Ha
JICYCHUETO.

Ilo¢upane n padoTa ¢ MAIIUHA
Moske a mouyBCTBaTE YMOpa WM OTIAAHATIOCT cliefl ynorpebarta Ha Dacogen. Axo ToBa ce cirydu, He
modupaiite U He padoTeTe ¢ MHCTPYMEHTH HIIA MaITHHH.

Dacogen cbabpika Kajauii 1 HaATPHid

. Tosa nexapctBo chabpika 0,5 Mmol kanwii BB Beeku (akoH. Ciiesl IpUTOTBSHE HA
JIEKapCTBOTO, TO ChABPKa mo-Manko ot 1 mmol (39 mg) kanuit Ha 1034, T.€. MPAKTHYECKU HE
ChIbpKA KaJIui.

o Toga nekapctBo chabpika 0,29 mmol (6,67 mg) narpuii (OCHOBHA ChCTaBKa Ha rOTBapcKaTa
coJ) BbB Beeku GuiakoH. Cresi MPUTOTBSIHE Ha JIEKAPCTBOTO, TO ChIBPKA MEKIY
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13,8 mg-138 mg Hatpuii Ha 1032, KOETO € eKkBUBaNEeHTHO Ha 0,7-7% OT mpenopbUnTETHHS
MaKCHMaJIeH THEBEH XpaHUTEJICH ITPUEeM Ha HaTpuii 3a Bb3pacTeH . ['oBopere ¢ Bamms sekap,
aKo CTe Ha JMeTa C OTpaHHYEH IIPUEM Ha COJL.

3. Kaxk na m3moJszBate Dacogen

DaCOgen me Bu ce nmpujiara OT JICKap Wik MCIUIIUHCKA CECTPa, KOUTO Ca O6y‘lCHI/I B IpUJIAraHeTo Ha
TO3H BUI JICKAPCTBO.

Kouako Ja U3110J13BaTe

. Bammsar nexap e onpezaenu Bamara no3a Dacogen. Tosa 3aBucu ot Bamute pbeT 1 Teriio
(TenecHa MOBBPXHOCT).

o Jlo3ata e 20 mg/m? TenecHa MOBBPXHOCT.

o Bue me nonmy4asare Dacogen Bceku faeH B IPOABIDKEHNE HA 5 AHU, CJIe] KOSTO CleBaT

3 cenmunn Oe3 jJedeHne. ToBa ce HapHya ,,TeparieBTUICH IUKBI U CE TIOBTAPS Ha BCEKH

4 cenmunu. Criopen obuuaiinata cxema Bue mie momyunte Hali-Manko 4 TEpaneBTHYHU [TUKBIIA.
° Bamust nexap Moxe J1a 0Ta0%kH J1o3aTa Bu u 1a npomeHu o0y Opoii Ha UKIUTE B

3aBUCUMOCT OT Barus oTroBop KbM JI€UEHUETO.

Kak ce npuaara Dacogen
PastBOpBT ce mpunara BeB BeHaTa (kato nH(Y3ust). ToBa e otHeme | vac.

Axo Bu e npuio:kena nosede oT Heodxoaumara ao3a Dacogen

Tosa nekapcTBo 11e Bu ce npunara ot Bamms nexap wim MequuuHCKa cectpa. B cirydaii ue Bu ce
HPUJIOXKH TBBPAE MHOTO JIeKapcTBO (peao3upane), KOeTO € MaJKo BeposTHO, BammsT inekap e
IIPOBEPH 32 MOSIBATA HA HEXKEJIAaHW PEaKIUU U IIE TH JIEKYBa 10 CbOTBETHHS HAUMH.

AKO cTe NPONMyCHAJIM Yaca cH 3a npujiokeHne na Dacogen

AXo TIpoIycHeTe Jaca CH, OIpeiesieTe CH IpyT Yyac Bb3MOXKHO Haif-ckopo.ToBa ce Hanara, 3amoro, 3a
Jia ObJie TOBA JIEKapCTBO Bh3MOXKHO Hal-epeKTHBHO, BaXKHO € Jla cria3Bare rpaduka 3a NpHiIoKeHHE.
Axo MMaTe HIKaKBU JOMBIHUTEIIHN BBIIPOCH, CBBP3aHU € yHOTpeOdara Ha TOBa JISKAPCTBO, MOMUTANTE
Bammms nekap nim MeTUIIMHCKA CecTpa.

4, Bb3MokHM HeKeJTaHU peakIuu

Kakro Bcuuku JICKAapCTBa, TOBA JICKAPCTBO MOXKE J1a NPCAU3BHUKA HCIKCIAHU pCAaKIIUH, BBIIPCKU Y€ HC
BCCKMU I'M I1I0JTy4aBa. HpI/I HET0 MOKEC a CC MOABAT CJICAHUTC HCIKCIIAHU pCaAKIIUU.

FonopeTe ¢ Bamua JICKap Wi MEAUIUHCKA ceCcTpa Hesaﬁanﬂo, aKo 3a0eJIe:KuTe HAKOS OT
CJCAHUTE CCPUO3ZHHU HEKEJIAHU PCAKIIUN:

. Tpecka: ToBa MOXe Ja € MpU3HaK Ha MH(EKIMsI, PUUYMHEHA OT HUCKUTE HUBA Ha Oenute
KPBBHH KJIETKH (MHOTO YECTH);
o Bonka B repauTe wim 3a7yx (ChC WM 0€3 BUCOKa TeMIIEpaTypa MM KallIiIa): TOBa MOXeE /1a

ca Mpu3HAIKY Ha uHQEKIUs Ha OennuTe IpodoBe, HapeUeHa ,,[THEBMOHUS” (MHOTO YECTH) WU
Bh3MAlICHUE Ha OenuTe 1poboBe (MHTEpCTUIMATHA OenoApoOHa OoecT [¢ HeM3BeCcTHA YecToTa))
WK Kapauomuonatus (3a0oiisiBaHe Ha Chp/ACYHHS MYCKYJT [HedecTH]), KOSITO MOXKeE J1a ce
CBITBTCTBA C OTMYAHE HA TJIC3CHUTE, JJIAaHUTE, KpaKaTa U CThIlaiara.

o K'BpBeHe: BKJIFOUUTEIHO U KPBB B U3IIPAKHCHHUATA. Tosa Mmoxe Jla € IIPpU3HaK 3a KbPBCHC B
CTOMaxa WJIH yepBara (4ecTH);
o 3aTpyAHEHO IBUKEHHUE, TOBOP WK pa3OupaHe, WM BHXKIaHe, BHE3AIMHO TEXKO I1aBo0oHe,

IpUnaxbK, CKOBAaHOCT WM ca00CT B HAKOS YacT OT TAJ0TO. ToBa MOe Jja ca CHMITOMH Ha
KPBHBOM3IIUB B TIaBaTa (4eCTH).

. 3aTpyAHEHO AUIIaHe, TTOyBaHEe HA YCTHUTE, ChpOSK min oOpuB: ToBa MOXe 1a ce JBIDKH Ha
ajiepruyHa peaxius (CBpbX4yBCTBUTEIHOCT) (YECTH).
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. Cepuno3Ha UMyHHa peakuys (CHHIPOM Ha AuQepeHIranys), KOWTo MOKe Ja MpeInu3BUKa
Tpecka, Kallulniia, 3aTpyJHEHO JUIaHe, OOpHB, HAMAJICHO OTEINITHE HA YPUHA, XUITOTOHUS
(HMCKO KPBBHO HaITaHe), TOJyBaHEe HA PBLETE U KpakaTa U Obp30 Ha/IaBaHe Ha TETJIo (C
HEM3BECTHA YECTOTA).

I'oBopere ¢ Bamust nekap wim MeTUITMHCKA cecTpa He3a0aBHO, aKO 3a0€IIeKUTE HAKOS OT CEpUO3HUTE
HEeXKEJIaHW PEeaKIMH MO-Tope.

Jpyru Hexenanu peaknun Ha Dacogen ca:
MHuoro yectn (MoXe Ja 3acerHar mosede ot 1 Ha 10 mymm):

o MH(EKIYs Ha MTUKOYHUTE IBTULIA

o Ipyra uHQEKIMs B HIKOS 4acT Ha TAJIOTO, IPUYUHEHA OT OaKTepHUH, BUPYCH UM I'bOMYKU

o M0-JIECHO KbPBEHE WJIU MOsIBA HA CHHUHU — TOBA MOJXKE /1a Ca IIPU3HALM Ha ITOHMXEH Opoit
TPOMOOLIUTH (TPOMOOITUTOTICHHS )

o YyBCTBO Ha yMOpPa WM OJIETHOCT — TOBAa MOJKE J1a ca MPHU3HAIM Ha IOHWXKEH Opoil uepBeHn

KPBBHH KJIETKHU (aHEMUS)

BHUCOKO HUBO Ha KpbBHATA 3axap
riaaBo0osIne

KBbPBEHE OT HOCa

JIUapust

MOBpBLIaHE

rajieHe

Tpecka

HapyIleHa YepHOIPOOHA PYHKIHS

Yectu (Moxe ma 3acerrar a0 1 Ha 10 mymm):

o WH(EKIUs Ha KPBBTA, IPUYHHEHA OT OAKTEPUU — TOBA MOJKE JIa € IPU3HAK 32 HUCKO HUBO Ha
OenuTe KPbBHU KIETKH

. Xpema, Bb3MaJeHUE Ha CHHYCUTE

. S3BH Ha yCTaTa WM €3UKa

o BHUCOKO HUBO Ha OWMIIMpYyOWH B KPBBTa

Heuectn (Moxe ma 3acernar g0 1 ga 100 gymm)

o HOHIKEH Opoii Ha YepBEHNUTE KPBBHH KJIETKH, O€INTe KPBBHU KICTKH M TPOMOOIIUTHTE
(MaHIUTOIIEHUS)

. 3a00JIsIBaHe Ha CHPJIECYHUS MYCKY

. 3auepBEHH M MOAYTH OOJIC3HEHH YYaCThIM MO KOXKaTa, BUCOKA TEMIIEpaTypa, MOBUILIECH OpOit

0enu KpBbBHU KJIETKH — TOBA MOJKE JIa ca IIpU3HAalH 3a ,,0cTpa (pedpuiHa HeyTpoduiHa
nepmarosa’” uid ,,cuaapoM Ha Cyurt”.

C Hen3BecTHA YecToTa (OT HATMYHUTE JAHHU HE MOXKE J1a Objie HalpaBeHa OICHKA)

) BB3MAJICHUE Ha YepBara (EHTEPOKOJUT, KOJIUT U Bh3MAJICHHE HA CISAIIOTO YEPBO), ChbC CHMIITOMHU
KopeMHa 00JIKa, MolyBaHe Ha KopeMa Wi Tuapus. EHTepOKONIHUTHT MOXKe Ja JJOBEJE 110
CENITUYIHH YCIOKHEHUS U MOXKE Jla ObJIe CBBhpP3aH C JICTAICH U3XO0.

Cho0maBaHe HA HEeXKEJIAHH PeaKINu

AKO TIOJTyuHTe HSKaKBH HEXeJlaHU JIEKAPCTBEHU PeaKIlny, yBeqoMere Bamms nexkap, GpapManeBT uiu
MEJIMIIMHCKA cecTpa. ToBa BKJIIOUBA BCUYKH Bb3MOXHH HEOIIMCAHH B Ta3U JIMCTOBKA HEXKEJIAHU
peakiuu. MoeTe ChIIO 1a ChOOIIUTE HEXKEIIAHU PEaKIUU TMPEKTHO Ype3 HallMOHATHATA CUCTEMA 32
CHOOIIIAaBaHE B:

W3nbiaHKUTEIHA areHIus 0 JIeKapcTBaTa

yi. ,,Jlamsu 'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiit: www.bda.bg
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Karo C’bO6H_[aBaT€ HEXKECJIaHU pCaKIIuU, MOKETC Aa AaACTC CBOA IMPUHOC 3a MOJIydYaBaHC HA MTOBEYEC
I/IHCI)OpMaLII/IH OTHOCHO 0€30IacHOCTTa Ha TOBA JICKApCTBO.

5. Kak na coxpansiBate Dacogen

o BamusT nexap, MequIMHCKA cecTpa win ¢apManeBT OTTOBapsIT 3a CbXpaHeHueTo Ha Dacogen.
o [la ce cpxpaHsiBa Ha MsICTO, HEIOCTBITHO 32 JeLa.

o He n3non3BaiiTe TOBa JIEKapCTBO CJIEA CPOKA HA TOJTHOCT, OTOETISI3aH BbPXY KapTOHEHATa

omakoBka u (rakoHa cien ,,['oger no:”u ,,EXP”. CpoKbT Ha TOTHOCT OTTOBaps HA TOCIIEIHIS
JIEH OT IIOCOYESHHUSI Mecell.

) Ha He ce cpxpansiBa Hag 25°C.

o Crnen pa3TBapsiHe, KOHIIETPATHT TPSAOBA Ja ce pa3peau JOMBIHUTEIHO B pAMKUTE HA 15 MUHYTH
C TIOMOIIITa Ha CTYJeHH WH(Y3NOHHU T€YHOCTH. Taka MPUTOTBEHUAT pa3peieH pa3TBOP MOXKeE
Ja ce chxpansiBa B xyaauiHuk npu 2°C - 8°C He noBeue oT 3 yaca, ciiel KOeTO MOXKE Jia Ce
chXpaHsBa Ha cTaiiHa Temrneparypa (20°C - 25°C) no 1 yac npeau npuiiokeHue.

o Bammust nekap, MEIMIIMHCKA cecTpa WiK (papMalieBT HOCSIT OTTOBOPHOCT 3a MPaBUIIHOTO
M3XBBPJSHE Ha HEM3MOJI3BaHUTe KoandecTBa Dacogen.

6. Cbabp:kaHue HA ONIAKOBKATA M A0NbJIHUTEIHA HH(OPMALHUs

Kaxkso cbabp:ka Dacogen

. AKTHBHOTO BEIECTBO € nenuTabud. Beeku dhakoH ¢ mpax cbabpka 50 mg neruradbun. Cien
pastBapsiHe ¢ 10 ml Boza 3a MHKeKLMH BCEKH M| OT KOHIIEHTpaTa ChAbpKa 5 My AeruTaOuH.
o Jpyrute cbeTaBKU ca kanueB auxuaporet ¢pocoar (E340), natpues xunpokeun (E524) u

XJIOPOBOJIOPOAHA KUCeNHHA (3a Kopeknus Ha pH). Bmkre Touka 2.

Kaxk u3rae:xaa Dacogen U KakBO ChIbp:Ka ONaKOBKaTa
Dacogen e 0s1 10 mouTH Os1 TIpax 3a KOHIEHTpAT 3a HH(Y3HOHEH pa3TBop. Toi ce nocrass B 20 ml
CTBKJICH (UIaKoH, chabpxkant 50 mg menutaduH. Beska omakoBka chabpika 1 durakoH.

IIpuTe:xkaTes HA pa3pelIeHHETO 32 yHOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBonureJ

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

3a 1ObIHUTEIHA HHPOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
HPECTaBUTEI Ha MPUTEKATENS Ha pa3pelIeHUETOo 3a ynoTpeda:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88
Buarapus Luxembourg/Luxemburg
»JoKOHCHH & JIxxoHCHH bbirapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11
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Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 4594 8282

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955

Eesti
UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

EMLGda
Janssen-Cilag ®appoakevtikni A.E.B.E.
TnA: +30 210 80 90 000

Espana
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00

France
Janssen-Cilag
Tél: 0800 2550 75/+33 155004003

Hrvatska
Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700

Ireland
Janssen Sciences Ireland UC
Tel: +353 1 800 709 122

island

Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000

Italia
Janssen-Cilag SpA
Tel: 800.688.77 / +39 02 2510 1

Kvnpog
Bapvapag Xoatlnmavayng Atd
TnA: +357 22 207 700

Magyarorszag
Janssen-Cilag Kift.
Tel: +36 1 884 2858

Malta
AM MANGION LTD.
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z 0.0.
Tel: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija
Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy
Puh/Tel: +358 207 531 300

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00

Latvija
UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC
Tel: +44 1 494 567 444

JlaTa Ha mocJieHO pepa3riexaane Ha sucroBkaTta 04/2021

30



IMoapobHa uHpopMars 3a TOBA JIEKAPCTBO € MPeocTaBeHa Ha yebcaiita Ha EBporiefickara areHIus
1o JiekapcTBaTa http://www.ema.europa.eu.

ITocodenara mo-moiry HHGOpPMaNUs € IpeIHa3HaYeHa caMO 3a MEAWIIMHCKH CICITHAUCTH

1. PA3TBAPSIHE

Tps0Ba 1a ce n305ArBa KOHTAKT HA Pa3TBOPA C KOXKATa M Ja Ce HOCAT 3alUTHU pbKaBULU. Tpsa0Ba qa
ce MpueMar CTaHAapTHU NPOLEAYpH 3a paboTa ¢ IUTOTOKCUYHH JIEKAPCTBEHHU MPOIYKTH.

[paxbT ce pazrBaps acentryuHo ¢ 10 ml Boga 3a umwxkekuun. [1pu pa3zTBapsHeTo Bceku ml chabpka
npubIu3uTenHo 5 mg aeuutadbud ¢ pH 6,7 no 7,3. B pamkute Ha 15 MUHYTH ciien pa3TBapsSHETO
pa3TBOPBT TPIOBA AOMBJIHUTEIHO Jia ce pa3penu ¢be ctyaeHu (2°C - 8°C) undy3MoHHU TEUHOCTH
(marpue xmopug 9 mg/ml (0,9%) nHxekunoHeH pa3TBOp Wi 5% TIr0K03a HHKEKIIMOHEH Pa3TBOP)
10 Kpaiina kornenTparms ot 0,15 o 1,0 mg/ml.

3a cpoKa W YCIOBHATA HAa CbXpaHEHHUE CJie]] pa3TBapsiHe BUKTE TOUKA S5 OT JIMUCTOBKATA.

2. HPUJIOKEHUE

BruBane Ha peKOHCTUTYHPAHUS Pa3TBOP HHTPABEHO3HO B MPOJbIDKEeHUE Ha | dac.

3. MN3XBbPJISIHE

OnakoHbBT € MpeIHa3HAYeH caMo 3a eAHOKpaTHA ynmoTpeda U HEeM3IoI3BaHaTa 4acT OT pa3TBopa
TpsiOBa Ja ce U3XBBPIIH.

HewnsmomsBaHuaT nexkapcTBEH MPOIYKT WM OTHAIBFYHUATE MaTEPHAN OT HETO TPAOBa /1a C€ U3XBBHPIIAT
B CHOTBETCTBUE C MECTHHUTE N3MICKBAHMUS.
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