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 ¢punmupanu TabIeTKH

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

Akeega 100 mg/500 mg dhuiMupanu TabaeTKH

Beska punmvupana TabneTka chabpika HUpanapud To3uiaaT MOHOXHIpAT, ekBuBajgeHTeH Ha 100 mg
Hupanapu6 (niraparib) u 500 mg abuparepoHOB areTat, eKBUBaJeHTeH Ha 446 My abuparepoH
(abiraterone).

IlomMoIIHY BelecTBa C U3BECTHO ACHCTBUE
Besika ¢punmupana tabnetka cbabpxka 241 mg nakrosa (BxK. 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 bATEeHHKaBO-OpaHKEBH JI0 KBJITCHUKABO-Ka(sIBU OBaTHU GuiMupaHu Tadbnaetku (22 mm x 11 mm)
¢ BIIbOHATO penedHo o3HaueHue ,,N 50 A ot eHaTa cTpaHa U TJIaJIKM 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 enmHaTa 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
(repMHHATUBHU W/WJIM COMATHYHH), TIPH KOUTO XUMUOTEPANUAITA HE € KIIMHUYHO [TOKa3aHa.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

Jleuenne ¢ AKeega mumoc peTHN30H WIH ITPEIHU30JIOH TPOBA [ Ce 3armouBa M HabIr01aBa OT
JIEKapH C OMUT B MEJUKAMEHTO3HOTO JICUCHHUE Ha paKa Ha MpocTaTaTa.

IIpenun 3amouBane Ha Tepamus ¢ Akeega Tpsa6Ba na ce ycranosu nonoxureiaes BRCA craryc ¢
NIOMOIIITa Ha BAIMIMPAH METO/] 3a U3CieBanHe (BXK. Touka 5.1).

2 !031/1[ )OBKa

Ipenopbuutennarta HauanHa go3a Akeega e 200 mg/1 000 mg (aBe Tabnerku ot 100 mg
Hupanapu6/500 mg abupaTepoHOB areraT) KaTo eJHOKpAaTHA THEBHA /1032 MPUOIIM3UTEITHO 110 €THO U



CBIIIO BpeME BCEKH JieH (BXK. ,,Haunn Ha nprmoxenne* mo-moiy). Mma Tabmetku ot 50 mg/500 mg 3a
HamalsBaHe Ha Jl03aTa.

MenukaMeHTO3HAaTa KacTpalys ¢ aHAJIOT Ha TOHAJ0TPONTMH-0cBoO0k 1aBal XxopMoH (GnRH) tpsoBa
Jla TIPOIBJDKH 110 BpEMeE Ha JISUEHUETO Ha MAIUeHTH, KOUTO HE ca MPEThPIeNd XUPYPTUIHA
KacTparms.

Jloszuposra na npeonu3on wiu NPeoHU30I0H
Akeega ce mpuara ¢ 10 mg nmpeIHU30H WM MIPETHU30JIOH THEBHO.

IIpoovaoicumentocm Ha 1eyeHuemo
[TarmenTrTe TpAOBa a ce IEKyBaT [0 MPOTPECcHs Ha 3a00JIBAHETO WIIM HETIPUEMITMBA TOKCHIHOCT.

Iponycrnama 0oza

Ako ce mporrycHe f103a Akeega, MpeTHN30H WM MPEIHU30JIOH, TS TPAOBA /1a ce B3eMe Bb3MOXKHO Haii-
CKOpPO B CBIIUSA JICH, KaTO Ha CIICBAITHS ICH ce Bh30OHOBH oOnMJaitHaTa cxema. He TpsiOBa na ce
npueMar AOIbIHUTENHN TablIeTKH, 3a Jja ce KOMIICHCHpa MPOITycHaTaTa J103a.

Kopexyuu na dozama npu nesxcenanu peaxyuu

Hexemamonoeuunu nesiceranu peaxyuu

ITpy manueHTH, KOUTO Pa3BUAT HEXEMATOJIOTHYHHU HEKETaHN PEaKIMy CTEICH > 3, ICUEHHETO TPpIOBa
Jla ce MPEKPATH | Ja Ce TPEaIpHeMe MOAXOISII0 MEAUIIMHCKO JieueHne (BK. Touka 4.4). JledeHuero ¢
Akeega He Tps10Ba 1a ce Bb300OHOBSIBA, JOKATO CUMIITOMHUTE HAa TOKCUYHOCT HE OT3BYYAT J0 cTeneH 1
HWJIH JI0 U3XOJHOTO HUBO.

Xemamonoeuunu nescenranu peakyuu

[Tpu manueHTH, KOUTO PA3BUAT XEMATOJOTHYHA TOKCHYHOCT > CTEIEH 3 WJIM HEIIOHOCHMA
XEMaTOJIOTUYHA TOKCUYHOCT, MPUIIOKEeHUETO Ha Akeega mo-ckopo TpsiOBa Jia ce MPEKbCHE, OTKOJIKOTO
Jia ce TIPEYCTAHOBH, U Jia c€ OOMUCITH MOIBPIKAINO JCUCHNE. AKO CHMIITOMUTE HA XEMATOJIOTHYHATA
TOKCUYHOCT HE OT3BYYaT 0 IPUEMIIMBH HUBA B paMKUTE Ha 28 JTHU Clie] IIepro/ia Ha MPEKbCBaHEe Ha
MIPUJIOKEHUETO, JieueHneTo ¢ Akeega TpsOBa J1a ce MpeyCTaHOBU OKOHYATEITHO.

IIpenopbku 3a KOPEKIMs Ha 7103aTa IPH TPOMOOLIMTOIICHUS] U HEYTPOIIeHusI ca faaeHu B Tabnuua 1.

Ta6auna 1: Ilpenopbku 32 KOPEeKIHA HA 1032Ta MPH TPOMOOIUTONEHUS 1 HEYTPONEHHUS

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

Crenen 2 [IpocnensBaiiTe MoHE BEIHBK CEAMHYHO U OOMICIIETE CITUPAHEe Ha MpHeMa Ha
Akeega 10 Bb3CTAHOBSBAHE 0 CTENEH | WM 10 H3XOAHOTO HUBO. '
Br3obHOBeTe npuema Ha Akeega ¢ iperopbKa 3a CEIMUYHO MPOCIIE/ISIBaHE B
MPOBIDKEHNE Ha 28 JTHU ciiell Bb30OHOBSIBaHE HA MIPHIOKEHHUETO.

Crenen > 3 Cnpere npuema Ha Akeega n HaOIIt0JaBaliTe MOHE BETHBK CEAMUYHO JIO
BB3CTAHOBSIBAHE HAa TPOMOOLIUTUTE U HEYTPODHIHUTE /10 CTereH | win 10
usxonHoTo HUBO.! Ciiest ToBa BB300HOBETE IpreMa Ha Akeega uim, ako e
ONpaBJaHO, U3I0JI3BANTE 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 clle]] Bh30OHOBSIBaHE HA MPUIIOKEHUETO WITH
3all04BaHe Ha MO-HUCKaTa 103a (nBe Tadnetku ot 50 mg/500 mg). [Tpu
3aroyBaHe Ha MpreMa Ha MO-HHUCKATAa /1032, MOJIs, BUKTE I10-JI0Ty

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

Bropa nosisa Crpere nmpueMa Ha Akeega 1 HaOJIt0/JaBaliTe MOHE BEHBK CEIMUYIHO, TOKATO
> Cremnen 3 TPOMOOIIMTUTE W/WITH HEYTPOPIITUTE CE BB3CTAHOBSIT 0 creneH 1. [lo-
HATaTHIIHOTO JICYCHHUE TPAOBa J1a ce Bb30OHOBH C [IBe TA0JIETKH € MO-MAJKO




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

I[penopwuBa ce exKeCeIMUIHO MPOCIIEAABAHE B MPOIbDKCHIE Ha 28 THU Clie
BB300HOBsIBaHE Ha JiedeHHETO ¢ Akeega ¢ MO-MaJIKO KOJIMYECTBO HA €THOTO
aKTHBHO BellecTBo. [Ipy 3armouBane Ha MpreMa Ha MO-HUCKAaTa 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 JICYCHHUECTO OKOHYATCIIHO.

1

ITo Bpeme Ha IpeKbCBaHe Ha JieueHneTo ¢ Akeega nekapsAT MosKe 1a OOMHCIHM Bb3MOKHOCTTA 3a IpUJIaraHe Ha

abupaTepOHOB aleTaT U MPSIHU30H WK IPEIHU30JI0H 32 MOAbPKaHe Ha JHeBHATA []03a aDMPaTepOHOB anerar (BXK.
KpaTKaTa XapaKTepHCTHKa Ha aOHPaTEePOHOB aLleTar).

[To-HaTaThIHOTO MpHIIOKeHHE HAa Akeega Moke 1a ObJic Bb30OHOBEHO CaMO KOraTO CUMIITOMUTE Ha
TOKCHUYHOCT, JbJIKallla CC Ha TpOM6OHI/ITOHCHI/IH " HCYTPOIICHU:, CC HOI[O6PSIT J0 CTCIICH 1 nu
OT3BYYAT JI0 U3XOJHOTO HUBO. JIeueHneTo Moxe J1a ce Bh300HOBH ¢ Akeega ¢ mo-Maliko KOJINYeCTBO
Ha eIHOTO akTUBHO BerrecTBo 50 My/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 aHEeMHTa MPOAbKaBa, TpAOBa a ce 0OMHUCII HaMallsiBaHEe 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: [IpenopbKH 32 KOPEKIUsI HA 103aTa PH aHEMUS

Cremnex 1 be3 npomsiaa, momuciere 3a HaOMIOACHNE BEAHBK CEIMUYIHO.

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 ¢ HaOIroeHre

MIOHE BEIHBX CEAMUYHO 10 Bb3CTAHOBSABAHE [0 CTEIEH < 2. AKO aHEMUSTa
MepCUCTUpa, TPsAOBA J1a ce 0OMUCIN HaMallsIBaHe Ha J103aTa [/ABe Ta0JeTKH ¢
MO-MAJIKO KOJMYECTBO HA ¢THOTO AKTUBHO BelleCTBO (Ta0JaeTKH OT

50 mg/500 mg)] Bb3 OCHOBa Ha KJIMHUYHATA IperieHKa. [Ipu 3amo4yBaHe Ha
npreMa Ha MO-HUCKATA 1034, MOJIS, BHXKTE 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 0 Bh3CcTaHOBsABaHE N0 creneH< 2. [lo-HaTaThIIHOTO
JiedyeHue TpsOBa Aa ce Bb300OHOBU 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 ¢ mMo-MaaIKo KOJINYECTBO HA €THOTO
AKTHBHO BelllecTBO. [Ipy 3anoyBane Ha mpreMa Ha MO-HUCKATA /1034, MOJI,
BIXKTE MO-107Ty ,,I[penoprunrtenno HabOMr0AeHNE 32 TOMTBITHUTETHA
WHQOpPMAIUS OTHOCHO YepHOIpOOHATa (DYHKITHS.

AKO MalMeHThT Beye € Ha TaldjaeTku AKeega ¢ mo-Maiko KOJIMYeCTBO 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 NpeKkbCcBaHE Ha JeYeHUETo ¢ Akeega JIeKapaT MoXKe 1a OOMUCIIM Bb3MOXKHOCTTA 32 PHJIaraHe Ha
abMpaTEepOHOB alleTaT u NPEAHU30H WIH IPEAHU3O0JIOH 3a ITO/IbP)KaHe Ha THEBHATA 1033 aOUPaTepOHOB aleTar (BiK.
KpaTKaTa XapaKTepUCTHKa Ha abUpaTEepOHOB alLeTaT).

Xenamomoxcuunocm

[Tpn manmeHTH, KOUTO Pa3BUST XEMATOTOKCHYHOCT CTENEH >3 (TIOBHIICHNE HA aJlaHUH
amuHOTpaHchepaszarta [ALT] nim moBuIieHrne Ha acriaptat aMuHOTpancdepasara [AST] Hax et mbTH
ropHara rpanuna Ha Hopmata [ULN]), neuenuero ¢ Akeega TpsiOBa 1a ce mpeKbCcHE U YepHOAPOOHATA
(GyHKIHMS 1a ce mpocie/siBa BHUMATEIHO (BX. Touka 4.4).

[ToBTOpHO JIeueHHEe MOXKE J]a C€ OCHUIECTBU CaMoO Clie/l BpblIaHe Ha YepHOAPOOHUTE (YHKIMOHAIHU
MOKa3aTeNny Ha U3XO0JAHOTO HUBO Ha MAalMEHTa U MPH HaMaJIeHO JJO30BO HUBO OT efHa Tabnerka Akeega
¢ oOMJaliHUTE KOJMYECTBA Ha aKTUBHUTE BemecTBa (ekBuBajgeHTHO Ha 100 mg Hupanapu6c/500 mg
abuparepoHoB arerar). [Ipu manueHTH, KOUTO ce JIEKyBaT MOBTOPHO, CEPYMHUTE TPaHCAMUHA3H
Tpﬂ6Ba Ja C€ NpociICasaBaT MUHUMYM Ha BCECKU ABC CCIMUIIU B IIPOAB/DKCHUC HAa TPU MECCa U
€KEMECEUHO clie]l TOBa. AKO XeMaTOTOKCUYHOCT CE MOSBU OTHOBO NPU HaMaJIeHATa J103a OT

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

Ako 1o Bpeme Ha Jeuenue ¢ Akeega manueHTy pa3BusT Texkka xenaroTrokcuuHocT (ALT nimm AST
20 mpTH Hall TOpPHATA TPAHUIIA HA HOpMATa), JICYSHHETOo TPsiOBa fa Ob/ie IPeyCTaHOBEHO
OKOHYATeJIHO.

[IpeycranoBere npuema Ha Akeega OKOHYATEITHO MPH MAIIUEHTH, KOUTO PAa3BUBAT CTHOBPEMEHHO
nosumasade Ha ALT moBede ot 3 mbTH Haja ropHara rpanuna Ha Hopmarta (ULN) i o6y OnmnpyOuH
noBeve OT 2 MbTH Haj ropHata rpanuna Ha Hopmata(ULN), mpu oTcheTBHE HA OmitnapHa 00CTPYKIHS
WU IPYTH NPUYUHY 33 STHOBPEMEHHOTO MOBHIIIaBaHe (BXK. Touka 4.4).

Ipenopvuumenno nabaodeHue

3a fa ce mpoceasBaT KIMHUYHO 3HAYUMHUTE MMPOMEHH Ha BCEKH XEMATOJOTHUYECH MapaMeThp, ITbIHA
KpbBHA KapTHHA TPsAOBA Ja Ce U3CNIE/BA MPE/M 3alI0YBAHE HA JICUCHUETO, €XKECSAMUIHO MTPE3 MbPBUS
Mecell, Ha BCEKH JIBE CEJIMUIIM TPE3 CIICABAIIMTE JIBA MECEIIa, MOCIEIBAHO OT SKEMECECUHO
npocIiesiBaHe Mpe3 MbpBata roJMHa U CJIejl TOBA Ha BCEKH J[Ba Mecella Mpe3 OCTaHaiaTa 4act OT
neueHneTo (BK. Touka 4.4).

CepyMHHTE aMHHOTpaHC(epa3u U 00IUAT OWIMpyOrH TPsOBaA J1a Ce M3MEepBaT MPEIU 3all0uBaHe Ha
JICUCHUETO, Ha BCEKH JIBE CEJIMHUIIM MTPe3 MIbPBUTE TPU MECEIa OT JICYEHUETO U €KEMECEUHO CJIe]] TOBa
npe3 mbpBaTa rojIMHa, a cJie]] TOBa Ha BCEKH JIBa Mecela Mpe3 eNus Meprojl Ha JeueHueTo. [Ipu
3alloYyBaHe Ha MpreMa Ha Mo-HUcKara jio3a (aBe TablIeTKH) ciiefl MpeKbCBaHe Ha JICYSHUETO,
yepHOApoOHaTa (DYHKIUS TPSIOBA J1a C€ MPOCIIEABa Ha BCEKH JIBE CSIMUIIU B ITPOBIDKCHUE HA MIECT
CEeJIMUIIM TIOPaJIN PUCK OT MOBHUIIICHA EKCITO3MIINS Ha abUpaTepoH (BXK. Touka 5.2), mpesu aa ce
BB300HOBH PEIOBHOTO TpociiesBane. CepyMHUSAT KM TPsAOBa J1a Ce MPOCIe/sBa eXKeMECeTHO Mpe3
TbpBaTa TOMHA U CJIE/I TOBA Ha BCEKH J[Ba MECeIla Tpe3 IejIus IEPHO/I Ha JieueHHeTo (BK. Touka 4.4).

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

HpI/I MaIMEeHTH C BEYC CHIICCTBYBAlla XUIMOKAJIMEMUA UM TaKUBA, KOUTO Pa3BUAT XUITOKAJIUEMUA 110

BpeMe Ha JieueHneTo ¢ Akeega, 0OMuUCIIeTe OIBPIKAHETO HAa HUBOTO Ha KaJIMi Ha MallMeHTa
>4,0 mM.

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




Yeprodpobno yepesicoane

He e HeoOxoammo KopuripaHne Ha J03aTa [IPH NaleHTH ChC ChIIECTBYBAIIO YepHOAPOOHO
yBpexxaane jeka cremneH (kinac A mo Child-Pugh). JluncBar nanau 3a kmmHIYHAaTa 6€30MIACHOCT U
e(hrKacHOCT Ha MHOTOKpaTHHU 1031 Akeega, KOraTo ce mpuiara py MalyueHTH ¢ yMepeHa WIH TeXKa
CTerneH Ha YepHoApoOHO yBpexaane (kinac B wimm C mo Child-Pugh). He moxe na ce mpenBuau
KopHUTHpaHe Ha Jo3ara. YrnoTpebara Ha Akeega TpsOBa a ce oreHsIBa C MOBUIIEHO BHUMAaHHE IIPH
MAIMEeHTH C YMEpEeHa CTETIeH Ha YepHOAPOOHO yBpeXKaaHe, PH KOUTO I10J13aTa KaTerOpUIHO TPIOBa
Jla HAAXBBPJIS Bb3MOXKHUS PUCK (BX. ToUkH 4.4 u 5.2). Akeega e MPOTHBONOKA3aH MPH MALlMEHTH C
TeXKa CTeTeH Ha YepHOApOoOHO yBpexkaane (Bk. Touku 4.3, 4.4 u 5.2).

bvopeuno yepescoane

He e HeoO6xommnMo KopurupaHe Ha J03aTa MPH MAIMeHTH C JIeKa 0 YMepeHa CTeleH Ha 0b0pedHo
yBpeXKIaHe, BBIIPEKH Y€ pH yMepeHo OBOpeyHo yBpexkaaHe TpsiOBa BHUIMATEIIHO Jia C€ MPOCesBaT
cbOUTHATA, CBBP3aHU ¢ 6€30MacHOCTTA, TOPAAN Bb3MOKHOCTTA OT MOBUIICHA EKCITO3HULINS Ha
Hupanapu0. Jluncsar qanuu ot ynotpebara Ha AKeega npu marieHTH ¢ TeKKa CTeleH Ha Ob0pedHo
YBpeXKIaHe WM TepMHUHAIHA OBOpEeYHa HEJOCTATHYHOCT, MTOUIOKEHN Ha XeMoauanusa. Akeega Moxe
Jla ce M3I0JI3Ba NPH MALUEHTH C TeKKa CTETNIeH Ha ObOpEUHO yBpEKIaHEe CaMo aKo Moj3aTa
HAJIBUIIIaBa TIOTCHIIMATHHS PUCK, KATO MAIUCHTHT TPSAOBA Ja ce HAOI01aBa BHUMATEITHO 32
O0b0OpeuHaTa QyHKINS 1 HeXeNaHUTe ChOUTHS (BXK. TOUKH 4.4 1 5.2).

Ileouampuuna nonynayus
Hsama croTBeTHa ynorpeba Ha Akeega B meiuaTpudHATA IOy IIAIIHSL.

Hauux Ha npusioxeHue

Akeega e npeHa3HauCH 32 HEPOPATTHO MPHIIOKEHHUE.

TabneTkute TpsiOBa Aa ce MpueMaT KaTo eIHOKpaTHA /1032, BeAHBK JHEBHO. Akeega TpsiOBa n1a ce
npueMa Ha riaJHo ToHe 1 Jac mpeau wiM 2 gaca ciie] XpaHeHe (BX. Touka 5.2). 3a onTuMaina
abcopOmust Akeega TabneTku TpsAOBa Ma ce MOTIIBIIAT IENIM C BOJa, HE TPSOBA J1a Ce UyIIAT,
pasTpoLIaBaT WiIH JbBYar.

IIpeonasnu mepxu, Koumo mpsa66a 0a bvoam 3emu npedu padoma CvC ULU NPULOICEHIUE 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 WJIM KbM HSIKOE OT IIOMOIIHUTE 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 [IPEJHU30JI0H € MPOTUBOINIOKA3aH B KOMOMHAIMS ¢ JieueHune ¢ Ra-223.
4.4 Chnenuananu nmpeaynpesaeHus: U NpeAna3sHyl MepKH NpU ynoTpeda

XeMaToJIOTHYHHU HeKEJTaH! PeaKny

XeMaToJIOTUYHU HeKEeNaH! peakiuy (TpoMOOIIUTOTICHHS, aHEMHS U HEYTPOIICHHUSI) Ce ChOOIaBaT Mpu
NanueHTH, JiekyBaHu ¢ Akeega (Bk. Touka 4.2).

[IpenopbuBa ce n3cieBaHe Ha ITbJIHA KPbBHA KapTHHA €KECEIMHYHO IPEe3 ITbPBUS MECEll, Ha BCEKH
JIBE CEJIMHILI IIPE3 CIISBAIIUTE J[BA MECella, IIOCIIE/IBAHO OT SKEMECEUHO MPOCIIe/IBaHe NIpe3 MbpBaTa
TO/IMHA U CJIEJ] TOBA Ha BCEKH JBa Mecella Ipe3 OCTaHallaTa yacT OT JEYSHHUETO, 3a J1a Ce IPOCIIEeIIT
KJIMHIUYHO 3HaYMMH IIPOMEHHU BbB BCEKH XEMaTOJIOTHYEH IapaMeThp 10 BpeMe Ha JICYEHHETO (BIK.
Touka 4.2).



Bb3 ocHOBa Ha MHIUBUAYAIHUTE JIAOOPATOPHU CTOMHOCTH MOXKE JIa C€ HAIOXKH €KECSIMUUHO
HAOJIOJICHHE TTPE3 BTOPHS MECell.

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

[Topamu prucka oT TPOMOOILMTONICHNS IPYTH JEKaPCTBEHH MPOIYKTH, 32 KOUTO € U3BECTHO, Ye
HamassBat Opos Ha TpPOMOOLMTHTE, TPSIOBA J1a c€ M3MOJI3BAT C IOBHUIICHO BHUMAHUE MPH MAlHCHTH,
npuemMainy Akeega (Bx. Touka 4.8).

[Ipu 3amouBaHe Ha MpueMa Ha MO-HUCKaTa J103a (JBe TaOJIETKN) CIIe/ TPEKbCBAHE Ha JICYCHUETO
MOpajX XeMaTOJIOTUYHH HEXKEJIaHU PeakIuy, YepHOIPOOHATa (QYHKIIHS TPsIOBA Ja ce IMpocie/asiBa Ha
BCEKH JIBE CEJIMHITU B MTPOIBIIKCHUE HA IECT CEIMUIIN TIOPAJX PUCK OT TOBHUINIEHA EKCIIO3UITUS Ha
abuparepoH (BK. TOUKa 5.2), IpeIu Ja ce Bb30OHOBH PEIOBHOTO MpocieasBane (BK. Touka 4.2).

XUnepToHus
Akeega Moxe J1a IpeAN3BUKA XUIIEPTOHMS, & B€Y€ CHIECTBYBAIAa XUTIEPTOHUS TPIOBa 1a Obe

aJICKBaTHO KOHTPOJIMpaHa Mpeu 3arnouBane Ha jJeueHue ¢ Akeega. KppBHOTO Hassirane TpsOBa Jia ce
ImpocJicidaBa NOHE BEAHBK CEAMUYHO B ITPOABJDKECHUC HaA IBa MECCIIa, CJICI TOBaA Ja CC€ INPOCiCasiBa
€XKEMECEYHO IIPE3 IIbpBaTa roi{MHa U Ha BCEKU JIBa MEC€a CJIC TOBa IO BpEME Ha JICUCHUETO C
Akeega.

XUNOKaIHeMUsl, 3aIbpyKaHe Ha TEYHOCTH U ChP/ICYHOCHA0BY HEXKENAHU PEaKINU, IbJDKAIIY CEe Ha
M3JIMITBK HA MUHEPAIKOPTUKOUIH

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

Touka 5.1). EnHOBpeMEeHHOTO NpHII0’KEHHE Ha KOPTUKOCTEPOU] MOTUCKA CTUMYJIMPAHETO HA
anpeHokopTukoTponHus xopmoH (AKTX), koeTo Boau 10 HaMaIsIBaHE HA YECTOTaTa U TEXKECTTa Ha
T€3U HeXKeTaH! peakiuy. Heo6XxoauMo e MoBUIIEHO BHUMaHUE MPH JIEYEHNUETO Ha MalMeHTH, YHETO
OCHOBHO 3a00JIsIBaHE MOXe 12 ObJie BIOIIECHO OT XUIOKAINEMHUS (HaIlp. IpUeMaIlUTe ChpACUHH
TJIMKO3U/IN) WIX 33AbPXKaHe Ha TEYHOCTH (HaIlp. HaMEHTU ChC ChPJeYHa HEAOCTATbYHOCT, TEXKKA
WM HecTaOWITHA CTEHOKaPIHsl, CKOPOIIeH MH(apKT Ha MUOKAp/a WITH KaMepHa apUTMUS U TallMeHTH
C TEeXKa cTerneH Ha Op0pedHo yBpeskaane). Ilpu nmanuenTy, npu KouTo ce HabIr01aBa XUIOKAIUEMHUS
BBB Bpb3Ka c jeueHueTo ¢ Akeega, e HaOmonaBano yawmkasane Ha QT unTepBana. XumnokanueMmusTa
Y 32JIbPKaHETO Ha TEYHOCTH TPSIOBA J]a c€ KOPUTHPAT U KOHTPOIHUPAT.

[Mpeau neyeHre HA TANMEHTH ChC 3HAYUTENCH PUCK OT 3aCTOMHA ChPJCYHA HEIOCTATHYHOCT (HATIP.
aHaMHe3a 3a ChpJIeYHa HEJOCTAThYHOCT UM ChPJCYHU 3a00JIIBaHUS KaTO UCXEMHUYHA O0JIECT Ha
CBPILIETO), ChPJICYHATA HEIOCTATHUYHOCT TPSIOBa J1a ce JISKyBa U Jia ¢ ONTUMU3UPA ChpJeUHATa
¢byHKIM. 3aIbpKAHETO HA TEYHOCTH (HajaBaHe Ha TeTJIo, epru(epHU OTONHN) U APYTH IPU3HALN U
CHUMIITOMH Ha 3aCTONHA ChPJICYHA HEJJOCTATHYHOCT TPsIOBA J1a ce MPOCye/IBaT HA BCEKU JIBE CEIMHIIN
B IPOAB/DKCHUE HAa TPH MECEIIa, a CJIC/ TOBa €XEMECEYHO U OTKJIOHEHUsTA Ja ce Kopurupat. Akeega
TpsAOBa J]a ce U3I0JI3Ba C IOBUIIICHO BHUMAHKE MIPH MAIMEHTH C aHaMHe3a 32 ChPACYHOCHI0BO
3a00J19BaHe.

KoHTpoabT Ha ChpieuHNTE PUCKOBH (DAaKTOPH (BKIFOUUTEITHO XUIIEPTOHHS, TUCITUTHIEMHS U TUabeT)
TpsiOBa J1a ce ONTHUMHU3UPA IPH MAaUEeHTH, noidy4aBamy Akeega, u Te3u nauneHTu TpsioBa aa 6baaT
HaOJIF0IaBaHM 32 TIPU3HAIM M CUMIITOMH Ha ChPIEYHO 3a00JIsIBaHE.

AbuparepoHOB aierar, cbecTaBka Ha Akeega, MoBUIIaBa HUBAaTa HA MUHEPAIKOPTUKOUANTE U KpHE
PHUCK OT ChbPAECYHOCHAOBH MHIMJAEHTH. M3IUIIBKBT HA MUHEPAIKOPTUKOUIN MOKE Aa IPUUUHI
XUTEPTOHHUS, XUTTOKAINEMUS U 33]IbpKaHe Ha TeYHOCTH. [IpeaniHa eKcrio3uIus Ha aHAPOTeH-
nenpuBarnonHa tepamnus (ADT), kakTo n HanpeaHaIaTa BH3pacT ca JOMBIHUTEIHA PUCKOBE 32
ChpACYHOCH0BA 3a001eBaeMocT U cMbpTHOCT. B npoyuBanero MAGNITUDE ca 6unu u3kimoueHu
MAIMEHTH C KIMHIUYHO 3HAYMMO CHPJICYHO 3a00JIs1BaHe, JoKa3aH HHPAPKT Ha MUOKap/a, apTepUuaiHi



Y BEHO3HH TPOMOOTHYHU CHOUTHSI ITpe3 MOCIIEeTHUTE MIeCT Mecela, TEKKa M HeCTa0uITHA
cTeHOKapawsl, chpaeyHa HepocTaThaHOCT Kiaac 11 mo IV mo NYHA wninm cToHHOCTH Ha chpaeyHaTa
¢dpakuus Ha n3tnackBane < 50%. [launentuTe ¢ anHamMHe3a 3a ChplieYHa HEAOCTATHYHOCT TPIOBa 1a
OBJIaT KIIMHUYHO OLICHEHHU U JIa Ce 3all0YHE MOIXOIAII0 JICYCHUE HAa CUMITTOMUTE. AKO UMa KIIMHUYHO
3HAYMMO HaMaJIeHHe Ha chpiedHaTa (pyHKIus, TpsOBa qa ce 0OMHUCIH peKpaTsIBaHe Ha TpreMa Ha
Akeega.

Hadexnnn

B MAGNITUDE npu nanuentu, nexkyBanu ¢ Akeega, mo-uecto ca HabIrOgaBaHH TEXKH HH()EKIINH,
BkItounTennHo uHpekunu ¢ COVID-19 ¢ neranen uzxon. [lanuentute TpsaOBa ga ce HaOMIOAABAT 3a
MPHU3HAIM U CUMIITOMH Ha WH(EKIus. Texxkn nH(EKIMu MOXe J1a Bb3HUKHAT IPH OTCHCTBUE Ha
HEYTPOIICHUS ¥/¥ITH JIEBKOTICHHISL.

Benoapobna embonus (BE)

B MAGNITUDE ce crobmaBar ciryuan Ha BE mipu marmenTn, ekyBanu ¢ Akeega, ¢ mo-BUcoKa
YeCTOTa B CPAaBHEHUE ¢ KOHTpoHaTa rpymna. I[lanuenture ¢ npeaxoana anamuesa 3a bE win BeHo3Ha
TpomO03a MOKeE JIa ca U3JI0KEHH Ha MO-TOJISIM PUCK OT HOBa nosiBa. [lanuenture TpsioBa aa ce
HaOII0JaBaT 32 KIIMHUYHY pU3HAIM 1 cuMnToMd Ha BE. Ako ce mosBsT KITMHUYHN npu3Hay Ha bE,
nalnueHTHuTe TpsiOBa 1a ce mperjienaT He3abaBHO, cliell KOETO Ja ce MPOBeIe MOAXOISIIIO JIeUCHHUE.

CunzipoM Ha nocrepropHa obparumMa ennedanonarus (posterior reversible encephalopathy syndrome,
PRES)

PRES e psinko, 00paTHMO HEBPOJIIOTHYHO 3a00JISBaHE, KOETO MOKE JIa C€ TIPOSIBU C OBP30 Pa3BUBALIH
C€ CHUMIITOMH, BKIIFOUYHUTCIIHO FT;p‘-IOBe, FJ'IaBO6OJ'H/I€, HpOMCHeH IICUXHUUYCH CTaTyC, 3pI/IT€J'IHI/I
HapYIICHUS WIA KOPTUKAJIHA CIETOTa ChC WK 0e3 CBbp3aHa xurepTtoHus. [locraBsaero Ha
nuarHo3ata PRES u3nckBa moTBbpKIaBaHe upes 06pa3Ha JMarHOCTHKAa Ha MO3BKa, 3a IIPEANOYUTaHE
4pe3 sAPeHO-MarHuTeH pe3oHanc (IMP).

Nma cvobmenns 3a PRES npu manmentn, nonyyasamu 300 mg aHupanapu6 (chcTaBka Ha Akeega)
KaTo MOHOTEpAIus MpU NAlMEeHTKHU ¢ pak Ha sitununure. B npoyuBaneto MAGNITUDE cpen
MAIMeHTH C paK Ha MpocTaTarta, JiekyBanu ¢ 200 mg Hupamapub, He ca choOIeHH ciiydau Ha PRES.

B ciyqaii na PRES neuennero ¢ Akeega Tpsi6Ba 1a 6b1€ 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 aleTaT He € HAIThJIHO
u3sicHeH. [alueHTH ¢ yMepeHa M Te)XKa CTENeH Ha YepHOApoOHO yBpexaaHe (kinacudukanus vHa NCI)
u nanuenTy ¢ kiac B u C mo Child-Turcotte-Pugh ca Ouiu uskiroueHu oT npoydBaHusiTa Ha
koMmbuHanusaTa Akeega.

B npoyusanero MAGNITUDE 1 BbB BCHUYKH KIIMHUYHH NPOYYBaHUS HA KOMOMHAIUATA PUCKBT OT
XeMaTOTOKCUYHOCT € HaMaJleH Ype3 U3KITI0OUBaHe Ha MAIMEeHTH C XEeNaTUT Ha U3XOJHO HUBO HJIH ChC
3HAYUTEIIHU OTKJIOHEHUS B YepHOAPOOHNUTE (PYHKIIMOHATIHM NOKa3aTesu (cepyMeH 001 OminpyonH
> 1,5 nax ropaata rpanuna Ha Hopmara X (ULN) wim nupexren Ommupyoun > 1 X (ULN) u AST
win ALT >3 X (ULN).

B ximHWYHHTE pOoyYBaHMS ca HaOII01aBaHU U3Pa3eHH MOBUILICHUS HA YSPHOIPOOHHUTE SH3UMH,
BOJACIIHN I0 IMMPEKBCBAHE WJIN ITPEYCTAHOBABAHE Ha JICUCHUETO, BHIIPEKU Y€ TC Ca PCIAKHU (B)K.

touka 4.8). Husata Ha cepymHuTe aMUHOTpaHCchepa3u u oOIus OUupyOrH TpsiOBa Ja ce U3CIIeBaT
MIpeIy 3a1I0YBaHE Ha JICUCHUETO, HA BCEKU JIBE CEJMHUIIU TIPe3 IMIbPBUTE TPU Mecela OT JICUSHHETO U
€XEeMeCeUHO CIIe/] TOBa Mpe3 IIbpBaTa rOJIMHA U CJIe] TOBA IIPe3 Mecell Ipe3 I1aTa MPO bDKUTEITHOCT
Ha jedeHneTo. [Ipu 3amodyBaHe Ha mpreMa Ha TO-HUCKaTa /1032 (JIBe TaOJIETKH) Clie]] IPEeKhCBaHE HA
JICYEHUETO, YepHOApOoOHaTa QyHKIIMSA TPsAOBa J1a Ce MPOCIIEIsBa Ha BCEKH JIBE CEIMUIIH B
MPOABIDKEHUE Ha MIECT CEJIMHUIY TIOPAJIA PUCK OT MOBUILIEHA SKCIIO3UIIUS Ha aOupaTepoH (BXK.

TouKa 5.2), MpeIu 1a ce Bb30OHOBH PEIOBHOTO MPOCIEAABaHe. AKO CE MOSABAT KJIMHUYHH CHMITOMHU



WITH TIPU3HALH, TPEAIIOJaraliy XenaTOTOKCHYHOCT, CepyMHUTE TpaHCAMHHA3H TpsiOBa 11a ce
u3cnenBar He3abaBHo. [loBuimaBaneTo Ha aMHHOTpaHCc(epa3nTe NPy NaLMeHTH, JIeKyBaHH ¢ Akeega,
TpsiOBa He3a0aBHO Ja ce OBJajiee C MPEKbCBAHE Ha JICUCHHETO. AKO B KOHTO 1 Ja € MOMeHT ALT nnn
AST ce mosumiar Han 5 bt (ULN), neyenunero ¢ Akeega TpsiOBa aa ce mpeKbCHE U YepHOIpPOOHATA
¢byHKIUA 1a ce mpociensBa BHUMaTenHO. [IoBTOpHO ieueHre MOXe Ja ce IPOBEE CaMo CIIe]
BPBLIAHE HA YEPHOIPOOHUTE (DYHKIMOHAIHY ITOKA3aTeIH 0 U3XOIHUTE CTOMHOCTH HA MALMEHTa U
IPU HAMaJICHO JI030BO HHUBO (BXK. ToYKa 4.2).

JledenueTo Tpa6Ba 1a ObJie OKOHYATEIHO MPEYCTAHOBEHO MPH MalMeHTH ¢ opumerne Ha AL T wim
AST > 20 X (ULN). Jleuenuero TpsaOBa 1a ObJic OKOHYATEIHO MPEYCTAHOBEHO MPH MALMCHTH, TIPH
KOMTO ce HabroaBa eiHoBpeMeHHO noBuiaBane Ha ALT > 3 X (ULN) u Ha oOmus OumupyouH

> 2 X (ULN) npu surica Ha sK1b4Ha OOCTPYKIIMS HITH APYTH MPUIUHH, KOUTO [ Ca IPUYHHA 32
€IHOBPEMEHHOTO MOBHIIIABAHE.

AKo manueHTuTe pa3BuAT Texka xenatoTokcHIHocT (ALT umu AST 20 et Ham ULN) mo Besko
BpEeMe Ha TeparnusiTa, JjedeHneTo ¢ Akeega TpsiOBa 1a ce mpeyCTaHOBH OKOHYATEITHO.

[TanyeHTH ¢ aKTHBEH WM CUMIITOMaTHYEeH BUPYCEH XENaTuT ca OMiIM U3KIIOUCHH OT KIIMHUYHUTE
npoyusanus. [lopanu ToBa HsiMa JaHHHU, KOUTO J1a MOAKpenAT ynorpedara Ha Akeega npu Ta3zu
MOITyJTalIHA.

YcraHOBeHO e, 4e yMepeHara CTereH Ha yepHoapoOHo yBpexnane (kmac B mo Child-Pugh wm AST u
TB > 1,5 x -3 x ULN) yBenuruaBa CUCTeMHaTa €KCIIO3UIUS Ha aOMpaTepoH U HUpanapuo (BxK.

Touka 5.2). HaMa naHHu 3a KIIMHUYHATA 0€30MIaCHOCT M e(DMKACHOCT HAa MHOTOKpaTHHU 1031 Akeega,
KOTaTo ce Mpuiiara Mpy MaueHTH ¢ yMepeHa HiIH TeXKKa CTENeH Ha YePHOAPOOHO YBPEXKIaHE .
Ymorpebara Ha Akeega TpsiOBa a ce OIEHSIBa BHUMATEITHO MIPH MAIUEHTH C YMEPEHa CTEIIeH Ha
YepHOAPOOHO YBpeXAaHe, IPU KOUTO M0JI3aTa KATETOPUYIHO TPSIOBa J1a HAAXBBPIIS B3MOXKHUS PUCK
(Bx. Toukn 4.2 1 5.2). Akeega He TpsiOBa Ja ce mpujiara Mpy NalyueHTH C TeKKa CTENeH Ha
4epHOAPOOHO yBpexaaHe (BkK. Touku 4.2, 4.3 u 5.2).

XUNOTJIUKEMUS

Cpo01maBanu ca ciIy4au Ha XMIOTJIMKEMHs, KOraTo abupaTepoHoB aueTar (chcraBka Ha Akeega) rutroc
NPEIHU30H WIN IPEIHU30JI0OH € MPUIaraH Ipy MalUeHTH ¢ Beue ChIIECTBYBAI AUA0ET, MOIyyaBaly
MUOTIIUTA30H WK penariauHua (meradonusupanu upe3 CYP2CS) (Bxk. Touka 4.5). [Topaau ToBa npu
NalueHTH ¢ qualeT TpsaOBa Ja ce mpociesiBa KpbBHATA 3axap.

MuenoaucmiacTuueH CHHAPOM/ocTpa muenonana geskemus (MIAC/OMJI)
MJIC/OMJI, BKIIIOYHTEIHO CITydaH C JIETAJIeH U3XO0/, Ce ChOOIICHU B IPOYYBAHUS TIPH paK Ha
SHYHUIATE TPY TAIMeHTKH, KOuTo ca nonydaBanu 300 mg Hupamapu0 (crctaBka Ha Akeega).

B nmpoyuBaneto MAGNITUDE He ca nabmonaBanu ciydau Ha MJIC/OMJI npu manueHTH, J1€KyBaHU
¢ 200 mg aupanapu6 u 1 000 mg abuparepoHOB aneTar IUTFOC MPETHU30H WU TIPETHU30JI0H.

[Tpu cemuenune 3a MIC/OMJI i npoabKUTETHA XEMaTOJIOTHYHA TOKCHYHOCT, KOATO HE ce
OBJIJISIBA C MPEKHCBAHE HA JICYCHUETO WM HaMaJIIBaHE Ha J103aTa, MAIlMeHTHT TpsiOBa 1a Oblie
HACOYEH KbM XEMATOJIOT 3a MO-HaTaThIIHA onieHKa. Ako ce notBbpau M/IC w/unu OMJI, neyenuero ¢
Akeega TpsiOBa J1a ce IMPEKpaTH OKOHYATEIHO U MAIMEHTHT JIa CE JICKYBA 110 MOAXO IS HAYMH.

Cnupasne Ha KOPTUKOCTEPOUANTE U MOKPUTHE IPU CTPECOBH CUTYALIUU

IIpeniopbuBa ce MOBUIIEHO BHUMAHKE U POCIIEsIBaHE 3a aJpEHOKOPTHUKAIHA HEIOCTATHhYHOCT, aKO
MAIMEHTHTE CIIPAT IPUEeMa Ha TIPEHU30H WK TPETHU30JI0H. AKO JiedeHneTo ¢ Akeega mpoIbIKH
clle]] cipaHe Ha KOPTUKOCTEPOUIUTE, MAallUeHTUTE TPsOBa 1a ObAaT HaOMI0aBaHH 3a CUMIITOMU Ha
W3JIMLTBK HA MUHEPAIKOPTUKOUIH (BXK. HHQOpMALKATA [O-TOpE).

[Tpu nmanuenTy, MpueMaly MpeIHU30H WIIH TPETHU30JI0H, KOUTO ca MOJJI0KEHN Ha HeOOUYaeH CTpec,
MoOXe Jja ObJie MMoKa3aHa MOBHUILIEHa 71032 KOPTUKOCTEPOUIN MPEIH, 110 BpeMe Ha U cJie]l CTpecoBarta
CUTYyaIusl.



KoctHa nasTHOCT

Hamanena KoCTHA TUTBTHOCT MOXKE J1a C€ TOSIBH ITPU MBXKE C METACTATUUCH aBaHCHUPAJI PaK Ha
npocTarara. Yrnorpebara Ha aOupaTepoHOB areTar (chctaBka Ha Akeega ) B KoMOHMHAIUS C
TITFOKOKOPTHKOU] MOXKE J]a 3aCHITH TO3U e(eKT.

IoBuiaBane Ha ciy4yanTe Ha QpaKTypu ¥ Ha CMBPTHOCT B KoMOuHanus ¢ paaues (Ra) 223 auxiopu
Jleaenune ¢ Akeega mTioc IpeAHU30H I TIPETHU30JIOH B KOMOHWHAIuS ¢ nedeHue ¢ Ra-223 e
MIPOTUBOIIOKA3aHO (BXK. TOUKA 4.3) mopaau MOBUIIEH PUCK OT (PpaKTypH ¥ TEHACHITUS 3a TIOBUIIICHA
CMBPTHOCT NPY OC3CUMIITOMHHM MAI[UCHTH WIX NAIMCHTH C JICKW CUMIITOMHM C PaK Ha MPOCTaTaTa,
KaKTO € HaOJII0JIaBaHO B KIIMHUYHY NMPOYYBAHUS C aOUPAaTEPOHOB aleraT, ChcTaBka Ha Akeega.

HpenoquBa CC nocICaBamio JCYCHHUC C Ra-223 Ja HE CC 3aI104Ba IOHEC IICT JHHU CJICT ITOCIICIHOTO
IMPUJIOKCHHUC Ha Akeega B KOM6I/IH3HI/I}1 C MPESAHU30H WJIN MPECAHNU30JIOH.

XUNepriukeMus
Ynorpebara Ha TITFOKOKOPTUKOHUIN MOXKE JIa YBEJIUYN XUIEPTINKEMUsTa, TOPaal KOETO KphbBHATA
3axap TpsaOBa fa ce mpociieAsiBa 4eCTO MPH NAIMEeHTH ¢ quadeT.

EdexTr BbpXy ckeneTHaTa MYCKyJIaTypa

He ca nabmogaBanu ciydan Ha MHONATHS ¥ pPabIOMHOIIN3a TIPH MAIMEHTH, JIeKyBaHu ¢ Akeega. B
MPOyYBaHUATA C MOHOTEpAIHS ¢ a0MpaTepOHOB areTar (chcTaBka Ha Akeega) moBedeTo ciydan ca
BB3HUKHAIH [IPe3 IbPBUTE IIECT MECella OT JICUSHUETO U Ca Ce Bb3CTaHOBUJIM CJIE/ IPEKpaTsBaHe
npremMa Ha abupaTepoHOB aierat. [IpenopbyuBa ce MOBHIICHO BHUMAHUE MPH MAIIUEHTH, JIEKYBaHN
€THOBPEMEHHO C JICKapPCTBEHH IPOIYKTH, 32 KOUTO € U3BECTHO, Y€ Ca CBBP3aHH C
MUOIaTHs/pabJoMHIOIN3a.

BsanmoseicTBUS ¢ APYTH JIeKapCTBEHU NPOAYKTH

ITopanu puck OT HamaJsIBaHE Ha SKCIIO3ULMATA Ha a0UpaTepOH IO BpeMe Ha JICUCHUETO TpsOBa aa ce
n30srBa npuioxeHne Ha cuiaHu uHIykTopu Ha CYP3 A4, ocBeH ako JUIICBa TeparneBTHYHA
antepHaTuBa (BX. Touka 4.5).

JlakTo3a 1 HaTpuUil

To3u nexkapcTBeH NPOAYKT ChABPXKA JIakTo3a. [lanenTu ¢ penku HacleCTBEHU 3a00IIBaHMs Ha
HEMIOHOCHMOCT KbM TallaKT03a, IThJICH JIAKTAa3eH Je(PUINT WX TIF0K030-TaTaKTO3Ha MarabcopOIus He
Tps0Ba J]a MpUeMar TOoBa JEKapCTBO.

To3u J1ekapcTBEH MPOAYKT ChABpPXKa Mo Manko oT 1 mmol Hatpwii (23 mg) Ha 1033, T.€. MOXKe Ja ce
Ka)ke, 4e PaKTUIECKH HE ChIbpiKa HATPUH.

45 BzamMmopeiicTBHe ¢ IPYTrH JeKAPCTBEHM MPOAYKTH M APYTH (JopMH Ha B3aNMo/eiicTBHe

(DaDMaKOKI/IHeTI/I‘IHH BSaI/IMO,Zlef;ICTBI/IH

He e npoBexmano KIMHUYHO MPOYYBaHE 32 OlIEHKa Ha JIeKapcTBEHUTE B3anMo ieicTBus ¢ Akeega.
B3aHMOHeﬁCTBHﬂTa, KOHMTO Ca YCTAHOBCHHU IIPU MPOYUBAHUSA C OTACIIHUTC CbCTABKU Ha Akeega
(HHpanapH6 nin a6I/IpaTepOHOB aueTaT), OnpeacIAT B3aHMOHeﬁCTBHHTa, KOUTO MOrar Ja Bb3HHUKHAT C
Akeega.

Edbexmu na opyau nexapcmeenu npoodykmu 6bpxy Hupanapud uiy adupamepoHos ayemam
HUnoyxmopu u unxubumopu na CYP3A44

AobuparepoH e cyocrpar Ha CYP3A4. B KIIMHUYHO NIpOy4YBaHe MPH 3/JpaBU YYACTHUIH, HA KOUTO
NpeABapUTEIHO € IpuiIokeH cuinHus naaykrop Ha CYP3A4 pudammuuun 600 mg nHeBHO B
NPOABIDKCHUE Ha IIECT JHH, ITOCIIeIBAaHO OT eJHOKpaTHa fo3a abupareponos aueratr 1 000 mg,
cpennara miazmMena AUCeo Ha abupaTtepoH ¢ Hamaisa ¢ 55%. Cunmanre naayktopr Ha CYP3A4
(narp. ¢pennronH, kapbamazenuH, pudamnuimH, pudadyTHH, pudaneHTHH, GeHodapOUTal, KBIT
kaHtapuoH [Hypericum perforatum]) TpsiOBa na ce u3dsrear o Bpeme Ha jeuenue ¢ Akeega, ocBeH
aKo JIMTICBA TEpaATleBTHYHA anTepHaTBa (BXK. Touka 4.4). B 0T/1e/IHO KIMHUYHO POYYBaHE TPH
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3/IpaBH YIACTHHUIIN STHOBPEMEHHOTO MPUJIOKEHNE HA KETOKOHA30JI, criieH naxuouTop Ha CYP3A4,
HsIMa KITMHUYHO 3HAYMM eeKT BbpXY (apMaKOKWHETHKATAa Ha a0UpaTepoH.

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

Aobuparepon e uaxubutop Ha CYP2D6. B knmiHNYHO Mpoy4BaHe 3a onpeessiHe Ha eeKTHTE Ha
abupaTepoHOB aneTar ioc npenau3oH (AAIL) Bbpxy equandHa g03a oT cyoctpara Ha CYP2D6
nexcrpomeTopdan, cucremHara excriosuus (AUC) Ha nekctpoMeTopdaH ce yBenndaBa
npubansurenHo 2,9 meti. AUC24 Ha nekctpopdaH, akTHBHHST METa0OJIUT Ha AeKcTpoMeTopdad, ce
yBenuuaBa npubmmsutenHo ¢ 33%. TpsoOBa na ce oOMuCIN HaMalsiBaHE HA 103aTa Ha JEKapCTBEHU
MPOAYKTH C TECEH TepaneBTUUEH MHAEKC, KouTo ce Metabonmsupar upe3 CYP2D6. [Ipumepu 3a
JIeKapCTBEHU MPOAYKTH, KOUTO ce MeTtadbonm3upar upe3 CYP2D6, ca MeTorpoao:1, mponpaHoIIon,
JIe3UNpaMuH, BeHIa(akChH, XaJonepuIo0il, PUCIIEPUAOH, iponadeHoH, (hIeKanHuI, KOJCHH,
OKCHKOZIOH U TpamMaod.

Cybempamu na CYP2CS

Aobwuparepon 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, aktuBnure
METa00IUTH Ha MMOTJIMTA30H, HaMmasiBa ¢ 1o 10%, KoraTo NHOTIMTA30H Ce Mpujara 3aeIHo ¢
eaunuyHa fo3a ot 1 000 mg abuparepoHoB auerar. [lanuenTuTe TpssOBa qa ce HaOIIOAaBaT 3a
MpU3HAIM Ha TOKCHYHOCT, CBbp3aHu cbe cyoctpaT Ha CYP2CS ¢ TeceH TepaneBTUYCH UHJIEKC, TPH
CBITBTCTBAILO NpuiioxkeHue ¢ Akeega, mopanu komnoHeHTa abupaTepoHos anerat. [Ipumepu 3a
JICKaPCTBEHHU MPOIYKTH, KOUTO ce MeTtadoau3upar upe3 CYP2CS8, BkIII0YBAT MUOTIUTA30H U
penarnuHu (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 OTPaHHYCHHU.
Tpsi0Ba na ce BHUMaBa, ako Akeega ce U3noiI3Ba B KOMOMHAIINS C KUBH WU KUBH aTCHIOUPAHU
BaKCHHU, UIMYHOCYIIPECOPH MJIH C JPYTH IIUTOTOKCHYHH JIEKAPCTBEHH IPOIYKTH.

Ynompeba ¢ npodyxkmu, 3a koumo e uzgecmuo, ye yovixicasam QT unmepsana

Twit KaTo TEYSHUETO C aHAPOTEH-ACTIPUBAIIIOHHA Tepanus Moxe na yabnku QT-untepsana,
MperopbhYBa ce MOBHUINIEHO BHUMaHKE TIpH Nipuiiarane Ha Akeega ¢ JeKapCTBEHU MPOYKTH, 32 KOUTO €
U3BECTHO, Y€ yabiikaBaT QT-uHTepBana, Win ¢ JEeKapCTBEHHU MPOAYKTH, KOUTO MOTaT J1a MpeIu3BUKAT
torsades de pointes, kaTo aHTHAPUTMUYHH JICKAPCTBEHH TPOAYKTH OT Kiiac [A (Harp. XUHUIMH,
nusonupamua) win kiac 11 (Hanp. amuomapoH, cotanoi, noderuiua, uoyTUInI), MeTaI0H,
MOKCHUGIIOKCAITUH, aHTUTICUXOTHUITH | JIp.

Ynompeba cvc cnupononaxmon
CIUpOHOJIAKTOH CE CBBbP3Ba C aHAPOI€HHUS PELENTOpP M MOJKE J1a MOBHUILIY HUBATa Ha MPOCTATHO-
crietmduynus antured (PSA). He ce mpenopbuBa ynorpedata My ¢ Akeega (Bx. Touka 5.1).

4.6 @epTHANTET, O)PEeMEHHOCT H KbpMeHe

Kenw c ieTeposieH NOTeHIUAI/KOHTPALIENIHS IPU MBXKE U KEHU
He e uzBecTHO, nanu chbeTaBKUTE Ha Akeega WM TEXHUTE METa0OJIMTH, IPEMUHABAT B CIIepMaTa.

ITo BpeMe Ha JICUEHUETO U B MPOIBIDKCHHUE HAa YETHPHU Mecelia cliel mociieanara go3a Akeega:

o aKO MALMECHTHT UMa CEKCYaIHU OTHOLICHHS C OpeMEHHa JKeHa, € HeOOXOIMMO J1a H3I10JI3Ba
npe3epBaTuB
o aKo MAIUEeHTHT UMa CEKCYaIHH OTHOLICHHMS C JKEHA C JIeTEPOJICH IIOTEHIHAI, € HE0OXOIMMO J1a

H3II0JI3Ba IIPE3CPBATUB, KAKTO U JpYyT e(beKTI/IBCH KOHTpPALCITUBCH MCTOM.
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 Opemennu >keHu. Akeega nMa moTeHIMaN 1a IPUYUHA
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 MPOBEXAAHU
TOKCHUKOJIOTUYHH NPOYYBAHHUS HA Pa3BUTHETO M PENPOIYKIHMSATA IIPU )KUBOTHH (BXK. Touka 5.3).

Kwpmene

Akeega He e npesHa3HauCH 32 yHOTpeOa MpHU JKESHH.

deprunurer

Hsma knmuanunn nanau 3a Akeega o otHomreHue Ha Geprunurera. [Ipy mpoydYBaHUs MPH KUBOTHH
GepTIIHTETHT IPHU MBXKHATE C€ HaMaJIsIBa OT HUpANapuoO WM aOUpaTepOHOB aIeTaT, HO Te3H e(hEeKTH
ca oOpaTuMHU ciie]] MpeKpaTsBaHe Ha JIEYSHHETO (BXK. Touka 5.3).

4.7 EdexTu BbpXy crniocodHOCTTa 3a modupaHe 1 padoTa ¢ MAIIUHA

Akeega noBnusiBa B yMepeHa CTEIeH CliocoOHOCTTa 3a modupane u padbora ¢ mamunu. [lanuenture,
KOHTO mpueMaT Akeega, MOKe Jla MOJTydaT acTeHUsI, yMOpa, 3aMasHOCT WM 3aTPYJHCHUS B
KOHIeHTpaIusTa. [larenTute TpsOBa qa ObAT BHUMATEIHM MTPH Io(UpaHe Wik padoTa ¢ MalTUHH.

4.8 Hexenanu JeKkapcTBeHH peaKIHU

O6o6uienre Ha npoduta Ha Ge30MacHOCT

OO6musAT npodut Ha OGe3omacHOCT Ha Akeega ce OCHOBaBa Ha JIAHHUTE OT PaHJIOMHU3UPAHO,
JIBOMHOCIIATIO, Iane6o-koHTponupano npoyusane daza 3 MAGNITUDE koxopta 1 (N=212). Haii-
YECTUTE HEXKEJIAHU PEaKIIMU OT BCUUKH CTEIICHH, KOUTO Bb3HHUKBAT 1pu > 10% B paMoTo ¢ HUpanapud
wiroc AAIL ca anemus (52,4%), xunepronust (34,0%), 3anek (34,0%), ymopa (31,1%), ranexe
(25,0%), TpombGorronenus (24,1%), mucnues (18,9%), aprpanrus (18,4%), 6osika B repoa (17,9%),
acrenns (17,0%), neyrponenust (15,1%), Hamanen arnetut (15,6%), xunokanuemus (15,6%),
nospsinane (15,1%), 3amastroct (13,2%), kopemua 6oika (12,7%), xunepriukemus (12,7%),
nosuiicHa ajakanHa Gocdarasa (11,8%), namaeno terio (11,8%), 6e3cvrue (11,3%), neBKkoneHus
(10,8%), mumponenus (10,8%), nosuien kpearnauH B KpbBTa (10,4%) 1 MH(EKIUS HA THUKOYHUTE
meruima (10,4%). Hait-gecto HabmoaBaHnTe HEKETAHU peakiuu OT crerer 3-4 ca anemus (30,7%),
xurneptonus (16,%), Tpombonuronenus (8,5%), neyrponenus (6,6%), noBuieHa ankainHa gpocharaza
B KpbBTa (5,7%) 1 xunokamemus (5,7%).

CrnchbK Ha HEXKEJIAHUTE PEAKIIMU B TAOJIHMYEH BUJ]

Hexenanute peakiuu, HabIIOaBaHK IO BpeMe Ha KIMHHYHUTE MTPOYYBaHUs, ca U30POSHH O-/I0ITy
0 KaTeropuu Ha yectora. KaTreropuure Ha 4ecToTa ca OnpesesieH!, KaKTo CJIe[[Ba: MHOTO YeCTH
(>1/10), wectu (>1/100 1o <1/10), newectr (>1/1000 mo <1/100), pexxu (>1/10 000 mo <1/1 000),
MHoro penku (<1/10 000), c Hem3BecTHA YecTOTa (OT HATMYHUTE TaHHU HE MOXKE J1a ObJIe HallpaBeHa
OLICHKA).

HpI/I BCSKO I'pyIUpaHe 10 4€CTOTA, HEXKCIIAHUTC JICKAPCTBECHU PEAKIIUUN CE I/136pOSIBaT B HU3XOOALI pea
10 OTHOIICHUC HA TAXHATa CECPUO3HOCT.
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Ta6auna 3: HexxeJlaHU peakly, YCTAHOBEHH B KJIMHUYHHUTE NMPOYYBAHUS

CucreMo-opraHeH Kjaac YecToTa Hexenana peakuusi

HNndexuuu u nndecraunu MHOTO YECTH WHQEKIMsI HA MUKOYHUTE MHTHIIA
YECTH MTHEBMOHWUSI, OPOHXUT, Ha30(hapUHTHUT
HEYECTH YPOCENCHUC, KOHIOHKTHBHUT

Hapymenusi Ha KpbBTa U
JuM¢HaTa cucreMa

MHOTI'O YCCTHU

aHCMUs, TpOM6OHI/ITOHeHI/IH, HCYTPOIICHU,
JICBKOIICHUA, J'II/IM(i)Ol'IeHI/IH

C HeM3BeCTHA NaHLMTONEHHUs

YecToTa
Hapymenusi Ha UMyHHATA C HeM3BECTHA CBPBXUYBCTBUTENHOCT (BKITFOUMTETHO
cucreMa 4ecToTa aHadunaxkcus)’

Hapyumenust Ha eHAOKPUHHATA

C HCHU3BECCTHA

HEIOCTaTHYHOCT Ha HaNOBOpEUHNTE Kiezn®

cHcTeMa 4ecToTa
Hapymienusi Ha MeTaG0aM3Ma H | MHOTO YeCTH HaMaJleH aneTUT, XMIOKAJIUEMHs], XUIIEPIIUKEMMUS]
XpaHeHeTo 4ecTu XUIMEPTPHIIUIEPUIEMHST
IlcuXMYHH HAPYIIEHHS MHOTO YeCTH Oe3chHHE
YecTu Jenpecusi, TPEBOKHOCT
HEYecTH CBCTOSIHME HA 0OBPKAHOCT
C HEU3BECTHA KOTHUTHBHO HapyiueHue®
4ecToTa
Hapyuienusi Ha HepBHATA MHOTO YeCTH 3aMasHOCT
cucreMa YecTu I71aB000JIHE, KOTHHTHBHO Pa3CTPOHCTBO
HEYecTH JUCTey3Ust
C HEU3BECTHA CHUHJIPOM Ha HOCTEPUOPHA 00paTiMa eHLehanonaTus
4ecToTa (PRES)’
ChbpieyHy HAPYILEHHUs! 4ecTu TaXMKapus, ChpliebueHe, MpeaChpPaHO MbiKIEHE,
ChbpJEUHAa HEeJ0CTATHUYHOCTY, MUOKApAeH HH(APKT,
CTEHOKapAus®
HEYECTH yabibxaBane Ha QT-uHTepBana

Cba0BH HAPYIIEHUSA

MHOTI'O 4YCCTHU

XUHOEPTOHUSA

C HCU3BCCTHaA

XUINEPTOHUYHA Kpu3a’

4ecToTa

PecniupaTtopHu, rpbaAHA U MHOTO YECTH JICITHES

MeIMACTHHAJIHN HAPYIIEHUS YeCTH Kanumia, 6emo1pobHa eMO00Jvs, THEBMOHHT
HEYECTU €IMUCTaKCUC
C HEU3BECTHA aJepruyeH anBeosuT’
4ecToTa

CToMalIHO-4YpPEeBHH
HapyUIeHHsT

MHOT'O YCCTHU

3arek, rajicHe, MoBpblIaHe, KopeMHa Gonka®

YCCTH

JAUCIICTICHUA, TUapusd, pa3lyBaHEC Ha KOpeMma,
CTOMATHUT, CYXOTa B yCTaTa

HEeYeCTH Bb3MaJICHHE HA JIMTABULIUTE

XenaTtoOuJuapHu HApYIIeHUs1 | YEeCTH 4epHOApoOHa HelocTaThuHOCT

Hapymenusi Ha koxxaTa u 4eCTH 06pus®

MOJKOKHATA ThKaH HEYeCTH (OTOYYBCTBUTEIHOCT

Hapymenusi Ha MycKyJIHO- MHOT'0 YeCTH OoJika B rpp0a, apTpanrus

CKeJIeTHATA CHCTEMA U 4eCTH MUAJITHUsI

CheIMHUTETHATA ThKAH C HEM3BECTHA muonatus®, pabaomuonusa’
4eCTOTa

Hapymenusi Ha 6b0penure u YECTH XeMarypus

NMUKOYHHUTE NbTHIIA

OO0mu HapymeHusi M egeKTH
HAa MSICTOTO HA NPUJI0KEHUEe

MHOI'O YCCTHU

yMOpa, aCTE€HHs

YCCTH

niepudepeH 0ToK

H3caenBanus

MHOTI'O YE€CTH

IIOBUIIICHA aJIKaJIHa (1)0C(1)aTa3a B KPpBbBTA, HAMAJICHO
TCTJIO, MMOBUILICH KPECATHUHHUH B KPbBTA

YCCTH

noBunieHa AST, moBumena ALT

HCYCCTHU

TIOBHUIIICHA TaMa TIIyTaMuiITpanchepasa
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HapansBanusi, oTpaBsAHUSA U 4eCTH (paxrypu®
yCJIOKHEHHsI, Bb3HUKHAJIN B
pe3yJITaT HA HHTEPBEHIINH

1 Bxmousa sacroiina ChpJIeYHa HEOCTaTHYHOCT, OEI0JPOOHO ChHpIe, IEBOKaMepHa TUCHYHKINSI

BxirouBa ncxemuyHa 60ecT Ha ChPIETO, OCTHP KOPOHAPEH CHHAPOM

BxirouBa Goika B ropHara gacT Ha KopeMa, OoJIka B JIOJTHaTa 4acT Ha KopeMa

BximrouBa uepHOAPOOHA IIUTONN3a, XETATOTOKCHYHOCT, YepHOAPOOHA HEIOCTATEYHOCT

BrutrouBa 00puB, eputeM, A1epMaTUT, MaKyJI0-TIalyJI03eH 00pHB, CHPOSII 0OpUB

BkutouBa octeonoposa 1 ppakTypH, CBbP3aHHU C OCTEOIOPO3a

He e nabmonasano ¢ Akeega. Cpo0O11aBa ce B MOCTMapKETHHTOBHSL OTIUT IIPU MOHOTEPAINHs C HUparnapuo

© 00 N o O B~ W N

He e nabmonasano ¢ Akeega. Cpo0O1maBa ce mpu MOHOTEpAHs ¢ HUpAanapuo
He e na6bmonaBano ¢ Akeega. Cro0111aBa ce B MOCTMapKETHHIOBHS OTIMT IIPU MOHOTEpaInus ¢ abuparepoH

Onucanyne Ha U30paHu HEXXEIAHU PEaKINU

Xemamonoauuna moxcuunocm

Peakuunte Ha XeMaTOJIOTMYHA TOKCHYHOCT (aHEMUSI, TPOMOOLIUTOIICHUSI U HEYTPOIICHHS),
BKJTFOUHMTEITHO JTAOOPAaTOPHUTE HAXO/KH, Ca Hal-4eCTUTE HEXKEIaHH PeaKIiu, KOUTO Ce IBbJDKAT Ha
Hupamnapu0 (crcTaBka Ha Akeega). Te3n TOKCHYHH peakiiu OOWMKHOBEHO CE MPOSBSIBAT IIPe3 ITbPBUTE
TpH Mecelia OT JICUSHHETO, KaTO YeCToTaTa UM HaMallsiBa ¢ TCUCHHE Ha BPEMETO.

CreqHuTe XeMaTONOTMYHH [TapaMeTpU ca KpUTepHH 3a BKItouBaHe B npoyuBaHeTo MAGNITUDE u B
Ipyru npoyuBanusi Ha Akeega: abcomoreH Opoii HeyTpodmiu (ANC) > 1 500 kinetku/pl; TpoMOOIUTH
> 100 000 xerkn/pl u xemornooun > 9 g/dl. XemaToIornyHuTe HEXKEIAHN PEAKIUU CE OBIAISBAT
uype3 1abopaTopHO HAOIIOIEHIE U IPOMSTHA Ha J03aTa (BXK. TOUku 4.2 u 4.4).

Anemus

AHeMmusiTa e Hali-uectara Hexxenana peakuus (52,4%) u Hali-uecTo HaOIIOIABAaHOTO CHOUTHE CTENIEH
3-4 (30,7%) B mpoyuBaneto MAGNITUDE. AHemusiTa ce MOsIBSIBa B HAYAJIOTO HA TEPAHATA
(Menmana Ha BpeMeTo 110 nosiBata e 64 nau). B nmpoyuBanero MAGNITUDE, npexbcBane Ha
npuiIokeHueTo uma mpu 24,1%, a HamansaBase Ha no3ara mpu 13,7% ot nanuenture. [IBanecer u
Ce/IeM MPOLEHTA OT MALMEHTHUTE Ca MOJIYYHIN OHE €JHO KPhBOIIPEIMBaHE Ha YEPBEHU KPbBHU
KJIETKH, CBbP3aHO C aHCMUA. Aunemusita e AO0BEJIa 00 MPCyCTaHOBABAHE HA JICUCHUCTO IIPU
CPaBHHUTEIIHO MaJIbK Opoii marmeHTy (2,8%).

Tpomboyumonenus

B npoyusanero MAGNITUDE 24,1% oT jekyBaHHTE MalMeHTH ChOOIIABAT 32 TPOMOOIUTOIICHUS, a
8,5% oT mauueHTHTE ca UMaIK TpoMOouuToneHus 3-4 crened. MeauaHnaTta Ha BpeMETO OT IbpBaTta
J103a JI0 IbpBara nosiBa Ha cuMrnromaruka € 71 nau. B mpoyuBanero MAGNITUDE
TPOMOOIIMTOIIEHHSATA € OBJIAJISTHA C TIPOMSIHA Ha J1o3aTa (IpeKbCcBaHe Ha npuiioxenueto npu 11,3% u
HamaJIssBaHe Ha Jio3aTa rnpH 2,8%) u tTpancdysus Ha TpomOonuTH (3,8%), KOratro € moaxoaAamio (BxK.
Touka 4.2). IIpeycraHoBsiBaHe Ha JieueHHETO ce € Hajoxwio npu 0,5% ot nauuenrure. B
npoyusaneto MAGNITUDE 1,9% ot nanuenTuTe ca MMaiii KbpBeHe, KOETO He € OUITo
JKUBOTO3aCTpaIlaBaio.

Heymponenus

B npoyusanero MAGNITUDE 16,0% ot narieHTuTe ca uMajii HEYTPOIICHHSI, KATO HEYTPOTICHHUS
3-4 creneH ce cho0IaBa npu 6,6% oT manueHTUuTe. MeauaHara Ha BpeMeTO OT ITbpBaTa J103a JI0
I'BPBOTO CHOOLIEHNME 32 HEYTpoIreHus € 65 nuu. HeyTpornenusra e joBena 10 NpeKbCBaHE Ha
nedeHueTo mpu 6,6% OT marMeHTUTe U 10 HamalisaBaHe Ha qo3ata npu 1,4%. Hama coydan Ha
MpeyCTaHOBsABaHE Ha JieueHneTo nopanu Heyrponenus. B mpoyusaneto MAGNITUDE 0,9% ot
MAIUEHTUTE Ca UMAJIA ChIThTCTBAIA HH(EKITHS.

Xunepmonus

XUNepTOHUTA € HeKENaHa peaklys U IpH ABeTe ChCTaBKHU Ha Akeega M MaleHTH ¢
HEKOHTPOJIMPaHA XUIIEPTOHHS (TIEPCUCTUPAIIIO CHCTOJIMYHO apTepuaiHo Hamsrane [AH] >160 mmHg
i aquactonnyHo AH >100 mmHg) ca 6mimn U3KITI0YeHH 0T BCHYKHU MPOYYBAHUS HA KOMOWHAIIHATA.
XunepTtoHus ce chodmana npu 34% OT naueHTuTe, oT Kouto 16,5% ca umanu creneH > 3.
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Meauanara Ha BpEMETO JI0 MosiBa Ha xunepTonus ¢ 60,5 muu. XunepToHusTa ce OBjIaasBa ¢
JIOT'BJTHATEITHY JIEKAPCTBEHU TTPOTYKTH.

[NaruenTuTe TpsOBa 1a UMAT KOHTPOJIUPAHO aAPTEPUATHO HAJISATAHE PN 3a0YBaHE Ha JICYSHUETO C
Akeega u apTepraTHOTO HaJIsITaHe TPsIOBa a ce MPOCIIesIBa 10 BpeMe Ha JIeYeHUeTo (BXK. Touka 4.4).

Cvpoeynu cobumust

B nmpoyuBanero MAGNITUDE uectoraTa Ha CHOUTHS CHC ChPJICYHN HAPYIIEHHUS (BCUYKU CTETICHH) B
xona Ha neueHneto (TEAE) e cxomHa B 1BeTe paMeHa, ¢ M3KIIIOUCHHUE Ha KaTeTOpUsATa apUTMUS,
kbaeto HC ca HaOmonaBanu npu 13,7% ot nanueHTUuTe B pamoTo ¢ Hupanapub mitoc AAIL u 7,6%
OT MAaIUeHTUTE B paMoTo ¢ tuianebo miroc AAIT (Bx. Touka 4.4). [lo-BUcOkaTa 4ecToTa HAa APUTMUU
Ce IBJDKU JIO0 TOJISIMA CTETIeH Ha CHOUTHS C MAJIIHUTAINH, TAXUKAPANH U TPEACHPAHN apUTMHUH OT
HUCKa CTCTICH.

Menuanara Ha BpEeMETO JI0 1OsIBa Ha CHOUTHATA, CBBP3aHH C apuTMHUH, € 81 1HH B paMOTO C
Hupamnapuo wnoc AAIT u 262 mau B pamoro ¢ mrane6o mroc AAIL CrydanTte Ha apuT™Mus

oT13By4aBaT npu 64,3% OT manueHTuTe B paMoTo ¢ Hupanapu6 mmoc AAIT u pu 62,5% ot

YYacTHHUINTE B pPaMOTO C iarnedo miroc AAIL

YecToTara Ha ChpICYHA HEJOCTATHYHOCT, OCTPA ChPACYHA HEJOCTATHYHOCT, XPOHUYHA ChPJIeYHa
HEIOCTAaTHhYHOCT, 3aCTOMHA ChpJeYHa HelocTaThYHOCT € 2,8% B pamoTo ¢ Hupanapu6 moc AAIT
capsimo 1,9% B pamoro ¢ miane6o mitoc AAIL Menuanarta Ha BpeMeTo [0 HOsIBaTa Ha HEXXEIaHU
ceOuTHA ot crienuanex uarepec (AESI) cve chpaeuna HenoctaThyHOCT € 312 THHU B paMoTo €
Hupanapu6 mmoc AAIT u 83 mau B pamoto ¢ mane6o mitoc AAIL Ceourtusita cbe cbprevHa
HEeIOCTAaThYHOCT OT3By4aBaT mpu 16,7% ot nanuenTture B pamoTo ¢ Hupanapuod mioc AAIL u 25% ot
MAIUEeHTHTE B paMoTO ¢ To1anebo mroc AAIL

I'pynoBusT TepMUH HCXeMUYHA OoJIeCT Ha CHPIETO (BKIIOYBAIL IPEANIOYNUTAHUTE TEPMUHU
CTEHOKap/Hsi, OCThpP MUOKApAEH HHPAPKT, OCTHP KOPOHAPEH CHHIPOM, HeCTaOMITHA CTEHOKAPIAHS U
apTepuOoCKIepo3a Ha KOPOHApHA apTepusl) Bb3HHUKBA MpU 5,2% 0T mallMeHTUTe B PaMOTO ¢ HUpanapuo
wroc AAIT ciipsimo 4,7% B pamoTo ¢ 1iare6o troc AAIL Menuanara Ha BpeMeTo J0 MOsiBa Ha
AESI ucxemunyna 6onect Ha cbpueTo € 684 nuu B pamoTo ¢ Hupanapud mioc AAIL u 296 nuu B
pamoTo ¢ rianedo mmnoc AAIL CooutnsaTa Ha ncxeMudHa 0oJiecT Ha ChpLEeTo 0T3By4aBaT rpu 81,8%
OT manueHTuTe B pamMoto ¢ Hupanapu6 miroc AAIL u mpu 80% oT manueHTuTe B paMmoTo ¢ rianedo
wioc AAIL

Xenamomoxcuunocm

O6mara yectora Ha XxemaroTokcudHocT B poyuBaneTo MAGNITUDE e cxoana 3a pamenara ¢
Huparnapuob moc AAIT (14,2%) n nmane6o mmoc AAIL (12,8%) (Bx. Touku 4.2 u 4.4). Ilo-ronsimara
4acT OT Te3U CHOUTHS ca TIOBUILIEHHS HAa aMUHOTpaHcdepa3uTe oT HUCKa crerneH. ChOUTHUS cTereH 3
HacThBar npu 1,4% ot nanuenTute B pamoTo ¢ Hupanapub mmoc AAII a cxOutue crenen 4
BB3HUKBA caMo 1ipu eauH naruedT (0,5%). YUectotaTa Ha ceprno3Hu Hexenanu croutus (SAE) cbino e
1,4%. Meananarta Ha BpeMETO 10 [10sIBa Ha XemaToTOKCH4HOoCT B mpoyuBaneTo MAGNITUDE e

43 nuu. XenaToTOKCUYHOCTTA € OBJIAZsHA C PEKbCBAaHE Ha IPUIoKeHHeTo npHu 1,9% u HamansBaHe
Ha no3ara npu 0,9% ot naumenture. B npoyusaneto MAGNITUDE 0,9% ot nanmenture ca
MIPEYCTAaHOBWIIM JIEUEHUETO MMOPAIU XENAaTOTOKCHYHOCT.

IlenuaTpuubga Iomyaanus
He ca nposexxnanu npoyuBanus ¢ Akeega npu neuaTpuvHA NallMSHTH.

Cpo011aBane Ha OJA03UPAHU HEIKEJIAHU PEAKIIMHI

Cro0maBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEAKIIUU CIIe/] pa3pelaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaKHO. TOBa IMO3BOJISBA Ja PO IBIDKH HAOIIOICHUETO Ha ChOTHOIICHUETO IOJI33/PUCK 32
JIEKapCTBEHUS NPOAyKT. OT MEIUIIMHCKUTE CIICIIHAIMCTH CE€ U3MCKBA Jia ChOOIIaBaT BCAKa
M0I03MPaHa HeXKEIaHa PeaKilus Ype3 HAIMOHAIHATA CHCTEMA 3a ChOOIIaBaHE B!

W3meaHuTETHA areHIus 1o JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8
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4.9 Ilpemo3upane

Hsama cnenuduuno neueHue B cirydaii Ha npeao3upane Ha Akeega. B citydaii Ha ripeno3upase,
JeKapuTe TPAOBa a mpuilaraT OOIH MOAIbPKAIIKA MEPKH U Ja JeKyBaT MAIllHeHTUTe CHMIITOMAaTHYHO,
BKITFOUUTEITHO J]a CIeAAT 332 QpUTMHUH, XUIIOKAJIHNEeMHS U TIPU3HAIM H CHMIITOMH Ha 3aIbpKaHe Ha
TeyHoCcTH. TpsiOBa 1a ce OleHU U YepHOPOOHATA (PYHKIIHS.

5.  ®APMAKOJOIMYHU CBOMCTBA

5.1 @®apmakoamHAMHUYHHU CBOMicTBA

@apmaKkoTepalleBTUUHA I'pyIa: aHTUHEOIJIACTUYHH CPENCTBA, JPYI'M AaHTUHEOIUIACTUYHU CPEJICTBA,
ATC kon: LO1XK52

MexaHu3bpM Ha IEWCTBUE

Akeega e koMOMHaIMA 0T HUpanapuO, HHXxuouTOp Ha monu(AAd-pudo3za) nonumepasara (PARP), u
abupaTepoHOB a1leTar (mpeaneKkapcTBo Ha abupaTtepoH), maxuoutop Ha CYP17, HacoueH KbM JBE
oHKoTeHHH 3aBucuMocTH npu nanuenTu ¢ mCRPC u mytarnuu B HRR rena.

Hupanapu6

Hupamapu6 e naxuburop Ha ermsumute noiu(Ald-pudosa) monmumepasa (PARP), PARP-1 u PARP-2,
KOHMTO UTPasIT PoJis 3a Bh3craHoBsBaHeTo Ha JJHK. In vitro mpoy4ysanusTa mokasear, ue
LUTOTOKCUYHOCTTA, IPEIN3BUKAaHA OT HUpAnapuO, MOXKE J1a BKJIIOYBA HHXUOMPaHE Ha EH3UMHATa
aktuBHOCT Ha PARP u moBumieno oopaszyBane Ha PARP-JIHK xomrmexcu, KoeTo BOAX 0 yBpexKIaHE
Ha JIHK, anonro3a u kineTpyHa cMBPT.

Abupameponos ayemam

AOupaTepoHOB aleTaT ce npeBpbiia in Vivo B abuparepoH, MHXUOUTOP Ha OMOCHHTE3aTa Ha
anzporenure. [1o-KOHKpeTHO, abupaTepoH CeNeKTUBHO MHXHOUpa en3umMa 17a-xuapokcunasza/C17,20-
nmuaza (CYP17). To3u eH3uM ce eKkclipecupa BbB U € He0OX0JUM 3a OMOCHHTE3aTa Ha aHPOTeHH B
TYMOPHHUTE ThKaHHU Ha TECTHCUTE, HaIOBOpeuHuTe xJie3n u npocrarata. CYP17 karanuzupa
MIPEBPBIIAHETO HA MMPETHEHOJIOHA U TIPOTECTEPOHA B MPEKYPCOPH HA TECTOCTEPOHA, CHOTBETHO
nexunpoenuanapoctepor (DHEA) u anapocTenanoH, upe3 170-Xuapokcuirpane U pa3lenBane Ha
BpBb3kata C17,20. Uaxubupanero vHa CYP17 Boau 1 10 OBHIIIEHO TTPOU3BOICTBO HA
MHHEPAIIKOPTUKOUIM OT HAOBOPEYHUTE jKJIe3U (BXK. Touka 4.4).

AHJpPOTeH-4yBCTBUTEIHUAT KapLIMHOM Ha MpOCTaTaTa pearupa Ha JISYeHNe, KOeTO HaMaJlsgBa HUBaTa
Ha aHJIpOreHHUTEe. AHPOTEH-ICTIPUBAIIMOHHUTE TEPAITUU KaTO HAIpUMeEp JICUYEHHETO C aHAJI031 Ha
JTyTEeHMHU3U ALl XOpMOH-0cBoOoknaBail xopMoH (LHRH) wim opxuekromus, HaMaisiBaT
IIPOU3BOJACTBOTO HA AHIPOTEHU B TECTUCUTE, HO HE 3aCAraT POU3BOACTBOTO HA AHIPOTE€HU OT
HaznObOpenyTe Wi B TyMopa. Jledenuero ¢ abupaTepoH HaMaisiBa CEpyMHUS TECTOCTEPOH JI0
HEOTKpHBaeMH HUBA (IIpU U3II0JI3BaHE HA Pa3lPOCTPAHABAHU Ha [1a3apa TECTOBE), KOTaTo ce Ipuiara
3aenHo ¢ aHanmo3u Ha LHRH (umm opxuexTomus).

®PapMakoaHaMUYHH e(heKTH

Abupameponos ayemam

AOuparepoH HamasIsiBa CEpyMHHUS TECTOCTEPOH U JPYTUTE aHAPOTeHH 0 HUBA, TO-HUCKH OT TE3H,
MOCTUTHATH Ype3 U3M0JI3BaHe camo Ha aHano3n Ha LHRH nnm upe3 opxuexromus. ToBa ce qbmku Ha
CEJIEKTUBHOTO MHXHOMpaHe Ha enzuma CYP17, HeoOxouM 3a OMOCHHTE3aTa Ha aHIPOTeHU.
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ITvpsa nunus na newenue na nayuenmu ¢ mCRPC ¢ BRCA 1/2 mymayuu

Edukacnocrra Ha Akeega e ycranoena B MAGNITUDE, pangoMusupaHo miane60-KOHTPOIUPAHO
MHOTOIICHTPOBO KJIIMHUYHO npoyuBane (aza 3 npu manueHtn ¢ mCRPC (npoyuBane
64091742PCR3001).

MAGNITUDE ¢ pannomMu3upaHo, JBOMHOCIIAIIO, TIANEe00-KOHTPOJIUPAHO, MHOTOIIEHTPOBO
nmpoyuBaHe ¢a3a 3, B KOETO € OIIEHEeHO JIeUeHNEeTO ¢ KoMOMHanuaATa ot Hupanapu6 (200 mg) u
abupareponos arerat (1 000 mg) mwrtoc npeaam3oH (10 mg) AHEBHO B cpaBHEHHE ChC CTaHAAPTA Ha
neuenue AAIL Jlanaute 3a epuxacHOCT ce ocHoBaBaT Ha Koxopra 1, chcTosma ce ot 423 manueHTu ¢
mCRPC u u36panu myTanuu Ha reHa HRR, kouto ca pangomusupanu (1:1) na morydaBat JHEBHO
niepopanHo Hupamnapu6 mwroc AAIT (N=212) umu marne6o mmoc AAIT (N=211). Jleduenuneto
MPOBIDKABA JI0 IPOTPECHsl Ha 3a00JIIBAHETO, HEIIPUEMITUBA TOKCUYHOCT HJIH CMBT.

Bxrouenu ca narmentn ¢ mCRPC, xouTo He ca momydaBaiy MpeaxofHa CHCTEMHA TEPaIns 3a
mCRPC, ¢ m3xmodueHne Ha KpaTkoTpaitHo nedenwne ¢ nmpeaxonen AAII (mo 4 mecemna) u
npoaskasaiia AJ{T. [Ipobu oT mia3ma, KpbB H/WIM TYMOPHA THKaH OT BCHUKH MAIlHEHTH ca
W3CJIeIBaHN Ype3 BATHIUPAHU TECTOBE 32 CEKBEHHPAHE OT CJIe/IBaI0 MOKOJIEHHE, 3 1a Ce OMPEeen
craryca Ha MytanuuTe Ha TeHa HRR - repmuHaTHBHN n/unn comatnaHu. B mpoyduBaneTo ca
BKItoueHH 225 yyactauiy ¢ BRCA1/2 myranuu (113 ca nonyunwnu Akeega). B npoyuBanero ca
BKIItOUeHH oiie 198 maruentu ¢ myrarusi, paznuada or BRCA1/2 (ATM, CHEK?2, CDK12, PALB?2,
FANCA, BRIP1, HDAC2) (99 ca noxyunnu Akeega).

[IppBHYHaTa KpaiiHa TOUKa € MpekuBsieMOCT Oe3 peHTreHorpadceka nporpecus (rPFS), onpenencna
upe3 3aciieneH He3aBuCHUM IieHTpaieH peHTrenorpadceku npernen (BICR) B3 ocHOBa Ha KpUTepUuTe
3a OIICHKa Ha 0TroBopa npu couaau Tymopu (Response Evaluation Criteria In Solid Tumours,
RECIST) 1.1 (MekoThbKaHHH U ThKaHHH JIC3UH) M KpuTepuuTe Ha PaboTHaTa rpymna 3a pak Ha
npocratara-3 (Prostate Cancer Working Group, PCWG-3) (koctau je3un). Bpemero 10
cumnromatiaHa nporpecust (TSP), Bpemero mo nutorokcnuna xumuorepanus (TCC) u obmrara
npexuBseMocT (OS) ca BKIIOYCHU KaTO BTOPUYHHU KpaltHH TOUKH 32 €(PUKACHOCT.

ITpu nsmara HRR nomynanus mbpBUYHATE PE3YITATH 32 €PUKACHOCT C MEIMaHa Ha POCIICASIBaHE

18,6 mecemna moka3BaT CTaTHCTUYECKH 3HAUNMO tooopenne Ha oneHeHara ot BICR rPFS ¢ HR
=0,729 (95% ClI: 0,556; 956; p=0,0217).

B Tabmmuma 4 ca 06061meHn nemorpadcKuTe JaHHU U U3XOTHUTE XapaKTePUCTUKH Ha TTAIIUEHTUTE C
BRCA, Bxmouenu B Koxopra 1 nHa npoyuBaneto MAGNITUDE. Menunanara Ha croiiHOocTTa HAa PSA
IpH MOoCTaBsHe Ha nuarnos3ata ¢ 41,07 ug/l (quamaszon 01-12080). [Ipu BkIItOUBaHE B MPOYYBAHETO
BCHYKH TAIMEHTH UMAT CKOp Ha (PYHKI[MOHAJEH cTaTyc 1o M3TrouHara koomepaTuBHa Tpymia Mo
onkosorus (Eastern Cooperative Oncology Group Performance Status - ECOG PS) 0 wiu 1. Beuukn
MAI[MEeHTH, KOUTO HE ca OMJIM TIOJIOKEHU Ha MpeIBApUTETHA OPXUEKTOMHUS, Ca POABILKHUIN
OCHOBHATa aHJPOTEH-/IEMTPUBAIIMOHHA Teparus ¢ aHainor Ha GnRH.

Tadanuna 4: O600menne Ha feMorpagcKuTe JAHHH M U3XOHUTE XapaKTePUCTHKHU B
npoyuBane MAGNITUDE Koxopra 1 (BRCA)

Akeega+IT' | IMaaumedo+AAIl 060
N=113 N=112 N=225
n (%) n (%) n (%)
Bn3pacr (rogunn)
<65 39 (34,5 37 (33,0) 76 (33,8)
> 65-74 44 (38,9) 52 (46,4) 96 (42,7)
>75 30 (26,5) 23 (20,5) 53 (23,6)
Menunana 67,0 68,0 68,0
Junanaszon 45-100 43-88 43-100
Paca
benn 78 (69,0) 84 (75,0) 162 (72,0)
AszuaTnun 18 (15,9) 20 (17,9) 38 (16,9)
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YepHOKOKH 32,7 0 3(1,3
HewnssectHa 14 (12,4) 8(7,1) 22 (9,8)
CrpatudpukanmoHHu haKTOPH

Excrnosunust Ha xumMuoTepanus Ha 6azaTta Ha 26 (23,0) 29 (25,9) 55 (24,4)
TaKCaHW B MHHAJIOTO

Excnosunust Ha AR-tapretHa Tepanus B

MHHATOTO 6 (5,3) 5(4,5) 11 (4,9)
IMpeaxoana ynmotpebda Ha AAIT 30 (26,5) 29 (25,9) 59 (26,2)
H3x0nHN XapaKTEePUCTHKH Ha 3200.15IBAHETO

Gleason ckop > 8 83 (74,1) 72 (64,3) 155 (69,2)
AHraXxupaHe Ha KOCTHTE 99 (87,6) 93 (83,0) 192 (85,3)
Bucniepanuo 3a6omsaBane (depeH Apoo, 051 26 (23,0) 22 (19,6) 48 (21,3)
Ipo0, HanOBOpeyHa skJe3a, APYTH) ’ ’ ’
Craauii Ha MeTacTa3upane npu

ITbpPBOHAYATHATA nuarfHosa (M1) 70(61,9) 50 (44.6) 120 (53,3)
MenuaHa Ha BpeMeTO OT ITbPBOHAYATHATA 200 231 226
JIMarHo3a JIo paHJI0MHU3UpaHeTo (TOAMHH) ' ' '
Menauana Ha Bpemeto oT mCRPC g0 mbppBara 027 028 027
J103a (TOIMHM) ' ' '
BPI-SF ckop Ha 6okaTa Ha M3XOAHO HIUBO

(mocneseH ckop mpeau mIbpBara 103a) 57 (50,4) 57 (50,9) 114 (50,7)
(1) 103 51 (45,1) 40 (35,7) 91 (40,4)
53 5(4,4) 15 (13,4) 20 (8,9
Ckop Ha ¢pynkumonanaus cratyc no ECOG

0 69 (61,1) 80 (71,4) 149 (66,2)
1 44 (38,9) 32 (28,6) 76 (33,8)

! [1=npeaHu30H WU NPETHU30JIOH

Craructruecku 3Ha4nMo 1mooopenue Ha oneHeHaTta oT BICR rPFS e nabmogaBano npu nbpBUYHHS
ananm3 Ha yuactHuiii ¢ BRCA, nekyBanu ¢ Hupamapu6 rurroc AAIL B cpaBHEHHE C YYaCTHHUIIH C
BRCA, nexypanu c miane6o mioc AAIL. OcHOBHHTE pe3yNTaTH 3a €PUKACHOCT B MOIMYJIAIHUATA C
BRCA ca npencraBenu B tabsmiia 5. Kpusure Ha Kaplan-Meier 3a orienenara or BICR rPFS B
nomynanusta ¢ BRCA e nokaszana Ha ¢urypa 1.

Ta6auna 5: Pe3yararu 3a epuxacnoct B nonyjaanusata ¢ BRCA ot npoyusane MAGNITUDE

Akeega +IT! Inane6o+AAIL

Kpaiinu Toukn (N=113) (N=112)
IpexxuBseMocT 6e3 peHTreHorpadcka nporpecus?

CnOuTHE Ha Iporpecus Ha 3a00JIIBAHETO HITH 45 (39,8%) 64 (57,1%)

cMbpT (%)

Mennana, mecerm (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-cToitHOCT 0,0014

O0ma npexuBsieMocT®

Koedwurimenr Ha puck (95% CI) 788 (0,554; 1,120)

H:HpeIIHI/BOH WJIA NIPEAHU30JI0OH

IIppBreH anamu3/MexIuHeH aHann3 (aTa Ha 3akirouBaHe Ha qanHuTe: 08 okToMBpH 2021 r.) ¢ MeanaHa Ha

npociensBade 18,6 mecena
3 Oxouuarenen anamms 2 (mata Ha 3akarouBaHe Ha ganuuTe: 15 Mait 2023 r.) ¢ Mmennana Ha npociessane 35,9 mecera

NE = He Moke 1a ce OleHH
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®@urypa 1: Kpusu na Kaplan-Meier 3a npe:xxuBsieMmocT 0e3 peHTreHorpagcka nporpecusi B
nonyjganusta ¢ BRCA, ouenena or BICR (MAGNITUDE, nbpBUYeH aHAJIN3)
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0 3 6 9 12 15 18 21 24 27 30
Mecemnn oT paHTOMH3HPAHETO
IlammenTH B pHCK
MMmame6o + 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
®urypa 2: Kpusu na Kaplan-Meier 3a oomara npexussiemoct (MAGNITUDE Koxopra 1,

BRCA, okoHuaTeJieH aHAJIN3)
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Meceuu oT paHgomMusMpaHeTo
MNaUueHTHn B pUCK

Mnaue6o + AAP 112 110 109 104 ¢4 87 80 70 60 58 33 25 18 8 5 1 O
Hupanapunb + AAP 113 111 107 101 95 86 83 77 70 65 47 35 24 14 6 3 O

——e— IInane6o + AAP - — * — = Hupanapu6 + AAP

19



Heduamnulmama nonyjiavuusi

EBpomeiickaTa areHuus o JiekapcTBata 0cBOO0XKAaBa OT 3aIbJDKCHUETO 3a MPEOCTaBSIHE Ha
pesyaTaTuTe OT nmpoyuBaHusaTa ¢ AKeega BbB BCHUKH MOATPYIH Ha MeAHaTPHYHATA TTOMYIAINs PH
3JI0KaYeCTBEHU HOBOOOpAa3yBaHus HA TipocTaTara (Bxk. Touka 4.2 3a nHpOpMaIUsl OTHOCHO yHOTpeda B
e IHATPHUATA).

5.2 dapMaKkoKHHETHYHH CBOHCTBA

EnHOBpEeMEHHOTO MPUIIOKEHUE Ha HUpAapuO U abupaTrepoH HE OKa3Ba BIMSIHHUE BhPXY €KCIIO3UIUATA
Ha oTnenHuTe BemecTBa. AUC U Chax 32 HUpamapuO u abupaTepoH ca CpaBHUMH, KOTaTo ce Ipuiiarat
Karto ¢unmupana tabiaerka Akeega ¢ 06HMUafHOTO KOJIMYECTBO HA aKTHBHHUTE BEIECTBA

(100 mg/500 mQ) mnu KaTo KOMOMHAIHS OT OTACTHUTE ChCTABKH, B CPABHEHHE ChC CHOTBETHHUTE
€KCITO3UIUH ITPH MOHOTEPAITHSI.

AOGcopOrus
Akeega

ITpu nmaruentn ¢ mCRPC cnen npunaraHe Ha MHOTOKpaTHH 71031 AKeega Ta0JIeTKU Ha IJ1alHO U
MOIU(DHUIIMPAHU YCIOBHS Ha IJ1aJIHO, MAaKCUMAJIHATA IJIa3MeHa KOHIIEHTPAIUS Ce JOCTUra IIPpH
Meanana 3 yaca 3a Hupamnapu6 u 1,5 gaca 3a abuparepoH.

B mpoyuBaHe 3a oTHOCHTETHA OMOHATMYHOCT MakcuManHaTa (Cmax) 1 o01ara (AUCo.72n) €KCHIO3HIIUS
Ha abuparepon npu nanueHTH ¢ MCRPC (n=67), nexyBanu ¢ Akeega ¢punmupann TabJaeTKH ¢ To-
MaJIKO KOJIMYECTBO Ha eHOTO akTUBHO BemiecTBo (2 X 50 mg/500 mg) e 33% u crorBeTHO 22% MM0-
BHCOKH B CpaBHEHHE C €KCIO3UIUUTE NP MalMeHTH (n=67), mpreMaIiy JeKapcTBEHUTE MPOIYKTH
nootaenHo (100 mg nupanapu6 kancysu u 4 x 250 mg abuparepoH aeraT TabieTkn) (BXK.

Touka 4.2). Uarepunausuayansata Bapuadbuianoct (%CV) B ekcriosuuuute € cboTBeTHO 80,4% u
72,9%. Excnio3unusita Ha HUpanapub e cpapanMa Mexay Akeega Gpunmupanu TabIETKH € TIO-MaJIKO
KOJIMYECTBO HAa €AHOTO aKTUBHO BCIICCTBO U JICKAPCTBCHUTC MMPOAYKTH ITOOTACTIHO.

Hupanapu6

AOlconoTHaTa OMOHATMYHOCT Ha HUpanapuob e npudnusutenno 73%. Hupamapu6 e cyoerpar Ha P-
rmukonporenHa (P-gp) u mporenHa Ha pe3UCTEHTHOCT Ha paka Ha repaata (BCRP). [Topaau Bucokus
nepMeadIMTeT 1 OMOHATIMYHOCT 00aye, PUCKBT OT KIIMHUYHO 3HAYNMH B3aUMOJICHCTBHS C
JIEKapCTBEHH MPOJIYKTH, KOUTO HHXUOUPAT TE3H TPAHCIIOPTEPH, € MAJIKO BEPOSITCH.

Abupamepornos ayemam
AOupaTepoHOB areraT Obp30 ce mpeBpbiia in Vivo B abupatepoH (Bxk. Touka 5.1).

[Ipunaranero Ha aOMPaTEPOHOB alETAT C XpaHa B CPABHEHHUE C TPHJIATaHETO My Ha TJIaHO BOJH JI0
10 mpu (AUC) 1 10 17 mbTH (Cmax) yBETMUEHHE Ha CpEeHATA CUCTEMHA €KCIIO3HULIMS Ha a0upaTepoH
B 3aBUCHMOCT OT ChABP)KaHHETO Ha Ma3HUHHU B XpaHaTa. KaTto ce uMaT npeaBu HOpMaIHUTE
Bapualiy B ChbPKAHUETO U ChCTaBa HAa XpaHaTa, IPUEMaHETO Ha abUPaTEePOHOB alleTaT 1o BpeMe Ha
XpaHeHe MOXKe J1a JIOBEJIe 10 CHITHO IPOMEHJIMBY ekcno3unmu. [lopaan ToBa abuparepoHOB alerar He
TpsIOBa Ja ce MpUeMa ¢ XpaHa.

Pasnpenenenue
B’b3 OCHOBA Ha HOHy.HaIH/IOHeH (1)apMaKOKI/IHeTI/I‘-IeH aHaJlIn3 HpI/IBI/I)IHI/ISIT O6eM Ha pa3npe)1eneHI/Ie Ha

HUpanapu0 u abuparepos e cborBeTHO 1 117 11 25 774 1, x0eTo noka3Ba eKCTEH3UBHO
€KCTPaBacKyJIapHO pa3lpeesieHue.

Hupanapu6
Hupanapu6 ce cBbp3Ba B yMepeHa CTeleH ¢ MPOTenHUTE B yoBemkara miasma (83,0%), riaBHo cbe

CepyMHHUS anOyMuH.

Abupameponos ayemam
CBBp3BAHETO ¢ IUIA3MEHUTE IPOTEMHM Ha **C-abupaTepoH B ma3mara 1pu xopa e 99,8%.
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buorpanchopmanus

Hupanapuo

Hupanapu6 ce metabonusupa npequMHO upe3 kapookcrinectepasu (CES), kaTo ce 06pa3yBa OCHOBEH
HeakTHBeH Metabonut - M1. Ilpu npoyuBane 3a 6ananc Ha macute M1 u M 10 (oOpa3yBanuTte
BITOCIIEZICTBHE TIIOKYpOHUAN HAa M 1) ca ocHOBHHTE IUpKyIHupamy MeTadonuTh. [loTeHnansT 3a
naxnoupane Ha CYP3A4 Ha upeBHO HUBO HE € YCTAaHOBEH MPU CHOTBETHUTE KOHIIEHTPALINN Ha
Hupanapu6. Hupamapu6 cnado unaynupa CYP1A2 npu BUCOKM KOHIIGHTpaLuH in Vitro.

Abupameponos ayemam

Cnen nepopanso npuioxkenue Ha *C-abuparepoHos anerat moa GpopmaTa Ha Karcyiu, abupaTepoHOB
areraT ce xuaponuzupa upe3 CES no abuparepon, KOWTO clieq TOBa ce Mojyiara Ha MeTa0O0Iu3bM,
BKITFOYBAI Cyli(haTUpaHe, XUAPOKCIITUPAHE U OKCUAMPaHe MMPEANMHO B YepHUS Apo0. AGUpaTepoH e
cyoctpar Ha CYP3A4 u Ha cyndorpancdepaza 2A1 (SULT2A1). [To-ronssmaTa gacT oT
OUPKyJIUpaliaTa paIuoakTUBHOCT (mpubimn3utenHo 92%) ce Hamupa moj popMaTa Ha METaOOJIUTH Ha
adbupatepos. OT 15 oTkprBaeMu MeTa0OIUTa, BCEKU OT JBaTa OCHOBHU METa0OIUTa, abUPaTepOHOB
cyadar u N-okcua abupatepoHoB cyndat, npeacTasisisa npuodnuzurento 43% ot obmara
panuoakTUBHOCT. AOUpaTepOH € HHXUOUTOP HA YEPHOIPOOHUTE JIEKapCTBO-META00IM3UPAIIY SH3UMH
CYP2D6 u CYP2C8 (Bxk. Touka 4.5).

Enumunupane
Akeega

Cpennoto t'2 Ha HEUpanapub U abUpaTepoH, KOraTo ce MpUjiaratT B KOMOMHAIIUS, € ChOTBETHO
npubnu3uTenHo 62 vaca u 20 yaca, a npusuaauat CL/F Ha Hupamapu6 u abupatepoH € ChOTBETHO
16,7 I/h u 1673 I/h B3 0cHOBa Ha MOITyIAITMOHHUS (PapMAKOKWHETHYEH aHATHN3 TIPU TAIIMEHTH C
mCRPC.

Hupanapu6

Hupamapu6 ce emumuHIpa MpeARMHO 110 XenaToommmapeH 1 0s0peder meT. Cre mepopairHo
npuIoKeHue Ha exuardHa 103a 300 mg [*C]-aupanapu6, cpexno 86,2 % (muanazon 71 % mo 91 %)
OT J103aTta ce OTKPHUBAT B ypuHara u ekanuute 10 21 aHu. PainoakTHBHOTO Bh3CTAHOBSBAHE B
ypuHarta npezacrasisaBa 47,5 % (nquamnazon 33,4 % no 60,2 %), a BB pexanmute - 38,8 % (nuana3on
28,3 % 10 47,0 %) ot no3ata. B cOopHM poOu, chOMpanu B IpoabbKeHUe Ha 1iect auu, 40,0 % ot
Jlo3aTa ce OTKPUBAT B YpUHATA MPEAUMHO KaTo MeTaboinuTH, a 31,6 % oT g03aTa ce OTKPUBAT BHB
(bexanuuTe IpeIMMHO KaTo HeMpOMeHeH Hupanapu6. MetabomutsT M1 e cyOcTpaT Ha
TPaHCIIOPTEPHUTE 3a EKCTPY3HUS Ha MHOKECTBO JieKapcTBa U TokcuHu (Mmultidrug and toxin extrusion,
MATE) MATE 1 u 2.

Abupameponos ayemam

Cnen nepopanso npunoxenue Ha ““C-a6upareponos anerar 1 000 mg, mpubmusurenno 88% ot
palnoaKkTUBHATA J103a C€ OTKPUBAT BHB (PeKATUUTE U MPUOTU3UTEITHO 5% B ypuHata. OCHOBHUTE
CHhEIMHEHUS], IPUCHCTBAILY BbB ()EKAIMUTE, Ca HEIPOMEHEH a0MpaTepOHOB alleTaT u adupaTepoH
(cvoTBEeTHO MpUOIU3UTENHO 55% 1 22% OT NpUIIOKEHaTa 103a).

Edbexmu na nupanapub unu abupamepon bpxy mparcnopmepume:

Hupanapu6 naxubupa P-gp cnado ¢ IC50=161 uM. Hupanapu6 e naxuburop na BCRP, Tpancnoptep
Ha oprannunu katnonn 1 (OCT1), MATE-1 u 2 cbe croitnoctr Ha IC50 croTBeTHO 5,8 UM, 34,4 UM,
0,18 uM 1 < 0,14 uM. YcraHOBEHO €, Ye OCHOBHUTE META0OIUTH Ha abupaTepoH, a0paTepoOHOB
cyadar u N-okcua abupatepoHoB cyipaT, HHXUOUPAT TpaHCHOpTEpa Ha YEPHOAPOOHHS BITEHK -
MOJMTIIENTH]I, TpaHcTiopTupam] opranudny annoHu 1B1 (OATP1B1) u mopaau ToBa Morar aa
yBEIMYAT MJIa3MEHUTE EKCTIO3UIMH Ha JIEKApCTBEHUTE NPOIyKTH, enrMmuaupanu upe3 OATP1B1.
JluricBaT KIMHUYHM JaHHHU, KOUTO Jia MOTBBPKIABAT B3aWMOJICHCTBIE Ha 0a3aTa Ha TpaHCIOpTepa
OATP1B1.
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CrenuaiHy monyJIauy

Yeprnodpobuo yepesicoane

Bb3 0cHOBaA Ha MOMYJIAIIMOHHUSA (apMaKOKUHETHYCH aHATHU3 HA TAHHUTE OT KJIMHUYHU MPOYYBAHUS,
TIPH KOUTO MAIMEHTHU C paK Ha MMpocTaTara ca IoJiy4aBajiid HIpanapud caMOCTOSITSITHO WIH
Hupanapud/AA B KOMOWHAIHS, JIeKaTa CTeNeH Ha YepHoApoOHO yBpekaane (kpurepuu Ha NCI-
ODWG, n=231) He moBIusIBa EKCIO3UIUATA Ha HUpAIIapuo.

B ximHWYHO poyYBaHe MpH MAIMeHTH C pak, ¢ u3noia3Bane Ha kputepuute Ha NCI-ODWG 3a
KIacu(HUIMpaHe Ha CTeTIeHTa Ha YepHoIpoOHO yBpexaaHe, AUCiy Ha Hupamapud mpu MarueHTy ¢
yMEpEeHO uepHOoIpoOHO yBpexkaane (n=8) ¢ 1,56 (90% CI: 1,06 no 2,30) nbTu o-rosisima ot AUCqs Ha
HUpanapub Npy NAIMEeHTH ¢ HOPMaTHA YepHOPpOoOHa (QyHKIUS (n=9) clie/] MpUIaraHe Ha eIUHIUYHA
nmo3a 300 mg.

dapMakOKHHETHKATa Ha a0MpaTepoH € U3CIIEABaHA IPH YUYACTHUIM € TpeANIecTBalla Jieka (n=8) uin
yMmepeHa (n=8) cTerneH Ha YepHOAPOOHO yBpexaane (crorBeTHO Kitac A u B mo Child-Pugh) u mpu

8 3npaBu KoHTpOM. CHCTEMHATa EKCTIO3MIHS Ha aONPaTEepOH ClIe/l eIMHNYHA ITePOPaTHA 1033 OT
1000 mg ce yBenn4aBa npubau3uTenHo 1,11 mbTu u 3,6 MBTH NPH YYACTHUIM C BeUe CHIIECTBYBAILO
CHOTBETHO JIEKO U YMEPEHO YepHOAPOOHO YBpEKIaHe.

B apyro npoyuBaHe hapMakOKMHETHKATa Ha aOMPAaTEPOH € M3clielBaHa P yYacTHUIIY C Bede
ChINECTBYBAIO TeXKO (n=8) uepHoapoOHO yBpexaane (kiac C no Child-Pugh) u npu 8 3npasu
KOHTPOJIX ¢ HOpMaiHa dyepHoapoOHa ¢yukimsa. AUC Ha abupaTepoH ce yBenndaBa MprUOIM3UTEITHO
7 bTH, a PpakiUiITa Ha HECBHP3aHOTO aKTHBHO BEIIECTBO CE yBennyana 1,8 mbTH Npu y4acTHHILIM C
TEKKa CTETeH Ha YepHOAPOOHO YBpEKIaHE B CPAaBHEHHE C YYaCTHHIIM C HOPMaJIHa YepPHOIPOOHA
¢ysakmusa. Hava knmuarYeH onut ot ynmotpebara Ha Akeega mpu marpieHTH ¢ yMEPEHO U TEKKO
4epHOIPOOHO yBpekaaHe (BK. Touka 4.2).

bvopeuno yepescoarne

B®3 ocHOBa Ha monyIalMOHHKA (hapMAKOKHHETHYEH aHaJIN3 Ha JaHHH OT KIMHUYHH IPOYYBaHUS,
MIPY KOWTO MAIMEHTH C PaK Ha MpocTaraTa ca MmojydyaBajil HUpanapud caMOCTOSITEHO WK
Hupanapu0/AA B KOMOMHAIHS, MAIMEHTH C Jieka (KpeaTHHUHOB KiupbHC 60-90 ml/min, n=337) u
ymepeHa (kpeatuHuHOB KiupbHC 30-60 ml/min, n=114) crenen Ha 660pedHO YBpeKIaHe UMar ciabo
HaMaJIeH KJIMPBHC Ha HUpanapuoO B CpaBHEHHE C yYaCTHUIM C HOpMaiHa 0b0peuna GpyHkums (10 13%
MO-BUCOKA EKCITO3UIIUS TIPH JieKa cTeneH U 13-14% mo-Bucoka eKCIIo3UIus MPU yMepeHa CTeTeH Ha
0BOpeYHO yBpexKIaHe).

®dapMaKOKHHETHKATa HA a0MpaTepoH € CpaBHEHA NPH MAIMEeHTH ¢ TePMHHAITHA ObOpeYHa
HEJIOCTATHYHOCT Ha cTabMITHA cXxeMa Ha XxeMojuaiu3a (n=8) cupsMo ChOTBETHH KOHTPOJIU C
HopMasHa ObOpedHa pyHkums (n=8). CucTeMHaTa €eKCIO3ULHUS Ha a0UpaTEepoOH cliell eANHNYHA
nepopaiHa go03a ot 1000 mg He ce yBelnyapa NMpH YYaCTHUIM ¢ TePMUHAIHA ObOpeYHa
HEIOCTATHYHOCT Ha Juanu3a. Hsima kiIuHu4eH onut ¢ ynotpedbara Ha Akeega Ipu MalMeHTH ¢ TEXKa
cTerneH Ha 0bOpeuHo yBpexaane (BK. Touka 4.2).

Teeno, ev3pacm u paca

BB3 ocHOBa Ha momyIaoHHUS papMaKOKWHETHYEH aHAIN3 HA JAaHHHU OT KIIMHUYHU MPOYYBAHUS,
P KOWTO MAIMEHTH C paK Ha IpocTaTara nojydyaBaT HUparnapub win abupaTepoHOB areraT
CaMOCTOSATEIHO WJIN B KOMOMHALIHS:

o TenecHOTO TErio He OKa3Ba KIMHUYHO 3HAYUMO BIUSIHUAE BHPXY CKCIO3HIIUATA HA HUpAapuo
(nmnamna3oH Ha TeyiecHOTO Terio: 43,3-165 kg) u abuparepoH (Iuana3oH Ha TEJIECHOTO TErJIo:
56,0-135 kQ).

o Bb3pacTTa He 0Ka3Ba 3HAUUMO BIMSHHE BHPXY (PapMaKOKWHETHKATA HA HUpanapuO (Bb3pacToB
nuana3on: 45-90 ronunun) v abuparepoH (Bb3pacToB auana3on: 19-85 roaunn).

o Hsma moctaTh4HO JaHHH, 33 1a CE HATMPABH 3aKIFOUYCHHE 32 BIUSHUETO HA pacoBara

MPUHAUIKHOCT BbPXY (apMakOKWHETHKATa Ha HUpanapub 1 abupaTepoH.
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Ileduampuuna nonyrayus
He ca npoBexianu mpoy4yBaHus 3a usciensade papMakoknHeTHKaTa Ha Akeega npu nexuaTpuaHu
MaIUEHTH.

5.3 IlpeakJHHHYHHU JAHHH 32 0€30MACHOCT

Akeega

He ca mposexxnann HexknumarYHYN TpoyuBanus ¢ Akeega. HekTMHNYHITE TOKCHKOIOTHYHY TaHHU Ce
OCHOBABaT Ha PE3yNATATHTE OT MPOYUBAHUITA C HUpAIApUO 1 aOUpaTepOHOB areTaT MOOTIEITHO.

Hupanapu6
In vitro aupamapu6 nHXHOHpa JOTAMHHOBHS TPAHCIIOPTEP IIPH HUBA HA KOHIIEHTPAIUS 1Ol HMBaTa Ha

€KCITO3UIHS MPHU YoBeKa. [Ipy MUIIKY, €THOKPATHY JI03HM HUPAMapuO MOBUIIABAT BETPCKICTHYHUTE
HUBA Ha JIOTIAMUH ¥ Ha METa0OJUTHUTE B KOpaTa Ha TJIaBHUS MO3bK. HamalieHa nBurateHa akTHBHOCT
€ HaOJIto/]aBaHa B €JJHO OT JIBETE MPOYYBaHUS C €IIHOKPATHHU JTO3H MPH MUIKU. KIMHUYHOTO 3HAaYCHUE
Ha TE3W Pe3yNITaTH He € n3BecTHO. He e HaOmromaBaH eeKT BbpXY HOBEACHUECKUTE H/HITH
HEBPOJIOTUYHUTE IMapaMETPH IPH IIPOYYBAHUSA 32 TOKCUYHOCT IIPY MHOT'OKPATHO IIpUIaraHe npu
TUTHXOBE U Ky4eTa NP M34YKCcIeHn HuBa Ha ekcrio3uius Ha [[HC nogoOHu Wit mo-HUCKU OT
OYaKBAHWUTE TEPAIICBTHYHHI HUBA.

Hamanena criepMaTorcuesa € Ha6HIOI[aBaHa IIPpU IUTBXOBC U KYU€Ta NP HUBA HA €KCIIO3UIUA 110~
HHUCKHU OT TEPAICBTUYHUTE HHUBA, KOATO € A0 IojiiMa CTCIICH O6paTI/IMa B paMKHUTE Ha YETHUPU CEAMUIU
CJICO NpEeKpaTdBaHC HAa NPUITOKCHUECTO.

Hupamapub ve e MmyTareHeH mpu 6akTepraseH TecT 3a 00paTHH MyTanuu (Ames), HO € KJIaCTOTeHEeH
IPH TECT 32 XPOMO30MHH abepaliiu npu 003aiHUIM IN Vitr0 ¥ IpH MUKPOHYKJIEAPEH TECT B KOCTEH
MO3BK Ha IUTXOBE IN ViV0. Ta3u KJIacTOreHHOCT € B ChOTBETCTBUE C TCHOMHATA HECTAOUIIHOCT,
MpOM3THYAIIA OT IbPBUYHATA (GapMaKoIOTHs Ha HUpamapuoO, U TT0Ka3Ba MOTCHIIUAT 32
TeHOTOKCHYHOCT IPH XOpa.

C Hupanapu0 He ca TPOBEX/IaHU MPOYUBAHUA 32 PETIPOIYKTHBHA TOKCHYHOCT U TOKCUYHOCT 3a
PasBUTHETO.

C Hupanapu0 He ca MPOBEXIaHU MPOYIBAHMS 32 KAHLIEPOT€HHOCT.

AbuparepoH anerar

IIpu mpoyuBaHus 32 TOKCUYHOCT MPH KMBOTHU HUBATa Ha IIUPKYJIMPAIINAI TECTOCTEPOH ca
3HaYUTETHO HamaJleHu. B pe3ynTtaT Ha ToBa ce HabM01aBa HaMaJIsiBaHe Ha TETJI0TO HAa OPTaHUTE U
MOPGOJIOrUYHM H/UIIH XMCTONATOJIOTHYHU IPOMEHH B PENPOIYKTUBHUTE OPraHy, HaAObOpeuHnTe
JKIIe3d, XUMnodu3ara 1 MICUHATE kKJIe3U. BCHUKM MPOMEHH MOKa3BaT ITbJIHA WM YacTHYHA
oOpatumocT. [IpomeHHTE B pENIPOIYKTUBHUTE OPTaHU M aHAPOTE€H-UyBCTBUTEITHUTE OpTaHH
CHOTBETCTBAT Ha (hapMakoJyiorusaTa Ha abuparepoH. Bcuuku XOpMOHATHH IPOMEHH, CBBP3aHH C
JICYECHUETO, ca OOPATHUMHU WJIM OTLIYMSIBAT Ciiel 4-ceIMUYEH NEPHO/ Ha Bb3CTAHOBSIBAHE.

HpI/I MpOoy4BaHUA 3a (bepTI/I.TII/ITeTa IIpU MBIKKH U JKCHCKU TINIBXOBEC a6HpaTep0H aleTaT HaMaJIsiBa
(bepTI/IJ'H/ITeTa, KOCTO € HAIIbJIHO 06paTI/IMO 3a 4 a0 16 CCAMUIMU CJIC CIIMPAHEC Ha a6I/IpaTepOHOB
arerar.

[Ipu npoyuBaHe 3a TOKCHYHOCT 32 Pa3BUTHETO NPU ILTBXOBE, a0MPaTEpPOH alleTaT OKa3Ba BIHSHUE
BBpPXY OPEeMEHHOCTTA, BKIIFOYHTEIHO HAMaJIsIBa TETJIOTO M PEKHUBIEMOCTTA Ha (heTycure.
HabnromaBanu ca eekTr BbpXy BHHITHATE TEHUTAINH, BHIIPEKU Ue aOMUpaTepoOHOB aleTar He €
TEPaTOICHEH.

IIpu Te3u mpoyuBaHus 3a GepTUINTETA U TOKCHYHOCTTA 32 PA3BUTHETO, TIPOBEICHH TIPH TUIHXOBE,
BCUYKH €(PEKTH ca CBbp3aHH ¢ (papMaKoIOrHIHATa aKTUBHOCT HA aOMpaTepoH.
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OcCBeH IPOMEHUTE B PENPOyKTUBHUTE OPTraHy, HAOMIOJaBaH! TIPU BCUYKH TOKCUKOJIOTHYHH
MPOYYBaHUS MPH KUBOTHH, HEKITMHUYHUTE JJAHHU HE pa3KpHBaT 0COOCH PHCK 3a XopaTa Ha Oa3ara Ha
KOHBEHI[MOHATHUTE (papMaKOJIOTUYHY MTPOYYBaHUs 3a 0€30MaCHOCT, MPOYYBaHUS 32 TOKCUYHOCT IPU
MHOTOKPATHO MpHJIaraHe, TCHOTOKCUYHOCT U KaHI[CPOTreHEH MOTeHIMAN. AOUPATEPOHOB alleTaT He ©
KaHIIEPOT€HEH IIpH 6-MecedHo npoy4uBane npu Tpancrennu (Tg.rasH2) mumku. B 24-meceuno
MpOyYBaHE 3a KAHIIEPOTSHHOCT TPH ITBXOBE a0UpaTEpPOHOB aIleTaT yBEIMYaBa 4ecToTaTa Ha
WHTEPCTHUIMAITHYU KJIIEThYHU HEOIUIa3MH B TECTHCUTE. Ta3n HaxXoJIKa Ce CUMTa 3a CBhp3aHa ¢
(hapMaKOJIOTUIHOTO JIEHCTBHC HA aOMpaTEePOH U € CeMpUIHA 32 TUIEXOBETe. AOUPATEPOHOB areTaT
HE € KaHIePOTeHEeH MTPH YKEHCKH ITHXOBE.

Ouenka Ha pucka 3a okonuara cpeaa (ERA)
AKTHBHOTO BEILECTBO, aOMPaTePOH, PEACTABIIABA EKOJOTMYEH PUCK 3a BOJHATA Cpela, 0COOEHO 3a
pubure (BX. Touka 6.6).

6. OAPMAIIEBTUYHU JAHHU
6.1 Cnucbk Ha NIOMOIIHHUTE BelIeCTBA

Akeega 50 mg/500 mg punmMupanu TabaeTKU
Aopo na mabremxkama

CwnnyeB THOKCH]I, KOJIOUICH 0€3BOJICH
KpocnoBunon

Xunpomenosa

JlakTo3a MOHOXHIpAT

Marne3sueB creapaT

MUuKpoKpucTalHa HenyJio3a

Hatpues naypuncyidar

Durmoso nokpumue

XKenesen okcun, yepen (E172)
XKenesen oxcun, yepsen (E172)
Kenesen oxcun, bt (E172)
Hatpues naypuncyidar

[ HIIepoIOB MOHOKAIPHITOKAIIPAT
Mo (BUHIIOB AIKOXOII)

Tank

TuranoB nuokcua (E171)

Akeega 100 mg/500 mg dhunmMupanu TabaeTku
Aopo na mabremxama

CunuinueB TUOKCH]T, KOJIOUEH O0€3BOICH
Kpocnosunon

Xunpomenosa

JlakTo3a MOHOXUIPAT

Marnesues creapar

MukpokpurcTaiHa Leirysio3a

Harpues naypun cyndar

Dunmoso nokpumue

XKenesen okcun, gepseH (E172)
XKeneszen oxcup, xbat (E172)
Harpues naypuin cyngar
['uIepoI0B MOHOKAIIPHIIOKAIIPAT
[Tosnu(BUHIIIOB aIKOXO0JT)

Tanx

TuranoB nuokcua (E171)
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6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

30 mecera

6.4 ChenmnaJHM ycJI0BHUS HA ChbXpaHeHHUe

To3u JiekapcTBEH MPOAYKT HE H3UCKBA CIICIIUATHH YCIIOBUS HA ChbXpaHECHHUE.

6.5 Bwuxu chabpkaHNe HA ONAKOBKATA

Bcsika 28-mHeBHA KapTOHEHA OMaKOBKa ChIbpika 56 GumMupaHu TabJIETKN B 1BE KAPTOHCHH
OTIaKOBKH THUI ,,IOPTQEN, BCsIKa OT KOUTO ChIbpka 28 GUIMHUpaHu TaOJIETKH B OJIUCTEp OT
PVAC/PE/PVC ¢onmo u amymuaueBO (honmo, mpe3 KoeTo ce n30yTsa TabdieTkara.

6.6 CrhenuaJnu npeanasHu MEPKH NMPH U3XBBPJIsiHE U padoTa

B®3 ocHOBa Ha MeXaHU3Ma CH Ha JICHCTBUE TO3U JICKAPCTBEH MPOIYKT MOXKE Jla YBPEAU Pa3BUBAIIUS
ce deryc. [Topaau ToBa >keHHUTE, KOUTO ca OpEeMEHHH WIIM MOTaT Jia 3a0peMeHesT, TpsOBa qa paboTsT
¢ Akeega cbc 3amura, Hanp. ppKaBuIH (BXK. Touka 4.6).

Heunsnon3BaHuAT IEeKapCTBEH MPOIYKT WX OTHAIbUYHUTE MATEPUAIIH OT HETO TPsIOBa Jla Ce U3XBBPIIST
B CHOTBETCTBHE C MECTHUTE M3UCKBaHU. TO3M JIEKapCTBEH MPOILyKT MOXKE J]a MPECTABISIBA PUCK 32
BojHATa cpeaa (BK. Touka 5.3).

7. MNPUTEXATEJI HA PABPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30
B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

EU/1/23/1722/001

EU/1/23/1722/002

9. JATA HA ITbPBO PASPEIIABAHE/ITOJHOBABAHE HA PASPEHIEHUETO 3A

YIIOTPEBA

Jara Ha mepBo pazpemasane: 19 amprr 2023 r.
JlaTa Ha TIOCJIETHO MOTHOBSIBAHE:

10. JATA HA AKTYAJIMU3BUPAHE HA TEKCTA
07/2024
IMoxpoOHa nH(popMalIKs 3a TO3U JIEKAPCTBEH MPOIYKT € IpeocTaBeHa Ha yeOcaiita Ha EBpornetickara

areHuus 1o Jekapcraata https://www.ema.europa.eu.
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MPWIOKEHME I
MPOU3BOJUTEJ(A) HA BUOJIOTMYHO AKTUBHOTO(UTE)
BEILIECTBO(A) U MPOU3BOJUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOJKJIABAHE HA APTHUIN

YCJIOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIHOTPEBA

APYI'U YCJIIOBUA N UBUCKBAHUA HA PASPEIIEHUETO 3A
YIHOTPEBA

YCJOBUA NJIN OT'PAHUYEHNS 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. YCJIOBUs NI OT'PAHUYEHUA 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 PASPELHLIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJu3npaHm aokiaanu 3a oesonacuocr (ITA/IB)

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 CIIE/IBAIH aKTyaJIM3allH, TTyOJIMKYBaHH Ha €BPOIEHCKUS
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.

.  YCJI0BUA UJIN OTPAHUYEHUS 3A BE3OITACHA 1 E@EKTUBHA 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 0e301acHOCT, MocoueHH B 0700penus [TYP,
npezcraBed B Moayin 1.8.2 Ha pa3penieHneTo 3a ynorpeda, KakTo U BbB BCUUKH CIIC/IBAIIH 0JJO0peHH
akTyanu3auuu Ha [TYP.

Axrtyanusupan [IYP TpsiOBa na ce moxasa:

o 1o uckaHe Ha EBponelickara areHIys 1o JeKapcTBara;

o BUHAI'H, KOTaTO C€ M3MEHS CHCTeMara 3a yIpaBJIeHHEe Ha PHCKa, 0COOCHO B pe3yiTaT Ha
NoJTy4aBaHe Ha HOBa HH(OPMaIIUs, KOSITO MOXKeE JIa JIOBeJle 10 3HAYHMH MPOMEHH B
CHOTHOILIEHHETO MOJI3a/PUCK, WK CIIE/I IOCTUTaHE Ha BayKEH eTal (BbB BPb3Ka ¢ IpOCiIe/sBaHe
Ha JIeKapCTBeHATa 0E30TIaCHOCT WM CBEXK/IaHE Ha PHCKA JI0 MUHUMYM).
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INPUJIOKEHMUE 111

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

KAPTOHEHA OITAKOBKA 50 mg/500 mg (28 auu)

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Akeega 50 mg/500 mg pumupanu TabIeTKH
HUpanapn0/abupaTepoHOB aleTat

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika ¢punmupana tabnerka chabpika S0 mg mHupanapud u S00 mg abupatepoHOB arerar.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

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

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

56 ¢punmupanu TabICTKU

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

IMpuematite Akeega Haii-Manko 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.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT 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 CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

)KGHI/I, KOHTO Ca 6pCMCHHI/I Wik Morat aa 3a6peMeHe$[T, TpH6Ba 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 NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

I/ISXB"pr'ICTe HCHUSIIOJI3BAHUTC KOJIUYCCTBA B CbOTBCTCTBUC C MCCTHUTC M3MCKBAHUAA.

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 OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPAIJIOBA A3BYKA

Akeega 50 mg/500 mg

‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoJl C BKIIIOUEH YHHUKAJICH UIACHTU(DUKATOD

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

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

OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska ¢punmupana tabnetrka cpabpika S0 mg aupanapud u S00 mg abuparepoHOB amerar.

3.

CIIMCBK HA TIOMOIIHUTE BEHIECTBA

| 4,

JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJIHA OITAKOBKA

28 pwiMupanu TabJICTKH

| 5.

HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

IMpuemaiite Akeega Haii-Manko JBa yaca ciiel XxpaHeHe. He npuemaiite xpaHa IoHe €¥H Yac CJIe]
npuema Ha Akeega.

I'bnTaiite Tabnerkure nenu. He pa3dymnBaiite, He pa3TpoIIaBsiiTe U HEe JbBUETE TAOIETKHUTE.
[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 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 I'OJJHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUS 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 AJIPEC HA IPUTEXATEJISI 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. TAPTHUJAEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 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 WIAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbADBPXA ITBbPBUYHATA OITAKOBKA

BBTPEIIHA OTAKOBKA THII ,,TIOPT®EMJI* 50 mg/500 mg (28 auu)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Akeega 50 mg/500 mg pumupanu 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

CrreHere, 3a 1a 3aTBOPUTE

£

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 BBTPEIIIHA 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 aun)

1. HNME HA JIEKAPCTBEHUA TPOAYKT

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

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

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

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

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

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

56 ¢punmupanu TabICTKU

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

IMpuematite Akeega Haii-Manko 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.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

IlepopasiHo IpHIIOKEHHE.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT 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 CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

)KGHI/I, KOHTO Ca 6pCMCHHI/I Wik Morat aa 3a6peMeHe$[T, TpH6Ba 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 NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

I/ISXB"pr'ICTe HCHUSIIOJI3BAHUTC KOJIUYCCTBA B CbOTBCTCTBUC C MCCTHUTC M3MCKBAHUAA.

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 OTIIYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPAIJIOBA A3BYKA

Akeega 100 mg/500 mg

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

JByn3mepeH 0apKoj ¢ BKJIIOYECH YHUKAJIEH HACHTU(HUKATOP.

‘ 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 ONTAKOBKA THII ,,TIOPT®EMJI* 100 mg/500 mg (28 amu)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

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

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

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

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

28 ¢punmupaHu TabIETKH

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

IMpuemaiite Akeega Haii-Manko JBa Jaca ciie xpaHeHe. He npuemaiite xpaHa oHe e¥H 4Yac CJIe
npuema Ha Akeega.

I'venraiiTe TabneTkuTe Nenu. He pa3uynBaiite, He pa3TpoliaBaiiTe U He IbBUETE TaOJIETKUTE.
[Mpeau ynorpeba npovereTe JIMCTOBKATA.

IlepopanHo mpUIOXKEHHE.

(1) Hatucuete u 3aapmxTe

2

Harucuere u 3aipbixre

(2) Uzternere

—_—
s

P KN

WMsrernere

6. CHELOUAJIHO HPEAYHPEXIEHHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TOCETI'A HA JIELIA

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 I'OJJHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

10. CHEIWMWAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIA OT
TAX, AKO CE U3NCKBAT TAKNBA

I/ISXB’BpJ'IeTe HCHU3IIOJI3BAHUTC KOJIHMYCCTBA B CbOTBCTCTBUC C MCCTHUTC M3MCKBAaHUA.

11. HWME U AJJPEC 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 JAHHHU, KOUTO TPSABBA JJA CbADBPXA IBPBUYHATA OITAKOBKA

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

1. HUME HA JIEKAPCTBEHMSA 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

CrreHere, 3a 1a 3aTBOPUTE

(\

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 bunmupaHu 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 USLJIATA JIMCTOBKA, IIPEeIU 12 3alI0YHETe 12 IpHeMaTe TOBA JIEeKapCTBO,
Thil KaTO TH ChAbPKA BaxHa 3a Bac undgopmaums.

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

o AKX0 UMaTe HAKaKBH JIOBIHUTEITHHA BBIIPOCH, NonuTaiTe Bamms nekap wim papmanesT.

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 HEXEJaHH Peakiiu, yBegoMere Bamms nekap win papmanert. 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 JOMBIHUTEIHA HHPOPMALIUS

ISR .

1. Kaxkso npeacraBiasBa Akeega u 3a KakBO ce H3MOJI3BA

Akeega e nexkapcTBo, KOETO ChABPIKA IBE aKTUBHU BEIIECTBA: HUpANapuO u aOMpaTepoHOB aIleTarT, u
JIeUCTBa II0 IBa HAYMHA.

Akeega ce n3mon3Ba 3a JieueHHe Ha Bh3PACTHH MBXKE C paK Ha MPOCTATATa, KOUTO MMaT MPOMEHHU B
OTpeJIeNICHN TeHU ¥ YMIHTO PaK Ha MMPOCTATaTa Ce € Pa3npOCTPAHWII B IPYTH YACTH HA TSUIOTO U Beve
HE Ce TOBJINABA 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. Uaxuburopure Ha
PARP 6nokupar eH3uM, HapedeH nonu [ageHo3ut 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 3aruBaHe Ha TyMOPHHUTE KJIETKH M CIloMara 3a
KOHTpPOJI Ha paxa.

AOupaTepoH crupa IpOU3BOACTBOTO Ha TECTOCTEPOH B OpraHu3Ma. ToBa Moxke /1a 3a0aBH pacTexa Ha
paka Ha Ipocrarara.

Korato npuemate ToBa nekapcTBo, Bamusat nekap me Bu npeanuiie u agpyro gexkapcTBo, HApeueHO
MIPEAHU30H WK IPeIHU30JI0H. ToBa ce mpasu, 3a Ja ce HaMalu BEPOSATHOCTTA J1a MOJIyYUTE 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:

. aKo CTe aJIEPTUYHH KbM HUpanapuO win abupaTepoHOB aleTaT UM KbM HSIKOS OT OCTAHAIIUTE
ChCTAaBKU Ha TOBA JIEKApCTBO (M30pOCHH B TOUKA 6).
° aKo CTe JKeHa, KOsATO € OpeMeHHa WIIK MOXKE J1a 3a0peMeHee.
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. aKO MMaTe TeKKA CTETICH Ha YSPHOAPOOHO YBpEKIaHE.

. B KOMOMHAIIUS C JICYCHUE ¢ paauii-223 (KOWTO ce U3IMO0JI3Ba 3a JICUCHUE Ha PaK Ha MPOCTaTaTa).
ToBa e Taka mopaau Bb3MOXXHOCTTA 32 ITOBHUIIIaBaHE Ha PUCKA OT PpaKTypa Ha KOCTUTE WIIH
CMBPT.

He npuemaiite ToBa JiekapcTBO, aKO HELIO OT TOPHHUTE ce OTHacs A0 Bac. Ako He cTe curypHH,
roBopete ¢ Bamms nexap nim apmaneBT, Ipenu 1a npreMeTe TOBa JISKapCTBO.

Ipexynpexnennsi u NpeAna3sHu MepKU

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

JEKapCTBO, aKO UMaTe:

o HHUCHK Opoi KpBBHU KIETKU. [IpH3HAIMTE N CHMIITOMHTE, 32 KOUTO TPSOBa 1a BHUMABaTe,
BKJIIOYBAT YMOpa, TIOBUILIEHA TEMIIepaTypa Wik HH(EKIus, KAKTO 1 HeoONYaliH! CHHUHU HITH
KbpBeHe. Akeega MOXKe CBHIIO J1a TIOHMKH Opost HAa KPBBHUTE KIIETKH. BammsaT nekap e
M3cIe/[Ba peJOBHO KpbBTa B 10 BpeMe Ha JiedeHueTo.

o BHCOKO KPBBHO HaJISITaHEe, ChP/I€YHA HEIOCTATHYHOCT MIIM HUCKO ChABPKAHUE HA KaJMi 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,
MUMaTe HEPUTMHYHA WJIM YCKOPEHA Chp/ieuHa AeHHOCT, 3a1yX, Obp30 HaJlaBaHe Ha TETJIO WU
NOyBaHE HA CThHIIANIATa, TJIC3eHUTE WM KpakaTa. Bammsr ekap me 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 HEBPOJIOTMYHA HEeXeJIaHa PeakIlys, HapeueHa CHHAPOM Ha 3a7Ha oOpaTiMa

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

Akeega.

BHCOKA TeMIIepaTypa, yMopa H APYTH MMPU3HALNN U CHMIITOMH Ha TEXKA HHPEKIU.

MMaTe WIN CTe UMaJId B MUHAJIOTO KPBBHH ChCHPENH B OenTe ApoOOBe MM KpaKkaTa

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 jgexkap win
(bapmarieBT, peiu a IpUEeMeTe TOBA JIEKAPCTBO.

AKko 1o Bpeme Ha nprema Ha Akeega 3a ABJIBI IEPHOA OT BPEME MOJTyduTe HeoOnyaeH Opoii KpbBHU
KJIETKH, TOBa MOJKE J1a € IPU3HAK Ha O-CEPHO3HHU NMPOOJIEMH C KOCTHHS MO3BK, KaTo
muenoauciactude cuuapom (MJIC) mim octpa muenounnna neskemust (OMJI). Bamusat nexkap Moxe
Jla TIOMCKa J1a U3ciieiBa KOCTHHUS By MO3bK, 3a Ja MPOBEpH 3a TE3U MPOOJIEMH.

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

o edekra, KoiiTo Akeega MosKe J1a OKaxke BbpPXY KocTHTe Bu.
o IpUeM Ha MPETHU30H HIIH PEIHU30JIOH (JIPYTo JEKapCcTBO, KOSTO TPsAOBA J1a MpUeMaTe 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 J1a 3acerHe uepaust Bu qpo0, HO MOe /1a He 3a0€JIeKUTE HIKAKBU CUMIITOMH Ha
npobisiemu ¢ yepHus apod. [Topanu ToBa, KoraTo mpueMaTe ToBa JeKapcTBO, Bammsr exap
HePHOIMYHO IIIe IPOBEpsiBa KpbBTa BH, 32 1a ThpcH eekTH BbpXy YepHUs Apo0.

Jeua v roHomIM

ToBa nexapcTBO He € MPeAHAa3HAYCHO 3a YIoTpeda mpu aena u roHomu. Ako Akeega 0b/1e cirydaitHo
MOT'BITHAT OT JCTE WU IOHOIIA, He3a0aBHO TH 3aBEACTE B OOJIHUIIA 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 kaxere Ha Bamms nexap unu GapmanesT, ako puemMare, HACKOPO CTe MPUEeMalld WK €
BB3MOXKHO J1a IpHeMaTe ApyTrH jJekapcTa. ToBa ce Hamara, 3amoro Akeega MoXxe Aa MOBJIHsIE
JIEeHCTBUETO HA IpyrH JiekapcTBa. ChINo Taka HAKOU APYTH JIEKapCTBa MOTaT Aa HOBJIMAAT IeHCTBUETO
Ha Akeega.

Jledenuero ¢ JICKapCTBA, KOUTO CIIMpPAT IPOU3BOACTBOTO HA TECTOCTEPOH B OpraHu3Ma, MOXKE aa
YBCJIMYHA pUCKaA OT HpO6J'IeMI/I CbC CHPACUHUS PUTHM. VYBegomete Bamus JICKap, ako MmoJrydaBarte:

o JIEKapCTBO 3a JIEYeHNE Ha MPOOIEMHU ChC ChPACYHUS PUTHM (HANp. XUHUIWH, IPOKAHAMUI,
aMHOJapOH M COTAJION);
o JICKapCTBO, 32 KOSTO € U3BECTHO, Y€ TIOBUIIABA PUCKA OT MPOOJIEMH ChC ChPICYHUS PUTHM

(mamp. MeTaJ0H, N3IIOI3BaH 3a 00JIeKIaBaHe Ha 0OJIKaTa M KaTo 9acT OT ICTOKCHUKAIKITA ITPH
HApPKOTUYHA 3aBUCUMOCT, MOKCH(IIOKCAIMH (aHTUOMOTHK), aHTUTICUXOTHUIIN, U3TIOI3BAHU MPU
CEPUO3HU TICUXUYHU 3200 SIBAaHHS ).

YBenomere Bamms nexap, ako npueMare HsKoe OT H30POSHHUTE MO-TOPE 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 npeqHa3HAYCH 3a YIOTpeOa pH KEHHU.

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

HaJyara Jia JokocBat wim 6opasst ¢ Akeega.

KonTtpanenmws 3a Mexe, npuiaramm Akeega

o AKO IIpaBHTE CEKC C KEHa, KOSATO MOXKe Ja 3a0peMeHee, H3M0I3BaiTe Npe3epBaTHB U IPyT
e(eKTUBEH METOJ 3a KOHTPOJI Ha pakAaeMOCTTa. M3momn3Baiite KOHTpaLenIys 10 BpeMe Ha
JICUCHUETO U B MIPOABIDKEHNE HA YETHPH Mecela ciiesl cnupaneTo My. [lockBeTBaiite ce ¢
Bamus nekap, ako nmare HAKaKBH BbIPOCH OTHOCHO KOHTPALCTILUATA. .

o AKO mpaBHTE CEKC C OpeMeHHa JKeHa, U3I0JI3BalTe MPe3epBaTuB, 3a a Mpeana3suTe HepOAEHOTO
JeTe.

Ilopupane u padora ¢ MAILIMHH

[MpuembT Ha Akeega moxxe 1a Bu Hakapa ja ce ayBcTBate cnabu, pa3KOHIECHTPUPAHU, YMOPEHHU HITH
3amasHu. ToBa MOXke J1a OBIUsie Ha criocoOHoCcTTa By na modupare u na paboTure ¢ MalInHM.
Heo6xonumo e mosuiieHo BHUMaHUE, KOTaTo odupare Ui padoTUTE ¢ MAIIMHU.

AKeega chbabp:ka JIAKT03a U HATPUIA

o Akeega cbabpka jlakTo3a. Axo Bamusr nekap Bu e ka3aii, 4e umaTe HEIOHOCMMOCT KbM HSIKOU
3axapu, CBbPXKETE CE€ C HEro, MPe/Ix Ja B3eMETe TOBA JIEKapCTBO.
. ToBa jekapcTBO 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 JI€KapcTBO TOUYHO KakTO Bu e ka3zanm BamusaT nekap. Ako He CTe CUTYPHH B
Helo, nonuraiTe Bammus nexap uiu GpapmanesT.

KoJuiko na npuemare
[Mpenopbunrtennara qo3a e 200 mg/1 000 mg BeAHBK THEBHO.
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IIpuem na Akeega

o IIpuemaiite TOBa JEKapCTBO MpE3 ycTaTa.

. He npuemaiite Akeega ¢ xpana.

o [Tpuemaiite Tabnetkute Akeega KaTo eAMHNYHA 032 BEAHBK AHEBHO HA MPa3eH CTOMax Haii-
MAJIKO eIMH Yac Mpeau WM MOHe ABa Yaca cjeJ XpaHeHe (BIKTe Touka 2, ,,Akeega ¢
xpaHa‘).

. I'enraiite Tabnerkure nenu ¢ Boga. He uymere, He pa3rpormraBaiite 1 He IbBUETE TAOJIETKUTE.
ToBa 11e ocurypu Bb3MOXKHO Hali-T0OPO AeiicTBUE Ha JIEKAPCTBOTO.

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

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

o Tps0Ba ga mpuemare NpeIHNU30H WU IPETHU30JI0H BCEKH JIeH, JOKATO pUeMaTe
Akeega.

o Moske fa ce HaJIOKU MPOMSIHA Ha KOTMYECTBOTO TPEAHU30H HITH IPEIHU30II0H, KOETO

npreMare, ako UMaTe CIeLIeH MeIUIMHCKY podsieM. Bamusat nekap me Bu kaxe, ako e
HEOO0XOIUMO J1a MPOMEHHUTE KOJIMYECTBOTO HA MPHEMaHus oT Bac mpeqHU30H Hin
npenHu3oyioH. He cimpaiite ga npuemare npeaHU30H WIN IPEIHU30I0H, 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 HE)KETAHN PEaKIIHH.

AKo cTe mponycHaJM 1a npueMere Akeega
Axo 3abpaBute na npuemere Akeega, IpeTHU30H WM IPEIHU30JIOH, B3eMeTe oOndaiiHaTa cu 103a
BEHAra IIOM CH CIIOMHUTE B ChIINA ACH.

Axo 3a0paBuTe j1a npuemere Akeega, IpeTHU30H WM MPETHU30JIOH 3a MOBEYE OT €/IMH JICH,
He3abaBHO ToBopeTte ¢ Bamnms nekap.

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

AKO MMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € YOTpebaTa Ha TOBa JICKAPCTBO, MONUTANTe
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 UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € YHOTpebaTa Ha TOBa JICKAPCTBO, MONUTATe
Bamms niekap, dapmaneBT WIH MEAMIIMHCKA CECTPA.
4. Bb3MOKHYM HeKeJIaHU peakun

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

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

MHoro yectH (Moxe 11a 3acersat noseue ot 1 Ha 10 qymm)

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, CHITHA YMOpa, OJIe/1a KOXKa WM YYECTeHa ChpeUYHa IEHHOCT - TOBa MOXKE
Jla ca IpU3HAI Ha HUCHK OpOl YepBEHU KPHBHU KJIICTKH (AaHEMFIS).

[NoBuieHa TeMreparypa Wid UHPEKIUS - HUCKUAT Opoii Ha OeIUTe KPhbBHU KICTKH
(HeyTpomeH s ) MOKe J1a yBeNn4H prcka oT nHpekuus. [Ipr3HannTe Moxe Ja BKITFOUBAT
MOBHIIIEHA TEMIIEPATypa, BTPUCAHE, YyBCTBO Ha CJIA0OCT WK OOBPKAHOCT, KaluTUIa, 00JIKa WIIH
YyBCTBO Ha MapeHe Npu ypuHupaHe. Hakon nHpekym Moxke 1a ObJaT CEPHO3HU U J1a JIOBEAAT
JI0 CMBPT.

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

MTOBUITICHO HUBO Ha €H3MMa aikaigHa 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 HUpAapud Wik abNpaTepOHOB alleTar (ChCTaBKU Ha
Akeega)

Auteprudna peakuus (BKJIOYUTEITHO TEKKA aeprHIHa PEaKIus, KOSTO MOXe 1a Obj1e
JKUBOTO3acTpaiaBaina). [[pu3HanuTe BKIOYBAT: HAAUTHAT U ChPOSIL 0OpUB (YPTHKApHS) U
MO/yBaHe - MOHSAKOTA Ha JIMIETO WK ycTaTa (aHrHOeIeM), 3aTPYIHEHO TUIIaHEe U KOJIAIIC W
3ary0a Ha Ch3HAHHE.

BHesarnHo MoBHIIaBaHe HA KPHBHOTO HAIITaHE, KOETO MOXeE J1a Ob/Ie CIEIIHO MEIHIIHHCKO
CBCTOSTHHE, KOETO MOJXKE J1a JIOBE/IC 0 YBPEKIaHEe HA OPraHU MK MOXeE Jia Ob/e
YKMBOTO3aCTpAIIaBalIIlo.

Jlpyru He:xke1aHU 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):

WHQEKIHS Ha TUKOYHHUTE MbTHIIA

HUCBHK Opoii Ol KpBBHU KIETKH (JICBKOTIEHUS ), HAO0JaBaH MPH M3CIIEABAHMS HA KPHBTa
HUCBHK Opoii Ha euH BHUJ 6T KpBBHU KiIeTku (TnMdonieHns), HaOIroaBaH Py U3CIIEeIBaHUS
Ha KPbBTa

HaMaJIeH arleTUT

Oe3cpHUe

YYBCTBO Ha 3aMastHOCT

3ayX

0osku B cTOMaxa

3areK

rajicHe

MOBPBIIIAHE

6onka B repba

0oJka B CTaBHUTE

yCelllaHe 3a CHIHa ymopa

ycellaHe 3a ci1adocT

BHCOKO HHBO Ha 3axap B KPbBTa

3ary0a Ha TerJo

MoIyBaHe Ha JJIAHUTE, TJIC3CHUTE WUIIH CThIIajaaTa

MOBHILIEHO HUBO HA KPEaTUHUH B KPbBTA

Yectu (Moxe ma 3acersat mo 1 Ha 10 gymm):

MTHEBMOHHS
6enoapoOHa nHdpekuus (OpoHXUT)

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

BHCOKO HMBO Ha BUJI MACTH (XMIICPTPHUIIIUIICPUACMHES) B KPBBTA
JeTIpecHs

YYBCTBO Ha TPEBOKHOCT

riiaBo0osue
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YCKOpEHa ChpJieuHa JeHHOCT

YCKOpEeHa MJIM HEPUTMHYHA ChpACYHA IEHHOCT (ChpIicOneHe)
HEpaBHOMEPEH ChPJCUCH PUTHM (TIPEICHPIHO MBIK/ICHE)

ChpJIeuHa HEJJOCTaThYHOCT, KOATO TIPHYMHSABA HEIOCTHT HAa BB3AyX U IOJyBaHE Ha KpakaTa
ChpAcYCH UHPAPKT

JUCKOM(OPT B TbPIUTE, YECTO NMPEAU3BUKAH OT (PH3UYECKA AKTHBHOCT
KalLTHIa

KPBBEH ChCUPEK, KOWTO ce MPUABIKBA KbM OeuTe Ipo0oBe, MPUUMHsIBA 00JIKa B THPAUTE U
HEJIOCTHT Ha BB3/IyX

BB3MAJICHHUE Ha OenuTe IpoOoBe

HapyILIECHO XpaHOCMUIIaHE

JHapus

MoJyBaHe Ha KOpeMa

paHu B ycTaTta

CyXOTa B ycTaTa

4epHOAPOOHA HEIOCTATHYHOCT

KOXKEH 00pHB

MYCKYJTHHU OOJIKU

KpBB B ypUHaTa

MOBHIIIEHO HUBO Ha €H3MMa aclapTaTr aMuHOTpaHcdepas3a B KpbBTa
TIOBHIIIEHO HUBO Ha €H3UMa aJIaHMH aMHHOTpaHc(epasa B KPbBTa
(bpakTypHu Ha KOCTHTE

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

TeXKa HHPEKIHs (CETNCHc), KOSATO ce pa3lpoCTpaHsBa OT MMKOYHUTE ITbTHUILA B LIEIUS
OpTaHHU3bM).

BB3MAJICHNE HAa OKOTO (KOHIOHKTHBHT)

YyBCTBO Ha 00BPKAHOCT

IMpoMsAHa BLB BKyCa

orkionenus B EKI (enekTpokapauorpama), KoeTo Moxe Jia Objie IPU3HAK Ha IPOOJIEMH ChC
CHPIIETO

KbpPBEHE OT HOCA

BB3MAJICHUE Ha JIMTaBHIIaTa, HAITPUMEP Ha HOCA, YCTaTa WIIH XpaHOCMUJIaTeTHaTa CUCTeMa
MOBHIIIEHA YyBCTBUTEITHOCT Ha KOXKaTa KbM CI'bHUEBA CBETIIMHA

MOBHIIIEHO HUBO HAa TaMa-TIyTaMuITpancdepasa B KpbBTa

C Hen3BeCTHA 4ecTOTa (HEe MOKe 1a ObJie HalpaBeHa OLIEHKa) — He ce choOIaBaT pu ynorpedara
Ha Akeega, HO ce cro0IIaBar pu ynotpedara Ha HUpPAapuod WK a0MPaTEPOHOB arleTat (ChbCTaBKU Ha
Akeega)

HUCBHK Opoii Ha BCHUKH BUIOBE KPBBHHU KJIETKH (TTAHIIUTOTICHHS)

3a00IIBaHe Ha MO3bKa ChC CUMIITOMH, BKJIFOUBAIIH I'bPUOBE (TIPUIIAIBIIN), TIaBOOOIHE,
00BPKaHOCT M IPOMEHH B 3pEHUETO (CHHIIPOM Ha 3a/Ha oOpatuma eHnedanonarus win PRES),
CIIEITHO METUITMHCKO ChCTOSIHHE, KOSTO MOXeE J1a I0BeJIe 0 YBPEXKIaHe Ha OpTaHU WK J1a Oblie
YKUBOTO3aCTpaIIaBaIo

npo0IieMu ¢ HaAOBOPEYHUTE JKIIE3U (CBBP3aHU € TIPOOIEMH ChC COJITA U BOJaTa), KOTaTo Ce
MIPOM3BEXKa TBHP/IC MAJIKO XOPMOH, KOETO MOXKE Jia TOBeIe 0 IpodaeMu KaTo ¢iadocT,
yMopa, 3ary0a Ha aneTur, rajieHe, 00e3BOJHIBaHE U KOKHU IPOMECHH

3aTpyIHEHHUS B MUCJICHETO, 3alIOMHSHETO Ha HH(pOPMAIIHS WM PEIIaBaHETO Ha MPOoOIeMHu
(KOTHUTUBHH HapyLICHHUS)

BB3MAJICHUE Ha OenuTe Apo0OoBe, MPUUYNHEHO OT AJIEPTUYHA PEeaKIus (AISPrUYCH aIBEOJIHT)
ajiepruyHa peaxius

MYCKYJTHO 3a00JsiBaHe (MUOIIATHs ), KOETO MOXKE J1a IPUYMHU MYCKYJIHA C1a00CT, CKOBAHOCT
WJIN CIIa3MH

pasmaja Ha MyCKyJIHaTa ThKaH (pa0dJoMHOIHM3a), KOETO MOXKE JIa IPUIMHA MYCKYJIHH KpaMITH
WK OOJIKM, yMOpa M MOThbMHSBAHE HA ypUHATa.
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Cpo0maBaHe HA HesKeJIAHU PeaKIuu

AKO TIOJTyYuTe HAKAKBU HEXKEJIaHU JICKAPCTBCHH PEaKIIH, yBeoMeTe Barust nexap niu apmarieBT.
ToBa BKJIFOUBa BCUYKH Bb3MOYKHH HEOTMCAHH B TA3M JINCTOBKA HEXKEJIAHU peakiuu. MoxkeTe ChIo Ja
CHOOIINTE HEXKEIAHN PEAKIUU JUPEKTHO Ype3 HAI[HOHAIHATA CHCTEMA 3a ChOOIIABaHE B:
W3mbaHuTe Ha areHIus 10 JeKapcTBaTa

yi. ,,Jlamsia I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeoOcaitt: www.bda.bg

Karo cro0miaBare HeXXeIaHU PEAKIINH, MOXKETE J1a IAZeTe CBOSI PHHOC 3a MOJIyYaBaHEe Ha IMOBEYEC
nH(pOpPMAIUs OTHOCHO 0€30MMacCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Akeega

[a ce cpxpaHsBa Ha MSCTO, HEIOCTBITHO 32 JeLa.

He u3nosnsBaiiTe ToBa 1€KapcTBO CiIe CPOKa Ha TOAHOCT, OTOEIIsA3aH BbPXY ONAKOBKaTa (OJ1MCTEpPHOTO
¢ommo, BhTpEITHATA OITAKOBKA THI ,,TOPTQEII", BHHITHATA OTIAKOBKA THII ,,lIOPTHEHn u
KapTOHEHaTa OTaKoBKa) cien ,,['oneH 1o:“. CpoKbT Ha TOHOCT OTTOBAPS Ha MOCIEAHUS JAEH OT
HOCOYEHHS Mecell.

ToBa JlekapcTBO HE M3MCKBA CIICLUAIIHY YCIOBUS HAa ChbXpaHEHUE.

He u3xBbpIisiite nexkapcTBaTa B KaHANM3aLUsATa WM B KOHTEHHepa 3a JOMAIIHU OTHaIbIIH.
[ommmraiiTe Bamms dhapMarieBT Kak Ja U3XBBPIATE JIEKapCTBaTa, KOUTO Beye He u3mnoin3pare. Te3n
MEpKH 111 CIIOMOTHAT 3a OIa3BaHE Ha OKOJIHATa Cpera.

6. C'b)l'bp)l(aﬂlfle Ha OonMaKoOBKaTa M JOIIbJHUTEC/IHA m{(l)opMaum[

KakBo cbabpxa Akeega

. AKTUBHHTE BeIlleCTBa ca HUpanapub 1 abupaTtepoHOB areTar. Besika punMupana tabnetka
cpabpka 50 mg Hupamapud u 500 mg abuparepoHOB anerar.
o Jpyrute cbcTaBKH Ha SIIPOTO HA TalOJIeTKaTa ca KOJIOUIEH 0e3BOJICH CHIIMIMEB AUOKCH],

KPOCHOBHUIOH, XUITPOMENI03a, JITAKT03a MOHOXH/JIPAT, MArHE3UEB CTeapar, MUKPOKPHCTAIHA
LeITyJ103a, HaTpUeB Jaypuicyndar. PUIMOBOTO MOKPUTHE ChIBPIKA YEPEH JKENE3€H OKCUJL
(E172), uepBen xxene3en okcup (E172), bt xeneszen okcun (E172), Harpues naypuicyndar,
TJIMIIEPOJIOB MOHOKATIPUIIOKAIIPAT, TTOJIMBIHHIIIOB ATKOXOJI, TAIK M THTaHOB quokcua (E171)
(BrkTe Touka 2 ,,Akeega ChIbpiKa JIAKTO3a U HATPUI )

Kak nm3rne:xkna Akeega u kKakBo ChIAbp:Ka ONAKOBKATA
Akeega ¢puiMupanu TabJIETKH ¢a ) bITCHUKABO-OPaHKEBH JI0 )KbJITCHUKABO-Ka()siBU OBAJTHU
TabneTku, ¢ BIubOHaTO penedHo o3HaueHne “N50 A” oT egHaTa cTpaHa U IJIaJKU OT JpyraTa CTpaHa.

Bcesika 28-m1HeBHA KapTOHEHA OMAKOBKA ChABPkKA 56 Pprmmupany TablIeTKH B JBE KAPTOHEHU
OIaKOBKH THUII ,,TIOPTPern’ ¢ 28 ¢puimupanu TabJIeTKU BCsKa.

IIpuTexkaTes Ha pa3pellleHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpounsBoguten
Janssen Cilag SpA
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http://www.bda.bg/

Via C. Janssen,
Borgo San Michele
Latina 04100
Uranus

3a momreTHATETHA WHPOPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JTOKATHS
NpeACTaBUTEN HA MPUTEXKATEIIS Ha pa3pelieHHeTo 3a ynorpeoa:

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

Bbbuarapus

»JkoHCHH & JxoHCHH bearapus” EOO/J]
Ten.: +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: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

E)MLGda

Janssen-Cilag ®oppakevtik) Movonpocmnn
A.EB.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 25 50 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Lietuva

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

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 1464 94 11
janssen@jacbe.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 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

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

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

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvzpog

Bapvéapoc Xatinmoavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
Iv@its.jnj.com

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

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety slo@its.jnj.com

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

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

JlaTa Ha MOCJIEAHO Mpepasriie;kaane Ha JuctoBkara 07/2024

JApyru u3ToYHUIIA HA HHPOpMaIus

IMonpoOHa nH(OpMaIUs 3a TOBA JIEKAPCTBO € TMPe0CTaBeHa Ha yebcalita Ha EBponeiickaTa areHnus
o JiekapcTBaTa: https://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 USLJIATA JIMCTOBKA, IIPEeIU 12 3alI0YHETe 12 IpHeMaTe TOBA JIEeKapCTBO,
Thil KaTO TH ChAbPKA BaxHa 3a Bac undgopmaums.

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

o AKX0 UMaTe HAKaKBH JIOBIHUTEITHHA BBIIPOCH, NonuTaiTe Bamms nekap wim papmanesT.

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

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kakso mpencrasnsBa Akeega v 32 KakBO ce M3IMOI3Ba
Kakso TpsiOBa na 3Haere, npenu aa nmpuemere Akeega

Kak na npuemare Akeega

BB3MOXXHU HEXETaHU peakuu

Kak na cexpansiBate Akeega

ChabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

ISR .

1. Kaxkso npeacraBiasBa Akeega u 3a KakBO ce H3MOJI3BA

Akeega e nexkapcTBo, KOETO ChABPIKA IB€ aKTUBHU BEIIECTBA: HUpANapuO u aOMpaTepoHOB aIeTarT, u
JIEeUCTBa II0 IBa HAYMHA.

Akeega ce n3mon3Ba 3a JieueHHe Ha Bh3PACTHH MBXKE C paK Ha MPOCTATATa, KOUTO MMaT MPOMEHHU B
OTpeJIeNICHN TeHU ¥ YMIHTO PaK Ha MMPOCTATaTa Ce € Pa3npOCTPAHWII B IPYTH YACTH HA TSUIOTO U Beve
HE Ce TOBJINABA 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. Uaxuburopure Ha
PARP 6nokupar eH3uM, HapedeH nonu [ageHo3ut audocdar-pudosza] nonumepaza (PARP). PARP
rmomara Ha kKJieTkuTe na nmonpassar yepeaenara JJHK. Koraro PARP ce Giiokupa, pakoBHUTE KIETKH HE
Mmorar aa nonpasar csoeto JJHK, koeTo Boau 10 3aruBaHe Ha TyMOpPHHTE KJIETKH U cIioMara 3a
KOHTpPOJI Ha paxa.

AbupartepoH 0JI0KHpa MPOU3BOJICTBOTO HA TECTOCTEPOH B opranu3Ma. ToBa Moxe Ja 3a0aBu pacTexa
Ha paka Ha [1pocTaraTa.

Korato npuemate ToBa nekapcTBo, Bamusat nekap me Bu npeanuiie u agpyro gexkapcTBo, HApeueHO
MIPEAHU30H WK IPeIHU30JI0H. ToBa ce mpasu, 3a Ja ce HaMalu BEPOSATHOCTTA J1a MOJIyYUTE 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 win abupaTepoHOB aleTaT UM KbM HSIKOS OT OCTAHAIIUTE
ChCTAaBKH Ha TOBA JIEKapCTBO (M30pOCHH B TOUKA 6).
. aKo CTe JKeHa, KOsATO € OpeMeHHa WM MOXKEe J1a 3a0peMenee.
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. aKO MMaTe TeKKA CTETICH Ha YSPHOAPOOHO YBpEKIaHE.

. B KOMOMHAIIUS C JICYCHUE ¢ paauii-223 (KOWTO ce U3IMO0JI3Ba 3a JICUCHUE Ha PaK Ha MPOCTaTaTa).
ToBa e Taka mopaau Bb3MOXXHOCTTA 32 ITOBHUIIIaBaHE Ha PUCKA OT PpaKTypa Ha KOCTUTE WIIH
CMBPT.

He npuemaiite ToBa JiekapcTBO, aKO HELIO OT TOPHHUTE ce OTHacs A0 Bac. Ako He cTe curypHH,
roBopete ¢ Bamms nexap nim apmaneBT, Ipenu 1a npreMeTe TOBa JISKapCTBO.

Ipexynpexnennsi u NpeAna3sHu MepKU

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

JEKapCTBO, aKO UMaTe:

o HHUCBK Opoii KpBbBHU KIIeTKHU. [Ipn3HanuTe 1 cHMOTOMHUTE, 32 KOUTO TPsiOBa ]a BHIMAaBare,
BKJIIOYBAT YMOpa, TIOBUILIEHA TEMIIepaTypa Wik HH(EKIus, KAKTO 1 HeoONYaliH! CHHUHU HITH
KbpBeHe. Akeega MOXKke CBHIIO J1a IIOHMKH Opost HAa KPBBHUTE KISTKH. BammsT jgekap e
M3cIe/[Ba peJOBHO KpbBTa B 10 BpeMe Ha JiedeHueTo.

o BHCOKO KPBBHO HaJISITaHEe, ChP/I€YHA HEIOCTATHYHOCT MIIM HUCKO ChABPKAHUE HA KaJMi 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,
MUMaTe HEPUTMHYHA WJIM YCKOPEHA Chp/ieuHa AeHHOCT, 3a1yX, Obp30 HaJlaBaHe Ha TETJIO WU
NOyBaHE HA CThHIIANIATa, TJIC3eHUTE WM KpakaTa. Bammsr ekap me n3mepBa peoBHO
KPBBHOTO Bu HansiraHe 1mo Bpeme Ha JIE€YCHUETO.

o riaBo0oIKe, MPOMEHH B 3pEHUETO, OOBPKAHOCT WM NpUnaabk. ToBa Moxke 1a ObAaT NpU3HALU

Ha psAIKa HEBPOJIOTHYHA HEeXeJIaHa PeakIlys, HapeueHa CHHAPOM Ha 33a7Ha oOpaTiMa

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

Akeega.

BHCOKA TeMIIepaTypa, yMopa H APYTH MMPU3HALNN U CHMIITOMH Ha TEXKA HHPEKIU.

MMaTe WIN CTe UMaJId B MUHAJIOTO KPBBHH ChCHPENH B OenTe ApoOOBe MM KpaKaTa

YePHOAPOOHH MPOOIeMHU

HHCKHU WJIM BUCOKH HHBA KPBBHA 3aXap

MYCKyJTHa c1a00CT /Wi MyCKyJTHa OoJKa.

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

AKko 1o Bpeme Ha nprema Ha Akeega 3a ABJIBI IEPHOA OT BPEME MOJTyduTe HeoOnyaeH Opoii KpbBHU
KJIETKH, TOBa MOJKE J1a € IPU3HAK Ha O-CEPHO3HHU NMPOOJIEMH C KOCTHHS MO3BK, KaTo
muenoauciactude cuuapom (MJIC) mim octpa muenounnna neskemust (OMJI). Bamusat nexkap Moxe
Jla TIOMCKa J1a U3ciieiBa KOCTHHUS By MO3bK, 3a Ja MPOBEpH 3a TE3U MPOOJIEMH.

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

o edekra, KoiiTo Akeega MosKe J1a OKaxke BbpPXY KocTHTe Bu.
o IpUEM Ha TMPEJHU30H HIIH PEIHU30JIOH (JIPYTo JEKapcTBO, KOSTO TPsAOBa Jia MpUeMaTe 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 J1a 3acerHe uepaus Bu apo0, HO MosKe /1a He 3a0eJIe)KNUTe HIKAKBUA CUMIITOMH Ha
npobisiemu ¢ yepHust apo6. [Topanu ToBa, Korato mpueMaTe ToBa JeKapcTBo, Bammsr ekap
NEePHOINYHO IIIe TPOBEpsiBa KpbBTa BH, 3a 1a ThpcH eeKkTH BbpXy YepHUS APOO.

Jeua v roHomIM

ToBa nexapcTBO He € MPeAHAa3HAYCHO 3a YIoTpeda mpu aena u roHomu. Ako Akeega 0b/1e cirydaitHo
MOT'BJIHAT OT JIETE WJIM FOHOIIIA, He3a0aBHO TH 3aBeJeTe B OOJIHMIIA U B3EMETE ChC ce0e cU Ta3u
JIUCTOBKA, 32 Jla 5 IOKaKETEe Ha JIEKapsI OT CIEIIHA TOMOIII.
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Apyru gekapcrBa u Akeega

Tps6Ba na kaxere Ha Bamms nexap unu GapmanesT, ako IpuemMare, HACKOPO CTe MPUEeMalli WU €
BB3MOXKHO JIa IpHeMaTe ApyTrH JekapcTa. ToBa ce Hamara, 3amoto Akeega Moxe Ja MOBJIHsIe
JIEHCTBHETO Ha ApYyTH JiekapcTBa. ChIO Taka HSIKOU APYTH JIEKAPCTBA MOTAT J1a TIOBIHUSAT NEHCTBHUETO
Ha Akeega.

JledenueTo c nekapcTBa, KOUTO CIIHPAT MPOU3BOJCTBOTO HA TECTOCTEPOH B OPTaHMU3Ma, MOXKeE Ja
YBEJIMYH PUCKa OT IPOOIEMH ChC CHPICYHHSI PUTHM. Y BeqoMeTe Bammms iekap, ako moirydaBarte:

o JIEKapCTBO, M3MOI3BAHO 32 JIEYeHHE Ha TPOOJIeMH ChC ChPICYHUS PUTHM (HAIP. XHHUIMH,
MpOKauHAMUJ, aMHOJAPOH U COTAJION);
o JIEKapCTBO, 32 KOETO € U3BECTHO, Y€ TIOBHIIIABA PHUCKA OT MPOOIEMH ChC CHPACYHHUS PUTHM

(Hamp. MeTajI0H, U3MOJI3BaH 3a 00JICKUaBaHE Ha 0OJIKATa U KaTO YacT OT JCTOKCUKAIUATA IIPU
HapKOTUYHA 3aBUCUMOCT, MOKCH(ITOKCAITUH (aHTHOMOTHK), aHTUTICUXOTHITH, H3TIOJI3BAHU ITPH
CEPUO3HU TICUXUYHU 3200 ISIBAaHHS).

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

(13 4
. ToBa nexkapcTBO He TpsiOBa Ja ce mpreMa ¢ XxpaHna (BwkTe Touka 3 ,,[Ipuem Ha Akeega“), Thit

KaTo MOXKE€ J1a YBECJIMYHN PUCKA OT HEXKECJIaHU pEaKIIUH.

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

o ToBa nexkapcTBO MOXe Ja IPUUYMHY YBPEKAaHE Ha HEPOAEHOTO JIETe, aKO ce IpHeMa OT
OpeMeHHU KeHH.
o JXenure, KONTO ca OpeMEHHHU WM MOTAT Aa 3a0peMeHesIT, TpI0Ba 1a HOCAT PbKaBHIIN, aKO Ce

HaJiara Jia IokocBar wim oopasst ¢ Akeega.

KonTtparnenius 3a Mbxe, npuiaramm Akeega

o AKO TIpaBHTE CEKC C KEeHa, KOSATO MOXKe Ja 3a0peMeHee, N3M0J3BaiiTe Ipe3epBaTHB U APYT
e(eKTHBEH METO]T 3a KOHTPOJ Ha paxkJaeMocTTa. M3non3Baite KOHTPAIECTIUS 110 BpeMe Ha
JICUCHHUETO U B MPOIBJDKCHUE Ha 4 Mecela ciie/l crupaneto My. [lockBeTBaiite ce ¢ Bammis
JIeKap, akO MMAaTe HIKAKBH BBIPOCH OTHOCHO KOHTPAICTIIIHUATA.

o AKO TIpaBHTE ceKC C OpeMeHHa JKeHa, U3MOJI3BaliTe MPe3epBaThB, 32 Ja MPeIa3uTe HePOACHOTO
JieTe.

Ilodupane u padoTa ¢ MAIIMHU

[MpuembT Ha Akeega moxxe 1a Bu Hakapa jia ce uyBcTBate cnabu, pa3KOHIECHTPUPAHU, YMOPEHHU HITH
3amasiHu. ToBa MOXe /1a oBJHse HA criocoOHOCTTa BU 1a modupate u ga paboTure ¢ MalIuHy.
Heo6xommMo e moBuIlleHo BHUMaHHUe, KOraTo mogupare Wik padoTHTE C MAIIWHHL.

Akeega chbabp:xa JIaKT032 U HATPUIA

o Akeega cbibprka J1akTo3a. Ako BammsT nekap Bu e kazai, ue uMaTe HEIIOHOCMMOCT KbM HSKOH
3axapH, CBbPIKETE CE C HETo, IPeAr Ja B3EMETE TOBA JIEKAPCTBO.
. ToBa JiekapcTBO ChIBPIKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha 1032, T.€. MOXKE /12 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 CUTYPHHU B
Helo, nonuraiTe Bamus nexap uiu GpapmanesT.

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

o IIpuemaiite TOBa JEKapCTBO MpE3 ycTaTa.

. He npuemaiite Akeega ¢ xpana.

o [Tpuemaiite Tabnetkute Akeega KaTo eAMHNYHA 032 BEAHBK AHEBHO HA MPa3eH CTOMax Haii-
MAaJIKO eIMH Yac Mpeau WIH MOHe IBa Yaca cJie/l XpaHeHe (BIDKTE Touka 2, ,,Akeega u
xpaHa‘).

. I'enraiite Tabnerkure nenu ¢ Boga. He uymere, He pa3rpormraBaiite 1 He IbBUETE TAOJIETKUTE.
ToBa 11e ocurypu Bb3MOXKHO Hali-T0OPO AeiicTBUE Ha JIEKAPCTBOTO.

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

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

o Tps0Ba ga mpuemare NpeIHNU30H WU IPETHU30JI0H BCEKH JIeH, JOKATO pUeMaTe
Akeega.

o Moske fa ce HaJIOKU MPOMSIHA Ha KOTMYECTBOTO TPEAHU30H HITH IPEIHU30II0H, KOETO

npreMare, ako UMaTe CIeLIeH MeIUIMHCKY podsieM. Bamusat nekap me Bu kaxe, ako e
HEOO0XOIUMO J1a MPOMEHHUTE KOJIMYECTBOTO HA MPHEMaHus oT Bac mpeqHU30H Hin
npenHu3oyioH. He cimpaiite ga npuemare npeaHU30H WIN IPEIHU30I0H, 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, CBbpiKeTe ce ¢ Baius siekap. Bp3mMoxHo e
Jla IMaTe TIOBHIIIEH PUCK OT HE)KETAHN PEaKIIHH.

AKo cTe mponycHaJM 1a npueMere Akeega
Axo 3abpaBute na npuemere Akeega, IpeTHU30H WM IPEIHU30JIOH, B3eMeTe oOndaiiHaTa cu 103a
BEHAra IIOM CH CIIOMHUTE B ChIINA ACH.

Axo 3a0paBuTe j1a npuemere Akeega, IpeTHU30H WM MPETHU30JIOH 3a MOBEYE OT €/IMH JICH,
He3abaBHO ToBopeTte ¢ Bamnms nekap.

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

AKO MMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € YOTpebaTa Ha TOBa JICKAPCTBO, MONUTANTe
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 UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € YHOTpebaTa Ha TOBa JICKAPCTBO, MONUTATe
Bamms niekap, papmaneBT HWiIM MEAUIIMHCKA CECTPA.
4. Bb3MOKHYM HeKeJIaHU peakun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKEC 1a MPEAN3BUKA HCIKCIAaHU PCAKIIUN, BBIIPCKU Y€ HC
BCCKH I'l TIOJTy4aBa.

Cepuo3HH HexKeJTaH! PeaKIuu
Cnpere npuema Ha AKeega u He32a0aBHO NOTHhpceTe JIeKAPCKA MOMOI, AK0 3a0ej1eKUTe HAKO0I
OT cJIeTHUTEe CUMITOMM:

MHoro yecTH (Moxe J1a 3acernar noseue ot 1 Ha 10 gymm)

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, CHITHA YMOpa, OJIe/1a KOXKa WM YYECTeHa ChpeUYHa IEHHOCT - TOBa MOXKE
Jla ca IpU3HAI Ha HUCHK OpOl YepBEHU KPHBHU KJIICTKH (AaHEMFIS).

[NoBuieHa TeMreparypa Wid UHPEKIUS - HUCKUAT Opoii Ha OeIUTe KPhbBHU KICTKH
(HeyTpomeH s ) MOKe J1a yBeNn4H prcka oT nHpekuus. [Ipr3HannTe Moxe Ja BKITFOUBAT
MOBHIIIEHA TEMIIEPATypa, BTPUCAHE, YyBCTBO Ha CJIA0OCT WK OOBPKAHOCT, KaluTUIa, 00JIKa WIIH
YyBCTBO Ha MapeHe Npu ypuHupaHe. Hakon nHpekym Moxke 1a ObJaT CEPHO3HU U J1a JIOBEAAT
JI0 CMBPT.

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

MTOBUITICHO HUBO Ha €H3MMa aikaigHa 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 HUpAapud Wik abNpaTepOHOB alleTar (ChCTaBKU Ha
Akeega)

AnepruyHa peakiys (BKJIIOYUTEIHO TEXKA aJleprUyHa PEaKLsl, KOsITO MOXKe J1a Obie
JKUBOTO3acTpamasaina). [[puzHanuTe BKIIOYBAT: HAIUTHAT U ChpOsII 00puB (YpTHKapHs) U
MOJyBaHE - OHSIKOIa Ha JIMLIETO WU ycTaTa (aHTHOeAeM), KOETO IPUIHHSBA 3aTPYAHEHO
JUIIaHe, ¥ KOJIAIC WK 3ary0a Ha Cb3HaHUeE.

BHezanHo noBuinaBaHe Ha KPbBHOTO HAJsIraHe, KOETO MOXeE Aa ObJe CHEeIHO MEJULIIMHCKO
CBCTOSIHHE, KOETO MOJKE JIa JOBEJIE JI0 YBPEXkKAaHEe Ha OpTraHH WM MOXKe J1a Obie
YKUBOTO3aCTPAILABAILIO.

Jlpyru He:xke1aHU 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 6eni KpBBHU KIETKH (JICBKOTIEHUS ), HAOIOaBaH MPH U3CIIeIBAHNS Ha KPHBTA
HUCBHK Opoii Ha equH BHJ OeTM KPBBHU KiIeTKH (TMM(OTIeHHs), HaONFOIaBaH MpU U3CIEIBAHUS
Ha KpbBTa

BHUCOKO KPBBHO HaJsiTaHe

HaMmaJieH aneTuT

Oe3chbHME

YYBCTBO Ha 3aMastHOCT

3ayX

00JKH B cTOMaxa

3areK

rajeHe

IIOBpBIIIAHE

6onka B repba

0o0JKa B CTaBUTE

ycCellaHe 3a CUJIHa yMopa

ycellaHe 3a ci1adocT

BHUCOKO HMBO Ha 3axap B KPBBTa

3ary0a Ha TerJo

MOJ{yBaHe Ha JUTAHUTE, TIIe3CHUTE WIN CThIIajara
IMMOBUIICHO HUBO HAa KPCAaTUHWH B KPHBTa

Yectu (Moxe ma 3acersat mo 1 Ha 10 gymm):

MTHEBMOHHS
oenonpobHa nHpekys (OpOHXUT)

MH(EKIHS Ha HOCA U TBPIIOTO (Ha30(hapuHTUT)

BHUCOKO HMBO Ha BHJl MACTH (XUTICPTPUTITHIIEPUIEMUS) B KPBBTA
JieTpecHst

YYBCTBO Ha TPEBOKHOCT
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riaBo0ome

YCKOpEHa ChpJieuHa JeHHOCT

YCKOPEHA WM HEpUTMHYHA ChpACYHA AEHHOCT (ChpuedueHe)
HEpaBHOMEPEH ChPACUYECH PUTHM (TIPENCHPAHO MBKACHE)

ChpACYHA HEJOCTATHYHOCT, KOSITO IPUYMHSBA HEJOCTUT Ha BB3yX U TOIyBaHE Ha Kpakara
ChpAcYCH UHPAPKT

JUCKOM(OPT B TbPANUTE, YECTO MPEAU3BUKAH OT (GPU3NUECKA aKTUBHOCT
KalLTHIa

KPBBEH ChCUPEK B OenuTe ApoOoBe, MPUYMHSABALL O0JIKA B 'bPUTE U HEAOCTUT Ha BB3IyX
BB3MAJICHHUE Ha OenuTe IpoOoBe

HapyIIECHO XpaHOCMHUIIaHE

JHapus

MoJyBaHe Ha KOpeMa

paHu B ycTara

CyXOTa B ycTata

4epHOAPOOHA HEIOCTATHYHOCT

KOXKEH 00pHB

MYCKYJIHHU OOJIKU

KpBB B ypUHaTa

MOBHIIIEHO HUBO Ha €H3UMa aclapTaTr aMuHOTpaHcdepas3a B KPbBTa
TIOBHIIIEHO HUBO Ha €H3UMa aJIaHMH aMHHOTpaHc(epasa B KPbBTA
(bpakTypHu Ha KOCTHTE

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

o TexKa HHPEKIH (CETCHC), KOATO ce Pa3IpPOCTPaHsIBa OT MMKOYHUTE ITBTUIIIA B TEIHS
OpTaHHU3bM).

BB3MAJICHNE HAa OKOTO (KOHIOHKTHBHT)

YyBCTBO Ha 00BPKAHOCT

IMpoMsAHa BLB BKyCa

otkionennst B EKI (enekTpokapamorpama), KOETo MOXKe J1a ObJie IPU3HAK Ha MTPOOIEMH ChC
CHPIIETO

KbpBEHE OT HOCA

BB3MAJICHNE Ha JIUTAaBUIIaTa, HAIIPUMEpP Ha HOCa, yCTaTa WIM XpaHOCMHUJIaTeIHaTa CUCTeMa
IMMOBUIICHA YYBCTBUTCIHOCT Ha KOXXaTa KbM CIIbHYEBA CBCTJIMHA

TIOBHIIIEHO HUBO Ha raMa-TiIyTaMuIITpaHcdepasa B KPbBTa

C HeH3BecTHA 4ecTOTa (He MOXe J1a ObJiec HAalpaBeHa OlIeHKa) — He ce ChOOIIaBar npu yrnorpedara
Ha Akeega, HO ce chOOIIIaBaT Npu yrnoTpedaTa Ha HUpANapuod Uik aOUPaTESPOHOB alleTaT (ChbCTAaBKU Ha
Akeega)

o HUCBHK OpOY Ha BCUYKU BUJIOBE KPHBHU KJICTKU (MTAHIIUTOTICHYS )

o 3a00JsIBaHE HA MO3bKa ChC CUMIITOMH, BKJIFOUBAIIHU I'bpUOBE (PUTIAIBIIN), TIABOOOIHE,
00BPKaHOCT M IPOMEHH B 3pEHUETO (CHHIIPOM Ha 3a/iHa oOpatuma eHnedanonarus win PRES),
CIENTHO MEUIIMHCKO ChCTOSIHUE, KOETO MOYXKE J]a JIOBEJIE 10 YBPEXKIaHEe Ha OpTaHu WK Ja ObJe
YKUBOTO3aCTPAILIABAILO

. mpo0JemMu ¢ HanOBOpETHUTE KIIe3U (CBhp3aHH C MPOOIEMHU ChC COITA U BOjaTa), KOraTo ce
NPOU3BEKIA TBBP/E MAJIKO XOPMOH, KOETO MOXKE J1a A0BeIe 10 podiaeMu KaTo ciaadocr,
yMopa, 3ary0a Ha aneTHr, rajieHe, 00e3BOTHIBaHE U KOYKHU IIPOMEHH

o 3aTpyIHEHUS B MUACJICHETO, 3aITOMHSIHETO Ha MH(POPMAIHA WIH PEIIaBaHETO Ha MpodiieMu
(KOTHUTUBHH HapyLICHHUS)

. BB3MAJIeHNE Ha OennTe APo0oBe, MPUIMHEHO OT AJIEPTUYHA PEAKIHS (AJIEPTUYEH aIBEOJIHT)

. aJlepruyHa peaxius

o MYCKYJIHO 3a00s1sBaHe (MUOIATUs), KOETO MOXKE Jja IPUIMHU MYCKYJIHA cl1ab0CT, CKOBAHOCT
WY CTIa3MHU

o pasnaj Ha MyCKyJHaTa ThKaH (padIoMHOIIN3a), KOETO MOXKeE Jia IPUIMHU MYCKYJIHH KPaMITh

nIn 60.HKI/I, yMoOpa 1 NOTbMHABAHE HAa yprUHATa.
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Cpo0maBaHe HA HesKeJIAHU PeaKIuu

AKO TIOJTyYuTe HAKAKBU HEXKEJIaHU JICKAPCTBCHH PEaKIIH, yBeoMeTe Barust nexap niu apmarieBT.
ToBa BKJIFOUBa BCUYKH Bb3MOYKHH HEOTMCAHH B TA3M JINCTOBKA HEXKEJIAHU peakiuu. MoxkeTe ChIo Ja
CHOOIINTE HEXKEIAHN PEAKIUU JUPEKTHO Ype3 HAI[HOHAIHATA CHCTEMA 3a ChOOIIABaHE B:
W3mbaHuTe Ha areHIus 10 JeKapcTBaTa

yi. ,,Jlamsia I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeoOcaitt: www.bda.bg

Karo cro0miaBare HeXXeIaHU PEAKIINH, MOXKETE J1a IAZeTe CBOSI PHHOC 3a MOJIyYaBaHEe Ha IMOBEYEC
nH(pOpPMAIUs OTHOCHO 0€30MMacCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Akeega

[a ce cpxpaHsBa Ha MSCTO, HEIOCTBITHO 32 JeLa.

He u3nosnsBaiiTe ToBa 1€KapcTBO CiIe CPOKa Ha TOAHOCT, OTOEIIsA3aH BbPXY ONAKOBKaTa (OJ1MCTEpPHOTO
¢ommo, BhTpEITHATA OITAKOBKA THI ,,TOPTQEII", BHHITHATA OTIAKOBKA THII ,,lIOPTHEHn u
KapTOHEHaTa OTaKoBKa) cien ,,['oneH 1o:“. CpoKbT Ha TOHOCT OTTOBAPS Ha MOCIEAHUS JAEH OT
HOCOYEHHS Mecell.

ToBa JlekapcTBO HE M3MCKBA CIICLUAIIHY YCIOBUS HAa ChbXpaHEHUE.

He u3xBbpIisiite nexkapcTBaTa B KaHANM3aLUsATa WM B KOHTEHHepa 3a JOMAIIHU OTHaIbIIH.
[ommmraiiTe Bamms dhapMarieBT Kak Ja U3XBBPIATE JIEKapCTBaTa, KOUTO Beye He u3mnoin3pare. Te3n
MEpKH 111 CIIOMOTHAT 3a OIa3BaHE Ha OKOJIHATa Cpera.

6. C'b)l'bp)l(aﬂlfle Ha OonMaKoOBKaTa M JOIIbJHUTEC/IHA m{(l)opMaum[

KakBo cbabpxa Akeega

. AKTUBHHTE BeIlleCTBa ca HUpanapub 1 abupaTtepoHOB areTar. Besika punMupana tabnetka
cpaspka 100 mg Hupanapu6 u 500 mg abupaTepoHOB arleTar.
o Jpyrute cbcTaBKH Ha SIIPOTO HA TalOJIeTKaTa ca KOJIOUIEH 0e3BOJICH CHIIMIMEB AUOKCH],

KPOCTIOBUJIOH, XUIIPOMETI03a, JTAKT03a MOHOXHJIPAT, MarHe3UeB CTeapaT, MUKPOKPUCTAJIHA
LeJTyJ103a, HaTpueB Jaypuicyndar. UIMOBOTO MOKPUTHE ChABPKA YEPBEH JKEJIE3EH OKCUJL
(E172), xbnt xene3en okcua (E172), HatpueB naypuicyidar, TIUIEPOIOB
MOHOKAIPHUIIOKAIIPAT, TOJUBHHUIIOB aJIKOXOJ, TAJK U TUTaHoB auokcun (E171) (Buxkre Touka 2
»Akeega cpabpiKka TaKTO3a M HATPHIA ™)

Kaxk m3riexxiaa Akeega n KakBo ChIbpPKa ONAKOBKATA
Akeega ¢punmMupany TabJIeTKU ca OpaH)KeBH OBaJIHH TaOJIETKH, C BATBOHATO penedHO o3HaueHHe
“N100 A” ot enHaTa cTpaHa U TIaKH OT Jpyrara cTpaHa.

Besika 28-nuesna KAPTOHEHA OITAKOBKA cbabpika 56 ¢puimupann TablIeTKy B ABE KAPTOHCHH
omakoBku TUII ,,JIOPTOENJI ¢ 28 dhunMupanu TadbaeTKu BCsKa.

IIpuTexkaTes Ha pa3pellleHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

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

3a momreTHATETHA WHPOPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JTOKATHS
NpeACTaBUTEN HA MPUTEXKATEIIS Ha pa3pelieHHeTo 3a ynorpeoa:

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

Bbbuarapus

»JkoHCHH & JxoHCHH bearapus” EOO/J]
Ten.: +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: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

E)MLGda

Janssen-Cilag ®oppakevtik) Movonpocmnn
A.EB.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 25 50 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Lietuva

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

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 1464 94 11
janssen@jacbe.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 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

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

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

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvzpog

Bapvéapoc Xatinmoavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
Iv@its.jnj.com

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

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety slo@its.jnj.com

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

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

JlaTa Ha MOCJIeAHO Npepa3riekaane Ha Juctopkara 07/2024.

JApyru u3ToYHUIIA HA HHPOpMaIus

[MonpoOHa nH(MOpMaIUs 3a TOBA JIEKAPCTBO € MpeA0CTaBeHa Ha yeOcaiita Ha EBpornelickaTta areHmnus
o JiekapcTBaTa: https://www.ema.europa.eu.
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