MNPUJIOKEHHUE |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Akeega 50 mg/500 mg punmMupanu TabIeTKU
Akeega 100 mg/500 mg ¢punmMupanu TabaeTKH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Akeega 50 mg/500 mg Gpunmupanu TabICTKH

Bcesika punmupana Tabiaetka chIbpika HUpanapuo To3uiIaT MOHOXHUIPAT, eKBUBaeHTeH Ha 50 mg
Hupanapuo6 (niraparib) u 500 mg abuparepoHOB aneTar, eKBUBaJeHTeH Ha 446 My abuparepoH
(abiraterone).

Akeega 100 mg/500 mg dhuiMupanu TabaeTKH

Beska punmvupana TabneTka chabpka HApArapubd To3uaaT MOHOXHIpAT, ekBuBajgeHTeH Ha 100 mg
Hupanapu6 (niraparib) u 500 mg abupatepoHOB areTat, eKBUBaJeHTeH Ha 446 My abuparepoH
(abiraterone).

IlomMoIIHY BelecTBa C U3BECTHO ACHCTBUE
Besika ¢punmupana tabnetka cbabpxka 241 mg nakrosa (Bx. Touka 4.4)

3a IBIHUA CIIUCHK HAa TOMOIIHUTE BEIECTBA BUHKTE ToUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

®dunmMupana TabneTka (TabiaeTKa)

Akeega 50 mg/500 mg punMupanu TabaeTKu
XK bATEHUKAaBO-OpPaHKEBH JI0 KbJITCHUKABO-Ka(siBU OBaIHU QuiiMupanu Tadbnaetku (22 mm x 11 mm)
¢ BIIbOHATO penedHo o3HaueHue ,,N 50 A ot exHaTa cTpaHa U TJIaJIKK OT Jpyrara cTpaHa.

Akeega 100 mg/500 mg dunmMupanu TabIeTKH
OpanxeBy, oBaTHU (priMupanu Tadbnetkn (22 mm X 11 mm) ¢ BarpOHATO penedHo o3HaYeHHE
»N 100 A“ oT emHaTa cTpaHa U IJIaJIKH OT JApyTaTa cTpaHa.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHYHHN MOKA3aHUSA

Akeega ¢ mpeTHM30H WM [IPEIHU30JIOH € TI0Ka3aH 3a JICUCHNUE Ha Bb3PACTHH MALUCHTH C
METacTaTH4eH Pe3UCTeHTEeH Ha KacTpanus pak Ha npocrarata (mCRPC) u BRCA 1/2 myranuun
(repMHHATHBHU W/WJIM COMATHYHH ), TIPH KOUTO XUMUOTEPAINHUATA HE € KJIMHUYHO [TOKa3aHa.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

Jledaenue ¢ Hupamapu0 u abupaTepOHOB aleTaT IUII0C MPEIHN30H WU TIPETHU30JI0H TPsIOBa J1a ce
3aroyBa v HaOJII0/1aBa OT JIEKApH C OMUT B MEIMKAMEHTO3HOTO JICUEeHHE Ha paKa Ha IpocTaraTa.

IIpenn 3amouBane Ha Tepanus ¢ Akeega Tpa6Ba na ce ycranoBu nonoxurenaed BRCA craryc ¢
NIOMOIIITa Ha BAIMIMPAH METO/] 3a U3CieBanHe (BXK. Touka 5.1).

2 !031/1[ )OBKa

Ipenopbuutennata HauanHa go3a Akeega e 200 mg/1 000 mg (e Tabnerku ot 100 mg
Hupanapu6/500 mg abrpaTepoHOB areraT) KaTo eIHOKpaTHA JIHEBHA /103 MPUOIU3UTEITHO TI0 €JTHO U



CBIIIO BPeME BCEKH JieH (BK. ,,Haunn Ha nprmioxenne* mo-moiy). Mma tabietku ot 50 mg/500 mg 3a
HamalsBaHe Ha Jl03aTa.

MeukaMeHTO3HAaTa KacTpalys ¢ aHAJIOT Ha TOHAI0TPONTUH-0cBoOok 1aBai XopMoH (GnRH) tpsosa
Jla TIPOIBJDKH 110 BpEMeE Ha JICUEHHUETO Ha MAIUeHTH, KOUTO HE ca MPEThPIeNd XUPYPTUIHA
KacTparms.

Jloszuposra na npeonu3on wiu NPeoHU30I0H
Akeega ce mpuiara ¢ 10 mg nmpeTHU30H WiTH MIPEIHNU30JIOH THEBHO.

IIpooviosicumennocm ua aevenuemo
[TarmenTrTe TpAOBa a ce IEeKyBaT 0 MPOTPECcHs Ha 3a00JIIBaHETO MIIM HEPHUEMITIBA TOKCHYHOCT.

Iponycrnama 0oza

Ako ce mporrycHe 103a Akeega, MpeTHN30H WIH MPEIHNU30JIO0H, TS TPSAOBa /1a ce B3eMe Bb3MOXKHO Haii-
CKOpPO B CBIIUSA JICH, KaTO Ha CJICIBAIIUS ACH c€ Bh30OHOBHM oOnMJaitHaTa cxeMa. He TpsiOBa na ce
npreMar AOIbIHATENHN TableTKH, 3a Jja c€ KOMIICHCHpa MPOITycHAaTaTa J103a.

Kopexyuu na dozama npu nesxcenanu peaxyuu

Hexemamonoeuunu nesiceranu peaxyuu

ITpy manueHTH, KOUTO Pa3BUAT HEXEMATOJIOTHYHHU HEXETaH!U PEaKI|K CTEEH > 3, IeUeHHETO TPpsOBa
Jla ce MPEKPATH | Ja Ce TPEIIpPHEeMe MOAXOISIIO0 MEAUIIMHCKO JieueHne (BK. Touka 4.4). JledeHuero ¢
Akeega He Tpsi0Ba 1a ce Bb300OHOBSIBA, JOKATO CUMIITOMHUTE HAa TOKCUYHOCT HE OT3BYYaT 0 cTeneH 1
WU JI0 U3XOJHOTO HUBO.

Xemamonoeuunu nesceranu peakyuu

[Tpu manueHTH, KOUTO PA3BUAT XEMAaTOJOTHYHA TOKCHYHOCT > CTEIEH 3 WJIM HEIIOHOCHMA
XEMaTOJIOTUYHA TOKCUYHOCT, MPUIIOKEeHUETo Ha Akeega mo-ckopo TpsOBa Jia ce MPEKbCHE, OTKOJIKOTO
Jia ce TIPEYCTAHOBH, U J]a c€ OOMUCITH MOTBPIKAIIO JCUCHHUE. AKO CHMIITOMUTE HA XEMATOJIOTHYHATA
TOKCHUYHOCT HE OT3BYYaT JI0 IPUEMIIMBH HUBA B paMKUTE Ha 28 JTHU CiIe]] TIepro/ia Ha MPEKbCBaHEe Ha
MIPUJIOKEHUETO, JieueHneTo ¢ Akeega TpsOBa J1a ce MpeyCTaHOBU OKOHYATEITHO.

IIpenopbku 3a KOPEKLMs Ha 7j03aTa IPH TPOMOOLIMTOIICHUS! M HEYTPOIIeHusI ca 1aaeHu B Tabnuua 1.

Ta6auna 1: [lpenopbku 32 KOPpeKIUA HA /103aTA MPH TPOMOOLUTONEHUSI U HEYTPONEHHs

Crenen 1 bes MpOMsAHA, TIOMHUCJICTE 3a Ha6J'IIO,I[eHI/IC BCAHBXK CCAMHUYHO

Crenen 2 [IpocnensBaiiTe MoHEe BEIHBXK CEAMHYHO U OOMIUCIIETE CITUPaHEe Ha MpHeMa Ha
Akeega 10 Bb3CTAHOBSBAHE 0 CTENEH | WM 10 H3XOAHOTO HUBO. '
Br3obHOBeTe npuema Ha Akeega ¢ Tiperiopbka 3a CeIMUYHO TPOCIIS/ISIBAHE B
MPOBIDKEHNE Ha 28 JTHU ciiell Bb30OHOBSIBaHE HA MIPUIOKEHHUETO.

Crenen > 3 Cnpere npuema Ha Akeega n HaOIIt0JaBaliTe MOHE BEHBK CEMUYHO JI0
BB3CTAHOBSIBAHE HAa TPOMOOLIUTUTE U HEYTPODHIHUTE /10 CTereH | win 10
uszxonHoTo HUBO.! Ciiesl ToBa BB300HOBETE IpreMa Ha Akeega uim, ako e
ONpaBJaHO, U3IOJI3BANTE ABE TAOJETKH € MO-MAJIKO KOJHYECTBO HA €THOTO
akTuBHO BemecTBo (50 mg/500 mg).

[penopbuBa ce execeMAIHO MPOCIIEAsIBAHE HA KPhBHATA KapTHHA B
MIPOIBDKEHIE HA 28 JHU clie]] Bh30OHOBSIBaHE Ha MPUIIOKEHUETO WITH
3ar04BaHe Ha MO-HUCKaTa A03a (nBe Tadnetku ot 50 mg/500 mg). [pu
3aroYBaHe Ha MpreMa Ha MO-HHUCKATAa /1032, MOJIS, BUKTE 110-JI0Ty

] |]pENOPBUYUTEITHO HAOIOICHNE 32 IOMIBITHUTEIHA HH(POPMAIIUs OTHOCHO
yepHOApoOHAaTa (PyHKIIHA.

Bropa nosisa Crpere nmpueMa Ha Akeega 1 HaOJIt0/JaBaliTe MOHE BEHBK CEIMUYIHO, TOKATO
> CreneH 3 TPOMOOIIMTUTE U/UITH HEYTPOPHUIUTE CE BB3CTAHOBAT 0 creneH 1. [lo-
HATaTHITHOTO JICYCHHUE TPAOBa J1a c€ Bb30OHOBH C [IB€ TA0JIETKH € MO-MAJKO




KOJIMYECTBO HAa eJHOTO aKTHBHO BemecTBo (50 mg/500 mg).

I[penopwuBa ce exKeCeIMUIHO MPOCIIEAABAHE B MPOIbDKCHIE Ha 28 THU Clie
BB300HOBsIBaHE Ha JiedeHHETO ¢ Akeega ¢ MO-MaJIKO0 KOJIMYECTBO HA THOTO
aKTHBHO BellecTBo. [Ipy 3armouBane Ha MpreMa Ha MO-HUCKaTa 1032 (1B
tabnetku ot 50 mg/500 mQ), MoJist, BHXKTE 1O-10.1y ,, [ IpernopbIuTeTHO
HaOJIOICHUE 3a IOMBJIHUTEIHA HH(OPMAIIUS OTHOCHO YepHOPOOHATA
GyHKIHSL.

AKO ManueHTsT Bede € Ha TaldaeTku AKeega ¢ mo-Maiko KOJIUYeCTBO HA
€IHOTO aKTHBHO BemecTBo (50 Mg/500 mg), oOMucnere npekpatsBaHe Ha
JIEYEHHUETO.

Tpera nosisa
> Crenen 3

HPGYCTaHOBCTe JICYCHUECTO OKOHYATCJIHO.

1

ITo Bpeme Ha IpEeKbCBaHE Ha JIeueHUeTo ¢ Akeega eKapaT MoXKe 1a OOMUCIIM Bb3MOXKHOCTTA 32 IPHJIaraHe Ha

abupaTepOHOB aleTaT U MPSIHU30H WK IPETHU30JI0H 32 MOAbPKaHe Ha JHeBHATA []03a aDMPaTepOHOB anerart (BixK.
KpaTKaTa XapaKTepHCTHKA Ha aOHPaTEePOHOB aLleTar).

[To-HaTaThIHOTO MpHIIOKeHHE HAa Akeega Moke 1a ObJic Bb30OHOBEHO CaMO KOraTO CUMIITOMUTE Ha
TOKCHUYHOCT, JbJIKaIlla CC Ha TpOM6OHI/ITOHCHI/IH " HCYTPOIICHU:, CC HOI[O6p51T J0 CTCIICH 1 nu
OT3BYYAT JI0 U3XOJHOTO HUBO. JIeueHneTo Moxe J1a ce Bh300HOBH ¢ Akeega ¢ mo-Maiiko KOJINIeCTBO
Ha eIHoTO akTUBHO BertecTBo 50 Mg/500 mg (2 Tabnetkn). 3a HAll-4eCTO CpeIIaHuTe HeKETaH!
peakiuu BrKTe To4Ka 4.8.

ITpu anemus crenen >3 Akeega TpsiOBa 1a ce IPEeKbCHE U Aa C€ OCUI'YPH HOAIBPIKALIO JICUEHHE 10
BB3CTAHOBSIBAHE JIO CTeTeH <2. AKO aHEeMUsITa IPOJbIKaBa, TpAOBa ja ce OOMHUCIIN HaMallsIBaHe Ha
no3ara (aBe tabietku ot 50 mg/500 mg) Bb3 OCHOBa Ha KIIMHMYHATA TperieHka. [Ipemopbkure 3a
KOPEKII¥sI Ha J03aTa Py aHeMus ca nafeHu B Tabmwma 2.

Ta6auna 2: [IpenopbKHu 32 KOPEKIUsI HA 103aTa PH aHEMHUSI

Cremnex 1 be3 npomsiaa, moMucnere 3a HaOIIOACHNE BEAHBXK CEAMHUYIHO.

CremneH 2 [IpocnensiBane MOHE BEAHBXK CEAMUYHO B IPOIBIDKEHUE Ha 28 AHH, aKO
n3XoaHaTa aHeMus € Omita crenexd < 1.

CrenexH > 3 Copere npuema Ha Akeegal Y OCHUTYPETE MOIBPIKAIIO JIeueHHe ¢ HabIIoeHre

MIOHE BEIHBX CEAMUYHO 10 Bb3CTAHOBSABAHE [0 CTEIEeH < 2. AKO aHEeMUSITa
MepCUCTUpa, TPsAOBA J1a ce 0OMUCIN HaMallsIBaHe Ha J103aTa [/ABe Ta0JeTKH ¢
MO-MAaJIKO KOJIMYECTBO HA ¢JTHOTO AKTUBHO BellleCTBO (Ta0JaeTKH OT

50 mg/500 mg)] Bb3 OCHOBa Ha KJIMHUYHATA IperieHKa. [Ipu 3amo4yBane Ha
npreMa Ha MO-HUCKATA /1034, MOJISL, BUXKTE M0-10y ,,[[pernopbunTenHo
HaOJroIeHre™ 3a IOMBJIHUTENHA HH(OpMAIHsI OTHOCHO Y€pPHOIPOOHATA
GyHKIHS.

Bropa nosisa
> Crenen 3

Crpere nprema Ha Akeega, ocurypeTe MmoJUrsprKairo JiedeHue 1 HaOJojaBanTe
IIOHE BEIHEXK CEAMHUYHO 10 Bh3CTaHOBsABaHE N0 creneH< 2. [lo-HaTaThIIHOTO
JeyeHue TpsOBa Aa ce Bb300HOBU C ABE TA0JETKH € M0-MAJTKO KOJIUYECTBO
Ha eHOTO aKTHBHO BemecTBo (50 mg/500 mg).

[penopbuBa ce exxeceMIUYHO POCIIE/SIBaHE B MPOIbIDKEHHE Ha 28 THU cie
BBH300HOBsIBaHE Ha JieueHHeTo ¢ Akeega ¢ Mo-MaIK0 KOJINYECTBO HA €THOTO
AKTHUBHO BelllecTBO. [Ipy 3anoyBane Ha MpreMa Ha MO-HUCKATA /1034, MOJI,
BIXKTE MO-107Ty ,,I[penoprunrtenno HabOMr0AeHNE 32 TOMTBITHUTETHA
WHQOpPMAIUS OTHOCHO YepHOIpOOHATa (DYHKITHS.

AKO alMeHTHT Beve € Ha TabaeTkn AKeega ¢ mo-Majiko KOJIn4ecTBO Ha
€IHOTO aKTHBHO BemecTBo (50 Mmg/500 mg), o6MrcIeTe MpeyCTaHOBSIBAHE Ha
JICUYCHHUETO.




TpeTa I1osBa OOmucnere MMpCyCTaHOBABAHC HA JICUCHHUCTO C Akeega BB3 OCHOBA Ha

> Crenen 3 KJIIMHAYHATA IPEIeHKa.
1

TTo Bpeme Ha npekbcBaHe Ha JedeHHeTo ¢ Akeega ekapsaT Moxke J1a OOMUCIN Bb3MOXHOCTTA 32 NPUJIaraHe Ha
abMpaTEepOHOB alleTaT ¥ NPEAHU30H WK NPEAHU3O0JIOH 3a IO IbP)KaHe Ha THEBHATA 11033 aOUPaTEepOHOB aleTar (BX.
KpaTKaTa XapaKTepUCTHKa Ha abUpaTEepOHOB alLeTaT).

Xenamomoxcuunocm

[Ipn manmeHTH, KOUTO Pa3BUSAT XEMATOTOKCHYHOCT CTENEH >3 (TIOBHUIICHNE HA aJlaHUH
amuHOTpaHchepaszarta [ALT] nim moBuIieHrne Ha acriaptat aMuHOTpancdepasara [AST] Hax et mbTH
roprara rpanuna Ha Hopmata [ULN]), neuenuero ¢ Akeega TpsiOBa a ce mpeKbCcHE B YepHOAPOOHATA
(GyHKIHS 1a ce mpocie/siBa BHUMATEIHO (BX. Touka 4.4).

[ToBTOpHO JIeueHHEe MOXKE J]a C€ OCHLIECTBU CaMO CJie/l BpblllaHe Ha YePHOAPOOHUTE (YHKIMOHAIHU
MOKa3aTeNny Ha U3XO0AHOTO HUBO Ha MAallMEHTa U MPH HaMaJIeHO JJO30BO HUBO OT efqHa Tabnerka Akeega
¢ 0OMYaHUTE KOJIMYIECTBa Ha aKTUBHUTE BelecTBa (ekBuBasieHTHO Ha 100 mg Hupamapu6/500 mg
abuparepoHoB arerar). [Ipu manueHTH, KOUTO ce JIEKyBaT MOBTOPHO, CEPYMHUTE TPaHCAMUHA3H
Tpﬂ6Ba Ja Cc€ pocCiICadaBaT MUHUMYM Ha BCECKHU ABC CCAMUIM B IIPOABIDKCHUC HA TPU MECELa U
€KEMECEUHO clie]l TOBa. AKO XeMaTOTOKCUYHOCT CE MOSBU OTHOBO MPY HAMAJEHATa 1032 OT

100 mg/500 mg nuesHo (1 TabieTka), neuenuero ¢ Akeega TpsOBa 1a ce MpeyCTaHOBH.

Ako 1o Bpeme Ha Jeuenue ¢ Akeega manueHTy pa3BusT Texkka xenarorokcuaHocT (ALT umu AST
20 mpTH HaIl TOpPHATA TPAHUIIA HA HOpPMATa), JICYCHHETO TPsAOBa 1a Ob/Ie IPeyCTaHOBEHO
OKOHYATeJIHO.

[IpeycranoBere npuema Ha Akeega OKOHYATEITHO MPH MAIIUEHTH, KOUTO PAa3BUBAT CTHOBPEMEHHO
noumasane Ha ALT mosede ot 3 mpTH Haj ropHara rpanuna Ha Hopmarta (ULN) u o6y 6mrpyOnH
noBedve OT 2 MbTH Haj ropHata rpanuna Ha Hopmata(ULN), mpu oTcheTBHE HA OmiiMapHa 0O0CTPYKIHS
WU IPYTH NPUYUHY 33 STHOBPEMEHHOTO MOBHIIIaBaHe (BXK. Touka 4.4).

Ipenopvuumenno nabaodeHue

3a fa ce mpoceaAsBaT KIMHUYHO 3HAYUMHTE MPOMEHH Ha BCEKH XEMATOJIOTHYUEH MMapaMeTh, ITbIHA
KpbBHA KapTHHA TPAOBA Ja Ce U3Cie/Ba MPE/IH 3alI0YBaHe Ha JICUCHUETO, CKECSIMUIHO MPE3 MbPBUS
Mecell, Ha BCEKH JIBE CEJIMUIIM TPE3 CIICABAIIMTE JIBA MECEIIa, MOCIEIBAHO OT SKEMECECUHO
npocIiesiBaHe Mpe3 MbpBarta roJMHa U CJiejl TOBa Ha BCEKH J[Ba Mecella Mpe3 OcTaHauiaTa 4act OT
neueHneTo (BK. Touka 4.4).

CepyMHHTE aMHHOTpaHC(epa3u U 00IUAT OWIMpyOrH TPsOBaA J1a Ce M3MEepBaT MPEIU 3all0uBaHe Ha
JIEYCHUETO, HA BCEKH JIBE CEAMMUITH MPE3 MMEPBUTE TPU MECella OT JICYCHUETO U eXKEMECEUHO CIIe]] TOBa
mpe3 mbpBaTa roj[uHa, a CIie/l TOBa Ha BCEKH JIBa Mecella Ipe3 IeNns epro] Ha JedeHueTo. [lpu
3aro4YBaHe Ha MMpUeMa Ha TOo-HHUCcKaTa 703a (ABe TaOJICTKH) Ciie]l NPeKbCBaHEe Ha JICUCHUETO,
yepHOApoOHaTa (PYHKIUS TPSOBA JIa CE MPOCIIE/ABa Ha BCEKH JIBE CEIMUIIU B MPOIBIIKCHHUE Ha IIECT
CEJIMHIIY TIOPA/IA PHUCK OT MOBUINIEHA eKCTIIO3UIINA Ha abupaTepoH (BXkK. ToUKa 5.2), Ipenu aa ce
BB300HOBH PEIOBHOTO TpociiesBane. CepyMHUSAT KM TPsAOBa J1a Ce MPOCIe/sBa eXKeMECeTHO Mpe3
TbpBaTa TOAMHA M CIIE]l TOBA Ha BCEKH JBa MECella Tpe3 MeIHs IEPHO/I Ha JIeueHreTo (BK. Touka 4.4).

Hpocne;[ﬂBaHe Ha KPBbBHOTO HAJIATAHE TpSI6Ba Ja CC U3BBPIIBA CIKCCCIMUYIHO ITPE3 IIBPBUTC ABA
MeEcC€la, €XXEMECCYHO IIPE3 MbpBaTa roJJMHa U CJICA TOBa HAa BCCKHU ABa MECEIIa MPE3 LEIM IIEPUO]T Ha
JICYCHHUETO.

HpI/I MaIrEeHTH C BEYEC CHIICCTBYBAlla XUIMOKAJIMEMUA UM TaKUBA, KOUTO Pa3BUAT XUITOKAJIMEMHUS 110

BpeMe Ha JieueHneTo ¢ Akeega, oOMuCIIeTe MOIIbPKAHETO HAa HUBOTO Ha KaJIMi Ha MaI[MeHTa
>4,0 mM.

CrernyansHu oIy IAIHA
Cmapuecka év3pacm
He e HeoOX01MMO KOpUTHpaHe Ha J03aTa MPY MAllMeHTH B cTapyecka Bh3pacT (BXk. ToUka 5.2).




Yeprodpobuo yepesicoane

He e HeoOxoammo KopuripaHne Ha J03aTa [IPH NalUeHTH ChC ChIIECTBYBAIIO YepHOAPOOHO
yBpexxaane jeka cremneH (kinac A mo Child-Pugh). JluncBar nanau 3a kimmHIYHAaTa 6€30MIACHOCT U
e(MKacHOCT Ha MHOTOKpaTHHU A03u Akeega, KOrato ce mpuiara Ipy HalueHTH C yMepeHa HiTH TeXKa
cTerneH Ha YepHoApoOHo yBpexaane (kinac B wimu C mo Child-Pugh). He moxe na ce npenBuau
KopHUTHpaHe Ha Jo3ara. YrnoTpebara Ha Akeega Tps0Ba 1a ce oreHsIBa C MOBUIIEHO BHUMAaHHE ITPH
MAIMEeHTH C YMEpeHa CTeTIeH Ha YepHOAPOOHO yBpeXKIaHe, ITPH KOUTO IMOJI3aTa KAaTeTOPUIHO TPSOBa
Jla HAAXBBPJIS Bb3MOKHUS PUCK (BXK. TOUkH 4.4 1 5.2). Akeega e MPOTHBONOKA3aH MPH MALlMEHTH C
TEXKa CTeTeH Ha YepHOApOoOHO yBpexkaane (BkK. Touku 4.3, 4.4 u 5.2).

bvopeuno yepescoane

He e HeoO6xommnMo KopurupaHe Ha 03aTa MPH MAIMeHTH C JIeKa 0 YMepeHa CTeleH Ha 0h0pedHo
yBpeXKIaHe, BBIIPEKH Y€ PU yMepeHo OBOpeuHO yBpexkaaHe TpsiOBa BHUMATEIHO JIa c€ IPOCie s BatT
cbOUTHATA, CBBP3aHU ¢ 6€30MaCHOCTTA, TOPAAHN B3MOKHOCTTA OT MOBUIICHA EKCIIO3HULIUS Ha
Hupanapu0. Jluncsar qanuu ot ynotpebara Ha AKeega npu maiieHTH ¢ TeKKa CTeleH Ha Ob0pedHo
yBpeXKJIaHe WIK TepMUHAIIHA ObOpEeYHa HEJOCTaTHUYHOCT, OJJIOKEHH Ha Xemoauanu3a. Akeega Moxe
Jla ce M3I0JI3Ba NP MALMEHTH C TeKKa CTENIeH Ha ObOpedHo yBpeKJaHe caMo aKo MojzaTa
HAJIBUIIIaBa TIOTCHIIMATHUS PUCK, KATO MAIUCHTHT TPAOBA Ja ce HAOII01aBa BHUMATEITHO 3a
O0b0OpeuHaTa QyHKINS U HeXeNaHUTe ChOUTHS (BXK. TOUKH 4.4 1 5.2).

Ileouampuuna nonynayus
Hsma crorBeTHa ynorpeba Ha Akeega B mequaTpuyHaTa MOILyJIalusl.

Hauux Ha npusioxeHue

Akeega e npeHa3HauCH 32 HEPOPATTHO MPHIIOKEHHUE.

TabneTkute TpsiOBa Aa ce MpueMar KaTo eTHOKpaTHa /1032, BeAHBK JHeBHO. Akeega TpsOBa na ce
mpueMa Ha riaJHo ToHe 1 Jac mpeau wiM 2 gaca ciief] XpaHeHe (BX. Touka 5.2). 3a onTumaina
abcopOmust Akeega TabneTku TpsOBa a ce MOTIIBIAT ENU C BOJa, HE TPsIOBa J1a ce UyIIAT,
pasTpoLIaBaT WiIH JbBYar.

Ilpeonasnu mepku, koumo mpsabea oa 6voam e3emu nPeou paboma cvC Ul NPULOHCEHUE HA
JIeKapCcmeeHusi nPOOYKm

JKenute, kouTo ca OpeMEHHHU WM MOTat Ja 3a0peMeHesT, TPSOBa J1a HOCAT PhKaBHUIIM IIPHU padoTa ¢
tabneTkute (BXK. To4ka 6.6).

4.3 IlpoTuBOmOKAa3aHUS

CBpBXUyBCTBUTETHOCT KbM aKTHBHHUTE BEIIECTBA WM KbM HSIKOE OT IIOMOLIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

Kenwn, xonto ca GpeMeHHN WK MOXKeE Ja 3abpeMeresT (Bxk. Touka 4.6).

Texka crenen Ha uepHOApoOHO yBpexaane (kiaac C mo Child-Pugh) (Bx. Touku 4.2,4.4 u 5.2).
Akeega Tunioc IpeTHU30H WM MIPEJHU30JI0H € MPOTUBOIIOKa3aH B KOMOMHAIMS ¢ JieueHne ¢ Ra-223.
4.4 Chnenuananu nmpeaynpesaeHus: U NpeAna3sHyl MepKH MPU ynoTpeda

XeMaToJIOTHYHHU HeKEJTaH! PeaKny

XeMaToJIOTUYHU HeKEeNaH! peakiuy (TpOMOOIIUTOTICHNS, aHEMUS M HEYTPOTICHHUST) ce ChOOIaBaT Mpu
NanueHTH, JiekyBaHu ¢ Akeega (Bk. Touka 4.2).

[IpenopbuBa ce n3cieBaHe Ha ITbJIHA KPbBHA KapTHUHA €KECEIMHYHO ITPEe3 ITbPBUS MECell, Ha BCEKH
JIBE CEJIMHILI IIPE3 CJISBAIIUTE J[BA MECeLla, IIOCIIE/IBAHO OT €KEMECEUHO MPOCIIe/IiBaHe pe3 IbpBaTa
TO/IMHA U CJIEJ] TOBA Ha BCEKH JBa Mecella Ipe3 OCTaHallaTa yacT OT JEYCHHUETO, 3a Ja Ce IPOCIIeIIT
KJIMHIUYHO 3HAYMMH IIPOMEHHU BbB BCEKU XEMATOJIOTHYCH ITapaMeThp 10 BpeMe Ha JICYEHHETO (BXK.
Touka 4.2).



Bb3 0cHOBa Ha MHAWMBUIYATHUTE JIAOOPATOPHHU CTOMHOCTH MOJKE JIa CE HAJIOKH €XKECEIMIIHO
HAOJIOJICHHE TTPE3 BTOPHS MECell.

AKO MalueHThT pa3BHe TEKKA NEPCUCTHPAIIA XeMATOIOTHYHA TOKCHYHOCT, BKIFOYUTEITHO
HAHIUTONICHHUS, KOSITO HE OT3By4YaBa B PaMKHUTE Ha 28 THHU cJie/ IPEKbCBaHE Ha JICUCHUETO, JICYCHHETO
¢ Akeega Tps0Ba 51a ce IpeyCTaHOBH.

[Topamu prucka oT TPOMOOIMTONICHNS IPYTH JEKaPCTBEHH MPOIYKTH, 32 KOUTO € H3BECTHO, e
HamassBat Opos Ha TpPOMOOLMTHTE, TPSIOBA J1a c€ M3MOJI3BAT C IOBHUILICHO BHUMAaHUE MPH MAIlHEHTH,
npuemMainy Akeega (Bx. Touka 4.8).

[Ipu 3amouBaHe Ha MpueMa Ha MO-HKUCKaTa J103a (JBe TaOJIETKN) CIIe/ TPEKbCBAHE Ha JICYCHUETO
MOpajX XeMaTOJIOTUYHH HEXKEJIaHU PEakIuy, YepHOIPOOHATa (QYHKIIHS TPsIOBa Ja ce IMpociesaBa Ha
BCEKH JIBE CEJIMHITU B MTPOIBIKCHUE HA IIECT CEIMUIIM TIOPAH PUCK OT TOBUIIICHA EKCIIO3HITUS Ha
abuparepoH (BK. ToUka 5.2), Ipeau Ja ce Bb30OHOBH PEIOBHOTO MpocieasBane (Bk. Touka 4.2).

XUnepToHus
Akeega Moxe J1a IpeAN3BUKA XUIIEPTOHMS, & B€Y€ CHIECTBYBAIA XUTIEPTOHHS TPIOBa 1a Ob/e

aJICKBaTHO KOHTPOJIMpaHa Mpeu 3arnouBane Ha jeueHue ¢ Akeega. KpbBHOTO Hajsirane TpsOBa Jia ce
ImpocJicidaBa NOHE BEAHBK CEAMUYHO B ITPOABJDKECHUC HaA IBa MECCIIa, CJICI TOBaA Ja CC€ INPOCiCasiBa
€XKEMECECYHO IIPE3 IbpBaTa roiMHa U Ha BCEKU JIBa MECEIIa CJIE TOBaA 110 BpEME Ha JICUCHUETO C
Akeega.

XUNOKaIueMusl, 3aIbpyKaHe Ha TEYHOCTH U ChP/ICYHOCHA0BU HEXKEIAHU PEaKINU, IbJDKAIIY CEe Ha
M3JIMITBK HA MUHEPAIKOPTUKOUIH

Akeega Moxe Jja MPUIMHU XUITOKAIMEMHS U 3a]IbpKaHe HAa TEYHOCTH (BXK. TouKa 4.8) BCIeCTBHE Ha
MOBUIICHUTE HUBA HA MUHEPAIIKOPTUKOUNTE B pe3yiTaT Ha naxuoOupanero Ha CYP17 (k.

Touka 5.1). EnHOBpeMEeHHOTO NpHII0’KEHHE Ha KOPTUKOCTEPOU] MOTUCKA CTUMYJIUPAHETO HA
anpeHokopTukoTpornHus XxopMoH (AKTX), koeTo Boau 10 HaMasIsiBaHE HA Y€CTOTaTa M TEKECTTA HA
T€3U HeXKeTaH! peakiuy. Heo6XxoauMo e MoBUIIEHO BHUMaHUE MPH JIEYEHNUETO Ha MalMeHTH, YHETO
OCHOBHO 3a00JIsiBaHE MOXe 12 ObJ€ BIOIIECHO OT XUIOKAINEMHUS (HaIlp. IpUEeMAIUTe ChpACUHH
TJIMKO3U/IN) WIX 33AbPXKaHe Ha TEYHOCTH (HAaIlp. HAMEHTH ChC ChPAeYHa HEAOCTaThUHOCT, TEKKA
WM HecTaOWITHA CTEHOKaPIHsl, CKOPOIIeH MH(apKT Ha MUOKAp/a WITH KaMepHa apUTMUS U TallMeHTH
C TeXKa cTerneH Ha Op0peuHo yBpekaane). IIpu nmanuenTy, npu KouTo ce HabIr01aBa XUIOKAINEMHUS
BBB Bpb3Ka c jJeueHueTo ¢ Akeega, e HaOmonaBano yaewkaBane Ha QT nntepBana. Xumnokanemusra
Y 32JIbPKaHETO Ha TEYHOCTH TPSIOBA J]a c€ KOPUTHPAT U KOHTPOIHUPAT.

IMpeau neyeHre HA MANMEHTH ChC 3HAYUTENICH PUCK OT 3aCTOMHA ChPJICYHA HEIOCTATHYHOCT (HATID.
aHaMHe3a 3a ChpJIeYHa HEJOCTATLYHOCT UM ChPJCUYHU 3a00JIIBAaHUS KaTO UCXEMHUYHA 00JIECT Ha
CBPILIETO), ChPJICYHATA HEIOCTATHUYHOCT TPSIOBa J1a ce JISKyBa U Jia ¢ ONTUMU3UPA ChpJeUHATa
¢byHKIM. 3aIbpKaAHETO HA TEYHOCTH (HaaBaHe Ha TETJIo, epru(epHu OTONHN) U APYTH IPU3HALN U
CHUMIITOMH Ha 3aCTONHA ChPJICYHA HEJJOCTATHYHOCT TPsIOBa J1a ce MPOCTeIABaT Ha BCEKU JIBE CEIMHIIN
B IPOAB/DKCHUE HA TPH MECEIIa, a CJIC/ TOBa eKEMECEUHO U OTKJIOHEHUsTA J1a ce kopurupat. Akeega
TpsAOBa J]a ce U3I0JI3Ba C IOBUIIICHO BHUMAHKE MIPH MAIMEHTH C aHaMHe3a 32 ChPACYHOCHI0BO
3a00J19BaHe.

KoHTpobT Ha ChplIeYHUTE PUCKOBH (DAKTOPH (BKIFOUUTEITHO XUIIEPTOHHS, TUCITUITHIEMHUS U TrHa0eT)
TpsiOBa J1a ce ONTHUMHU3UPA IPH MAaUeHTH, noidy4aBamy Akeega, u Te3u nauueHTu TpsOBa ga 6baaT
HaOJIF0IaBaHM 32 TIPU3HAIM M CUMIITOMH Ha ChPIEYHO 3a00JIsIBaHE.

AbuparepoHOB aierar, cbecTaBka Ha Akeega, MoBUIIaBa HUBAaTa HA MUHEPAIKOPTUKOUINTE U KPHE
PHUCK OT ChbPAECYHOCHAOBH MHIMAEHTH. M3IUIIBKBT HA MUHEPAIKOPTUKOUIN MOKE Aa IPUUUHI
XUTEPTOHHUS, XUTTOKAIMEMUS U 33]IbpKaHe Ha TeYHOCTH. [IpeaniHa eKcrio3uIs Ha aHAPOTeH-
nenpuBarnnonHa tepanus (ADT), kakTo n HanpeaHAaIaTa BH3PacT ca JOMBIHUTEITHA PUCKOBE 3a
ChpACYHOCH0BA 3a001eBaeMocT U cMBbpTHOCT. B npoyuBanero MAGNITUDE ca 6unu u3kimtoueHu
MAIMEHTH C KIMHIUYHO 3HAYMMO CHPJICYHO 3a00JIsBaHe, JJoKa3aH HHPAPKT Ha MUOKap/a, apTepUaiHi



¥ BEHO3HH TPOMOOTHYHHU CHOUTHSI MIpe3 MOCIETHUTE IIECT MECela, TeKKa WIIH HecTa0MITHa
cTeHOKapawsl, chpaeyHa HepocTaThaHOCT Kiaac 11 mo IV mo NYHA wninm cToHHOCTH Ha chpaeyHaTa
¢pakuus Ha u3tnackBane < 50%. [launentuTe ¢ anamHesa 3a ChpIeYHA HEJOCTATHYHOCT TPsiOBa Ja
OBJIaT KIIMHUYHO OLICHEHHU U JIa Ce 3all0YHE MOIXOIAIIO JICUCHHE HAa CUMIITOMHUTE. AKO UMa KIIMHUYHO
3HAYUMO HaMaJIeHHe Ha ChpAedHaTa (QyHKINs, TpsSOBa Ja ce 0OMUCIN TpeKpaTsIBaHe Ha preMa Ha
Akeega.

Hadexnnn

B MAGNITUDE npu nanuenTu, nexkyBanu ¢ Akeega, mo-4ecto ca HabIOgaBaHu TEXXKH HH()EKIINH,
BkItounTennHo uHpekunu ¢ COVID-19 ¢ neranen uzxon. [lanuentute TpsaOBa qa ce HaOMIOAABAT 3a
MPHU3HAIA U CUMIITOMH Ha WH(EKIus. Texxkn nHOEKIMU MOXKe J1a Bb3HUKHAT MPH OTCHCTBUC HA
HEYTPOTICHUSI U/WJIN JIEBKOTICHUSI.

Benoapobna embonus (BE)

B MAGNITUDE ce crobmaBar ciryuan Ha BE mipu marmmenTn, ekyBanu ¢ Akeega, ¢ mo-BUcoKa
YeCTOTa B CPAaBHEHUE ¢ KOHTpoHaTa rpymna. I[lanuenture ¢ npeaxoana anamuesa 3a bE win BeHo3Ha
TpomMO03a MOKE JIa ca M3JI0KEHH Ha MO-TOJISIM PUCK OT HOBa nosiBa. [lanenture TpsioBa aa ce
HaOII0JaBaT 32 KIIMHUYHY pU3HAIM 1 cuMnToMd Ha BE. Ako ce mosiBIT KIIMHUYHY npy3Hany Ha BE,
nalnueHTHuTe TpsiOBa 1a ce mperienaT He3abaBHO, cliell KOETOo Ja ce MPOBeIe MOAXOISIIIO JIeUCHHUE.

CuHIpoM Ha rmocTepropHa obparuMa entedanonarus (posterior reversible encephalopathy syndrome,

PRES)

PRES e psixo, 00paTuMo HEBPOJIOTUYHO 3a00JsIBaHE, KOETO MOXeE Jla Ce IPOSIBUA ¢ OBP30 pa3BUBALIN
CC CUMIITOMHU, BKIIFOUUTECIIHO I'bPYOBC, FHaBO6OHI/I€, MMPOMCHCH IICUXUYCH CTATyC, 3pUTCITHU
HapYyILICHHS MM KOPTHKAIIHA CJICNOTa ChC WK Oe3 CBbp3aHa XunepTonus. [locTaBsiHeTo Ha
nuarHo3ara PRES n3nckBa moTBbpik/IaBaHe upe3 oOpa3Ha JHarHOCTUKA Ha MO3bKa, 38 IPEIIOYUTAHE
4pe3 sAPeHO-MarHuTeH pe3oHanc (IMP).

Nma cvobmenns 3a PRES npu manmenTn, nomyyasamy 300 mg aHupanapu6 (chctaBka Ha Akeega)
KaTo MOHOTEpaNnus MpU NAIMEeHTKH ¢ pak Ha sitununure. B mpoyuBaneto MAGNITUDE cpen
MAIMeHTH C paK Ha MpocTaTarta, JiekyBanu ¢ 200 mg Hupamapub, He ca choOIeHu ciiydau Ha PRES.

B ciyqaii na PRES neuennero ¢ Akeega Tpsi6Ba 1a 6b1e OKOHUATEITHO IIPEYCTAHOBEHO U J1a CE
MpeanpreMe MoIX0ASII0 MEAUIIMHCKO JIEUSHHE.

XenaToTOKCHYHOCT U YEPHOPOOHO YBPEKIAHE

XenaToTOKCMYHOCTTA € MPHU3HATA 32 BAXKEH YCTAHOBEH PUCK MPH aOMPaTEepPOHOB aleTar, KOWTO €
chcTaBka Ha Akeega. MexaHu3MbT Ha XEMATOTOKCUYHOCT Ha aOUPAaTEPOHOB alleTaT He € HAIThJIHO
u3sicHeH. [TaleHTH ¢ yMepeHa 1 TeXKa CTENeH Ha 4epHOApoOHO yBpexaane (kiacudukarms Ha NCI)
u nanuenTy ¢ kiac B u C mo Child-Turcotte-Pugh ca Ouiu uskiroueHu oT npoy4dBaHusATa Ha
koMmbuHanusaTa Akeega.

B npoyusanero MAGNITUDE 1 BbB BCHUKH KIIMHUYHY IPOYYBAaHUS HA KOMOMHAIUATA PUCKBT OT
XeMaTOTOKCUYHOCT € HaMalleH Ype3 U3KIIF0UBaHE Ha MAIEeHTH C XENaTUT Ha U3XOTHO HUBO HIIH ChC
3HAYUTEIIHU OTKJIOHEHUS B YepHOAPOOHNUTE (PYHKIIMOHATHH NOKa3aTesu (cepyMeH o0 OminpyonuH
> 1,5 nax ropaata rpanuna Ha Hopmara X (ULN) wim nupexren Ommupyoun > 1 X (ULN) u AST
win ALT >3 X (ULN).

B ximHWYHATE pOyYBaHMS ca HAaOMIOAaBaHU N3Pa3eHH MMOBUIIICHUS HA YEPHOAPOOHHUTE SH3UMU,
BOJACIIHN I0 IMMPEKBCBAHE WK ITPEYCTAHOBABAHE Ha JICUCHUETO, BHIIPEKH Y€ TC Ca PCIAKHU (B)K.

touka 4.8). Husarta Ha cepymMHuTe aMUHOTpaHChepa3u u oOIus OUIUpyOrH TPsiOBa Ja ce U3CiIeIBaT
TIpeIv 3aII0YBaHE Ha JICUCHUETO, HA BCEKH JIBE CEAMMIIU TPe3 IIbPBUTE TPU MeCela OT JICUSHUETO
exemecedHo ciies] Toa. [Ipu 3amouBane Ha puemMa Ha TIO-HUCKaTa J103a (IBe TaOJIETKN) CIie/
MPEKbCBAaHE Ha JICUCHHUETO, YEPHOApOOHATA PYHKITHS TPsIOBA 11a Ce MPOCIIE/SIBa Ha BCEKH JIBE
CCIMUIU B IMTPOAB/DKCHUE HAa HICCT CEAMUIIN ITOpaU PUCK OT IMOBUIICHA €KCIIO3UIIMA Ha a61/1paTep0H
(Bk. Touka 5.2), ipeu 1a ce Bhb30OHOBHU PEIOBHOTO MpoCieAsiBaHe. AKO ce MOSBST KIMHUYHU
CUMIITOMU WJIM NMPU3HALIA, ITpEATIojarainy X€maToOTOKCUIYHOCT, CEPYMHUTE TpaHCaMUHA3U Tpf[6Ba Ja



ce u3cienBar HezabaBHoO. [loBUIIaBaHeTO HA aMUHOTpaHCc(epa3uTe NPy MAIUEHTH, JICKYBaHH C
Akeega, Tpsi0Ba He3abaBHO Ja ce OBJIajiee C MPEKbCBAHE HA JICUCHUETO. AKO B KOWTO U J]a € MOMEHT
ALT umu AST ce nosumiar Hax 5 et (ULN), neuennero ¢ Akeega Tps0OBa fa ce IpeKbCHE U
4epHOIPOOHaTa (DYHKIIHS JIa C€ TIPOCIIesiBa BHUMATEIHO. [[OBTOpHO jIeueHue MOXe Ja Ce TIPOBEJIC
caMmo clie]l BpbIllaHe Ha YepHOApOOHUTE (PYHKITMOHATHY MOKA3ATENH JI0 H3XOJJHUTE CTOMHOCTH Ha
HalyeHTa 1 MPY HaMaJIeHo J030BO HUBO (BXK. Touka 4.2).

Jleuenuero TpsiOBa 1a Ob/Ie OKOHYATETHO MIPEYCTAHOBEHO MPH MAIMEHTH ¢ noBumenue Ha ALT nmm
AST > 20 X (ULN). Jleuenuero TpsiOBa aa Ob/1c OKOHYATEIIHO MPEYCTAHOBEHO TPH MAIUCHTH, TIPH
KOMTO ce HabroaBa eiHoBpeMeHHo noBuiiaBade Ha ALT > 3 X (ULN) u Ha oOmmust OunmupyouH

> 2 X (ULN) npwu snurmca Ha x1p4Ha OOCTPYKIIMS HIIH APYTH NPUYMHH, KOUTO J1a ca MPUYUHA 32
€THOBPEMEHHOTO TIOBHIIABAHE.

AKo manueHTuTe pa3BusT Texka xenaToTokcuaHocT (ALT wmu AST 20 metu Hag ULN) o Besiko
BpeMe Ha Tepamnusra, jedeHnero ¢ Akeega TpsOBa 1a ce mpeycTaHOBH OKOHYATEITHO.

[MaueHTH ¢ aKTUBEH WM CUMIITOMATHYEH BUPYCEH XENAaTUT ca OWIM U3KITFOUCHH OT KIIMHUYHUTE
npoyusanus. [lopanu ToBa HsiMa JaHHHU, KOUTO J1a MOAKPenAT ynorpedara Ha Akeega npu Ta3zu
HOITyJIanus.

YcTaHOBEHO €, ue yMepeHaTa cTerneH Ha 4epHoIpoOHo yBpexaane (kinac B mo Child-Pugh wnu AST n
TB > 1,5 x -3 x ULN) yBennuaBa CCTEMHATa €KCIIO3UITUS Ha a0MpaTepoH U HUpanapuo (BxK.

Touka 5.2). Hama nannu 3a KIHHUYHATA 6€30MacHOCT M e(h)MKAaCHOCT Ha MHOTOKpaTHH mo3u Akeega,
KOTaTO Ce Mpuiiara npy MalieHTH ¢ yMEpeHa WK TeKKa CTENeH Ha YepHOAPOOHO YBPEKAAHE .
Ymorpebara Ha Akeega TpsiOBa 11a ce OIEHIBa BHUMATEITHO MIPH MAIMEHTH C YMEpEHa CTEIIeH Ha
YepHOAPOOHO YBpEKAaHe, IPU KOUTO HOI3aTa KATETOPUYIHO TPsIOBa 1a HAAXBBPISI Bb3MOXKHHS PUCK
(Bx. Toukn 4.2 1 5.2). Akeega He TpsiOBa Aa ce mpujiara Mpy NalyUeHTH C TeKKa CTENeH Ha
4epHOAPOOHO yBpexaaHe (Bxk. Touku 4.2, 4.3 u 5.2).

XUNOTJIUKEMUS

ChoOl1aBaHu ca Cllydad Ha XUITOTJIMKEMUs, KoraTo abupaTepoHOB aieraT (ChcTaBka Ha Akeega) Tuiroc
NPEIHU30H WIK IPEIHU30JI0OH € MPUIarad Ipy MalUeHTH ¢ BeUe ChIIECTBYBAI JHA0ET, 0JTyyaBalli
MHUOTTIUTA30H WK penariauaua (meradonusupanu upe3 CYP2CS) (Bx. Touka 4.5). [lopanu ToBa npu
NalnueHTH ¢ 1uabeT TpsaOBa Jja ce mpocie/sBa KpbBHATA 3axap.

Muenomuciuiactuued cuaapom/octpa Muenonana geskemust (MIC/OMII)
MJIC/OMJI, BKIIIOYHTEIHO CITydYaH C JIETAJICH U3XO0J, Ce ChOOIICHHU B IPOYYBAHUS TIPU paK Ha
SIMYHUIIMTE TIPY TAIIMeHTKH, KOUTO ca nojydaBanu 300 mg Hupanapu0 (crctaBka Ha Akeega).

He ca nabmonasanu ciydan Ha MJIC/OMJI npu nanuenTy, jiekyBanu ¢ 200 mg Hupanapub u
1 000 mg abupaTepOHOB areTaT ILIIOC MPEIHU30H WK TPETHU30JIOH.

ITpu cemuenne 3a MIC/OMJI unu npoabKUTEIHA XEMaTOJIOTHYHA TOKCUYHOCT, KOATO HE ce
OBJIQJISIBA C MMPEKbCBAHE HA JICUCHUETO WIIM HaMaJsiBaHe Ha J03aTa, MallueHThT TpsOBa j1a Obae
HACOYEH KbM XEMAaTOJIOT 3a MO-HaTaThIIHA onieHKa. Ako ce notBspau M/IC n/umu OMJIL, nedennero ¢
Akeega TpsiOBa 51a ce MpeKpaT OKOHYATETHO U MAIUEHTHT JIa Ce JICKYBa 10 TOAXO IS HAYMH.

CHI/IDaHe Ha KOPTHKOCTECPOUANUTE U ITOKPUTHUC TIPU CTPECOBU CUTYAIINN

IIpenoppuBa ce NOBUILIEHO BHUMAHUE U MPOCIEISIBAHE 32 aIPEHOKOPTUKAIIHA HEAOCTATHYHOCT, aKO
MalMEeHTUTE CIpaT MpUeMa Ha MPETHNU30H WIN MTPeTHU30JI0H. AKo nedenneto ¢ Akeega mpoabiku
cJeq cripaHe Ha KOPTUKOCTEPOUIUTE, TAIIMCHTHTE TPSAOBa 1a ObaaT HAOMI0JaBaHu 32 CAMIITOMH Ha
W3IHUIIBEK HA MHHEPAKOPTUKOUAH (BK. HH(GOPMAIUATA TTO-TOPE).

[Ipu manmenTH, TpUEMAaIH TPETHUZOH WK MPETHNU30JIOH, KOUTO ca MOJI0KEHN Ha HeOOUYaeH CTpec,
Moe Jja ObJie [T0Ka3aHa IOBUILEHA 71032 KOPTUKOCTEPOUIU TIPeH, 110 BpEME Ha U clie]l CTpecoBarta
CUTyaLusl.



KocTHa mreTHOCT

HawmaseHna kocTHa TUTBTHOCT MOKE J1a CE€ TIOSIBH TIPU MBXKE C METaCTaTUICH aBaHCHPAJI paK Ha
npocrarara. Yrnorpebara Ha aOupaTepoHOB areTar (chctaBka Ha Akeega ) B KOMOHMHAIUSA C
TJTFOKOKOPTHKOU] MOXKE J1a 3aCHIIU TO3U S(EKT.

INoBuinaBane Ha ciydanTe Ha YPaKTYpH U HA CMBPTHOCT B KoMOuHaIwms ¢ paaues (Ra) 223 nuxiopus
Jledenue ¢ Akeega uTIOC IPEHU30H WK TTPETHU30JIOH B KOMOHMHAIMS C JieueHue ¢ Ra-223 ¢
MIPOTUBOIIOKA3aHO (BXK. TOUKA 4.3) Mopau MOBUIIIEH PUCK OT (PpakTypH M TEHACHIINS 3a TIOBUIIIEHA
CMBPTHOCT TIPU OE3CUMITTOMHHY MAIIMEHTH WIN MAIMEHTH € JICKH CUMIITOMU C PaK Ha MpocTaTara,
KaKTO € HaOJII0JIaBaHO B KIIMHUYHU NMPOYYBAHUS ¢ aDUPATEPOHOB aleTaT, ChcTaBka Ha Akeega.

IIpemopruBa ce mocieaBanio Jiedenre ¢ Ra-223 ma He ce 3amoysa IMoHe TIET THU CJIe ITOCIeIHOTO
npuiiokeHue Ha Akeega B KOMOMHAIUS C MPEIHU30H WU MPETHU30JI0H.

XUOEepriIuKkeMus
Ymorpebara Ha TIIFOKOKOPTHKOUIN MOXKE J]a YBEIMYU XUIEPTIINKEMUSTA, IOPaal KOETO KphBHATA
3axap TpsOBa Jia ce MPOoCeIsiBa YeCTO MMPH MAUEHTH ¢ AHa0eT.

Edekrty BbpXy cKeneTHaTa MycKyJarypa

He ca nabmogaBanu ciydan Ha MHONATHS ¥ PabIOMHOIIN3a MIPH MAIMEHTH, JIeKyBanu ¢ Akeega. B
MPOYYBaHUATA C MOHOTEpAIUs C a0HpaTepoHOB arerar (chcTaBka Ha Akeega) MOBeUEeTO ciydyan ca
BB3HUKHAIM NP3 IIbPBUTE IIECT Mecela OT JICUCHUETO U ca C€ Bb3CTAHOBWIIN CIIE PEKpaTsIBaHe
npremMa Ha abupaTepoHOB aierat. [IpenopbuBa ce MOBHIICHO BHUMAHUE MPH MAIUECHTH, JIEKYBaHH
€IHOBPEMEHHO C JIEKapCTBEHH IPOJIYKTH, 32 KOUTO € U3BECTHO, Y€ Ca CBBP3aHU C
MUOIaTHs/pabIoMHIOIN3A.

B3EWIMOIL€I710TBPI$[ C APVYI'U JICKAPCTBCHU MMPOAYKTHU

ITopaau puck OT HamMaJsIBaHE Ha €KCIIO3MLUATA Ha a0UPaTEPOH 110 BpeMe Ha JIe4eHHeTo TpsiOBa 1a ce
n30sTBa MPUIIOKeHNe Ha CHITHN MHIyKTopu Ha CYP3 A4, ocBeH ako TUIICBa TeparieBTUIHA
antepHaTuBa (BX. Touka 4.5).

JlakTo3a 1 HaTpuUil

To3u JekapcTBEH MPOAYKT ChAbpKa JakTo3a. [larueHTH ¢ peiku HACIeICTBEHH 3200 sIBaHUs HA
HEMIOHOCUMOCT KbM TaJlakT03a, IThJICH JIAKTa3¢H JSPUIIMT WIH TIIOK030-TajJaKTO3Ha ManadcopOLus He
TpsiOBa Jia MpreMaT TOBa JICKAPCTBRO.

To3u JekapcTBEeH MPOAYKT ChIbpKa MO Mayko oT 1 mmol Hatpuit (23 mQ) Ha 1034, T.e. MOXe Ja ce
Kaxke, 4e TPaKTHYECKH HE ChIbpPKa HATPHIA.

45 BzamMmopeiicTBHe ¢ IPYTrHU JeKaAPCTBEHM MPOAYKTH M APYTH (opMH Ha B3aMMo/eiicTBHe

(DaDMaKOKI/IHeTI/I‘IHI/I BBaI/IMO,Zleff'ICTBI/ISI

Hee IMMPOBCKAAHO KIIMHUYHO NPOYYBAHEC 3a OIICHKA Ha JICKAPCTBCHUTC BSaHMOHeﬁCTBHﬂ C Akeega.
BsaumMoelicTBusATa, KOUTO ca YCTAHOBEHH ITPH NIPOYYBaHU C OTACITHHUTE ChCTaBKH Ha Akeega
(HHpanapH6 nin a6I/IpaTepOHOB aueTaT), OnpeacIAT B3aHMOZ[efICTBHHTa, KOUTO MOrat Ja Bb3HUKHAT C
Akeega.

Egexmu na opyau nexapcmeenu npooykmu 8vbpxy HUpanapub uiu abupameponos ayemam
HUnoyvkmopu u unxubumopu na CYP3A44

AobuparepoH e cyocrpar Ha CYP3A4. B KIIMHUYHO NIpOy4YBaHe MPH 3/JpaBU YYACTHUIHM, HA KOUTO
MIPEIBAPUTETHO € MpuiIoKeH crtHus HHIykTop Ha CYP3 A4 pudammuuma 600 mg 1HEBHO B
NPOABIDKCHUE Ha IIECT JHH, TOCIEIBAHO OT eJHOKpaTHa Jlo3a abupareponoB auerat 1 000 mg,
cpeanara mwa3meHa AUCoo Ha abupatepoH e Hamansuia ¢ 55%. Cunaute naaykropu Ha CYP3A4
(narp. pennronH, kapbamazenuH, pudamnunyH, prudadyTHH, pudarneHTHH, GeHo0apOUTa, JKBJIT
kaHtapuon [Hypericum perforatum]) TpsioBa na ce n3dsrear mo Bpeme Ha jiedenue ¢ Akeega, ocBeH
aKo JIMTICBA TEpaAIleBTHYHA alNTepHaTHBa (BXK. Touka 4.4). B 0T/e/IHO KIMHUYHO POYYBaHE IPH
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3/IpaBH YYaCTHHUIM €THOBPEMEHHOTO MPHIOKEHHE HAa KETOKOHA30JI, chiieH nHxuouTop Ha CYP3A4,
HsIMa KITMHUYHO 3HAYMM eeKT BbpXY (apMaKOKHHETHKATa Ha aOHUpaTepoOH.

Edpexmu na nupanapub unu abupameponos ayemam 8opxy Opyeu 1eKapcmeeHu npooyKmu
Cybecmpamu na CYP2D6

Aobuparepon e uaxubutop Ha CYP2D6. B knmiHNYIHO MpoyYBaHe 3a onpeessHe Ha eeKTHTE Ha
abupaTepoHOB aneTar ioc npenau3oH (AAIL) Bbpxy equandHa g03a oT cyoctpara Ha CYP2D6
nexcrpomeTopdan, cucremHara excriosuus (AUC) Ha nekcTpoMeropdaH ce yBenndaBa
npubasuTenHo 2,9 meti. AUC24 Ha aekctpopdaH, akTHBHHST METa0OJIMT Ha AeKCcTpoMeTopdaH, ce
yBenuuaBa npubmmsutenHo ¢ 33%. TpsOBa na ce oOMucIN HamMassIBaHE HA 103aTa Ha JEKapCTBEHU
MPOAYKTH C TECEH TepaneBTUUEH MHAEKC, KouTo ce MeTabonusupat upe3 CYP2D6. [Tpumepu 3a
JIEKapCTBEHHU MPOJYKTH, KOUTO ce MeTtabonusupat upe3 CYP2D6, ca MeTonpoion, mponpaHoion,
JIe3UNpaMuH, BeHIa(akCuH, XaJonepuI0il, PUCIIEpUAOH, iponadeHoH, (hIeKanHuI, KOJCHH,
OKCHKOZIOH U TpamMaod.

Cybempamu na CYP2CS

AobwuparepoH e naxubutop Ha CYP2C8. B ximHIYHO npoyuBaHe mpu 3apaBu yuactHu AUC Ha
nuornuraszos, cyocrpar Ha CYP2CS, ce yBennuasa ¢ 46%, a AUC na M-Il u M-IV, aktuBHute
METa00IUTH Ha MMOTJIMTA30H, HaMmasiBa ¢ 1o 10%, KoraTo NHOTIMTA30H Ce Mpujara 3aeIHo ¢
eaunu4Ha fo3a ot 1 000 mg abuparepoHoB auerar. [lanmentuTe TpsaOBa qa ce HabIIOAaBaT 3a
MpU3HAIM Ha TOKCHYHOCT, CBBp3aHu cbe cyocTpaT Ha CYP2CS ¢ TeceH TepaneBTUYCH UHIIEKC, ITPH
CBITBTCTBAILO NpuioxkeHue ¢ Akeega, mopanu komnoHeHTa abupaTepoHos anerat. [Ipumepu 3a
JICKapPCTBEHU MPOIAYKTH, KOUTO ce MeTtaboau3upar upe3 CYP2CS, BkiItouBaT MUOTIIUTA30H U
penarnuHug (BXK. Touka 4.4).

dapmMakogMHAMAYHY B3aUMOJIEUCTBHS
He e npoyuBana ynotpebara Ha Akeega ¢ BAKCHHU WM UMYHOCYITPECOPH.

JlanauTe 3a HEpanapuO B KOMOWHALUS C IUTOTOKCHYHH JIEKAPCTBEHU MPOIYKTH Ca OTPAaHHYCHHU.
Tpsi0Ba na ce BHUMaBa, ako Akeega ce u3noia3Ba B KOMOWHAIINS C KUBH WY )KUBU aTCHIOMPAaHU
BaKCHHU, UMYHOCYIIPECOPH WJIH C JPYTH IIUTOTOKCUYHH JIEKAPCTBEHH POy KTH.

Ynompeba ¢ npodyxkmu, 3a koumo e uzgecmno, ye yovicasam QT unmepsana

Twit KaTo TEYSHUETO C aHAPOTEH-ACTIPUBAIIIOHHA Tepanus Moxe na yabinkun QT-untepBana,
MperopbhYBa ce MOBHUINIEHO BHUMaHKE TIpH Mpuiiarane Ha Akeega ¢ TeKapCTBEHH MPOJIYKTH, 32 KOUTO €
U3BECTHO, Y€ yabiikaBaT QT-uHTEepBana, WIiK ¢ JIEKapCTBEHU MPOAYKTH, KOUTO MOraT J1a MpeAu3BUKAT
torsades de pointes, kaTo aHTHAPUTMUYHH JICKAPCTBEHH TPOIYKTH OT Kiiac [A (Harp. XMHUIMH,
nusonupamua) win kiac 11 (Hamnp. amuomapoH, cotanoi, noderuiua, uoyTUInI), MeTaI0H,
MOKCHUGIIOKCAITUH, aHTUTICUXOTHUITH | JIp.

Ynompeba cvc cnupononaxmon
CIIUpOHOJIAKTOH CE CBBbP3Ba C aHAPOI€HHUS PELIENTOP M MO>KE J1a MOBHILIY HUBATa Ha IPOCTATHO-
cietmduynus antured (PSA). He ce npenoppuBa ynorpedarta my ¢ Akeega (Bx. Touka 5.1).

4.6 @epTHANTET, O)PEeMEHHOCT H KbpMeHe

Kenw c jieTeposieH NOTeHIUMAN/KOHTPAIIENIIHS IPU MBXKE U KEHH
He e uzBecTHO, nanu chbeTaBKUTE Ha Akeega WM TEXHUTE METa0OJIMTH, IPEMUHABAT B CIIepMaTa.

ITo Bpeme Ha JIedeHHETO 1 B IPOIBDKEHNE HA YETUPH MECeIa clie]] mociearara qo3a Akeega:

o aKO MALMEHTHT UMa CEKCYaITHU OTHOLICHHS ¢ OpeMEHHa jKeHa, € HeOOXOIMMO J1a M3I10JI13Ba
npe3epBaTuB
o aKO MAIUEeHTHT UMa CEKCYaIHH OTHOIICHHUS C JKEHA C JIETEPOJICH IOTEHIHAI, € HE00XO0IMMO J1a

H3II0JI3Ba IIPE3CPBATUB, KAKTO U JpYyT e(l)eKTI/IBeH KOHTPALCIITUBEH MCTO/.
HpquBaHI/mTa IIpU JKUBOTHU Ca MOKa3aJIM pCIPOAYKTHBHA TOKCUYHOCT (B)K. TOYKa 53)
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BpemenHoct
Akeega He e mpenHasHaueH 3a yrmorpeba mpu skeHu (Bxk. Touka 4.3).

Hswma nannu 3a ynotpeba Ha Akeega npu OpeMeHHH >keHH. Akeega Ma MOTeHIMAN 1a TPUIUHH
yBpekaHe Ha (eTyca Bb3 OCHOBA Ha MEXaHMU3Ma Ha JIeHCTBHE HA JABETE ChbCTABKU M PE3yITATHTE OT
MPOyYBaHUs C a0UPaTEPOHOB areTar mpu KUBoTHU. C HEpamapub He ca MPOBEKAAHU
TOKCHUKOJIOTUYHH MPOYYBAHHUS HA Pa3BUTHETO M PENPOIYKIUSITA IPU )KUBOTHHU (BXK. Touka 5.3).

Kwpmene

Akeega He e npesHa3HauCH 32 yHOTpeOa MpHU JKESHH.

deprunurer

Hsma knmuanunn nanau 3a Akeega o otHonreHue Ha Geprunurera. [Ipy mpoydYBaHus MPH KUBOTHH
GepTIIHTETHT IPHU MBXKHATE C€ HaMaJISIBa OT HUpAapruo WM aOUpaTepOHOB areTaT, HO Te3H e(hEeKTH
ca oOpaTuMHU ciie]] MpeKpaTsBaHe Ha JIEYSHHETO (BXK. Touka 5.3).

4.7 EdexTu BbpXy cniocodHOCTTa 32 modupaHe U padoTa ¢ MAIIUHA

Akeega noBnusiBa B yMEpeHa CTEIeH ClIocoOHOCTTa 3a modupane u padbota ¢ mamunu. [lanuenrure,
kouto mpremar Akeega, MOXKe J1a TTOJy9aT aCTeHHs, yMOPa, 3aMastHOCT WITH 3aTPy/THEHHS B
KOHIeHTpaIusTa. [lanenTuTe TpsOBa qa ObAT BHUMATSIHM MTPH Io(UpaHe Wik padoTa ¢ MallTuHH.

4.8 Hexenanu JeKapcTBEHH pPeaKIUU

O6o6uienre Ha npoduta Ha Ge30MacHOCT

OO6musAT npodut Ha Ge3omacHOCT Ha Akeega ce OCHOBaBa Ha JIAHHUTE OT PaHIOMHU3UPAHO,
JIBOMHOCIIATIO, Iare6o-koHTponupano npoyusane daza 3 MAGNITUDE koxopra 1 (N=212). Haii-
YECTHTE HEKEIAHU PEAKIIMU OT BCUYKH CTEIICHHU, KOUTO Bh3HUKBAT Ipu > 10% B paMoTO ¢ HUparapuo
wroc AAIL ca anemus (50,0%), xunepronus (33,0%), 3anek (33,0%), ymopa (29,7%), ranene
(24,5%), TpombonmTonienus (23,1%), nucriaes (17,9%), 6onka B repba (17,0%), HamaneH amneTut
(15,6%), neyrponienus (15,1%), aprpanrus (15,1%), nospbemane (14,6%), xunokanuemust (13,7%),
3amasiHoCT (12,7%), 6e3cbaue (11,3%), xunepraukemus (11,8%) 1 nHpEKMS HA MUKOYHHUTE THTHINA
(10,4%). Haii-uecto HabmojaBaHUTE HEXETAHH PeakIiu OT cTeneH 3-4 ca anemus (30,2%),
xunepronus (15,6%), TpomoboruTonienus (7,5%), neyrpornenus (6,6%) 1 MOBUIIIEHA alTKaTHA
¢docdaraza B kpbBTa (5,7%).

CuchbK Ha HEXKEJIAHUTE PEAKIIMU B TAOJIHYEH BUI

Hexenanure peakiyu, HaOIOAaBaHU MO0 BPEME HA KJIMHUYHUTE NIPOYYBAHUS, Ca U30POCHH O-I0JTY
0 KaTeropuu Ha yectora. Kareropunre Ha 4ecToTa ca ONpeaeseHd, KaKTO CJIe/[Ba; MHOTO YECTH
(>1/10), wectu (>1/100 mo <1/10), Hewectu (>1/1000 mo <1/100), peaxu (>1/10 000 mo <1/1 000),
MHoro penku (<1/10 000), c Hem3BecTHA YecTOTa (OT HATMYHNUTE TaHHU HE MOXKE Jia ObJie HallpaBeHa
OLICHKA).

HpI/I BCSKO IpyIlupaHe Mo 4€CTOTA, HCKCIIAHUTC JICKAPCTBCHU PCAKIIUHA CC I/I36pOHBaT B HU3XOIAMI pea
110 OTHOIICHUEC Ha TAXHATa CEPUO3HOCT.

Tabuna 3: HexeslaHU peaklMH, YCTAHOBEHH B KJIMHUYHHTE NPOYYBaAHUS

CucreMo-opraHeH Kjiac YecroTa He:xesnana peaknust
HNndexunu u undecrannu MHOT0 4eCTH nH(EKIs Ha MUKOYHUTE ITBTHIIA
4eCTH ITHEBMOHMUSI, OPOHXUT, Ha30()aAPUHTUT
HEUYEeCTH YpOCEIICUC, KOHIOHKTUBUT
Hapymienns Ha kpbBTa U MHOT0 4eCTH aHeMUs1, TPOMOOLIMTOIIEH!S, HEY TPOTICHHS,
JumpHarta cucrema JIEBKOTICHHUSI
4eCTH UM oTIeHUs
C HEU3BECTHA NaHIUTONEHHUs ',
4ecToTa
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Hapymenns Ha uMyHHaTa
cucreMa

C HCHU3BCCTHaA
4eCToTa

CBPBXUYBCTBUTEIHOCT (BKJIFOYUTEITHO
anaQunaxcus)’

Hapymenns na meragonnsma u

MHOI'O YCCTH

HaMaJICH aliICTUT, XUIIOKAJIUCMUA

XpaHEeHeTo 4ecTH XUNEPTPHIJIULEPHIEMHUSL
TIcHXMYHH HAPYLIEHHS] MHOTO YeCTH Oe3chHUe
4ecTH JIENPECHS], TPEBOKHOCT
HEYECTH CbCTOSIHME HAa OOBPKAHOCT, KOTHUTMBHO HapylieHue®
Hapyuiennsi Ha HepBHATA MHOTO YeCTH 3aMasHOCT
cucrema 4ecTH rnaBoGosue
HEYECTH JIUCTEY3Hs
C HEM3BECTHA CHHJIDOM Ha MOCTEPUOPHA 00paThMa eHleanonaTus
4ecToTa (PRES)’
Chbpeynu HApyIIEHHUsI 4ecTH TaxXMKap/us, ChpleOHeHe, MPEICHPHO MbXKIEHE,
CbpJIEYHA HENOCTATHYHOCT,, MHOKap/IeH HH(ApPKT
HEYECTH CTEHOKap/us?, yubibkasane Ha QT-unTepBana

Cb0BU HAPYILICHHSA

MHOI'O 4YCCTHU

XUHOEPTOHUA

C HCU3BCCTHaA

XUINEPTOHUYHA Kpu3a’

4ecToTa
HapymieHusi Ha eHIOKPHHHATA | C HCM3BECTHA Hag0HOPEYHa HeJOCTaATBYHOCT®
cHcTeMa 4ecToTa
PecnimpaTtopuu, rpbIHH H MHOI'0 Y€CTH JIACITHESI
MeIMACTHHAJHN HAPYIIEeHUS YeCcTH Kanuimia, 6emo1po6Ha eM00Jivs, THEBMOHUT
HEYECTH EIUCTAKCUC
C HEM3BECTHA ajepruyeH anBeonuT’
JeCcToTa

CToMalIHO-4YpeBHHU
HapyLIeHHsI

MHOTI'O YCCTHU

3aIICK, IraJICHC, IMIOBPBHUIAHC

4YCCTHU

KopeMHa 60J1ka®, TUCIIENCHs, Mapusl, pa3lyBaHe Ha
KOpeMa, CTOMaTHT, CyX0Ta B ycTara

HEYECTH BB3IAJICHUE HA JIMTABUIIUTE
XenaToOWiMapHu HapyLIeHUs YECTH xematuT?

HEUYECTH 0CTpa 4epHOAPOOHa HEOCTATHYHOCT
Hapymienns na xoxara u 4ecTu o0pus®
MOJKO0KHATA ThKAH HEUECTH (OTOUYBCTBUTEITHOCT
Hapymienns Ha MycKyJIHO- MHOT0 4eCTH OoJika B rep0Oa, apTpanTus
CKeJIeTHATA CHCTeMA H 4eCcTH MUAJITHS
ChbeIMHUTEIHATA ThKaH C HEU3BECTHA MI/IOHaTI/Iﬂg, pa6z[0MH0JH/I3a9

4ecToTa
Hapymenust na 0b0peuure u YECTH XeMaTypust

NMHKOYHHUTE NbTHIIA

OO0y HapyumeHus M epeKTH
HA MSICTOTO HA MPUJIOKeHHe

MHOTI'O YCCTHU

yMOpa, aCTEHHs

4CCTHU

nepudepeH 0TOK

HN3caenBanus

MHOTI'O 4YE€CTH

IIOBHUIIICHA aJIKaJIHa Q)ocq)aTa3a B KPpbBT4, HAMAJICHO
TCIJI0

4EeCTH MIOBHIIIEH KPeaTHHHUH B KPBBTA, mopuiieHa AST,
nosuireHa ALT
HEUYECTH MTOBHIIICHA TaMa TIIyTaMHuITpaHcdepasza

HapaunsiBanusi, oTpaBsiHusl 1
YCJI0KHEHHSs], Bb3HUKHAJIU B
pe3yJITaT HA HHTEPBEHIUHU

MHOT'O 4YE€CTH

dpaxtypu®

1

© 0O N o O b~ W N

BriroyBa GoJika B TOpHATA 4acT Ha KOpema
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BxutrouBa 3acToiiHa ChpeYHa HEIOCTATEYHOCT, 0E0APOOHO ChpIie, TeBOKaMepHa IUC(YHKIHU
BxiroyBa ncxemuuHa 0oecT Ha ChPILETO, OCTHP KOPOHAPEH CUHAPOM

BkirouBa OCTBp X€MaTuT, QyJIMUHAHTEH XEeaTHT, YePHOAPOOHA LIUTONH3a, XEMAaTOTOKCHYHOCT

BkirouBa 00puB, epuTEM, IEPMATHT, MaKyJIO-TIallyJI03eH 00pHB, ChpOsI 00pHB

BkirouBa octeonoposa 1 ppakTypH, CBbP3aHHU C OCTEO0pO3a

He e nabmonaBano ¢ Akeega. Cpo0m1aBa ce B TOCTMApKETHHTOBHUS ONUT ITPU MOHOTEPAIHS C HUPAnapuo
He e nabmonasano ¢ Akeega. Cpo0miaBa ce mpy MOHOTEPAIHSI ¢ HUpanapuo

He e nabmonaBano ¢ Akeega. Cpro0IaBa ce B HOCTMapKETHHIOBHS OIIMT ITPU MOHOTEpAmHusi ¢ abuparepoH




Onrcanve Ha N30paHU HEXKETAHU PEaKITHH
Xemamonozuuna moxkcuyHocm

Peaknunre Ha XeMaTOJIOrMYHA TOKCUYHOCT (aHEMHS, TPOMOOIIUTONICHHS U HEYTPOIICHHS ),
BKITFOUUTEITHO J1a00paTOPHUTE HAXOAKH, Ca HA-YECTUTE HEeXKEIIAHU PEaKIUU, KOUTO Ce IbJDKAT Ha
Hupamnapu0 (crctaBka Ha Akeega). Te3n TOKCHYHH peakIii OOMKHOBEHO Ce TPOSIBSBAT MPE3 IbPBUTE
JIBA MECeIla OT JICYEHUETO, KaTO YeCTOTaTa MM HaMaJIsiBa C TEYCHHE Ha BPEMETO.

CrnepanTe XeMaTOJIOTHYHH TTApaMETPH ca KpuTepuu 3a BKiIrouBane B mpoyuBaHeto MAGNITUDE u B
JpyTu nipoyuBaHus Ha Akeega: abcomtoteH Opoit Heyrpodmm (ANC) > 1 500 knetku/pl; TpoMOoIATH
> 100 000 xetku/pl u xemornoOun > 9 g/dl. XematonornyHuTe HeXXETaHN PEaKUU CE OBIAASABAT
4pe3 1abopaTOpHO HAOIIOAEHUE U MPOMSTHA Ha f03ata (BXK. TOUkH 4.2 u 4.4).

Anemus

AnemusTa e Haii-uecTtara Hexenana peakuus (50,0%) u Haii-uecTo HabIIOIaBaHOTO CHOUTHE CTETIEH
3-4 (30,2%) B npoyuBanero MAGNITUDE. AnemusiTa ce mosiBsiBa B HA4aIOTO HA TePAIUATa
(Mennana Ha BpemeTo 1o mosieata e 59 nun). B nmpoyuBanero MAGNITUDE, nmpexnscBaHe Ha
MPIIOKEHUETO UMa TipH 22,6%, a HamasiBaHe Ha no3ara 1pu 13,7% oT manuenture. JBageceT u
CeZIeM IPOIEHTA OT MAIUEHTUTE Ca MOTyYWIIH MTOHE €HO KPHBOIPEINBAHE, CBHP3aHO C aHEMHUSL.

AHemusTa € JOBeJIa 10 [IPEyCTaHOBSABAHE Ha JICUCHUETO IPU CPABHUTEIIHO MabK OpOil MalMeHTH
(2,4%).

Tpomboyumonenus

B mpoyuBaneto MAGNITUDE 23,1% oT JiekyBaHUTE MAIMCHTH ChOOINABAT 32 TPOMOOIIUTONICHUS, a
7,5% ot marMeHTuTe ca uMaiu TpomOonuTonenus 3-4 creneH. MeauaHaTa Ha BpeMETO OT ITbpPBaTa
Jl03a 0 IbpBaTa nosBa Ha cuMnromaTtuka € 56 guu. B npoyusanero MAGNITUDE
TPOMOOIIMTOTICHHUSTA € OBJIAsIHA C TIPOMSTHA Ha J103aTa (MIpeKbCcBaHe Ha mpriokenneTo mpu 10,8% u
HaMaJIsIBaHe Ha Jto3aTa npH 2,8%) u Tpancdysus Ha TpoMOonuTH (2,4%), KOraTto € moaxoasamio (Bx.
touka 4.2). [IpeycraHnoBsBaHe Ha IEYCHUETO ce € Hanmoxuio npu 0,5% ot nanuentute. B
npoyusaneto MAGNITUDE 1,4% ot nauueHTuTe Ca MMaiu KbpBEHE, KOETO HE € OMII0
YKUBOTO3aCTPAIIABAIIIO.

Heymponenus

B mpoyusanero MAGNITUDE 15,1% oT nanueHTuTe ca MMaad HEYTPOIIEHHs, KATO HEYTPOIICHHS
3-4 crenen ce choOIIaBa npu 6,6% OT nanueHTUuTe. MeauaHara Ha BpeMETO OT ITbpBaTa J103a J10
I'BPBOTO CHOOLIEHKE 32 HEyTponeHus € 54 nuu. HeyTporneHusra e qoBena 10 NpeKbCBaHE Ha
Je4eHueTo npu 6,6% OT NalueHTUTe U 10 HaMallsiBaHe Ha fgo3ata npu 1,4%. Hama ciayyau Ha
MpeyCcTaHOBsBaHE Ha JieueHHeTo nopaau Heyrponenus. B mpoyusaneto MAGNITUDE 0,9% ot
MaIMEHTHTE ca UMaJIM ChITbTCTBAINA HHDEKITUSL.

Xunepmonus

XUNepToHUTA € HeKEeNaHa peakilys U MPH JIBeTe ChCTaBKH Ha Akeega M MaIleHTH C
HEKOHTPOJIMPaHA XUTIEPTOHHS (TIEPCUCTUPAIIIO CHCTOIIMYHO apTepuaino Hamsrane [AH] >160 mmHg
i quactonndHo AH >100 mmHg) ca 6mimm U3KITIOYeHH OT BCHYKHU MPOYYBaHUs HA KOMOWHAITUATA.
Xuneptonus ce chobmana mpu 33% OT marueHTuTe, oT Kouto 15,6% ca umanu crereH > 3.
Mennanara Ha BpeMETO 10 1I0s1Ba Ha XunepToHus e 60,5 nau. XunepToHusaTa ce oBIaisBa ¢
JOIBITHUTEIHH JIEKapCTBEHU NMPOIYKTH.

[TanmenTrTe TpAOBa 1a UMAT KOHTPOJIHUPAHO apTEPHUATHO HAJSTaHE IPEIH 3all0YBAHE Ha JIEYCHUETO C
Akeega n apTepuatHOTO HaJIsiTaHe TPsIOBa 1a ce MPOCIIeAsBa 110 BpeMe Ha JICYCHUETO (BXK. TouKa 4.4).

Cvpoeunu cooumus

B npoyuBanero MAGNITUDE uectorata Ha ChOUTHS ChC CHPIICYHH HAPYIICHUS (BCHYKH CTETICHU) B
xoja Ha neueHueto (TEAE) e cxoqHa B 1BeTe paMeHa, ¢ H3KIIOUCHHE Ha KATErOPHsITa apUTMUS,
kbaeto HC ca HaOmomaBanu npu 13,7% ot nanueHTuTe B paMoTo ¢ Hupanapu6 mioc AAIT u 7,6%
OT MaIMeHTUTe B paMoTo ¢ mianebo miroc AAIT (Bxk. Touka 4.4). [To-Brcokara 4eCTOTa Ha apUTMHH
Ce JIBJDKU JIO TOJISIMA CTETIEH Ha ChOUTHS C MAIHUTAIUH, TAXUKAPIAUH U IPEACHPIHN apUTMHUH OT
HHUCKa CTETIEH.
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MennaHnaTta Ha BpEeMETO 10 IT0siBa Ha CHOUTHATA, CBBP3aHHU ¢ apuTMuH, ¢ 105 mHU B paMoTo ¢
Hupanapu6 mmoc AAIT u 262 nuu B pamoTo ¢ mane6o mmoc AAIL Cryuante Ha apuT™Mus
0T3BY4YaBaT npu 62% OT manueHTuTe B pamoTo ¢ Hupanapuob mitoc AAIL u npu 63% ot yyacTHULINTE
B pamMoTO ¢ Tutame6o mmroc AAIL

YecToTaTa Ha ChbpACYHA HEJOCTATHUYHOCT, OCTPA ChPACYHA HEJOCTATHYHOCT, XPOHUYHA ChpJIeYHa
HEJOCTaThYHOCT, 3aCTOMHA ChpedHa HelocTaThuHOCT € 2,4% B pamoTo ¢ Hupanapu6 mioc AATL
cipsimo 1,9% B pamoro ¢ mane6o mroc AAIL MeananaTta Ha BpeMeTo 10 IOsiBaTa Ha HeXKEJIaH!
crouTus ot cnenuancH uatepec (AESI) cbe chpaedna HemoctarbuHOCT € 206 qHH B PaMOTO C
Hupanapu6 mmoc AAIT u 83 mau B pamoto ¢ mnane6o mitoc AAIL Ceoutusita cbe cbprevHa
HEJOCTAaTHYHOCT O0T3By4aBat npu 20% oT manmmeHTuTe B pamoTo ¢ Hupanapu6 mioc AAIL n 25% ot
NalMeHTHTE B paMoTo ¢ tianebo mmoc AATL

I'pynoBusAT TepMUH HcxeMudHa OOJIECT Ha CHPIETO (BKIFOYBAII MPEATIOYUTAHUTE TEPMUHU
CTEHOKApAHS, OCThP MHOKapAeH HH(APKT, OCTHP KOPOHAPEH CHHAPOM, HECTAOMITHA CTEHOKAPIUS
apTepUOCKIIepo3a Ha KOPOHApHA apTepus) Bh3HUKBA NpU 4,2% OT MAIMEHTUTE B PAaMOTO C HUpanapuo
wioc AAII cipsimo 4,3% B pamoto ¢ miane6o miroc AAIL MeauanaTta Ha BpeMeTo 10 MosiBa Ha
AESI ncxemrana 6onect Ha cbprieTo € 538 gau B pamMoTo ¢ Huparnapud mwiroc AAIl u 257 nau B
pamoro ¢ miane6o mwioc AAIL CbOuTHsITa HAa KCXeMUYHA 00JIECT Ha ChPIETO OT3BY4aBat mpu 78%
OT MaUCHTUTE B ABCTC paMcCHa.

Xenamomoxcuunocm

O01aTta yecToTa Ha XemaroTokcu4HocT B mpoyuBaneto MAGNITUDE e cxoana 3a pameHata ¢
aHupamnapuod wmoc AAIT (12,7%) n mmane6o mroc AAIL (12,8%) (Bx. Touku 4.2 u 4.4). Ilo-romsimara
YacT OT T€3W CHOUTHS ca MOBHILECHNUS Ha aMUHOTpaHC(hepa3uTe OT HUCKa ctereH. ChOuTHsS cTereH 3
HacTbhnBar npu 1,4% OT manueHTUTe, a ChOUTHE CTENEH 4 Bh3HUKBA caMo IpH eauH manueHT (0,5%).
YecroTara Ha cepro3Hu Hexxenanu chouTus (SAE) cwio e 0,9%. Menuanara Ha BpeMeTo 0 TI0siBa Ha
xenaroTokcngHOCT B mpoyuBaneTo MAGNITUDE e 34 qau. XenaToTOKCHYHOCTTA € OBJIAJsTHA C
MpeKbCBaHe Ha mpriokerueto npu 0,9% u HamansBane Ha fgo3ata npu 0,5% ot manuenture. B
npoyuBaneTo MAGNITUDE 0,5% oT manuenTute ca mpeyCcTaHOBWIIH JICYCHHETO TTOPaIu
XEeNaTOTOKCHYHOCT.

IlegpnaTpyuHa monyJiarus
He ca nmposexxganu nmpoyuBanus ¢ Akeega npu neuaTpuvHA NAIlMESHTH.

Crol1aBane Ha I0JI03UPAHU HEXKEJaHU PEAKIIUH

Cpo01maBaHeTo Ha MMOI03MPaHN HEKeJIaHU PEaKLMH CIe]] pa3peliaBaHe 3a ynorpeda Ha JIEKapCTBEHUS
NPOAYKT € BaykHO. ToBa 1o3BosIsABa Aa NPOIBIDKH HAOIIOCHUETO Ha ChOTHOIICHUETO T0JI3a/PHUCK 3a
JIeKapcTBEeHUS MPoAYKT. OT MEAULIMHCKUTE CIIEUAIMCTH CE€ U3MCKBA Ja ChOOIIaBaT BCAKa
[I0JJ03MpaHa HeXellaHa Peaklysl Ype3 HallMOHAJIHATA CUCTeMa 33 ChOOIIaBaHe B!

W3nbiaHUTENHA areH1us 1o JeKapcTBara

yi. ,,JlamsiH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitr: www.bda.bg

4.9 TIlpemo3upane

Hsma cnenuduyno neuenue B cinydaii Ha npefosupane Ha Akeega. B ciryuait Ha npeno3upane,
JeKapuTe TpAOBa a mpuiaraT OOIM MOAIbPKAIIK MEPKH U Ja JEKyBaT MAIlHeHTUTe CUMIITOMAaTHYHO,
BKJIFOUUTEITHO Jia CIENAT 332 apUTMHUH, XUIOKATHMEMHUS U MPU3HAILM U CUMIITOMH Ha 3a/IbpKaHe Ha
TeyHocTH. TpsOBa 1a ce olleHU U YepHOAPOOHAaTa (DYyHKIHS.
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5. ®APMAKOJIOTUYHHA CBOMCTBA
51 d®dapmakoguHAMHMYHH CBOICTBA

dapmakoTeparneBTHYHA rpyMa: aHTHHEOTUTACTHYHY CPEJICTBA, IPYTH aHTHHEOIIACTHYHH CPEJICTBA,
ATC xoxm: LOIXK

MexaHu3bM Ha AcCTBUE

Akeega e koMOMHanus oT HUpanapuo, naxnouTop Ha monu(AJJP-pudoza) nommmepaszata (PARP), u
a0MpaTepOHOB aIleTar (MpeaiekapcTBO Ha abupatepoH), naxuourop Ha CYP17, HacoueH KbM JBE
oHKoreHHM 3aBucuMocTH mpu narpenTu ¢ mCRPC u myraruu B HRR rena.

Hupanapu6

Hupanapu6 e naxuburop Ha ensumute nonu(AP-pubdosa) nonumepasa (PARP), PARP-1 u PARP-2,
KOWTO MIpasiT poiisi 3a Bb3cTanoBsBaneto Ha JIHK. In vitro npoyuBanusTa mokassar, 4e
[UTOTOKCUYHOCTTA, MPEAU3BUKAHA OT HUpAmapuo, MOXKe /1a BKITIOYBAa HHXUOWpaHe HAa eH3UMHATa
aktuBHOCT Ha PARP u nosumieno oopasysane Ha PARP-JIHK komrmiekcu, KOeTo BOAU J0 YBpEXKIaHE
Ha JIHK, anonro3a u kjieTb4Ha CMBPT.

Abupameponos ayemam

AOupaTepoHOB aleTaT ce npeBpbiia in Vivo B abuparepoH, MHXUOUTOP Ha OMOCHHTE3aTa Ha
aaaporenure. [lo-koHKpeTHO, a0MpaTepOH CENEKTHBHO MHXMOMpa er3numMa 17a-xuapoxcunasza/C17,20-
mua3za (CYP17). To3u eH3uM ce ekcrpecupa BbB U € HE00X0IUM 3a OMOCHHTE3aTa Ha aHIPOTrCHHU B
TYMOpPHHUTE ThKaHU Ha TECTHCUTE, HaOBOpeuHuTe xJe3n u npocrarata. CYP17 karanusupa
NPEBPBLIAHETO HA NPETHEHOIOHA U MIPOreCTEPOHa B IPEKYPCOPH HA TECTOCTEPOHA, CHOTBETHO
nexunpoenuanapoctepor (DHEA) u anapoctenanoH, ape3 170-XuapokcuinpaHe U pa3lenBane Ha
Bpb3kata C17,20. Uuxubupanero Ha CYP17 Boau 1 10 IOBHIIICHO MTPOU3BOICTBO HA
MHHEPAIIKOPTUKOUIM OT HAOBOPEUHUTE JKJIe3U (BXK. TouKa 4.4).

AHIPOTeH-4yBCTBUTEIHUAT KapIIMHOM Ha MPOCTaTaTa pearupa Ha JISYeHUEe, KOeTO HaMaJlsiBa HUBaTa
Ha aHJIPOTeHHUTE. AHJIPOTCH-ICTIPUBAIIMOHHUTE TEPAITUU KAaTO HAIIPUMED JICUSHUETO ¢ aHAJIO3U Ha
JTyTEUHU3UPAI XOpPMOH-0cBoOOKAaBaI xopMoH (LHRH) mnu opxuekTomus, HaMasBat
MPOU3BOJICTBOTO HA aHJIPOTCHH B TECTUCUTE, HO HE 3aCATAT MPOU3BOJICTBOTO HA AaHIPOT€HU OT
HaaA0BOpeIuTe WK B TyMopa. JleueHuero ¢ abuparepoH HaMajsiBa CEPyMHHUS TECTOCTEPOH JI0
HEOTKpHBaeMH HUBA (TIPW M3MOJI3BaHE HA Pa3MPOCTPAHABAHH Ha Ma3apa TECTOBE), KOraTo ce Mmpuiara
3aenHo ¢ aHanmo3u Ha LHRH (umm opxuexromus).

dapMakogMHAMUYHU e(DEKTU

Abupameponos ayemam

AOupaTepoH HaMaJIsIBA CEpyMHUS TECTOCTEPOH U JPYTUTE aHIPOTCHH 10 HUBA, IIO-HUCKH OT TE3H,
MOCTUTHATH YPE3 U3M0JI3BaHe caMo Ha aHano3u Ha LHRH unu upe3 opxuekromusd. ToBa ce IbKU Ha
CeJIEKTHBHOTO MHXHUOMpaHe Ha eHzuma CYP17, HeoOxomuM 3a OMoCHHTE3aTa Ha aHAPOTEHHU.

Knnnnuna eukacHocT 1 6€301acHOCT

ITvpsa nunus na aevenue na nayuenmu ¢ mCRPC ¢ BRCA 1/2 mymayuu

Eduxacnocrra Ha Akeega e ycranoBena B MAGNITUDE, pangomusupano mianedo-KOHTPOIUPaHO
MHOTOIIEHTPOBO KJIMHUYHO Nipoy4Bane ¢a3a 3 npu nanmentu ¢ mCRPC (npoyusane
64091742PCR3001).

MAGNITUDE e parnoMusupano, TBOWHOCIIAIO, TUIale00-KOHTPOINPAHO, MHOTOIIECHTPOBO
npoydBane ¢aza 3, B KOETO € OIICHEHO JICYeHUETO ¢ KoMOMHaIusITa ot Hupanapu6 (200 mg) u
abupareponos auetar (1 000 mg) mmtoc npeaun3oH (10 mg) THEBHO B cpaBHEHHE ChC CTaHAAPTA Ha
neuenne AAIL Jlanaute 3a epukacHocT ce ocHoBaBaT Ha Koxopra 1, cecrosima ce ot 423 maueHTH ¢
mCRPC u m36panu myranmu Ha reHa HRR, kouTo ca pangommsupanu (1:1) xa morygaBaT THEBHO
nepopanHo Hupanapu6 mroc AAIT (N=212) nim miane6o mmoc AAIT (N=211). Jleuenuero
NpoABIDKaBa A0 MPOrpecus Ha 3a00JsIBAHETO, HEPUEMIIUBA TOKCHYHOCT WIIK CMBPT.
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Bxirrouenn ca marmeaTa ¢ mCRPC, konTo He ca mojryqaBaiv MPeaxoJHa CHCTEMHA Teparus 3a
mCRPC, ¢ m3ximodeHne Ha KpaTkoTpaitHo nedenue ¢ npeaxoaen AAIL (o 4 mecera) u
npoxaskasaiia AJ[T. [IpoOu oT mna3ma, KpbB H/WIM TYMOPHA THKaH OT BCHUKH MAIllMEHTH ca
W3CIEIBAaHU Ype3 BaJUIUPAaHH TECTOBE 32 CEKBEHUPAHE OT CIIEJBAIIO OKOJICHHE, 3a J]a C€ ONpeAeH
craryca Ha MytanuuTe Ha TeHa HRR - repmuaaTiBHN n/nnn comatndHu. B mpoyuBaneTo ca
BKutoueHu 225 ygactaui ¢ BRCA1/2 mytanuu (113 ca momyunnu Akeega). B mpoyuBaneTo ca
BKIItOUeHHM otie 198 maruentu ¢ myTtarsi, paznuaHa or BRCA1/2 (ATM, CHEK?2, CDK12, PALB2,
FANCA, BRIP1, HDAC2) (99 ca nonyununu Akeega).

[IppBHYHaTa KpaiiHa TOUKa € mpekuBsieMocT 0e3 peHtrenorpadceka nporpecus (rPFS), onpenenena
ype3 3aciienieH He3aBUCUM LieHTpalieH peHTreHorpadceku mpernea (BICR) Bb3 ocHOBa Ha KpuTepuuTte
3a OIICHKa Ha 0TroBopa npu coiuaau Tymopu (Response Evaluation Criteria In Solid Tumours,
RECIST) 1.1 (MekoThbKaHHH ¥ ThKaHHH JIC3UH) U KpUTepuuTe Ha PaboTHaTa rpyna 3a pak Ha
npocratara-3 (Prostate Cancer Working Group, PCWG-3) (koctHu je3un). Bpemero 10
cumrrromatuana porpecust (TSP), BpemeTto mo muroTtokcnyra xumuoTeparus (TCC) u obmara
npexuBsieMocT (OS) ca BKIIFOUESHN KaTO BTOPUIHHN KPAWHH TOYKH 3a e(DUKACHOCT.

[Tpu nsamara HRR monynamms mbpBruaHUTE pe3ynTaTu 3a ehUKACHOCT C MEeUaHa Ha TMPOCIeAsBaHe
18,6 Mecemna moka3BaT CTaTHCTUYECKH 3HAUNMO ronoopenue Ha oneHeHara ot BICR rPFS ¢ HR
=0,729 (95% CI: 0,556; 956; p=0,0217).

B Ta6mmuma 4 ca 060061meHn neMorpadcKuTe JaHHU U U3XOTHUTE XapaKTePUCTUKH Ha TTAIIUEHTUTE C
BRCA, Bxmouenu B Koxopra 1 na npoyuBanero MAGNITUDE. Menuanara Ha croiiHocTTa Ha PSA
IpH MOCTaBsHEe Ha nuarnos3ata ¢ 41,07 ug/l (quamazon 01-12080). [Ipu BrIItOUBaHE B MPOYYBAHETO
BCHYKH TTAIIMEHTH UMaT CKOp Ha (PYHKITMOHAJEH cTaTyc o M3TtouHara koomepaTuBHa Tpyma Mo
onkonorus (Eastern Cooperative Oncology Group Performance Status - ECOG PS) 0 wiau 1. Beuukn
MaIuMCHTH, KOUTO HE Ca 6I/IJH/I MMOJIOKCHHU Ha IMPEABAPUTECIIHA OPXUCKTOMMUS, Ca IPOABIIKUIIN
OCHOBHATa aHAPOTCH-AENpPUBAIIMOHHA Tepanus ¢ aHamor Ha GnRH.

Taéanna 4: O0o01enne Ha feMorpadckuTe TaHHU U U3XOHUTE XapaKTEePUCTUKH B
npoyuBane MAGNITUDE Koxopra 1 (BRCA)

Oomo
N=225
n (%)
Bn3pacr (rogunu)
<65 76 (33,8)
> 65-74 96 (42,7)
>75 53 (23,6)
Menunana 68,0
Junanazox 43-100
Paca
benu 162 (72,0)
Aznartuun 38 (16,9)
YepHOKOKHU 3(1,3)
HewusBectHa 22 (9,8)
CrpaTnpukannoHuu GpakTopu
Excno3uimst Ha XuMHOTepalius Ha 6azaTa Ha TAKCAaHH B MUHAJIOTO 55 (24,4)
Excno3unst Ha AR-TapreTHa Tepanus B MUHAJIOTO 11 (4,9
Ipenxonna ymorpeda Ha AATT 59 (26,2)
M3xonHM XapaKTepHUCTHKH HA 3200J19BAHETO
Gleason ckop > 8 155 (69,2)
AHTa)XMpaHe Ha KOCTHUTE 192 (85,3)
Bucuiepanno 3abosisiBane (duepeH apo0, 051 1pod, HanObOpeyHa XJie3a, IPyrH) 48 (21,3)
Cranuii Ha MeTacTa3MpaHe MMPH MhpBOHaYaIHaTa auarHosa (M1) 120 (53,3)
Menuana Ha BpeMETO OT ITbpBOHAYAIHATA JMATHO3a JI0 PaHIOMU3UPAHETO 2,26
(ronunm)
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Menuana Ha Bpemero oT mCRPC no mepBara go3a (roauHm) 0,27

BPI-SF cxop Ha 6oskaTa Ha U3XOAHO HUBO (TIOCJIEICH CKOP IPEIH IIbpBaTa

7103a)
0 114 (50,7)
1 003 91 (40,4)
>3 20 (8,9)

CratucTiuecky 3Ha4MMO mooopenue Ha onieHeHara oT BICR rPFS e nabmonaBano npu nbpBUYHUS
ananu3 Ha yyactaunu ¢ BRCA, nekyBanu ¢ Hupanapu6 rurtoc AAIL B cpaBHEHHE ¢ YYACTHHITA C
BRCA, nexyBanu ¢ miare6o mioc AAIL. OcHOBHUTE pe3ynTaTh 3a eUKACHOCT B MOIJIAIMATA C
BRCA ca npexacrasenu B Tabnuiia 5. Kpusute na Kaplan-Meier 3a ornenenara ot BICR rPFS B
nomynanusta ¢ BRCA e nmokazana Ha ¢urypa 1..

Ta6auna 5: Pe3yararu 3a epukacnoct B nonyaanuata ¢ BRCA ot npoyuBane MAGNITUDE

Akeega Inane6o

Kpaiinu Touku (N=113) (N=112)
IpexxuBsieMoct 6e3 peHTrenorpadceka nporpecus’

CnOuTHE Ha MPOTpecHs Ha 3a00JITBAHETO WK 45 (39,8%) 64 (57,1%)

cMBpT (%)

Menuana, mecenu (95% CI) 16,6 (13,9-NE) 10,9 (8,3; 13,8)

Koedunuenr Ha puck (95% CI) 0,533 (0,361, 0,789)

p-CTOWHOCT 0,0014

O01ma npeKNBIEMOCT?

Koedunuent Ha puck (95% CI) 0,881 (0,582; 1,335)

IIppBuyeH ananu3/MexIuHeH aHann3 (aTa Ha 3akirouBaHe Ha qanHuTe: 08 okTomBpu 2021 r.) ¢ MeanaHa Ha
npocnensBane 18,6 mecena

2

MexauHeH aHanus 2 (1ara Ha 3aKiouBane Ha gannure: 17 rouu 2022 1.) ¢ Mequana Ha npocieassane 26,8 Mecena

NE = "e moxe ma ce orieHI

®urypa 1: Kpusu na Kaplan-Meier 3a npe:xxusiemoct 0e3 peHTrenorpagcka nporpecusi B
nonyaanusaTa ¢ BRCA, onenena or BICR (MAGNITUDE, nbpBu4eH aHaIu3)

100
= 80
=
=
['=]
) 60
]
v
lo -
= i
E 40- ~- -
L Mo = e = —
=
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o 20
&

0 —
I I I I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30
Mecemnu oT paHTOMH3HEPAaHETO
IlammenTH B pHCK
IDraneo + AAP 112 97 77 43 28 20 11 5 2 0
Hupanapué + AAP 113 103 90 65 45 31 18 9 4 1

—=—— Ilmanebo + AAP — — * - — Hupanaput + AAP

Heauampulmama nonyiauus
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EBpomneiickaTa areHIus 110 JIeKapcTBaTa 0CBOOOKIaBa OT 3aAb/DKEHUETO 3a IPEAOCTaBsIHE Ha
pesyiaTaTuTe oT mpoyuBaHusaTa ¢ AKeega BbB BCHUKH TOATPYIIM Ha MeAXATPUYHATA TOMYIalUs IPH
3JI0Ka4e€CTBEHU HOBOOOpa3yBaHUs Ha IpocTarara (BK. Touka 4.2 3a uHpopmalysi OTHOCHO yrnoTpeda B
HEeATPUITA).

5.2 dapMaKkoKHHETHYHH CBOHCTBA

EnHOBpeMEHHOTO NpPUIIOKEHUE Ha HUpanapub 1 abupaTepoH He OKa3Ba BIUSHUE BbPXY CKCIIO3UIIUATA
Ha otnenauTe BemecTBa. AUC u Crnax 32 HUpanapub 1 abupaTepoH ca CpaBHUMHE, KOTaTO C€ TpIIaraTt
kato ¢punMupana tabdaerka Akeega ¢ 06HUaitHOTO KOJIMYECTBO HA aKTUBHUTE BEIECTBA

(100 mg/500 mQ) mnu KaTO KOMOMHAIHS OT OTACTHUTE ChCTABKH, B CPABHEHHE ChC CHOTBETHUTE
EKCIIO3HITUH MTPH MOHOTEPATIHS.

AOGcopouus
Akeega

IMpu manmentn ¢ mCRPC cnen npuiarane Ha MHOTOKpaTHH 1034 Akeega TabIeTKy Ha TIIagHO U
MoAU(GUIMPaHH YCIIOBHS HA IIaJHO, MAKCHMAJTHATA IUTa3MeHa KOHIIEHTPAIUS Ce OCTUTA TIPH
Meaunana 3 yaca 3a Hupanapu6 u 1,5 yaca 3a abuparepoH.

B npoyuBase 3a 0THOCHTETHA OHOHATHYHOCT MakcuManHaTa (Cmax) U obmmara (AUCo-72n) €KCIIO3UIIHS
Ha abuparepon npu nanueHTH ¢ MCRPC (n=67), nexyBanu ¢ Akeega ¢punmupanu TabIeTKH ¢ T0-
MAaJIKO KOJIMYECTBO Ha €HOTO akTHBHO BeiecTBo (2 X 50 mg/500 mg) e 33% u croTBeTHO 22% MM0-
BHCOKH B CPaBHEHHE C €KCIIO3UIMUTE NPH MAMeHTH (N=67), IpHeMaIiy JICKapCTBEHUTE IPOYKTH
nootaento (100 mg nupanapu6 xarcysu u 4 X 250 mg abuparepoH areraT TabieTkn) (BXK.

Touka 4.2). UarepunauBuayannata Bapuadbuianoct (%CV) B ekcriozunuute € cboTBeTHO 80,4% 1
72,9%. Excnio3unusita Ha HUpanapub e cpapanMa Mexay Akeega Gpunmupanu TabIETKH € TIO-MaJIKO
KOJIMYECTBO HA €THOTO aKTHBHO BEIIECTBO M JIEKAPCTBEHUTE MPOILYKTH ITOOTIEITHO.

Hupanapu6

AbcomoTHaTa OMOHANMYHOCT Ha HUpanapuo e npudnusurenno 73%. Hupamapub e cyoerpar Ha P-
riukonporenHa (P-gp) u nmporenHa Ha pe3UCTEeHTHOCT Ha paka Ha repaata (BCRP). [lopaau Bucokus
nepMeadINTeT ¥ OMOHATMYHOCT 00ade, pUCKBT OT KIIMHUYHO 3HAYUMH B3aUMOJICHCTBUS C
JIEKapCTBEHU MPOIYKTH, KOUTO HHXUOUPAT TE3H TPAHCIIOPTEPH, € MAIIKO BEPOSITEH.

Abupameponos ayemam
AOupaTepoHOB arietaT Obp30 ce mpeBpbIia in Vivo B abupatepoH (BkK. Touka 5.1).

[Ipunaranero Ha abUpaTEPOHOB aLETaT C XpaHa B CPABHEHUE C IPUIAraHETO My Ha IJIa{HO BOJIH JI0
10 metu (AUC) 1 10 17 bTH (Cmax) yBETMUEHHE Ha CpeJJHATA CHCTEMHA eKCIIO3HIINS Ha abupaTepoH
B 3aBUCHMOCT OT ChABP>KaHHETO Ha Ma3HUHHU B XpaHaTa. KaTo ce uMat npenBua HOpMaIHUTE
BapHaliy B ChIbP)KAaHUETO U ChCTaBa HA XpaHaTa, IPUEMAaHETO Ha abUPaTEepOHOB aleTaT 10 BpeMe Ha
XpaHeHe MOXe J1a JIOBe/Ie A0 CHIIHO MIPOMEHJIMBH eKcro3uimu. [lopaan ToBa abupaTepoHOB areTar He
TpsIOBa Ja ce MpueMa C XpaHa.

Pasnpenenenue
BB3 ocHOBa Ha mommyIanoHeH GapMaKOKHHETHYCH aHAIN3 IPUBUAHUAT 00eM Ha pa3mnpe/eieHue Ha

HUpanapub u abuparepoH e chorBeTHO 1 117 11 25 774 1, xoeTo noka3Ba eKCTEH3UBHO
€KCTPaBacKyJIapHO pa3lpeesieHue.

Hupanapuo
Hupamapu6 ce cBbp3Ba B yMepeHa CTeNeH ¢ MPOTEeNHNUTE B YoBeIKara miasma (83,0%), rmaBHo cbe

cepyMHUS anOyMuH.

Abupameponos ayemam
CBBp3BaHETO C MIIa3MEHUTE PpoTenHH Ha *C-abupaTepoH B masmara npu xopa e 99,8%.
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buorpanchopmanus

Hupanapuo6

Hupanapu6 ce Mmetabonusupa npequMHO upe3 kapookcrinectepasu (CES), kaTo ce 06pa3yBa OCHOBEH
HeakTuBeH Metabonut - M 1. [Ipu npoyusane 3a 6ananc va macure M1 u M10 (o6pa3yBannTe
BITOCJICZICTBHE TIIIOKYPOHUIM HAa M 1) ca ocHOBHUTE IUpKyupaiiu MeTabonuTtu. [loTeHnmansT 3a
naxnoupane Ha CYP3A4 Ha upeBHO HUBO HE € YCTAaHOBEH MPY CHOTBETHHUTE KOHIIEHTPALIUU Ha
uupanapu6. Hupamapu6 cna6o unayupa CYP1A2 npu BUCOKH KOHIIEHTpANUH in Vitro.

Abupameponos ayemam

Cnen nepopanHo npuioxkenue Ha *C-abuparepoHoB anerat o GpopmaTa Ha Kalcyu, abupaTepoHOB
areTar ce xuapoausupa upes CES 1o abupatepoH, KOHTO Clie] ToOBa Ce moajiara Ha MeTaOoIH3bM,
BKJIIOYBALI CyJipaTupane, XUIPOKCHINPAHE U OKCUIUPAHE TPEIUMHO B YepHHUs Ap00. AOUpaTepoH e
cyoctpar Ha CYP3A4 u Ha cyndorpanchepaza 2A1 (SULT2A1). ITo-ronsmaTa gacT oT
MUPKYJIUpaIiaTa paguoakTuBHOCT (pubimsutenHo 92%) ce Hamupa mox hopmarta Ha MeTabOOJIUTH Ha
adbupatepos. OT 15 oTkprBaeMu MeTa0OIUTa, BCEKU OT JBaTa OCHOBHU METa0OIUTa, abUpaTepOHOB
cyadar u N-okcua abupatepoHoB cyndat, npeacTasissa npudiansurento 43% ot obmiara
paaroaKTUBHOCT. AOHUpPATEPOH € HHXHOUTOP Ha YEPHOIPOOHHTE JIEKAPCTBO-META0OIN3NPAIIY CH3UMH
CYP2D6 u CYP2C8 (Bxk. Touka 4.5).

Enumunupane
Akeega

CpenHoto t'2 Ha HUpanapuO 1 abUpaTEPOH, KOraTo ce NpuiiaraT B KOMOWHANMNS, € CbOTBETHO
npubu3uTenHo 62 vaca u 20 yaca, a npuBuaauat CL/F Ha Hupamapu6 u abupatepoH € ChOTBETHO

16,7 I/h u 1673 1/h B3 0OcHOBa Ha OMYJIalMOHHUS (DapMAaKOKHHETHYEH aHAITN3 TP MAIlUCHTH C
mCRPC.

Hupanapu6

Hupamapu6 ce emumuHIpa MpeARMHO 110 XenaToommmapeH U 0s0pedeH mpT. Cien mepoparHo
NpUIoXKeHue Ha exunuuHa 103a 300 mg [*C]-aupanapu6, cpenno 86,2 % (nmanason 71 % mo 91 %)
OT J103aTa ce OTKpUBAT B yprHaTa U pekanuute 10 21 nau. PagnoakTuBHOTO BB3CTaHOBSIBAHE B
ypuHara npencrasisiBa 47,5 % (nnanaszon 33,4 % no 60,2 %), a BbB pekanmuure - 38,8 % (nuanazon
28,3 % 10 47,0 %) ot no3ara. B cOopHH mpobu, chOnpanu B mpoabkeHue Ha mect aau, 40,0 % ot
Jlo3aTa ce OTKPUBAT B YpUHATA MPEAUMHO KaTo MeTabonuTH, a 31,6 % oT g03aTa ce OTKPUBAT BHB
(dexanmuTe NpeMMHO KaTo HelpoMeHeH Hupanapu6. MerabomutsT M1 e cybeTpaT Ha
TPaHCIIOPTEPHUTE 3a EKCTPY3HUS Ha MHOKECTBO JieKapcTBa U TokcuHu (multidrug and toxin extrusion,
MATE) MATE 1 u 2.

Abupameponos ayemam

Cren nepopainto npuiokenue Ha *C-abupareponos anerar 1 000 mg, npubnusurenno 88% or
palnoaKkTUBHATA J103a C€ OTKPUBAT BbB (heKATUUTE M MPUOTU3UTETHO 5% B ypuHata. OCHOBHUTE
ChEJIMHEHUS, IPUCHCTBAIIHN BbB (PEKAIMUTE, ca HEIPOMEHEH a0UpaTepOHOB alleTaT u abupaTepoH
(cpotBeTHO pUOIM3HUTENHO 55% 1 22% OT MpUIIOKEHATa 103a).

Edpexmu na nupanapub unu abupamepon vpxy mpancnopmepume:

Hupanapu6 naxubupa P-gp cnado ¢ IC50=161 uM. Hupanapu6 e naxuburop na BCRP, Tpancnoptep
Ha oprannunu katnonu 1 (OCT1), MATE-1 u 2 cbe croitnoctu Ha IC50 choTBeTHO 5,8 UM, 34,4 UM,
0,18 uM 1 < 0,14 uM. YcTaHOBEHO €, Ye OCHOBHHUTE METa0OIUTH Ha abupaTepoH, a0UpaTepOHOB
cyndar u N-okcu abupatepoHoB cyndaT, THXUOUPAT TpaHCTIOpTEpa Ha YePHOAPOOHHS BIITEHK -
NOJIMIIENTH, TpaHcopTupall oprannyau annonu 1B1 (OATP1B1) u nopaau ToBa Morar aa
yBEIUYAT IJIa3MEHUTE EKCTIO3UINH Ha JIEKApCTBEHUTE NPONyKTH, enuMmuHaupanu uype3 OATP1B1.
JlurcBar KTMHIYHU TaHHU, KOUTO Jia TOTBBPK/IaBaT B3auMO/ICHCTBIE Ha 0a3aTa Ha TpaHCIIOpTepa
OATP1B1.

CrienmanHy TOMyJIallug

Yeproopobno yspedxcoane

B®3 ocHOBa Ha momyIaMoOHHUS (papMaKOKMHETHYEH aHaJ U3 HA JAHHUTE OT KIMHUYHU IPOYYBaHUs,
NPY KOWTO MAIMEHTH C PaK Ha MPOCTaTaTa ca Mojy4yaBajii HUpanapubd caMOCTOSITEITHO WITH
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HUpanapud/AA B KoMOMHALS, JeKaTa CTENEH Ha YepHOApoOHO yBpexaane (kpurepun Ha NCI-
ODWG, n=231) He moB/MsIBa EKCIIO3UIMATA Ha HIpamnapuo.

B ximHnYHO npoy4BaHe MpH MalMEHTH C pak, ¢ u3nona3BaHe Ha kputepuute Ha NCI-ODWG 3a
KIacu(HUIMpaHe Ha CTeTIeHTa Ha YepHoIpoOHO yBpexaaHe, AUCiy Ha Hupamapud mpu MarueHTy ¢
yMepeHo uyepHopoOHO yBpexaane (n=8) e 1,56 (90% CI: 1,06 mo 2,30) mbtu mo-ronsima ot AUCqs Ha
HUpanapuO Npu NaUeHTH ¢ HOpMaHa YepHoapoOHa GyHKIHA (n=9) cien npuiaraie Ha eTUHUYHA
nmo3a 300 mg.

dapMakoKHHETHKATa HA abHpaTepoH € U3CNIeBaHA PH YUYACTHHUIH ¢ TPEAIIeCTRAIa Jieka (n=8) uin
yMepena (n=8) cTeneH Ha 4epHOAPOOHO yBpexkaane (choTBeTHO Kinac A u B mo Child-Pugh) u npu

8 3apaBu KoHTpOKM. CHCTEMHATA EKCIIO3UIIUS Ha aOUPaTePOH CIIe/ eIMHUYHA [TEPOPATHa 1033 OT
1000 mg ce yBenuyaBa npuOaM3UTENHO 1,11 TbTH 1 3,6 THTH TPH YUACTHHUITH C BEUE CHINECTBYBAIIO
CHOTBETHO JIEKO U YMEPEHO YSPHOAPOOHO YBpEXKIaHE.

B npyro mpoyuBane ¢papMakOKHHETHKATa Ha a0MpaTEPOH € U3CIIeIBaHa P YYaCTHUIIM C BEUe
ChINECTBYBAIO TeXKO (n=8) uepHoapoOHO yBpexaane (kiac C no Child-Pugh) u npu 8 3npasu
KOHTPOJIM C HOpMaiHa depHoipoOHa (yHKiusa. AUC Ha abupaTtepoH ce yBeandaBa MpUOIH3UTEITHO
7 bTH, a ppaKIMATa HA HECBBP3AHOTO aKTHBHO BEIIECTBO CE yBeNn4YaBa 1,8 IbTH P yJacTHHIH C
TEKKa CTETeH Ha YepHOAPOOHO YBpEXKIaHE B CPABHEHHE C YYaCTHHIIM C HOPMaJIHa YepPHOIPOOHA
¢ynkuus. Hama kmuarYeH onut ot yrnorpebara Ha Akeega Npu MAIEHTH ¢ YMEPEHO U TEXKKO
4epHOIPOOHO yBpekaaHe (BK. Touka 4.2).

bvopeuno yepescoarne

B®3 ocHOBa Ha momyIAIMOHHKS (hapMAKOKHHETHYEH aHaJIN3 Ha JaHHH OT KIMHUYHH IPOYYBaHUS,
IPY KOMTO NAMEHTH C PaK Ha MPOCTATaTa ca IOyYaBaId HUPAapuO CaMOCTOSATEITHO WITH
Hupanapu0/AA B KOMOMHAIMS, MAIMCHTH C Jieka (KpeaTHHUHOB KiupbHC 60-90 ml/min, n=337) u
ymepeHa (kpeatuHuHOB KipbHC 30-60 ml/min, n=114) crenen Ha 660pevHO YBpexkIaHe UMat ciabo
HaMaJieH KJIMPbHC Ha HUpanapuO B CpaBHEHHE C YUaCTHULM ¢ HOpManHa 0bOpeuHa ¢pynkuus (no 13%
MO-BUCOKA CKCIO3MIIMS NIpH Jieka crernieH U 13-14% 1o-BrUCcOoKa eKCITO3UITHS IPH YMEPEHa CTEIIeH Ha
0BOpEYHO yBpEXKIaHE).

dapmakoKMHETHKATa HAa a0UPaTEPOH € CpaBHEHA TPH MALMEHTH C TepMHUHAITHA OBOpedYHa
HEJIOCTATHYHOCT Ha cTabMITHA cXxeMa Ha XeMojIuaiu3a (n=8) crpsMo ChOTBETHH KOHTPOJIHU C
HopMasHa ObOpedHa pyHkuus (n=8). CucreMHaTa eKCIO3ULUS Ha a0UpaTepoH Cliesl eAMHNYHA
nepopaina 1o3a ot 1000 mg He ce yBennyaBa Mpy Y4aCTHUIIM ¢ TePMUHATHA ObOpedHa
HEIOCTATHYHOCT Ha Juanu3a. Hsma kiunHu4eH onut ¢ ynotpedara Ha Akeega mpu ManueHTH ¢ TeXKa
cTerneH Ha 0bOpevHo yBpexaane (BK. Touka 4.2).

Tezno, 6bv3pacm u paca

B®3 ocHOBa Ha nony/anuoHHus (papMaKOKHHETHUYCH aHAIU3 HA JaHHU OT KJIMHUYHH MPOYYBAHHUS,
P KOWTO MAIMEHTH C paK Ha IpocTaTara mojydaBaT HUparnapuo win abupaTepoHOB arerat
CaMOCTOSTEITHO WJIM B KOMOWHAITHS:

o TenecHOTO Terino He OKa3Ba KIMHHYHO 3HAYUMO BIIMSHHE BBPXY SKCIIO3HMIUATA HAa HUpAIapuo
(nmnamna3oH Ha TesecHoTo Terio: 43,3-165 kg) u abuparepoH (Iuana3oH Ha TEJIECHOTO TErJIo:
56,0-135 Kkg).

o Bw3pactra He 0ka3Ba 3HAUMMO BIMSHHE BBPXY (apMaKOKWHETHKATa HAa HUpanapuo (Bb3pacToB
muanasos: 45-90 roaunu) U abuparepoH (Bb3pacToB auanas3oH: 19-85 rogunn).

o Hsima moctaThbuHO JTaHHY, 32 J1a Ce HAIPaBU 3aKIIIOUCHUE 32 BIUSHUETO HA pacoBaTa

MPUHAUIKHOCT BbPXY (apMakOKWHETHKATa Ha HUpanapuO u abupaTepoH.
Ileouampuuna nonynayus

He ca npoBexpanu mpoy4yBaHus 3a usciensade papMakoknHeTHKaTa Ha Akeega npu nenuaTpuaHu
TAI[UEeHTH.
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5.3 IlpeakJIVHUYHU JAHHU 32 0€30MACHOCT

Akeega

He ca npoBexxnanu HekTuHUYHY npoyuBanus ¢ Akeega. HeKIMHUYHUTE TOKCHKOJIOTHYHU JIaHHU CE
OCHOBABaT Ha PE3yNATATUTE OT MPOYUBAHUITA C HUpAIApUO 1 aOUPaTEepOHOB areTaT MOOTIEITHO.

Hupanapu6
In vitro aupamapu6 nHXHOGHpa JOMAMHHOBHS TPAHCIIOPTED IIPH HHUBA HA KOHIICHTPALIUS 110 HIUBATa Ha

EKCIIO3HITUS ITpH YoBeKa. [Ipy MHIIKH, eTHOKPATHHU JI03U HUPANapuO MOBUIIABAT BhTPEKICTHUHUTE
HUBA HA JIOTIAMUH ¥ Ha METa0OJUTHUTE B KOpaTa Ha TJIaBHUS MO3bK. HamalieHa nBurateHa akTHBHOCT
¢ HaOJIro1aBaHa B €IHO OT JIBETE MPOYYBAHUS C SIHOKPATHU J03M NP MUIIKH. KITMHUYHOTO 3HaUYeHUE
Ha TE3W pe3yNITaTH He € n3BecTHO. He e HaOmomaBaH eekT BbpXy NOBEASHIESCKUTE H/HITH
HEBPOJIOTMYHUTE IMapaMeTPH MPH MIPOYYBAHUS 32 TOKCUYHOCT IPHU MHOTOKPATHO MpUIIaraHe IIPH
TUTHXOBE W Ky4eTa IMPH M3YMCIICHN HUBa Ha excrio3ulus Ha [[HC noqo0Hu uimy mo-HUCKH OT
OYaKBaHWTE TEPAIICBTHYHHI HUBA.

Hamanena ciepmatorenesa e HabJro1aBaHa MpHY TUTBXOBE M KydeTa IPH HUBA Ha €KCIIO3HIIUS T10-
HHUCKH OT TepalleBTUYHUTE HUBA, KOATO € 10 FOIsIMa CTEIEeH 00paTHMa B paMKUTE Ha YETUPU CEIMHLIN
ClJIe]] IpeKpaTsBaHe Ha IPUIIOKEHHUETO.

Hupanapu6 He e MyTareHeH npu OakTepHuaieH TecT 3a 00paTHH MyTauu (Ames), HO € KJIaCTOTeHEeH
IPH TECT 32 XPOMO30MHH abepaliu npu 003aiHUIM IN Vitro ¥ Ipy MUKPOHYKJIEAPEH TECT B KOCTEH
MO3BK Ha IUTbXOBE IN ViV0. Ta3u KJIacTOreHHOCT € B ChOTBETCTBUE C TCHOMHATA HECTAOUIIHOCT,
MpOM3THYAIIA OT IbPBUYHATA (GapMaKoIOTHs Ha HUpanapuoO, 1 TIOKa3Ba MOTEHIIMAT 32
TeHOTOKCHYHOCT IPH XOpa.

C nupanapu0 He ca MPOBEKIAHU IPOYYBAHHS 33 PENPOIYKTHBHA TOKCHYHOCT U TOKCHYHOCT 3a
pa3BUTHETO.

C Hupanapu0 He ca MPOBEXIaHU MPOYIBAHMS 32 KAHLIEPOT€HHOCT.

AbuparepoH anerar

IIpu mpoy4uBaHuUs 32 TOKCHYHOCT MpH )KUBOTHY HUBATa Ha MUPKYJIMPAIIH TECTOCTEPOH ca
3HaYMTETHO HamaJleHu. B pe3ynTaT Ha TOBa ce HabI01aBa HaMallsiBaHEe Ha TETJI0OTO HAa OPTaHUTE U
MOPGOJIOTUIHN H/MIIH XMCTONIATOJIOTHYHU IPOMEHH B PENPOIYKTUBHUTE OPraHy, HaAObOpeuHnTe
JJ1e3d, Xurnodusara 1 MICYHATE J1e31. BcHuky mpoMeHn moka3BaT IIbJIHA MM YacTHYHA
oOpatumocT. [IpomeHuTE B pENIPOIYKTUBHUTE OPTaHU M aHAPOTEH-UyBCTBUTEITHUTE OpTaHH
CHOTBETCTBAT Ha (hapMakoJiorusTa Ha abupaTepoH. Bcuuku XopMOHAITHY MPOMEHH, CBBP3aHH C
JICYECHUETO, ca OOPATHUMHU WJIM OTLIYMSIBAT Ciel] 4-CeIMUYUEH MEPHO/ Ha Bb3CTAHOBSIBAHE.

[Tpu npoyuBanust 32 GepTUIUTETA IPU MBKKU M KEHCKH TLTHX0BE a0UPaTEpOH areTaT HamamsBa
¢bepTunuTeTa, KOETO € HAITBJIHO 00paTHMO 3a 4 10 16 cenMuILM ciiex cnupaHe Ha abupaTepoHOB
arerar.

[Ipu npoyuBaHe 3a TOKCHYHOCT 32 Pa3BUTHETO MPU ILIBXOBE, a0MpaTEpPOH alleTaT OKa3Ba BIMSHUE
BBbPXY OPEMEHHOCTTA, BKIIIOYUTEIIHO HAMaJIsIBa TETJIOTO M MPEXHUBIEMOCTTa Ha (eTycure.
HabnromaBanu ca eekTr BbpXy BHHITHATE TEHUTAINH, BHIIPEKU Ue aOMpaTepoOHOB aleTar He €
TEPATOTCHEH.

IIpu Te3u mpoyuBaHus 3a GepTUINTETA M TOKCHYHOCTTA 32 PA3BUTHETO, IPOBEICHH TIPH TUIHXOBE,
BCUYKH €(PEKTH ca CBbpP3aHH ¢ (hapMaKoJOrHYHATa aKTUBHOCT HA aOUpaTepoH.

OcBeH NPOMEHUTE B PENPOIYKTUBHUTE OPraHH, HaOII0JaBaH! IPH BCHYKH TOKCUKOJIOTHYHH
MPOYyYBaHUS NP )KMBOTHH, HEKJIMHUYHUTE JaHHW HE pa3KpuUBaT 0cOOEH PHCK 3a XoparTa Ha 0a3zaTa Ha
KOHBECHIMOHATHUTE (hapMaKOJIOTHYHH IIPOYYBaHUS 32 O€30MaCHOCT, MPOYYBAHHS 32 TOKCHYHOCT MPH
MHOTOKPAaTHO IpWJIaraHe, FTeHOTOKCUYHOCT U KaHLIEPOreHeH NOTeHIUall. AGMpaTepOHOB alleTaT He €
KaHILIEpOT€HEH IIpU 6-MeceuHo npoy4uBane npu Tpancrennu (Tg.rasH2) mumku. B 24-meceuno
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MpOyYBaHE 32 KaHIIEPOTSHHOCT TPH ITEXOBE a0MpaTEpPOHOB alleTaT yBeIM4aBa yecToTara Ha
WHTEPCTUIMATHN KIEThYHH HEOTUIa3MH B TeCTHCUTE. Ta3n HaxojKa ce CUMTA 3a CBhpP3aHa C
(hapMakoJIOTHYHOTO JIEHCTBHE HA a0UPATEePOH U € CreIM(UUHA 3a TUIHXOBETEe. AOMPATEPOHOB areTaT
HE ¢ KaHIIEPOTCHEH MPH KCHCKH ILTbXOBE.

Ouenka Ha prucka 3a okosHarta cpena (ERA)
AKTHBHOTO BELIECTBO, aOUPATEPOH, MPEICTABIISABA €KOJOIHYEH PHCK 3a BOJHATA CPela, 0COOCHO 3a
pubuTe (BK. TOukKa 6.6).

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa IOMOIIHHUTE BeLIeCTBA

Akeega 50 mg/500 mg dummupany TabIeTKH
Aopo na mabnemrxama

Cuunues TUOKCHU, KOJIOUAEH O€3BOIEH
Kpocnosunon

Xunpomenosa

JlakTo3a MOHOXHIpAT

Maruesues creapar

MukpokpucTaiHa Leyio3a

Hatpues naypuncyindar

Dunmoso nokpumue

XKenesen oxcun, yepen (E172)
XKenesen okcun, yepseH (E172)
XKeneszen oxcun, xbat (E172)
Harpues naypuncyndat

[ uIepoIoB MOHOKAPUIIOKATIPAT
[Tonu(BUHIIOB aIKOXO0JT)

Tank

TuranoB nuokcun (E171)

Akeega 100 mg/500 mg dunmMupanu TabIeTKH
AHopo na mabremkama

CunuiueB JUOKCHI, KOJIOuIeH 0e3B0JIeH
KpocnoBunon

Xunpomenosa

JlakTo3a MOHOXHIpAT

Maruesues creapar

MuKpoKpHCTaTHA [ENTy103a

Hatpues naypui cyndar

Dunmoso nokpumiue

XKenesen oxcun, yepseH (E172)
XKeneszen oxcup, kbt (E172)
Harpues naypun cyndar
['nunepoaoB MOHOKANPUIIOKATIPAT
IMonu(BUHUIOB aJTKOXOJT)

Tank

TuranoB nuokcua (E171)

6.2 HecbBMECTUMOCTH

Henpunoxxumo
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6.3 Cpok Ha rogHocT

30 mecerna

6.4 CnenmuajJHM yCJI0BHUS HA ChbXpaHeHHUe

To3u nekapcTBEH MPOAYKT HE M3UCKBA CIECHUAIHH YCIOBUS HA ChbXPaHEHHUE.

6.5 Bwuau chabp:kaHHe HA ONAKOBKATA

Bceska 28-mHeBHA KapTOHEHA OMAaKOBKa ChABPKA 56 GpumMupanu TablIeTKU B 1B KAPTOHEHU
OTIaKOBKH THII ,,TOPTHEHIT, BCAKA OT KOUTO ChABpXKa 28 GHUIMUPAHH TAOJIETKH B OJUCTEP OT
PVAC/PE/PVC donuo u anymunuero (onno, mpe3 KoeTo ce n3dyTsa TadieTkara.

6.6 CrHenuajHu NpeINa3Hu MEPKH IPH U3XBbPJIsiHE U padoTa

B®b3 ocHOBa Ha MexaHM3Ma CH Ha JICHCTBUE TO3H JIEKAPCTBEH MPOJAYKT MOXKE /1a YBPEIIU pa3BUBAILUS
ce ¢eryc. [lopagn ToBa )xeHUTE, KOUTO ca OPEeMEHHU W MOTaT Ja 3a0peMeHesT, TpsiOBa ga paboTiaT
¢ Akeega cbc 3amura, Hamp. pbKaBui (BX. Touka 4.6).

Hewnsnomn3panust JICKApPCTBCH NPOAYKT WIN OTHAABYHUTC MAaTCpUAJIU OT HETO Tpﬂ6Ba ha CC U3XBBPJIAT
B CbOTBETCTBHE C MECTHUTE U3UCKBaHUS. TO3U JIEKApCTBEH MPOIYKT MOXKE Jia MPEACTABISIBA PUCK 32
BOJHATa cpeaa (BK. Touka 5.3).

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/23/1722/001

EU/1/23/1722/002

9. JATA HA IT'bPBO PA3ZPEINABAHE/IIOJHOBABAHE HA PASPELIEHUETO 3A
YIIOTPEBA

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

04/2023

TMoxpoOHa uHpopMaIlrs 3a TO3H JEKapCTBEH MPOAYKT € Mpe0CTaBeHa Ha yebcalita Ha EBpomneiickaTa
areHIMs 10 jekapcTraTa http://www.ema.europa.eu.
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MPWIOKEHME I
MPOU3BOJUTEJ(A) HA BUOJIOTMYHO AKTUBHOTO(UTE)
BEILIECTBO(A) U MPOU3BOUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOJKJIABAHE HA APTHUIN

YCJIOBUSA NJIN OTPAHUYEHMUSA 3A TOCTABKA "
YIHOTPEBA

APYI'U YCJIIOBUA N UBUCKBAHUA HA PASPEIIEHUETO 3A
YIHOTPEBA

YCJOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. NPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOX/IABAHE HA ITAPTUIN

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I}I(I/ITC)., OTFOBODGH(HI/I) 3a OCBO60)KI[aBaH€ Ha NapTHUAUTC

Janssen Cilag SpA
Via C. Janssen,
Borgo San Michele
Latina 04100
Hranus

b. YCJOBUs NJIIK OT'PAHUYEHMUA 3A TJOCTABKA U YIIOTPEBA

JlekapcTBEHUAT MPOIYKT CE OTITyCKa MO OrPaHUYCHO JIEKapcKo npennucanue (Bx. [Ipunoxenue I:
Kparka xapakTepucTika Ha MpoayKTa, Touka 4.2).

B. JPYI'M YCJIOBUA U U3BUCKBAHUS HA PASPELHIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJau3npanu aokjaaau 3a oezonacuoct (ITAIB)

Wsuckpanusra 3a nogaBane Ha [TAJIb 3a To3u JIeKapCTBEH MPOAYKT Ca MTOCOYCHH B CIIHCHKA C
pedepentauTe natu Ha EBpormetickus cpro3 (EURD cnmcek), npeasunes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIICIBAIIH aKTyaIN3alUH, TyOJUKYBaHU HA €BPOIICHCKUS
yeOropTa 3a JeKapcTBa.

[Mputexatensat Ha pa3pemieHrero 3a ynorpeda (ITPY) tpsaodsa na nomane nopus [T1AZlB 3a To3n
IPOAYKT B CPOK OT LIECT Mecela CJIe] pa3peliaBaHeTo 3a yrnorpeoda.

I'.  YCJI0OBUSA UJIN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

. Ilnan 3a ynpaBienue Ha pucka (ITYP)

[TputexxaTenst Ha paspeweHrero 3a yrnorpeda (IIPY) tps0OBa na u3BbpiIBa H3UCKBAHUTE AEHHOCTH U
JIeCTBUS, CBBP3aHU C TIPOCiIe/siBaHe Ha JIeKapcTBeHaTa 6e301acHOCT, MocoueHu B 0Jj00peHus [TYP,
npezcraBed B Moayn 1.8.2 Ha pa3penieHueTo 3a ynorpeda, KakTo U BbB BCUUKH CIIC/IBAIIH 0JJ00pEHH
akTyanu3auuu Ha [TYP.

Axrtyanusupan [IYP TpsiOBa na ce moxasa:

o 1o uckaHe Ha EBponelickara areHIys 1o JeKapcTBara;

o BUHAIH, KOTaTO c€ M3MEHS CHCTeMara 3a yIpaBJIeHHe Ha pICKa, 0COOCHO B pe3yiTaT Ha
MmoJTydaBaHe Ha HOBa MH(OpMAITHs, KOSITO MOXKE J1a JOBENIE 10 3HAYMMH ITPOMEHH B
CHOTHOILIEHHETO MOJI3a/PUCK, WK CIIE/I IOCTUTaHE Ha BayKEH eTal (BbB BPb3Ka ¢ IpOCiIe/sBaHe
Ha JIeKapCTBEHATa 0E30TaCHOCT WITH CBEXKJIaHE Ha PUCKA JI0 MUHUMYM).

° 3aabikeHue 3a MpoOBEXKIaAHE HA MEPKH CJIE paspelIaBaHe 3a yHOTpeﬁa

B onpenenenus cpok [1IPY tpsOBa na U3IIBIHA CIECTHUTE MEPKH:

Onucanue Cpok
IToctmapkerunroBo mpoyusane 3a eukacHocT (PAES): 3a na ce oxapakrepuzupa | IbpBO
JIOITBITHUTETHO euKracHOCTTa HAa Akeega 3a mpuiiarane B KOMOWHAIVS C TpuMeceyne

NPEHU30H WK TPEJHU30JIOH 32 JieueHNe Ha Bh3PACTHH NalUeHTH ¢ MeTactaTiuyeH | Ha 2024 1.
pesucreHTeH Ha Kactpanus pak Ha npocratara (MCRPC) u BRCA 1/2 myraiun
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(TepMUHATUBHY W/WIN COMaTUYHH), IPY KOUTO XUMHOTEPAINHUATA HE € KIMHUIHO
nokasana, [IPY tps0Ba na monaze okOHUATETHUTE TAHHU 32 001Ia IPEXKUBSIEMOCT
U IPYTHU IBJITOCPOYHM KpaiHHU ToUkH oT npoyuBaneTo MAGNITUDE.
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INPHJIOKEHMUE 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 50 mg/500 mg (28 auu)

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Akeega 50 mg/500 mg puaMupanu TabICTKA
HUpanapn0/abupaTepoHOB aleTaT

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana tabnerka chabpika 50 mg mHupanapud u S00 mg abupaTepoHOB arerar.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Crabpxa JaKTo3a.
BwxTe mucToBKaTa 3a JOMBJIHUTEIHA HH(DOpPMALIUSL.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B ETHA OITAKOBKA

56 ¢punmupanu TabICTKU

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXX/IAHE

IMpuematite Akeega Haii-mMaiko JBa yaca ciie xpaneHe. He npuemaiite xpaHa 1moHe e1H 4ac Cje
npuema Ha Akeega.

I'bnraiite Tabnerkure nenu. He pa3dynBaiite, He pa3TpoliaBaiiTe 1 He JbBUETE TAOIETKHUTE.
[Mpeau ynorpeba npovereTe JIMCTOBKATA.

IlepopasiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TOCEI'A HA IELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

)KGHI/I, KOHTO Ca 6pCMeHHI/I WK Morat aa 3a6peMCH€$IT, Tpr6Ba Ja 1mdiar Akeega C PbKaBUIIU.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:
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9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

I/ISXB"pr'ICTe HCHUSIIOJI3BAHUTC KOJIUMYCCTBA B CbOTBCTCTBUC C MCCTHUTC U3MCKBAHUAA.

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/23/1722/001

13. TAPTHUJIEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

Akeega 50 mg/500 mg

‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

‘ 18. YHUKAJIEH WIAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABP/KA IIBPBUYHATA OITAKOBKA

BBHIIIHA OITAKOBKA THII ,,TIOPT®EMJI 50 mg/500 mg (28 xun)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Akeega 50 mg/500 mg pumupanu TabIeTKH
HUpanapub/adupaTepoHOB aleTart

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

Bceska ¢punmupana tabnetrka cpabpika 50 mg aupanapud u 500 mg abuparepoHOB amerar.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

28 pwiMupanu TabJICTKH

‘ 5. HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

[Tpuemaiite Akeega Haii-Manko JBa yaca ciie xpaneHe. He npuemaiite XxpaHa 1moHe €J1H 4ac Cje]
npuema Ha Akeega.

I'bnraiite Tabnerkure nenu. He pa3dynBaiite, He pa3TpoIIaBsiiTe U HE JbBUETE TAOIETKUTE.
[Mpeau ynorpeba npovereTe JIMCTOBKATA.

IlepopanHo npuiioxeHue

(1) Hatucuete u 3aapBKTe

Z K

HarucHere n 3a[IP'BIKTE

(2) Uzrernere

—
oA

P BN

M3rernere

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, UYE JTEKAPCTBEHUAT NIPOAYKT TPSABBA
JA CE CBbXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.
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‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJINMO

JKenu, xonto ca OpeMeHHH WM MOTaT J1a 3a0pemMeHesIT, TpsOoBa na munatr Akeega ¢ ppKaBHIIH.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBDBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3NCKBAT TAKNBA

I/ISXB’BpJ'IeTe HCHU3IIOJI3BAHUTC KOJIUYCCTBA B CbOTBCTCTBUC C MCCTHUTC M3MCKBAHUA.

11. HUME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIHIEHUETO 3A YIIOTPEBA

EU/1/23/1722/001

13. TAPTHUJAEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMALIMSI HA BPAIJIOBA A3BYKA

Akeega 50 mg/500 mg

17. YHUKAJIEH WAEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|
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18. YHUKAJIEH WAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbADBPXA ITBbPBUYHATA OITAKOBKA

BBTPEIIHA ONTAKOBKA THII ,,lTIOPT®EMJI* 50 mg/500 mg (28 xun)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Akeega 50 mg/500 mg puaMupanu TabICTKA
HUpanapub/adupaTepoHOB aleTaTt

2. NME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

‘ 3. JATA HA N3TUYAHE HA CPOKA HA T'OAHOCT

TI'onen no:

4, HHAPTUJAEH HOMEP

[MapTuna:

|5.  JIPYTO

CF’LHeTe, 34 Jia 3aTBOpPUTEC

£

Zo (3888

CrpHere, 3a la 3aTBOpHUTE

PasreHere, 3a na oTBOpUTE

/'\

s T

Pasreuere, 3a 1a oTBOpHUTE
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbADBPXAT BJIMCTEPUTE UJIN
JIEHTHUTE

BJIMCTEP 50 mg/500 mg (BJIMCTEP, 3aneuaran 88 BBTPEIITHA OITAKOBKA THUII
, JIOPT®EWNJI*)

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Akeega 50 mg/500 mg puamupanu TaOIETKH
HUpanapu0/abupaTepoHOB aleTaT

‘ 2. HUME HA IIPUTEKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

4. ITAPTUJAEH HOMEP

ITapTuna:

|5.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 100 mg/500 mg (28 xun)

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Akeega 100 mg/500 mg buamupanu TabIeTKH
HUpanapn0/abupaTepoHOB aleTat

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana tadbnerka crabpika 100 mg Hupanapu6 u 500 mg abuparepoHOB aneTar.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Crabpxa JaKTo3a.
BwxTe mucToBKaTa 3a JOMBJIHUTEIHA HH(DOpPMALIKSL.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

56 ¢punmupanu TabICTKH

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

IMpuemaiite Akeega Haii-mMaiko JBa yaca ciiej xpaneHe. He npuemaiite XxpaHa 1oHe €J1H 4ac Cjel
npuema Ha Akeega.

I'bnraiite Tabnerkure nenu. He pa3dynBaiite, He pa3TpoliaBaiiTe 1 He JbBUETE TAOIETKHUTE.
[Mpeau ynorpeba npovereTe JIMCTOBKATA.

IlepopasiHo npHIIOKEHHE.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUSAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBIIHO 3a ACHA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

)KGHI/I, KOHTO Ca 6pCMCHHI/I WK Morat aa 3a6peMCH€$[T, Tpr6Ba Ja 1mdiar Akeega C PbKaBUIIU.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:
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9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CHELHUAJIHU IPEANNASHU MEPKHU IMPU U3XBBPJISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

HBXB’EpJ’ICTC HCU3IIOJI3BAHUTEC KOJINYCCTBA B CHOTBCTCTBHUEC C MCCTHUTC N3HCKBAHMA.

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/23/1722/002

13. TAPTHUJIEH HOMEP

ITapTuna

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPAIJIOBA A3BYKA

Akeega 100 mg/500 mg

‘ 17.  YHUKAJIEH WIEHTUH®UKATOP — JIBYUIMEPEH BAPKO/L

JByn3mepeH 0apKo ¢ BKJIIOYEH YHUKAJIEH HACHTU(DHUKATOP.

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

BBHIIIHA ONMTAKOBKA THII ,,TIOPT®EMJI* 100 mg/500 mg (28 amu)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Akeega 100 mg/500 mg buamupanu TabIeTKH
HUpanapu0/adupaTepoHOB aleTaTt

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

Bcesika punvupana tabnerka cpabpika 100 mg nupamapud u 500 mg abuparepoHOB areTar.

| 3.  CHUCHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

28 ¢punmupaHu TabIETKH

‘ 5. HAYMH HA ITPUJIOKEHUE U ITBbT(MIIIA) HA BBBEK/IAHE

IMpuemaiite Akeega Haii-Manko JBa Jaca ciie xpaHeHe. He npuemaiite XxpaHa 1oHe e1H 4ac CJe
npuema Ha Akeega.

I'venraiite TabneTkuTe Nenu. He pa3uynBaiite, He pa3TpoliaBaiiTe U He IbBUETE TaOJIETKUTE.
[Mpeau ynorpeba nmpovereTe JINCTOBKATA.

IlepopanHo mpUIOXKEHHE.

(1) Hatucuete u 3aapmxTe

2

Harucuere u 3aipbixre

(2) Uzternere

—_—
s

P KN

WMsrernere

6. CHELOUAJIHO HPEAYHPEXIEHHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCEI'A HA IELTA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.
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‘ 7. JAPYI'U CHEHUAJIHM NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

JKenu, xonto ca OpeMeHHH WM MOTaT Jia 3abpemeHesT, TpsoBa na nunat Akeega ¢ ppKaBHIIN.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA IT'OJHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

10. CHEIWUWAJIHU ITPEJAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIA OT
TAX, AKO CE U3NCKBAT TAKNBA

I/ISXB’BpJ'IeTe HCHU3IIOJI3BAHUTC KOJIUMYCCTBA B CbOTBCTCTBUC C MCCTHUTC N3MCKBAHUA.

11. HWME U AJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/23/1722/002

13. TAPTHUJAEH HOMEP

[MapTuna

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

| 16. MH®OPMALIMSI HA BPAIJIOBA A3BYKA

Akeega 100 mg/500 mg
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‘ 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH HAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXA IITBPBUYHATA OITAKOBKA

BBTPEIIHA OTAKOBKA THII ,,TOPT®EJI 100 mg/500 mg (28 auu)

1. HUME HA JIEKAPCTBEHMUSA TPOAYKT

Akeega 100 mg/500 mg buamupanu TabIeTKH
HUpanapub/adupaTepoHOB aleTart

2. NME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

4, HHAPTUJAEH HOMEP

[MapTuna

|5.  JIPYTO

CF’LHeTe, 34 Jia 3aTBOpPUTEC

(\

S o 14

Zo 888

C["'IJI[ETE, 34 [1a 3aTBOpUTE

PasreHere, 3a na oTBOpUTE

)

5

Pasreuere, 3a 1a oTBOpHUTE
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbADBPXAT BJIMCTEPUTE UJIN
JIEHTHUTE

BJIMCTEP 100 mg/500 mg (BJINCTEP, 3aneyaran b8 BbTPEIIIHA OITAKOBKA THII
, JIOPT®EWNJI*)

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Akeega 100 mg/500 mg buimupaHu TabIETKA
HUpanapu0/abupaTepoHOB aleTaT

‘ 2. HUME HA IIPUTEKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

4. ITAPTUJAEH HOMEP

ITapTuna:

|5.  JIPYTO
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b. IUCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

Akeega 50 mg/500 mg ¢puamupanu TadaeTKu
HUpanapub/adupaTepoHOB aleTart
(niraparib/abiraterone acetate)

IIpoyeTeTe BHMMATEIHO LSLJIATA JMCTOBKA, IPEeIH 1A 3alI0YHETe 12 pHeMaTe TOBA JIEKAPCTBO,
Thil KAaTO TH ChAbPKA BaxHa 3a Bac undgopmanms.

. 3amasere Ta3u JIUCTOBKA. MoXKe Jja ce HAJIOXKH Jia 5 IPOYETeTe OTHOBO.

o AKX0 UMaTe HAKaKBH JIOBIHUTEITHHA BBIIPOCH, NonuUTaiTe Bamms nekap nim gapmaresT.

o Toga nekapcTBO € peanucano JudHo Ha Bac. He ro npeoTcrbnBaiite Ha npyru xopa. To Moxe
Jla IM HaBpEe/IH, HE3aBUCUMO Y€ MPU3HALIMTE Ha TAXHOTO 3a00JsiBaHe ca ChUIUTE KaTo Barmure.

. AKO MoJTyuuTe HSIKAKBU HEXKETaHH Peakiiu, yBegoMere Bamms nekap win papmanest. Tosa
BKJIFOYBA U BCUYKU B3MOKHHU HEXXEJIAHH PEaKIny, HEOMCAHY B Ta3U JINCTOBKA (BUKTE
Touka 4).

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kakso mpencrasnsBa Akeega v 32 KakBO ce M3IMOI3Ba
Kakso TpsiOBa ma 3Haere, mpenu Aa npuemere Akeega

Kak na npuemare Akeega

BB3MOXXHU HEXETaHU peakuu

Kak nma cexpansiBate Akeega

ChabpkaHue Ha ONIAKOBKATa M JOMIBIIHATEIHA HHPOPMALIUS

ISR .

1. Kaxkso npeacraBiasBa Akeega u 3a KakBO ce H3MOJI3BA

Akeega e nekapcTBO, KOETO ChAbp>Ka IBE AKTHBHU BELIECTBA: HUpanapuod U abupaTepoHOB aleTaT, u
JeicTBa 1o Ba HaUKHa.

Akeega ce n3mon3Ba 3a JieueHHEe Ha Bh3PACTHH MBXKE C paK Ha MMPOCTATaTa, KOUTO MMAT MPOMEHHU B
OTpeJIeNICHN TeHU ¥ YMIHTO PaK Ha MMPOCTATaTa Ce € Pa3npOCTPAHWII B IPYTH YACTH HA TSUIOTO U Beve
HE Ce TOBJIMABA OT MEAMKAMEHTO3HO HITH XUPYPrUYIHO JICUEHHEe, KOETO TOHMKABa TECTOCTEPOHA
(Hapu4a ce ollle MEeTaCTaTHYCH, PE3UCTEHTEH Ha KacTpalus pak Ha MpocTarara).

Hupanapu®6 e Buj mpoTHBOPAKOBO JIEKapCTBO, HapeueHo naxuourop Ha PARP. Uaxuburopure Ha
PARP 6nokupar eH3uM, HapedeH Noiu [aaeHo3ut audocdar-pudosza] nonumepaza (PARP). PARP
rmomara Ha KJeTkuTe ja nmonpasar yspeaenara JJHK. Koraro PARP ce 6mokupa, pakoBuTe KIIETKH He
Mmorar aa 6bpae nompasar ceoeto JJHK, koeTo Boau 10 3aruBane Ha TyMOPHHUTE KJIETKH M ClioMara 3a
KOHTpPOJI Ha paxa.

AOupaTepoH crmpa IpOU3BOACTBOTO Ha TECTOCTEPOH B OpraHu3Ma. ToBa Moxke /1a 3a0aBM pacTexa Ha
paka Ha npocrarara.

Korato npuemate ToBa nekapcTBo, Bamusat nekap me Bu npeanuiie u agpyro gexkapcTBo, HApeueHO
MIPEIHU30H WK IPEeIHU30JI0H. ToBa ce mpasy, 3a Jja c€ HaMalld BEPOSITHOCTTA /1A MTOJIYyYUTE BUCOKO
KPBBHO HAJIATaHE, 1a 3aAbPKaTe MHOTO BOJA B TSJIOTO CH (3aabpKaHe HA TEUHOCTH) WIIH J1a HaMaJesT
HUBAaTa Ha KaJui B KpbBTa Bu.

2. KaxkBo TpsdBa na 3HaeTe, npeau Aa npuemere Akeega

He npuemaiite Akeega:

o aKo CTe aJlepru4Hu KbM HHUpanapuO uiu abupaTepoHOB aleTaT WM KbM HIKOS OT OCTaHAINTE
ChCTAaBKU Ha TOBA JIEKApCTBO (M30pOCHH B TOUKA 6).
. aKo CTe JKeHa, KOATO ¢ OpeMeHHa MIIM MOXKE J1a 3a0peMeHee.
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o aKO MMaTe TeKKA CTETICH Ha YSPHOAPOOHO YBpEKIaHE.

. B KOMOMHAIIUS C JICYCHUE C paauii-223 (KOWTO ce U3IMO0JI3Ba 3a JICUCHUE Ha paK Ha MPOCTATaTa).
ToBa e Taka mopaay Bb3MOXXHOCTTA 32 ITOBHUIIIaBaHE Ha PHCKA OT PpaKkTypa Ha KOCTUTE WIIH
CMBPT.

He npuemaiite ToBa JiekapcTBO, aKO HELIO OT FOPHHUTE ce OTHacs A0 Bac. Ako He cTe cUrypHH,
roBopete ¢ Bamms nexap nim papmaneBT, Ipenu 1a npreMeTe TOBa JIEKapCTBO.

Ipexynpexnenns u NpeAnasHu MepKU

I'oBopere ¢ Bamms nekap niu papmaneBT, Ipenu 1a npreMeTe Wil J0KaTo IprueMare ToBa

JEKapCTBO, aKO UMaTe:

o HHUCHK Opoi KpBBHU KIETKU. [IpH3HAIMTE N CHMIITOMUTE, 32 KOUTO TPSOBa J1a BHUMAaBaTe,
BKJIIOYBAT YMOpa, TIOBUILIEHA TEMIIepaTypa Wik HHYEKIUs, KAKTO 1 HeOOMYailHI CUHUHU WJIH
KbpBeHe. Akeega MOXKe CBHIIO J1a TIOHMKH Opost HAa KPBBHUTE KIIETKH. BammsaT nekap e
M3cIe/[Ba peJOBHO KpbBTa B 110 BpeMe Ha JiedeHueTo.

o BHCOKO KPBBHO HAJISITAHE, ChP/ICYHA HETOCTATHYHOCT HIIM HUCKO ChIBP)KaHUE Ha KaJUii B
KpBBTa (HUCKOTO ChIbp)KaHHE Ha KaJliii B KPBBTa MOXKE JIa YBEIIMYM PUCKA OT MPOOIEMHU ChC
CBhpACYHHUS PUTHM), UMAJH CTE JPYTU MPOOJIEMH ChC CHPIIETO WM KPbBOHOCHUTE CHIOBE,
UMaTe HEPUTMHYHA HJIH YCKOPEHA Chp/iedHa AeHHOCT, 3a1yX, Obp30 HaJlaBaHe Ha TETJIO WIN
HOyBaHE Ha CThHIIANATa, TJIE3CHUTE WM KpakaTa. Bammsr jekap e n3MepBa peoBHO
KPBBHOTO Bu HansiraHe 1mo Bpeme Ha JIE€YCHUETO.

o riIaBo0oIKe, MPOMEHH B 3pEHUETO, OOBPKAHOCT WM NpUNaabk. ToBa Moxke 1a ObAaT MpU3HALU

Ha psAIKa HEBPOJIOTHYHA HEeXeJIaHa PeakIlys, HapeyeHa CHHAPOM Ha 3a7Ha oOpaTiMa

ennedanonarus (PRES), kosTo e cBbp3aHa ¢ ynorpebaTa Ha HUpanapuO, aKTHBHA ChCTaBKa Ha

Akeega.

BHCOKA TeMIIepaTypa, yMopa H APYTHU MMPU3HALIN U CHMIITOMH Ha TEXKa HHPEKIINS.

MMaTe WK CTe UMaJId B MUHAJIOTO KPBBHH ChCHPELH B OennTe ApodoBe

YePHOAPOOHH MPOOIeMHU

HHCKHU WM BHCOKH HHBAa HA KpPHBHATA 3axap

MYCKyJTHa c1a00CT /Wi MyCKyJTHa OoJKa.

AXO Helo OT TOPHHTE ce OTHACs J10 Bac (wiu He cTe curypHm), roBopeTe ¢ Barms nexkap wim
(bapmarieBT, peiu a IpUEeMeTe TOBA JIEKAPCTBO.

Ako 1o Bpeme Ha nprema Ha Akeega 3a ABJIBI IEPUOJ OT BpeMe IOJIy4YnuTe HUCHK OpO KpbBHU
KJIETKH, TOBa MOJKE J1a € IPU3HAK Ha O-CEPHO3HHU NMPOOJIEMH C KOCTHHS MO3BK, KaTo
muenoaucmiactuder cuuaapom (MJC) wu octpa Muenonana neskemus (OMJI). BamusT nexkap Moxe
Jla TIOMCKa J1a U3ciieiBa KOCTHUA By MO3bK, 3a ja poBepH 3a Te3U MPOOIEMH.

[penu na 3anounere na npuemate Akeega, roBopere ¢ Baus siekap uin papmanesT u 3a:

. edekra, KoiiTo Akeega MOXKe J1a OKaxe BbpXy KOCTUTE Bu.
. IpHEM Ha TPESIHU30H UITH TIPESHU30JIOH (JIPyro JIEKapCTBO, KOETO TPIOBa Jla IpHEMAaTe 3aeIHO
¢ Akeega).

AKO He cTe CUTypHH JIajli HelIo OT TOPHUTE ce OTHacs 10 Bac, rosopere ¢ Bamms nexkap wim
(dapmarieBT, peiu Ja MprueMeTe TOBa JICKapCTRBO.

IIpociaensiBane Ha KPBBTA

Akeega moxe ma 3acerne uepuust Bu 1po0, HO MOXe 1a He 3a0e/eKnTe HAKAKBU CHMIITOMH Ha
npobiemu ¢ yepHus ApoO. [lopanu ToBa, KoraTo npremaTe TOBa JIeKapcTBO, Bamust nekap
NEpUOJUYHO 1IIe TPOBepsiBa KpbBTa B, 3a 1a Thpcu edekTu BHPXY YepHHUS APOO.

Jeua v roHomIM

ToBa nekapcTBO HE € MpeAHAa3HAYSHO 3a yIoTpeda mpu Jena u oHomu. Ako Akeega Ob/e cirydaitHO
MOT'BITHAT OT JCTE WU IOHOIIA, He3a0aBHO TH 3aBEACTE B OOJIHHIIA U B3EMETE ChC ceOe CH JTMCTOBKATA,
3a J1a 51 TOKaKeTe Ha JIEKaps OT CIIEITHA TIOMOII.
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JApyrn nekapcTBa u Akeega

Tps6Ba na kaxxere Ha Bamms nexap wiu gapmareBT, ako MpreMare, HACKOPO CTE MPUEMaH WU €
BB3MOXKHO J1a IpHeMaTe ApyTrH jJekapcTa. ToBa ce Hamara, 3amoro Akeega MoXe Ja MOBJIHsIE
JEeHCTBUETO Ha IpyrH JiekapcTBa. ChIo Taka HAKOU JPYTH JIEKApCTBa MOTAT Aa HOBJIHSAAT AEHCTBUETO
Ha Akeega.

Jledenuero ¢ JICKapPCTBA, KOUTO CIIMpPAT IPOU3BOACTBOTO HA TECTOCTECPOH B OpraHnu3Ma, MOXKeE aa
YBCJIMYHA pUCKaA OT HpO6J'IeMI/I CbC CHPACUHUS PUTHM. VYBegomete Bamus JICKap, ako MmoJrydaBarte:

o JIEKapCTBO 3a JIEYeHNE Ha MPOOJIEMHU ChC ChPACUHUS PUTHM (HAMp. XHHUAWH, TPOKAaNHAMM/I,
aMHOJapOH M COTAJION);
o JICKapCTBO, 32 KOETO € U3BECTHO, Y€ TIOBUINIABA PUCKA OT MPOOJIEMH ChC ChPIACYHHUS PUTHM

(mamp. MeTaJ0H, N3IIOI3BaH 3a 00JIeKIaBaHe Ha 0OJIKaTa M KaTo 9acT OT ICTOKCHUKAIKITA ITPH
HApPKOTUYHA 3aBUCUMOCT, MOKCH(IIOKCAIIMH (aHTUOMOTHK), aHTUTICUXOTHUILIU, H3TI0I3BAHU MPU
CEPUO3HU TICUXUYHU 3200 SIBAaHHS ).

YBenomere Bammst nexap, ako npueMare HIKOe OT M30POCHUTE MO-TOpPe JIEKApCTBa.
Akeega ¢ xpana
ToBa nexapcTBO HE TPIOBa /1a ce mpuema ¢ XpaHa (Brmxre Touka 3, IIprem Ha Akeega®), Thit kaTo

TOBA MOXXE J1a YBCIIMYHN PUCKA OT HCKCIIaHU PCAKIIUU.

BpeMeHHOCT 1 KbpMeHe
Akeega He e peqHa3HAYCH 3a YIOTpeOa pH KEHH.

o ToBa jIekapCcTBO MOYKE Ja IPHYMHHN YBPEKIaHEe HA HEPOJAECHOTO JICTE, KO CE MPHUEMa OT
OpeMEHHH KEHH.
. Kenwnre, kouTo ca OpeMEHHH WIIM MOTAT Jia 3a0peMeHesIT, TPSIOBa J1a HOCAT PhKaBHIIM, aKO Ce

HaJyara Jia JokocBat wim 6opasst ¢ Akeega.

KonTpauenmus 3a mpxe, npwiaramu Akeega

o AKO TIpaBHTE CEKC C JKeHa, KOSITO MOXKe J1a 3a0peMeHee, N3I0I3BalTe IPe3epBaTUB U IPyT
e(eKTUBEH METOJ 3a KOHTPOJI Ha pakAaeMOCTTa. M3momn3Baiite KOHTpaLeniys o BpeMe Ha
JICYEHUETO U B IPOABIDKEHHE Ha YETHPH Mecela ciell crupaneTo My. [lochBeTBaiite ce ¢
Bamms nekap, ako IMarTe HIKaKBU BBIIPOCH OTHOCHO KOHTPAIICHIIUATA. .

o Axo mpaBHTE CEKC ¢ OpeMeHHa jKeHa, H3I0JI3BaliTe MPe3epBaTUB, 32 JIa MPEANA3UTe HEPOJICHOTO
JeTe.

Ilopupane u padora ¢ MAlLIMHU

[MpuembT Ha Akeega moxxe 1a Bu Hakapa jia ce 4yBcTBaTe ciiabu, pa3KOHIECHTPUPAHU, YMOPEHHU HITH
3amasHu. ToBa MOXke J1a OBIUsie Ha criocoOHoCcTTa By na modupare u na paboTure ¢ MalInHM.
Heo6xonumo e moBuiieHo BHUMaHUE, KOTaTo modupare uiv padoTuTe ¢ MalluHU.

AKeega chbabp:ka JIAKT03a U HATPUIA

o Akeega cblibprka JlakTo3a. Ako BammsT nekap Bu e kazai, ue uMaTe HEIIOHOCUMOCT KbM HSKOH
3axapH, CBbPIKETE CE C HETo, IPEeAN Ja B3EMETE TOBA JIEKAPCTBO.
. ToBa jiekapcTBO ChABPIKA MO-MaKo 0T 1 mmol Hatpuii (23 mg) Ha 1034, T.. MOXKE Ja Ce Kaxe,

Y€ MPAKTUYCCKU HE ChAbPiKaA HanHﬁ.

3. Kak na npuemarte Akeega

Bunaru npuemaiite ToBa J1€KapcTBO TOUYHO KakTO Bu e xa3zanm BammusaT nexap. Ako He CTe CUTYPHH B
Helo, nonuraiTe Bammus nexap uiu GpapmanesT.

KoJuiko na npuemare
[Mpenopbunrtennara qo3a € 200 mg/1 000 mg BeAHBK THEBHO.

47



IIpuem na Akeega

. IIpuemaiite TOBa JEKapCTBO MpE3 ycTaTa.

. He npuemaiite Akeega ¢ xpana.

o [Tpuemaiite Tabnetkute Akeega KaTo eAMHNYHA 032 BEAHBK AHEBHO HA MPa3eH CTOMax Haii-
MaJIKO eJIMH Yac MpeIu WK MOoHe IBa Yaca cje] xpaHeHe (BikTe Touka 2, ,,Akeega ¢
xpaHa‘).

. I'enraiite Tabnerkure nenu ¢ Boga. He uymere, He pa3rpolmraBaiite 1 He IbBUETE TAOJIETKUTE.
ToBa 11e ocurypu Bb3MOXKHO Hali-T0OPO AeiicTBUE Ha JIEKAPCTBOTO.

o Akeega ce mpuema ¢ JIeKapcTBO, HApEUeHO NPEIHN30H WU TPETHU30I0H.

o TIpuemaiitTe npeHU30H WK MPETHU30JI0H TOYHO KakTo Bu e kazan Bamudar nekap.

o Tps0Ba ga mpuemare NpeIHNU30H WU MIPETHU30I0H BCEKHU JIeH, JOKATO pUeMaTe
Akeega.

o Mosxe 1a ce HaJIokKU NPOMSIHA Ha KOJIMYECTBOTO MPEIHU30H WIH NPEJHU30I0H, KOETO

npreMare, ako MaTe CIelIeH MeIUIMHCKY podsieM. Bamust nekap me Bu kaxe, ako e
HEOO0XOIUMO J1a MPOMEHHUTE KOJIMYECTBOTO HA MpHUEeMaHus 0T Bac mpeTHH30H Wi
npeaHusonod. He cnupaiite na npueMaTe IpeAHU30H WIN IPEIHU30IO0H, OCBEH aKO
Bamwsar nekap He Bu kaxe 1a ro HanpaBuUTE.

Bammsit nexap Moxe aa Bu npennuiie u apyru inekapctsa, qokato npuemare Akeega.

AKo cTe npue/iu noBeye oT Heodxoaumara 103a Akeega
AKO CTe IpHeiu moBede TabJIeTKH OT HeoOXoauMaTa J103a, CBhpiKeTe ce ¢ Baius siekap. Bp3mMoxHO e
Jla IMaTe TIOBHIIIEH PUCK OT HEeXKEJNaH! PEaKIIHH.

AKo cTe mponycHaJM 1a npueMere Akeega
Axo 3abpasute na npuemere Akeega, IpeTHU30H WIH IPEIHU30JIOH, B3eMeTe OOnJaiiHaTa CH 103a
BEHAra IIOM CH CIIOMHUTE B ChIINA ACH.

Axo 3a0paBuTe j1a npuemere Akeega, IpeTHU30H WM MPETHU30JIOH 3a MOBEYE OT €/IMH JICH,
He3a0aBHO roBopete ¢ Bamms nekap.

He B3emaiiTe aBoiiHa 032, 32 Jla KOMIIEHCUpATE MPOIyCHaTaTa /103a.

AKO MMaTe HSIKaKBU JOITBJIHUTEIHN BBIIPOCH, CBBP3aHU € YIOTpebaTa Ha TOBa JICKApCTBO, MIONUTATe
Bammst niekap, GpapmaieBT Wil MEAUIIUHCKA CECTpa.

AKko cte cupesau npuema Ha Akeega
He cnimpaiite mpuema Ha Akeega, IpeTHU30H WU MPEIHU30JIOH, OCBEH ako Bamwmst jekap He Bu
Kaxe.

AKO MMaTe HSKaKBU JOITBJIHUTEIHN BBIIPOCH, CBBP3aHU € YOTpebaTa Ha TOBa JICKApCTBO, MIONUTATe
Bamms niekap, dapmaneBT WIH MEAMIIMHCKA CECTPA.
4. Bb3MOKHY HeKeJIaHU peakluu

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BUKA HCIKCIIAHU PCAKIIUH, BBIIPCKU Y€ HC
BCCKH I'l TIOJTy4aBa.

Cepuo3HH HexKeJTaH! PeaKIuu
Cnpere npuema Ha AKeega u He32a0aBHO NOThpceTe JIeKAPCKA MOMOI, AK0 3a0ej1eKUTe HAKO0M
OT cJIeTHUTEe CUMIITOMM:

MmHoro 4yectu (Moxe 11a 3acerHaT noBede oT 1 Ha 10 gymim)

o CHHMHY WY KBPBEHE HO-IBJIT0 OT 00MYaiHOTO, aKO Ce HApaHHUTE - TOBA MOXKE /1a Ca MPU3HALH
Ha HUCBK OpOi TPOMOOIIUTH B KPBBTA (TPOMOOIIUTOTICHUS).
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Henocrur Ha BB3AyX, CHIIHA YMOpa, OJIe/1a KOXKa WM YYECTeHa ChpCUHa ISHHOCT - TOBA MOXKE
Jla ca IpU3HAI Ha HUCHK OpOl YepBEHU KPHBHU KJIICTKH (AaHEMFIS).

[NoBuieHa TeMreparypa wiv UHPEKIUS - HUCKUAT Opoii Ha OeJIUTe KPhbBHU KICTKH
(HeyTpomeH s ) MOKe J1a yBeNn4H prcka oT nHpekuus. [Ipr3HannTe Moxe Ja BKITFOUBAT
MOBHIIIEHA TEMIIEPATypa, BTPUCAHE, YyBCTBO HA CJIA0OCT WM OOBPKAHOCT, KalUTUIa, 00JIKa WK
YyBCTBO Ha MapeHe Npu ypuHupaHe. Hakou nHpekiyu Moxke 1a ObJaT CEPUO3HU U J1a JIOBEAAT
JI0 CMBPT.

MyckyiHa ¢n1abocT, MyCKYJTHH MOTPEIBAHUS MJIH YY€CTEHA ChplIeYHAa JCHHOCT (ChpIicOneHe).
ToBa MOXe Jia ca MPU3HAIM HAa HUCKO HUBO Ha KAIUH B KPBHBTA (XUTIOKATUEMHUS).

MTOBUITICHO HUBO Ha €H3MMa ajkaidHa gocdaraza B KpbBTa

C Heu3BecTHA 4ecTOTa (HE MOXKe Ja Ob/le HalpaBeHa OIEHKAa) - He ce choOIaBa mpu ynorpedara Ha
Akeega, HO ce cpO0IIaBa npu yrnoTpedara Ha HUpAmapuod Wik adMpaTepOHOB aleTar (ChCTaBKU Ha
Akeega)

AnepruyHa peakiys (BKIIOYUTEIHO TEXKA aJlepruyHa peakuus, KOsSTO MOXe Aa Obae
JKUBOTO3acTpamasaina). [[puzHanuTe BKIIOYBAT: HAIUTHAT U ChpOsII 00OpUB (YpTHKApHs) U
MOJyBaHE - IOHSIKOIa Ha JIMLETO WK ycTaTa (AHTHOEAEM ), 3aTPyIHEHO TUILIAHE U KOJIAIIC Wi
3ary0a Ha Ch3HAHHE.

BHezanHo noBuinaBaHe Ha KPbBHOTO HAJSITaHE, KOETO MOXKE Aa ObJe CHELIHO MEIULIUHCKO
CBCTOSIHHE, KOETO MOJKE JIa JOBEJIE JI0 YBPEXkKAaHEe Ha OpTraHH WM MOXKe J1a Obie
YKUBOTO3aCTPAILABAILIO.

Jlpyru He:Ke1aHU peakI UM
I'oBopere ¢ Bamus siekap, ako NOJIy4nTe HAKAKBU APYTH HEKEJIaHU peakuuu. Te Moxe Ja BKIIIOYBaT:

MHuoro 4yectu (MOXe 11a 3acerHaT noseue ot 1 Ha 10 mymmm):

UH(EKIH Ha TUKOYHHUTE ITbTHUIIA
HUCBHK Opoii 6Tl KpBBHU KIETKH (JICBKOTIEHUS ), HAO0JaBaH MPH M3CIIeABAHIS HA KPHBTa
HaMaJieH aleTUT

Oe3chHHE

YyBCTBO Ha 3aMastHOCT

3a1yX

3areK

rajieHe

MOBPBIIAHE

6onka B repba

0o0JKa B CTaBUTE

yCellaHe 3a CUJIHa yMopa
ycellaHe 3a cj1adocT

3ary0a Ha Terjio

(bpakTypHu Ha KOCTHTE

Yectu (Moxe aa 3acerHart jo 1 Ha 10 mgymm):

THEBMOHHS
6enoapoOHa nHdpekuus (OpoHXUT)

H(DEKIHs Ha HOCA U I'bPIIOTO (Ha30(apHHTHT)

HHUCBHK Opoli Ha enH B[ OeJin KPbBHU KIETKH (TUMQoneHus), HabIro1aBaH Mpy U3CIIeABAHUS
Ha KpbBTa

BHCOKO HHMBO Ha BHJ MAaCTH (XUIIEPTPUIIMLIEPUAEMUS) B KPbBTa

JernpecHs

YYBCTBO Ha TPEBOKHOCT

riaBobosue

YCKOpEHa ChpJieuHa JEHHOCT

YCKOpEeHa WM HepUTMHYHA ChPJIeYHa JeHHOCT (ChpliebneHe)

HEPaBHOMEPEH Chp/ICUEH PUTHM (TIPEACHPIHO MBXK/IEHE)
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ChpACYHA HEJOCTATHYHOCT, KOSITO IPUUMHSIBA HEJOCTUT HAa BB3AYX U TOIyBaHE Ha Kpakara
ChbpAedYeH UHPAPKT

KallTuIa

KPBBEH ChCUPEK, KOWTO ce MPUABMKBA KbM OennuTe IpoOoBe, MPUUUHSABA OOJIKA B I'bPANUTE U
HEJIOCTHT Ha BB3IyX

BB3MAJICHHUE Ha OenuTe IpoOoBe

0O0JIKH B cTOMaxa

HapyIIEHO XpaHOCMUIIaHE

Iuapus

MoJyBaHe Ha KOpeMa

paHu B ycTara

CyXOTa B ycTaTa

Bb3NaJICHHE Ha YepHHs APOO (XemaTuT) Bb3 OCHOBA Ha KPBbBHU H3CIICIBAHUS

KO>KeH 00pHB

MYCKYJIHU OOJIKH

KPBB B ypHUHATA

MOJyBaHE Ha JUTaHUTE, TIIE3CHUTE WIN CThIIajara

MOBHIIIEHO HUBO Ha KPEaTWHHH B KPBBTA

MOBHIIIEHO HUBO Ha €H3UMa acrapTaTr aMuHOTpaHcdepasa B KpbBTa

TIOBHIIIEHO HUBO Ha €H3UMa aJIaHMH aMHHOTpaHcepasa B KPbBTa

Heuectn (Moxe na 3acernar 10 1 va 100 gymm):

TeXKa HHPEKIHs (CETCHC), KOSATO ce pa3lpoCTpaHsBa OT MMKOYHUTE ITBTHUILA B LIEIUS
OpTaHHU3bM).

BB3MAJICHNE HAa OKOTO (KOHIOHKTHBHT)

YyBCTBO Ha 00BPKAHOCT

3aTpyAHEHHS B MHUCJICHETO, 3alIOMHSHETO Ha MH(OpMAaIIKs MU pelaBaHeTo Ha MpodiaeMu
(KOTHUTHUBHY HaPYIIICHHUS)

NPOMsIHA BbB BKycCa

JUCKOMGOPT B I'bPIAUTE, YECTO MPEAU3BUKAH OT (PU3NUECKA AKTUBHOCT

otknonenus B EKI (enexkTpokapauorpama), KOeTo Moxe Ja ObJe pU3HAK Ha IIPoOIeMu Che
ChpLETO

KBbPBEHE OT HOCa

Bb3NAJICHUE Ha JIMTaBHULIATa, HAIPUMED Ha HOCA, yCTaTa WM XpaHOCMUIIATeTHATa CUCTEMa
BHE3aIHa YePHOAPOOHA HEJOCTATHUYHOCT

MOBHUIIIEHA YyBCTBUTEIHOCT Ha KOXKAaTa KbM CI'bHUEBA CBETIIMHA

MOBHIIIEHO HUBO Ha raMa-TiIyTaMUIITpaHc(epasa B KPbBTa

C Hen3BecTHA 4ecTOTa (HE MOKe 1a ObJie HallpaBeHa OLIEHKa) — He ce ChoOIaBaT pH ynorpedara
Ha Akeega, HO ce cb0OIIIaBaT Mpu yrnorpedaTa Ha HUpanapubd WM aOUPaTEepPOHOB arleTaT (ChbCTaBKU Ha
Akeega)

HUCBHK OpOo Ha BCUYKY BUAOBE KPHBHH KIJIETKH (TTAHIIUTOIICHHS)

3a00JsIBaHE Ha MO3bKa ChC CHMIITOMH, BKJIFOUBAIIN T'bPUYOBE (IPUTIAIBIIN), TIIABOOOIHE,
00BPKAHOCT ¥ TPOMEHH B 3pEHUETO (CHHAPOM Ha 3a7Ha oOpaTuma eHredanomnarus win PRES),
CHEIIHO MEJUIMHCKO ChCTOSIHUE, KOETO MOYKE J]a JOBEAE A0 YBPEXKIaHe Ha OpraHu Wi Ja ObJe
’KHBOTO3aCTpAaIlaBAII0

mpo0JIeMu ¢ HaOBOPETHUTE KIIe3H (CBhP3aHH C MPOOIEMHU ChC COJITA U BOAATA), KOTAaTo Ce
NPOM3BEKIA TBBP/AE MAJIKO XOPMOH, KOETO MOXKE J1a A0BeIe 10 podiaeMu KaTo ciaadocr,
yMopa, 3ary0a Ha aneTHr, rajieHe, 00e3BOJHABaHE U KOXKHU IPOMEHH

BB3MAJICHHE Ha OenuTe Apo0OoBe, MPUUYNHEHO OT AJIEPTUYHA PeaKIus (AISPTUYCH aTBEOJIHT)
MYCKYJIHO 3a001sBaHe (MHOIIATHs ), KOETO MOXKE J1a IPUIMHU MYCKYJIHA clIaboCT, CKOBAHOCT
WY CTIa3MHU

pasmaja Ha MyCKyJIHaTa ThKaH (pabJoMHOIN3a), KOETO MOXE J1a IPUINHA MYCKYJTHH KpaMITH
Wi O0JIKH, yMOpa U MOThMHSIBaHE HA YPHHATA.
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Cpo0maBaHe HA HesKeJIaHU peaKIun

AKO IOJTyYuTe HAKaKBU HE)KEJIaHU JICKAPCTBCHH PEaKIMK, yBeaoMmere Barust nekap nin apMaliieBT.
ToBa BKJIFOUBa BCUYKH Bb3MOKHH HEOTMCAHH B Ta3M JINCTOBKA HEXKEJIAHU peakiuu. MoxkeTe ChIo Ja
CHOOIIUTE HEXKEIAHU PEAKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 3a ChOOIIaBaHE B:
W3mbaHuTe IHa areHIus 10 JeKapcTBaTa

yi. ,,Jlamsa I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg

Karo cho0maBare HexXeNaHu peakiiy, MOXKETe Ja JaJieTe CBOS MPUHOC 3a MMoJyYaBaHe Ha ToOBeYe
nH(pOpPMAIUs OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Akeega

[a ce cpxpaHsBa Ha MSICTO, HEIOCTBITHO 32 JAeLa.

He n3non3BaiiTe TOBa JIeKapCcTBO CIIEA CPOKa HA TOIHOCT, OTOEIA3aH BHPXY ONAKOBKaTa (0IMCTEpHOTO
(oo, BhTpEITHATA OITAKOBKA THI ,,TOPTGEII", BHHITHATA OMIAKOBKA THIT ,,TOPTQEH* 1
KapTOHEHaTa OTaKOBKa) ciex ,,l ofeH no:“. CpoKbT Ha TOMHOCT OTTOBAPS HA MOCIEAHUS ACH OT
MOCOYEHHUS MECell.

ToBa JlekapcTBO HE M3MCKBA CIICLUATHH yCIOBUS Ha CbXpaHEHUE.

He u3xBBpiistiiTe 1ekapcTBaTa B KAHAIU3ALMITA UIIM B KOHTEHHEPA 3a TOMAIIHU OTHAAbIH.
[ommwmraiite Bamms dhapMarieBT Kak Ja U3XBBPISATE JIEKapCTBaTa, KOUTO Beye He u3mnoin3pare. Te3u
MEPKH IIIe CTIOMOTHAT 3a Olla3BaHe Ha OKOJIHATA Cpera.

6. Chabp:kaHue HA OIAKOBKATA M JOINBJIHUTETHA HHpOpManus

KakBo chabp:xa Akeega

. AKTUBHHTE BEI[ECTBa Ca HUparnapuO 1 abupaTepoHoB ateTar. Besika punMupana tabierka
cpabpka 50 mg Hupamapud u 500 mg abuparepoHOB anerar.
o Jlpyrute CbCTaBKHU Ha SIIPOTO Ha TabJIeTKaTa ca KOJIOUAEH 0€3BO/ICH CHIIMIIUEB JUOKCUT,

KPOCHOBUIOH, XUIIPOMEJI03a, JIJAKT03a MOHOXHJIPAT, MarHE3UEB CTeapaT, MUKPOKPUCTAIHA
1eJTyJ103a, HaTpUeB Jaypuicyadar. UIMOBOTO OKPUTHE ChIbPXKa YEPEH KeTIe3eH OKCHU]
(E172), uepBen xxene3eH okcup (E172), xxwar xxenesen okcun (E172), Harpues naypuicyndar,
TJIMLEPOJIOB MOHOKAIIPUIIOKAIIPAT, OJIMBUHUIIOB AIKOXOJI, TAIK U THTaHOB auokcun (E171)
(BrkTe Touka 2 ,,Akeega ChIbpiKa JIAKTO3a U HATPUI )

Kak m3riie:kna Akeega U KakBo ChIbpiKa ONIAKOBKATA
Akeega ¢puiMupanu TabJIETKH ¢a ) bITCHUKABO-OPaHKEBH JI0 )KbJITCHUKABO-Ka()sBU OBAJTHU
TabneTkH, ¢ BIUIbOHATO penedHo o3HaueHue “N50 A” oT eHaTa cTpaHa U TIaJIK1 OT JipyraTa CTpaHa.

Bceska 28-n1HeBHA KapTOHEHA OMAKOBKa ChABPKa 56 GpumMupanu TablIeTKU B 1B KAPTOHEHU
OIIaKOBKH THII ,,TIOPTPein’ ¢ 28 ¢puimMupanu TablIeTKy BesiKa.

IIpuTekaTes Ha pa3penIeHHETO 3a yoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpounsBoguten
Janssen Cilag SpA
Via C. Janssen,
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http://www.bda.bg/

Borgo San Michele
Latina 04100
Hranus

3a momreTHATETHA WHOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJISA, CBBPIKETE CE C JTOKATTHUS
MIPE/ICTAaBUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a ynorpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbbuarapus

»JokoHCBH & [xoHchH bearapus” EOO/]
Tem.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

E)\LGOa
Janssen-Cilag ®appoxevtikny A.E.B.E.
TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0800 2550 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@INJCR.JNJ.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jachbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1610 300

Polska
Janssen-Cilag Polska Sp. z o.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
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Ireland Slovenija

Janssen Sciences Ireland UC Johnson & Johnson d.o.o.

Tel: 1 800 709 122 Tel: +386 1 401 18 00
medinfo@its.jnj.com Janssen_safety_slo@its.jnj.com
Island Slovenské republika
Janssen-Cilag AB Johnson & Johnson, s.r.o.

c/o Vistor hf. Tel: +421 232 408 400

Simi: +354 535 7000
janssen@vistor.is

Italia Suomi/Finland

Janssen-Cilag SpA Janssen-Cilag Oy

Tel: 800.688.777 / +39 02 2510 1 Puh/Tel: +358 207 531 300

janssenita@its.jnj.com jacfi@its.jnj.com

Kdbzpog Sverige

Bopvéapag Xattnmavoyng Atd Janssen-Cilag AB

TnA: +357 22 207 700 Tfn: +46 8 626 50 00
jacse@its.jnj.com

Latvija United Kingdom (Northern Ireland)

UAB "JOHNSON & JOHNSON" filiale Latvija  Janssen Sciences Ireland UC

Tel: +371 678 93561 Tel: +44 1 494 567 444

Iv@its.jnj.com medinfo@its.jnj.com

JlaTa Ha NMOCJIeAHO Npepa3riie;xkaane Ha Jucropkara 04/2023

JApyru u3ToYHUIIM HA HHPOpMaIUs

[MonpoOHa nH(MOpMaIUs 3a TOBa JIEKAPCTBO € MpeAoCTaBeHa Ha yeOcaiita Ha EBporneiickaTta areHmnus
1o JiekapcTBata: http://www.ema.europa.eu.
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JlncroBka: undopmanus 3a noTpeduTeNs

Akeega 100 mg/500 mg ¢puamupanu TadaeTKn
HUpanapub/adupaTepoHOB aleTart
(niraparib/abiraterone acetate)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, NIPEeIH 1A 3alI0YHETe 1a pHUeMaTe TOBa JIEKAPCTBO,
Thil KaTO TH ChAbPKA BaxHa 3a Bac undgopmaums.

. 3amasere Ta3u JIMCTOBKA. Moke Jja ce HAJIOXKH J1a 51 [IPOYETEeTe OTHOBO.

o AXO UMaTe HAKaKBH JIOIBIHUTEITHHA BBIIPOCH, onuUTaiTe Bamms nekap win gapmarenT.

o Toga nekapcTBO € peanucano JudHo Ha Bac. He ro npeoTcrbnBaiite Ha npyru xopa. To moxe
Jla IM HaBpe/IH, HE3aBUCUMO Y€ MPU3HALIMTE Ha TAXHOTO 3a00JIsIBaHEe ca ChLIUTE KaTo Barure.

. AKO MoJTyuuTe HSIKaKBU HEXEJaHH Peakiiu, yBegoMere Bamms nekap win papmanest. Tosa
BKJIFOYBA U BCUYKU B3MOKHHU HEXXEJIAHH PEaKIny, HEOMCAHY B Ta3U JINCTOBKA (BUKTE
ToYKa 4).

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kakso mpencrasnsiBa Akeega 1 3a KakBO ce U3IMONI3BA
Kakso TpsiOBa na 3Haere, npenu aa mpuemere Akeega

Kak na npuemare Akeega

BB3MOXXHU HEXETaHU peakuu

Kak na cexpansiBate Akeega

ChabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

ISR .

1. Kakso npeacraBiassa Akeega n 3a KakBo ce M3MO0JI3Ba

Akeega e nmexapcTBo, KOETO ChABPIKA JIBE aKTHBHHU BEIIECTBA: HUpanapuO u abMpaTepoHOB aIleTar, 1
JIeWiCTBA 110 JIBa HAYHMHA.

Akeega ce n3mon3Ba 3a JieueHHe Ha Bh3PACTHH MBXKE C paK Ha MPOCTATATa, KOUTO MMaT MPOMEHHU B
OTpeJIeNICHN TeHU ¥ YMHTO PaK Ha MPOCTaTaTa ce € pa3npOCTPAHWII B IPYTH YaCTH HA TSAJIOTO U BEve
HE Ce TIOBJINABA OT MEAMKAMEHTO3HO HITH XUPYPTUIHO JICUEHHE, KOETO TIOHIKaBa TECTOCTEPOHA
(Hapu4a ce ollle MEeTaCTaTHYCH, PE3UCTEHTEH Ha KacTpalus pak Ha MPOCTarTara).

Hupanapu®6 e Buj mpoTHBOPAKOBO JIEKapCTBO, HapeueHo naxuourop Ha PARP. Maxuburopure Ha
PARP 6nokupar eH3uM, HapedeH noiu [aaeHo3ut audocdar-pudosza] nonumepaza (PARP). PARP
rmomara Ha kKJieTkuTe na nmonpassar yepeaenara JJHK. Koraro PARP ce Giiokupa, pakoBHUTE KIETKH HE
Morart za nomnpassT ceoeto JIHK, koeTo Bony 10 3aruBaHe Ha TYMOPHUTE KJIETKH M CITIOMara 3a
KOHTpPOJI Ha paxa.

AbupartepoH 0JI0KHpa MPOU3BOJICTBOTO Ha TECTOCTEPOH B OpraHu3ma. ToBa Moxe Ja 3a0aBH pacTexa
Ha paka Ha [1pocTaraTa.

Korato npuemate ToBa nekapcTBo, Bamusat nekap me Bu npeanuiie u qpyro gexkapcTBo, HApeueHO
MIPEIHU30H WK PEIHU30JI0H. ToBa ce mpasy, 3a Jja C€ HaMalld BEPOSITHOCTTA /1 MTOJIYYUTE BUCOKO
KPBBHO HAJIATaHE, 1a 3aAbPKaTe MHOTO BOJA B TSJIOTO CH (3aabpiKaHe HA TCYHOCTH) WITH J1a HaMaJesT
HUBAaTa Ha KaJlui B KpbBTa Bu.

2. KaxkBo TpsdBa na 3HaeTe, npeau Aa npuemere Akeega

He npuemaiite Akeega:

o aKo CTe aJIEPTUYHH KbM HUpanapuO WM abupaTepoHOB aleTaT UM KbM HSIKOS OT OCTAHAIIUTE
ChCTAaBKH Ha TOBA JIEKapCTBO (M30pOCHH B TOUKA 6).
. aKo CTe JKeHa, KOATO ¢ OpeMeHHa FIIK MOXKE J1a 3a0peMeHee.
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. aKO MMaTe TeKKA CTETICH Ha YSPHOAPOOHO YBpEKIaHE.

. B KOMOMHAIIUS C JICYCHUE C paauii-223 (KOWTO ce U3IMO0J3Ba 3a JICUECHUE Ha PaK Ha IPOCTATaTa).
ToBa e Taka mopaau Bb3MOXXHOCTTA 32 ITOBUIIIABaHE Ha PUCKA OT (ppaKTypa Ha KOCTUTE HITH
CMBPT.

He npuemaiite ToBa JiekapcTBO, aKO HELIO OT FOPHHUTE ce OTHacs A0 Bac. Ako He cTe cUrypHH,
roBopere ¢ Bamms nexap nim papmaneBT, npenu a npreMeTe TOBa JISKapCTBO.

Ipexynpexnennsi u NpeAna3sHu MepKU

I'oBopete ¢ Bamms nekap wiu hapmanesT, Ipeny 1a IpreMeTe Wi T0KaTo IpHeMare ToBa

JEKapCTBO, aKO UMaTe:

o HHUCBK Opoii KpBhBHU KIIeTKHU. [Ipn3HanuTe 1 CHMITOMHUTE, 32 KOUTO TPsiOBa 1a BHIMAaBare,
BKJIIOYBAT YMOpa, TIOBUILIEHA TEMIIepaTypa Wik HH(EKIus, KAKTO 1 HeoONYaliH! CHHUHU HITH
KbpBeHe. Akeega MOXke CBIIO J1a TIOHMKU Oposi Ha KPbBHUTE KJIETKH. BammsaT nexap e
M3cIe/[Ba peJOBHO KpbBTa B 10 BpeMe Ha JiedeHueTo.

o BHCOKO KPBBHO HAJISITaHE, ChP/ICYHA HETOCTATHYHOCT MJIM HUCKO ChIbP)KaHUE Ha KAJIUil B
KpBBTa (HUCKOTO ChIIbp)KaHHE Ha KaJllii B KPbBTa MOKE JIa YBEIIMYM PUCKA OT MPOOIEMHU ChC
CBhpACYHHUS PUTHM), UMAJH CTE JPYTU MPOOJIEMH ChC CHPIIETO WIN KPbBOHOCHUTE CHJIOBE,
MUMaTe HEPUTMHYHA WJIH YCKOPEHA Chp/iedHa AeHHOCT, 3a1yX, Obp30 HaJlaBaHe Ha TETIIO WU
NOyBaHE HA CThHIIANIATa, TJIC3eHUTE WM KpakaTa. Bammsr ekap me n3mepBa peoBHO
KPBBHOTO Bu HansiraHe mo BpeMe Ha JeYCHUETO.

o riaBo0oIKe, MPOMEHN B 3pEHUETO, OOBPKAHOCT WM NpUnaabk. ToBa Moxke 1a ObAaT MpU3HALU

Ha psAIKa HEBPOJIOTHYHA HEXeJIaHa Peakilys, HapeueHa CHHAPOM Ha 3a7Ha oOpaTiMa

ennedanonarus (PRES), kosTo e cBbp3aHa ¢ ynorpebaTa Ha HUpanapuO, aKTHBHA ChCTAaBKa Ha

Akeega.

BHCOKA TeMIIepaTypa, yMopa H APYTHU NMPHU3HAIN U CHMIITOMH Ha TEXKa HHPEKINS.

MMaTe WIN CTe UMaJId B MUHAJIOTO KPBBHH ChCHPENH B OenTe ApodoBe

YePHOAPOOHH MPOOIeMHU

HHCKHU WJIM BUCOKH HHBA KPBBHA 3aXap

MYCKyJTHa caboCT u/vimm MyCKyJTHa 0oJTKa.

AXO Helo OT TOPHHTE ce OTHACs J10 Bac (Wiu He cTe curypHm), roBopeTe ¢ Barms gexkap win
(bapmarieBT, peiu a MprueMeTe TOBa JIEKAPCTBO.

Ako 1o Bpeme Ha npuema Ha Akeega 3a ABJIBI IEPUOJ] OT BpeMe IOIy4YnuTe HUCHK OPOi KpBBHU
KJIETKH, TOBa MOJKE J1a € IPU3HAK Ha M0-CEPHO3HHU MPOOJIEMH C KOCTHHS MO3BK, KaTo
muenoaucmiactuder cuuaapoM (MJIC) wnu octpa Muenonana neskemus (OMJI). BamusT nexkap Moxe
Jla TIOMCKa J1a U3ciieiBa KOCTHUS By MO3BK, 3a Ja MPOBEPH 3a TE3U MPOOJIEMH.

[penu na 3anounere na npuemate Akeega, ropopere ¢ Bamus siekap uin papmanesT u 3a:

o edekra, KoiiTo Akeega MosKe J1a OKaxke BbpPXY KocTHTe Bu.
o [pUEM Ha MPEJHU30H MK PETHU30JIOH (JIPYTo JEKapcTBO, KOSTO TPAOBA Jia MpUeMaTe 3aeTHO
¢ Akeega).

AKO He cTe CUTypHH JIajlil HelIo OT TOPHUTE ce OTHacs 10 Bac, rosopere ¢ Bamms nexap wim
(dapmarieBT, peiu Ja MprueMeTe TOBa JISKapCTBO.

IIpociaensiBane Ha KPBBTA

Akeega Moxe J1a 3acerne uepHust Bu 1po0, HO MOke /1a He 3a0€JIeKUTE HIKAKBU CUMIITOMH Ha
npobiemu ¢ yepHus ApoO. [lopanu ToBa, Korato npuemare TOBa JieKapcTBO, Bammst nekap
NepUOJNYHO IIle MPOBepsiBa KpbBTa B, 3a na Thpcu eekTu BHpXy YepHUS IpoO.

Jeua v roHomIM

ToBa nexapcTBO He € MPeAHAa3HAUSHO 3a yIoTpeda Ipu Jera u oHomu. Ako Akeega Ob1e cirydaitHO
MOr'BJIHAT OT JIETE WJIK FOHOIIIA, He3a0aBHO T 3aBeJeTe B OOJIHMIIA U B3EMETE ChC ceOe CH Tasu
JIUCTOBKA, 32 JIa 5 IOKaKETEe Ha JIEKapsI OT CIEIIHA TOMOIII.
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Apyru gekapcrBa u Akeega

Tps6Ba na kaxere Ha Bamms nexap wim gapmaiesT, ako IpueMare, HaCKOpPO CTE MPUEMalIl WK €
BB3MOXKHO JIa IpreMaTe ApYyTrH JekapcTBa. ToBa ce Hanara, 3amoTto Akeega Moxke /1a TIOBIHse
JIEHCTBHETO Ha APYyTH JiekapcTBa. ChINO Taka HAKOW APYTH JIEKAPCTBA MOTAT J1a TIOBIHSAT JIEHCTBHETO
Ha Akeega.

JledenueTo c nekapcTBa, KOUTO CIIHPAT MPOU3BOICTBOTO HA TECTOCTEPOH B OPTaHNU3Ma, MOXKeE Ja
YBEJIMYH PUCKa OT IPOOIeMH ChC CHPICYHHSI PUTHM. Y BeqoMeTe Bammms jgekap, ako morydaBare:

o JIEKapCTBO, M3MOI3BAHO 32 JIEUeHNe Ha IPOoOJIeMH ChC ChPISYHUAS PUTHM (HAIP. XHHUIMH,
MpOKauHAMUJ, aMHOJAPOH U COTAaJI0N);
o JIEKapCTBO, 32 KOETO € U3BECTHO, Y€ TIOBHIIABA PHUCKA OT MPOOJIEMH ChC CHPACYHHAS PUTHM

(Hamp. MeTaji0H, U3MOI3BaH 3a O0JIeKuaBaHe Ha 0OJIKaTa U KaTo 4acT OT JETOKCUKAIUATA TIPU
HapKOTUYHA 3aBUCUMOCT, MOKCH(ITOKCAITUH (aHTHOMOTHK), aHTUTICUX OTHITH, H3IOJI3BAHH ITPH
CEPUO3HU TICUXUYHU 3200 SIBAHMS).

YBenomere Bamms nexap, ako npueMare HsKoe OT H30POCHHUTE MO-TOPE JIEKapCTBa.
Akeega ¢ xpana

(13 4
. ToBa nekapcTBO He TpsiOBa Ja ce mpreMa ¢ XxpaHa (BrkTe Touka 3 ,,IIpuem Ha Akeega“), Thit

KaTo MOXKE J1a YBECJIMYHN PUCKA OT HEXKEIIaHU pEAKIIHUU.

BpeMeHHOCT M KbpMeHe
Akeega He e npeqHa3HAUCH 3a YIOTpeda pH KEHH.

o ToBa nexkapcTBO MOXe Ja IPUUMHY yBPEKAaHE Ha HEPOAEHOTO JIETe, aKO CE IIpHeMa OT
OpeMeHHU KeHH.
o JXenure, KONTO ca OpeMEHHH WM MOTAT Ja 3a0peMeHesIT, TpIOBa 1a HOCAT PbKAaBUIIM, aKO Ce

HaJiara Jia IokocBar wim oopasst ¢ Akeega.

KonTtparnenius 3a Mbxe, npuiaramm Akeega

o AKO TIpaBHTE CEKC C XKEHa, KOSTO MOXe Ja 3a0peMeHee, N3I03BaiiTe Ipe3epBaTHB U APYT
e(eKTHBEH METO]T 3a KOHTPOJ Ha paxkaaeMocTTa. M3nomi3Baite KOHTPAEHIUS 110 BpeMe Ha
JICUCHHUETO U B MPOIBJDKCHUE Ha 4 Mecela ciell ciupaneto My. [TocbBeTBaiite ce ¢ Bamus
JIeKap, akO MMAaTe HIKAKBH BBIPOCH OTHOCHO KOHTPAICTIIIHUATA.

o AKo mpaBHTE ceKC C OpeMeHHa JKeHa, U3MOJI3BaliTe MPe3epBaThB, 3a Jia Mpeana3uTe HepoJAeHOTO
JieTe.

Hlopupane u padboTa ¢ MAIIUHU

[MpuembT Ha Akeega moxxe 1a Bu Hakapa ja ce dyyBcTBate cnabu, pa3KOHIECHTPUPAHU, YMOPEHHU HITH
3amastHu. ToBa MOXe /1a oBJHse HA criocoOHOoCTTa BU 1a modupate u 1a paboTute ¢ MalIuHy.
Heo6xommMo e moBuIlleHo BHUMaHHUe, KOraTo mogupare Wik padoTHTE C MAIIWHHL.

Akeega chabpika JJaKT03a U HATPHIA

o Akeega cblrbprka JlakTo3a. Ako BammsT nekap Bu e kazai, ue mMaTe HEIIOHOCHMOCT KbM HSKOH
3axapH, CBBPXKETE CE C HETO, MPEIN Ja B3EMETE TOBA JIEKaPCTBO.
. ToBa JilekapcTBO ChIbpiKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha 1032, T.€. MOXKE /1a Ce Kaxe,

4ye IPAKTUYECKU HE ChIbPKa HATPUl.

3. Kak na npuemarte Akeega

Bunaru npuemaiite ToBa JeKapcTBO TOUHO KakTo Bu e kazan BamusaT nekap. Ako He CTE CUTYpHH B
Helo, nonuraiTe Bamus nexap uiu GpapmanesT.

Koako na npuemare
[penoppunrennara HayanHa g03a € 200 mg/1 000 mg (1Be TabIEeTKN) BEIHBX HA JICH.
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IIpuem na Akeega

. IIpuemaiite TOBa JEKapCTBO MpE3 ycTaTa.

. He npuemaiite Akeega ¢ xpana.

o [Tpuemaiite Tabnetkute Akeega kaTo eAMHIUYHA 032 BEAHBK JHEBHO HA MPa3eH CTOMax Haii-
MaJIKO e/IMH 4ac NpeIu WK MOoHe Ba Yaca cjel XxpaHeHe (BIokTe Touka 2, ,,Akeega u
xpaHa‘).

. I'enraiite Tabnerkure nenu ¢ Boga. He uymere, He pa3rpolmraBaiite 1 He IbBUETE TAOJIETKUTE.
ToBa 11e ocurypu Bb3MOXKHO Hali-T0OPO AeiicTBUE Ha JIEKAPCTBOTO.

o Akeega ce mpuema ¢ JIeKapcTBO, HApEUEHO NPEIHU3OH WITH MTPETHU30I0H.

o TIpuemaiitTe MpeHU30H WK MPETHU30JI0H TOYHO KakTo Bu e kazan Bamusr nekap.

o Tps0Ba ga mpuemare NpeIHNU30H WU IPETHU30JI0H BCEKHU JIeH, JOKATO pUeMare
Akeega.

o Mosxe a ce HaJlOXKU NPOMSIHA Ha KOJIMYECTBOTO MPEAHU30H WU IPEIHU30IO0H, KOETO

npreMare, ako UMaTe CIeLIeH MeIUIMHCKY pobisieM. Bammsat nekap me Bu kaxe, ako e
HEOO0XOIUMO J1a MPOMEHHUTE KOJIMYECTBOTO HA MPHEMaHus oT Bac mpeJHU30H HiH
npeaHusonod. He cnupaiite na npueMaTe IpeAHU30H WIN IPEIHU30I0H, OCBEH aKO
Bamwsar nekap He Bu kaxe 1a ro HanpaBuUTE.

Bammsit nexap Moxe aa Bu npennuiie u apyru gekapctsa, qokaro npuemare Akeega.

AKo cTe npue/iu noBeye oT Heodxoaumara 103a Akeega
AKO CTe IpHesnu nmoBede TabJICTKH OT HeoOXouMaTa J103a, CBhpiKeTe ce ¢ Baius iekap. Bp3amoxkHo €
Jla IMaTe TIOBHIIIEH PUCK OT HE)KETAHN PEaKIIHH.

AKo cTe mponycHaJM 1a npueMere Akeega
Axo 3abpaBute na npuemere Akeega, IpeTHU30H WM IPEIHU30JI0H, B3eMeTe oOnJaiiHaTa cH 103a
BEHAra IIOM CH CIIOMHUTE B ChLINA ACH.

Axo 3a0paBuTe 1a npuemere Akeega, IpeTHU30H WU MPEAHU30JIOH 3a ITOBEYE OT €/IMH JICH,
He3a0aBHO roBopeTe ¢ Bamms ekap.

He B3emaiiTe aBoiiHa 1032, 32 Jla KOMIIEHCHpATEe MPOITyCHATaTa /103a.

AKO MMaTe HIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yroTpebara Ha TOBA JIEKApCTBO, IIONHUTAITE
Bammst niekap, ¢papmaieBT il MEAUIIUHCKA CECTpA.

AKko cte cupesau npuema Ha Akeega
He cnimpaiite mpuema Ha Akeega, MpeIHU30H WU MPEIHU30JIOH, OCBEH ako Bamusr jgekap He Bu
Kaxe.

AKO MMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebara Ha TOBA JIEKApCTBO, IIONHUTAITE
Bamms niekap, papmaneBT Wi MEAUIIMHCKA CECTPA.
4. Bb3MOKHYM HeKeJIaHU peakun

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HCKCIIAHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKH I'l TIOJTy4aBa.

Cepuo3HH HexkeJTaH! PeaKIuu
Cnpere npuema Ha AKeega u He32a0aBHO NOThpceTe JIeKAPCKA MOMOIII, aK0 3a0esexuTe HAKOI
OT cJIeTHUTEe CUMITOMM:

MmHoro 4yectu (Moxe 11a 3acerHat noBede oT 1 Ha 10 gymim)

o CHHMHY WY KBPBEHE MO-IBJIT0 OT 00MYaiHOTO, aKO Ce HApaHHUTE - TOBA MOXKE /1a Ca MPU3HALH
Ha HUCBK OpOi TPOMOOIIUTH B KPBBTA (TPOMOOIUTOTICHUS).
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Henocrur Ha BB3AyX, CHIIHA YMOpa, OJIe/1a KOXKa WK yY4ECTeHa ChpeYHa IEHHOCT - TOBa MOXKE
Jla ca IpU3HAI Ha HUCHK OpOl YepBEHU KPHBHU KJICTKHU (AaHEMUS).

[NoBuieHa TeMiieparypa Wi HHPEKIUS - HUICKUAT Opoli Ha OeJIUTe KPhBHU KJICTKH
(HeyTpOIIeHHST) MOKE J1a YBEIWYH PUCKa OT HHpEKIHs. [Ipu3HanmTe MOXKe J1a BKITIOYBAT
MOBHIIIEHA TEMIIEPATypa, BTPUCAHE, YyYBCTBO Ha CJIA0OCT WM OOBPKAHOCT, KalUTUIa, 00JIKa WK
YyBCTBO Ha MapeHe Npu ypuHupaHe. Hakon nHpekuu Moxke 1a ObJaT CEpHO3HU U J1a JIOBEAAT
JI0 CMBPT.

MyckyiHa ¢n1abocT, MyCKYJITHH MTOTPEIBaHUS MJIH YU€CTEHA ChPJICYHA JCHHOCT (ChplicOneHE).
ToBa MOe Jia ca MPU3HAIM HAa HUCKO HUBO Ha KWW B KPHBTA (XUMOKATAEMUS).

MTOBUITICHO HUBO Ha €H3MMa ajkaidHa gocdaraza B KpbBTa

C Heu3BecTHA 4ecTOTa (He MOXKe Ja Ob/le HalpaBeHa OIEHKa) - He ce choOIaBa mpu ynorpedara Ha
Akeega, HO ce ch0OOIIIaBa pH yHOTpedaTa Ha HUpANapHO WIIH AOMPATEPOHOB areTaT (ChbCTABKU Ha
Akeega)

AnepruyHa peakiys (BKJIIOYUTEIHO TEXKA aJlepriyHa peakuus, KOsTo MOXe aa Obae
JKUBOTO3acTpamasaina). [[puzHanuTe BKIIOYBAT: HAIUTHAT U ChpOSIL 0OpUB (YpTHKApHs) U
MOJyBaHE - OHSIKOIa Ha JIMLIETO WU ycTaTa (aHTHOeAeM), KOETO IPUIHHSBA 3aTPYAHEHO
JMIIaHe, ¥ KOJIANC UK 3ary0a Ha Ch3HaHMUE.

BHezanHo noBuinaBaHe Ha KPbBHOTO HAISTaHE, KOETO MOXKE Aa ObJE CHELIHO MEAULIMHCKO
CBCTOSIHHE, KOETO MOJKE JIa I0BEJIE 0 YBPEKAaHE Ha OpraHu MM MOXKe Ja Obie
YKUBOTO3aCTPAILABAILIO.

Jlpyru He:xke1aHU peakI UM
I'oBopere ¢ Bamus snekap, ako Nody4nTe HAKAKBU APYTH HEXKEJIAHU Peakuru. Te MoKe Ja BKIIIOUBAT:

MHuoro 4yectu (MOXe 11a 3acerHat noseue ot 1 Ha 10 mymmm):

UH(EKIH Ha TUKOYHHUTE ITbTHUIIA
HUCBHK Opoii 6eni KpBBHU KIETKH (JIEBKOTICHUS ), HAOII0JaBaH MPH U3CIIeABAHNUS HA KPHBTA
HaMaJieH aleTUT

Oe3chHHE

YyBCTBO Ha 3aMastHOCT

3a1yXx

3areK

rajieHe

MOBPBIIAHE

6onka B repba

0o0JKa B CTaBUTE

ycCellaHe 3a CUJIHa yMopa
ycellaHe 3a cj1adocT

3ary0a Ha Terjio

(bpakTypHu Ha KOCTHTE

Yectu (Moxe ga 3acerHar jo0 1 Ha 10 xgymm):

THEBMOHHS
6enoapoOHa nHdpekuus (OpoHXUT)

MH(EKIH Ha HOCA U T'bPJI0TO (Ha30(hapuHTUT)

HHUCBHK Opoii Ha efrH BHUJ Oen KpbBHU KIETKH (JIuMQonenus), HaOmoJaBaH npy U3ciieIBaHMs
Ha KpbBTa

BHCOKO HMBO Ha BHJ MAaCTH (XUIEPTPUIIIHLIEPUAEMUS) B KPbBTa

JernpecHs

YYBCTBO Ha TPEBOKHOCT

riaBobosue

YCKOpEHa ChpJieuHa JEHHOCT

YCKOPEHA VI HEpUTMHYHA ChpJIeYHA JIEHHOCT (ChpiieOuneHe)

HEPaBHOMEPEH ChP/ICUEH PUTHM (TIPEACHPIHO MBXKJIEHE)
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ChpACYHA HEJOCTATHYHOCT, KOSITO IPUYMHSIBA HEAOCTUT HA BB3AYX U TOAyBaHE Ha Kpakara
ChpAedYeH UHPAPKT

KallTuIa

KPBBEH ChCUpEK B OennTe ApoOoBe, MpUUMHSIBAL] 00JIKa B 'BPAUTE U HEJOCTHT HA BB3ILyX
BB3MAJICHHUE Ha OenuTe Ipo0oBe

00JIKH B cTOMaxa

HapyIIEHO XpaHOCMUIIaHE

Iuapus

MoJyBaHe Ha KOpeMa

paHu B ycTara

CyXOTa B ycTaTa

Bb3NaJICcHHE Ha YepHUS APoO (XEMaTHT) Bb3 OCHOBA Ha KPBHBHU H3CIIEIBAHUS

KO>KeH 00pHB

MYCKYJIHU OOJIKH

KpPBB B ypHHATa

MOJyBaHE Ha JUTaHUTE, TIIe3CHUTE WIN CThIIajara

MOBHIIIEHO HUBO Ha KPEaTWHHH B KPBBTA

MOBHIIIEHO HUBO Ha €H3UMa acrapTaTr aMuHOTpaHcdepas3a B KPbBTa

TIOBHIIIEHO HUBO Ha €H3UMa aJIaHMH aMHUHOTpaHc(epasa B KPbBTa

Heuectn (Moxe ma 3acerrar 10 1 va 100 gymm):

TeXKa HHPEKIHs (CEINCHC), KOSITO ce pa3lpOCTPaHsABa OT MMKOYHUTE IbTUILA B LIEIUS
OpraHU3bM).

BB3MAJICHNE HA OKOTO (KOHIOHKTHBHT)

YyBCTBO Ha 00BPKAHOCT

3aTpyIHEHHS B MHUCJICHETO, 3aIIOMHSHETO Ha MH(OpMAaIIXs MU peraBaHeTo Ha MpodiaeMu
(KOTHUTHUBHY HapYIIICHHUS)

MpOMSsIHA BbB BKyca

JUCKOM(OPT B I'BPIUTE, YECTO MPEIU3BUKAH OT (PU3UUECKA AKTUBHOCT

orkioHenus B EKI" (enexTpokapanorpama), KOeTo Moke Ja ObJie pU3HaK Ha POOJIEMH ChC
CBpLETO

KBbPBEHE OT HOCa

Bb3NAJICHUE Ha JIMTaBHULIATa, HAIPUMED Ha HOCA, yCTaTa WM XPaHOCMUIIaTeTHATa CUCTEMA
BHE3aIHa YePHOAPOOHA HEJOCTATHYHOCT

MOBHUIIIEHA YyBCTBUTEIHOCT Ha KOXKAaTa KbM CIIbHUEBA CBETIMHA

MOBHIIIEHO HUBO Ha raMa-TiIyTaMUIITpaHCc(epasa B KPbBTa

C Hemn3BeCTHA 4ecTOTa (HEe MOKe 1a ObJie HalpaBeHa OLIEHKa) — He ce choOIaBaT pu ynorpedara
Ha Akeega, HO ce choOIIIaBaT pu yrnorpedara Ha HUpanapuo Wik abUpaTepOHOB aleTar (ChCTaBKH Ha
Akeega)

HUCBHK OpOi Ha BCHUYKU BUI0OBE KPBHBHH KIJIETKH (TTAHITUTOTICHIS )

3a00JIIBaHe Ha MO3bKa ChC CUMIITOMHU, BKJIFOUBAIIH I'bPYOBE (IPUIIAIBIIN), TIaBOOOITHE,
00BPKAHOCT ¥ TPOMEHH B 3pEHUETO (CHHAPOM Ha 3a7Ha obpaTtuma eHnedanonarus win PRES),
CIIENITHO METUITMHCKO ChCTOSHHE, KOETO MOXeE J1a JIOBEJIe 0 YBPEXKIaHE Ha OpraHU WK Aa Oble
YKUBOTO3aCTpaIIaBaIo

npo0IieMu ¢ HaAOBOPEYHUTE JKJIIE3U (CBBP3aHU ¢ TIPOOIEMH ChC COJITA M BOJaTa), KOTaTo Ce
MIPOM3BEXK A TBHP/IC MAJIKO XOPMOH, KOSTO MOXeE Jia I0OBeIe 0 IpoOeMH KaTo ¢iiabocT,
yMopa, 3ary0a Ha aneTur, rajieHe, 00e3BOJHsIBaHE U KOKHU TIPOMECHH

BB3MAJICHNE Ha OennTe Apo0oBe, MPUINHEHO OT aJIEPTUYHA PEAKIHS (AJIEPTUYEH aIBEOJIHT)
MYCKYJIHO 3a00Jj1siBaHe (MUOIIATH ), KOETO MOXKE J1a IPUIMHHA MYCKYJIHA ¢1a00CT, CKOBAHOCT
WJIN CIIa3MHU

pasmaja Ha MyCKYyJIHaTa ThKaH (pabJoMHOIN3a), KOETO MOXKE J1a IPUIMHA MYCKYJTHH KpaMITH
WK OOJIKM, yMOpa M MOThMHSBAHE HA ypUHATa.
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Cpo0maBaHe HA HesKeJIAHU PeaKIIun

AKO IIOJIyYHTe HAKAKBH HEXEJIaHU JIKAPCTBCHH PEaKIIMU, yBeaoMeTe Barmst aekap nin apMmariieBT.
ToBa BKJIFOUBa BCUYKH Bb3MOKHH HEOTMCAHH B Ta3M JINCTOBKA HEXKEJIAHU peakiuu. MoxkeTe ChIo Ja
CHOOIIUTE HEXKEIAHU PEAKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 3a ChOOIIaBaHE B:
W3mbaHuTe IHa areHIus 10 JeKapcTBaTa

yi. ,,Jlamsa I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg

Karo cho0maBare HexXeNaHu peakiiy, MOXKETe Ja JaJieTe CBOS MPUHOC 3a MMoJyYaBaHe Ha ToOBeYe
nH(pOpPMAIUs OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Akeega

[a ce cpxpaHsBa Ha MSCTO, HEIOCTBITHO 32 JAELA.

He u3non3BaiiTe TOBa JIeKapCTBO CIIEA CPOKA HA TOIHOCT, OTOENSI3aH BBPXY OMaKOBKaTa (OJIMCTEPHOTO
(oo, BhTpEITHATA OITAaKOBKA THI ,,TOPTGEII", BHHITHATA OTIAKOBKA THII ,,IOPThEHn u
KapTOHEHaTa OTaKOBKa) ciex ,,[ ofmeH 1o:“. CpOoKbT Ha TOHOCT OTrOBaps Ha MOCIEIHUS ACH OT
MOCOYEHHUS MECell.

ToBa JilekapcTBO HE M3MCKBA CIICLUAIHY YCIOBHUS HAa ChbXpaHEHUE.

He u3xBbpisiiTe nekapcTBaTa B KaHAIM3aLUATa WIM B KOHTEMHEPA 32 JOMAITHU OTHAaAbIH.
[Hommmratite Bamms dhapmMaiieBT Kak Ja H3XBBPIATE JIEeKapCTBAaTa, KOWTO BeUue He u3noiseare. Te3u
MEPKH IIIe CTIOMOTHAT 3a Olla3BaHe Ha OKOJIHATA Cpera.

6. Chabp:kaHue Ha OIAKOBKATA M JOINBJIHUTEIHA HH(pOopManms

KakBo chabp:xa Akeega

. AKTUBHHTE BEI[ECTBa ca HUparnapuO 1 abupaTepoHoB aleTat. Beska ¢puimMupana tabieTka
ceaspka 100 mg Hupanapu6 u 500 Mg abupaTepoHOB arleTar.
o Jlpyrute CbCTaBKHU Ha SIIPOTO Ha TabJIeTKATa ca KOJIOUIEH O€3BO/ICH CHIIMIIUEB AUOKCUI,

KPOCTIOBHIOH, XUITPOMEJI03a, JIAKT03a MOHOXHJIPAT, MarHEe3UeB CTeapaT, MUKPOKPUCTAIHA
IeJTyJ103a, HaTpueB Jaypuicyadar. PUIMOBOTO MOKPUTHE ChIbPKA YEPBEH JKeJIe3eH OKCHT
(E172), xbnT xene3en okcua (E172), HatpueB naypuicyidar, TIUIEpOIOB
MOHOKAIPHJIOKAIpaT, MOJMBUHIIOB aJTKOXOJI, TaJK 1 TuTaHoB auokcun (E171) (Bmxkre Touka 2
»Akeega cpabpiKa TaKTO3a M HATPHIA ™)

Kak m3rie:kna Akeega M KakBO ChAbp:Ka 0IIAKOBKATA
Akeega ¢punmMupanu TabJIeTKU ca OpaH)KeBH OBaJTHU TaOJIEeTKH, C BAIBOHATO penedHO o3HaueHHe
“N100 A” ot eqHaTa cTpaHa M TIaJKH OT Apyrara cTpaHa.

Besika 28-nueBna KAPTOHEHA OITAKOBKA cbabpixa 56 GpuiMupanu TablIeTKH B 1BE KaPTOHCHH
omaxkoBku TUIT , JIOPTO®EUNII ¢ 28 punmupanyu TabneTkn BCsAKa.

IIpuTekaTes Ha pa3pelIeHHeTO 32 ynoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus
IIpounsBoguten
Janssen Cilag SpA
Via C. Janssen,
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Borgo San Michele
Latina 04100
Hranus

3a momreTHATETHA WHGOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JTIOKATHHS
MIPE/ICTAaBUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a ynorpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbbuarapus

»JokKoHCBH & [[xoHchH brarapus” EOO/J]
Tem.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

E)\LGOa
Janssen-Cilag ®appoxevtikny A.E.B.E.
TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0800 2550 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@INJCR.JNJ.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jachbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1610 300

Polska
Janssen-Cilag Polska Sp. z o.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
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Ireland Slovenija

Janssen Sciences Ireland UC Johnson & Johnson d.o.o.

Tel: 1 800 709 122 Tel: +386 1 401 18 00
medinfo@its.jnj.com Janssen_safety_slo@its.jnj.com
Island Slovenské republika
Janssen-Cilag AB Johnson & Johnson, s.r.o.

c/o Vistor hf. Tel: +421 232 408 400

Simi: +354 535 7000
janssen@vistor.is

Italia Suomi/Finland

Janssen-Cilag SpA Janssen-Cilag Oy

Tel: 800.688.777 / +39 02 2510 1 Puh/Tel: +358 207 531 300

janssenita@its.jnj.com jacfi@its.jnj.com

Kdbzpog Sverige

Bopvéapag Xattnmavoynig Atd Janssen-Cilag AB

TnA: +357 22 207 700 Tfn: +46 8 626 50 00
jacse@its.jnj.com

Latvija United Kingdom (Northern Ireland)

UAB "JOHNSON & JOHNSON" filiale Latvija  Janssen Sciences Ireland UC

Tel: +371 678 93561 Tel: +44 1 494 567 444

Iv@its.jnj.com medinfo@its.jnj.com

JlaTa Ha MOCJIeAHO Npepa3riexkaane Ha Juctopkara 04/2023

JApyru u3ToYHUIIM HA HHPOpMaIUs

[MonpoOHa nH(MOpMaIUs 3a TOBA JIEKAPCTBO € IpeAoCTaBeHa Ha yeOcaiita Ha EBpornelickaTta areHnus
1o JiekapcTBata: http://www.ema.europa.eu.
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