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1. HME HA AEKAPCTBEHUA IMPOAYKT

3adpuna 2 mg Tabnerku

Zafrilla 2 mg tablets

2. KAYECTBEH U KOJIUYECTBEH ChCTARB

Beaxa Tabnetka cxaspxka 2 mg anenorect (dienogest).

oMol BellecTBa ¢ U3BECTHO NeiicTBHE; BCska TabNeTKa ChIbpka 62,80 mg TaKT03a MOHOXH/IPAT.

3a NbIHHA COMCHK HA TOMOIIHHTE BEINECTEA, BHXKTE TodKa 6.1.

3. JIEKAPCTBEHA ®OPMA

TabneTka
Benu uiH N04TH O, KPbIH, INocKH TabNeTKH CBC CKoceHH proBe, rpapupany ¢ "G 93" oT eanara
ctpada M "RG" ot apyrarta ctpaHa. JluaMeThphT HA TaONETKHTE € 7 MM.

4. KJIHHHYHH JAHHHU
4,1 TepaneBTHYHH NOKAIAHHSA

Jleuenne Ha CHIOMCTPHO3A.

4.2 To3HpoBKa H HAYHH HA NIPHIOKEHHE

2031'1 POBKa

Ho3supopkara 3a 3adpuna e enna TabreTka MHEBHO O3 NpeKLCBAHE, 38 NpeANOYHTaHe IIPHETA MO SAHO H
CBILIO BPeMe Ha AEHN C MAJIKO TEYHOCT cropen HyxkIuTe. TabneTkaTa MoXe Ja ce pHeMa ¢ Hian Des
XpaHa.

Ta6neTkuTe TpAbBa Aa ce npueMar Ge3s [peKbCBaHe HE3ABMCHMO OT HANMYHETO HITH JIMIICATA Ha
BArMHAJIHO KbpBeHe. KoraTo efiHaTa omakoBKa CEBpLIH, TPAORA I € NPOALJDKH ChC CIIEABALLATA bes
IPEeKBCBAHE,

JleueHHETO MOXE [I2 3a[I04HE BB BCEKH JEH OT MEHCTPYATHHS [[HKBA.
Besika xopMOHanHa KOHTpauenuus Tpadsa na Ow/ie NpeycTaHOBEHA MIPeaH 3an04BaHe Ha JIEYEHHE C
3adppuna. Ako € HeoOXOIHMO NPHJIATZHETO Ha KOHTpaLenius, TpsAOBa fa ce H3MOoN3BAT HEXOPMOHAIHH

KOHTPALENTHBHY METOXH (Hanp. GapuepeH METOx).

ITponycuam npuem na matremiu
EduxacHoctta Ha 3adpiina Moke na Geae HamalleHa B CTydail Ha IPOMYCHAT MPHUEM Ha

CHIEa KaTO ¢ CETH 34 TOBa H II0CTe 'rpaﬁna Ia NpoIBIKH HA CleJBalllig NE€H B ob
HeabGcoplupana nopaam noBpelliade HiM auapua tabnetka 6u Tpadeasio aa Owae

o



Ipyra tabneTka.
Honvanumenna unopmayun 3a crey U@ NORYITUHL

[lecuampuuna nonyaayus

3adpHna He e IpeaHAZHAYEH 34 Aella NPeid HACTHNBAHE HA MEHAapXe.

BezomacHocTTa M epHKacHOCTTA Ha AueHOTecT 2 mg TaGeTka ¢ NPOy4eHa B HEKOHTPOIHPaHH KIHHHYHH
M3NHTBAHHA B NpoABIDKeHHe Ha 12 mecema mpu 111 aesoiiku (12 - <18 rofnHH) ¢ KIHHHYHO [1003MpaHa
HJIH [TOTBBPACHA EHIOMETPHO3A (B3K. TOYKH 4.4 1 5.1).

Cmapuecka eb3pacm
HsimMa peneBaHTHH [OKA3aHUA 33 U3NONIBAHE HA 3adpriia IPH FCPUATPUYHATA TIOMY NALKA.

Hayueumu ¢ veprodpobro yepexcoane
Jadpuna e NpOTHBONOKA3AH TIPH NALMEHTH ¢ HAIMYHO HIIH MHHAJIO TEXKO 4epHOApoOHO 3a00naBane (BXK.
To4ka 4.3).

Hayuenmu c Hvbpeyno yepexcoare
Hsima aanHu, KOMTO a NPeanosiaraT HeobXOIHMOCT OT KOPEKIHSA Ha 103aTa IPH HauHeHTH ¢ 6u6pedHo
YBpEKIaHE.

Hauwn Ha mpunoxkeHne
3a nepopajtHo IPHIOKEHHE.

4.3 IIporHBOnOKa3aAMHA

Jacdpuna He TpaOBa N2 ce H3MON3BA MU HATHYHE, HA KOCTO U Ja ¢ OT CIEJHHTE MPOTHBOIOKA3AHHS,

KOHTO 4acTH4HO ce Oa3upat Ha HHGOPMALHS OT APYTH TIPOXYKTH, KOHTO ChALPKAT CAMO IIPOreCTOTEH.

Axo o BpemMe Ha ynorpefara Ha 3adpiiia ce NpOABH HAKOE OT TE3H CHCTOSHHS, JieueHHeTo TpAlGBa aa

Obae HezabaBHO NPCYCTAHOBEHO:

- aKTHBHH BEHO3HH TPOMOEeMOOIHYHE HAPYLICHHS;

- apTepUaHO WK ChPAEYHO-CHIOBO 3a00/1sBaHe, B MOMEHTA Wil B MUHAJIOTO (Hanp. HHGApKT Ha
MHAOKap[a, MOFBYHOCHAOB HHIMASHT, HCXeMHYHA GOIeCT HA CBPLUETO);

- 3axaped AMa0eT ¢ aHrAXHPAHE HA CLAOBETE;

- HATHYHE HIIH AHAMHE3A 33 TEXKO YePHOAPOGHO 3abonaBane, 10KATO HE C& HOpMaNH3HpaT
NoKa3aTeNnuTe 3a YepHoapoOHaTa (y HKIHS;

- HAJIMMHE HA MK aHAMHE3a 33 4epHORPOGHA TYMOpPH (3N10KaMECTBEHH HH J0OpOKaUeCTBEHA);

- H3BECTHH MM CYCHEKTHH MATUTHOMH, KOUTO C& 3aBUCHMH OT [IOJIOBUTE XOPMOHH,

- HEJUATHOCTHIHPAHO BarHHANHO KbPBEHE;

- CBPBXYYBCTBHTEIIHOCT KbM AKTHRHOTO BELISCTBO HIH KBM HAKOE OT [IOMOLITHHTE BEUIECTBA,
H30poeHH B To4Ka 6.1

4.4 CpenuaTHn npegynpexieHns A NPeANa3HH MePKH NpH yrmorTpeda

peaynpesxnenns
TToHesxxe 3adpHia IpencTaBIsaBa NPORYKT, KOHTO ChABPXkA CaMO MPOTECTArEH, MOXKE 1A C¢ MIP

fasupar Ha CbOTBETHH JAaHHH OT KIMHHYHKTE MPOYYBaHUs ¢ AHEHOTeCT 2 mg Tabne
AKO HSKO€ OT CBCTOSAHHATA/PHCKOBHTE (PAKTOPH, KOHTO ca U30POEHA No-oNy, € Haf



TpsGBa J1a C& HAIPaBH HHAMBHAYAICH AHANH3 Ha ChOTHOLIEHHETO TON3a/PHCK TIPEH Aa ObJe 3aM0YHATO
HIH MPOXB/DKEHO JeYeHHeTO ¢ 3adpuna.

Obuano mamouno xopsene

MaTto4yHOTO KBpBeHe, Hanp. [IPH XKeHH C aIeHOMHO03a Ha MaTKaTa WK IeHOMHOMM Ha MaTKaTa MOXe Aa ce
BIOLIH TpH yHoTpeGa ua Jadpuna. AKo KEPBREHETO € 00UNHO U NPONALIDKATERHO B XOAA HA BPEMETO, TOBA
Moske 1a 1oBele 10 aHeMus (TEKKa B HAKOH CilyyaH). IIpu pasBHTHE Ha aHeMHA TPSOBa Aa ce OOMHCITH
NOpeyCTaHOBABAHE Ha NpuemMa Ha 3adpnna.

IIpomenu & xapaxmepucmuxume Ha Kopgenemo
MHuO3MHCTBOTO NALHEHTKY, JeKyBaHH ¢be 3adpHna, HMaT IPOMEHH B XapaKTePHCTUKHTE HA
MEHCTPYATHOTO CH KhpBeHe (BXK. Touka 4.8),

Luprynamopru napyuenus
OT enuaeMrONOrHYHHTE NPOYYBaHHS HMa MAJKO J0Ka3aTeNCTBa 33 BPb3Ka MEKAY CBABPKAILH CaMO

NporecTareH JIEKAPCTBA H TOBHILIEHHA PHCK 32 MHGBAPKT HAa MAOKapa MM MO3bYHA TpoMGembonus.
TToBHIEHHAT PHCK 34 CHPASHHO-CBIOBH H MOZBYHH HHIHACHTH € II0-CKOPO CELP3aH C HATPEIBAHETO Ha
BE3PACTTa, XHNEPTOHHATA H TIOTIOHOIYLIEHETO. [IpH JeHH ¢ XMIEPTOHHA, PHCKET OT HHCYNIT MOXe Jla
Obe NeKo MOBHILEH OT JeKapCcTBa, KOUTO ChIBPKAT CAMO IIPOTECTare .,

Bonpexu, 4e TOBa HE € CTATHCTHYECKH 3HAYMMO, HAKOH MPOYYBAHHUS [IOKA3BAT, Y€ € BhIMONHO A2
CBIIECTBYBA JIEKO [IOBHIIEH PHCK OT BeHO3Ha TpombGemGonus (tpomBo3a Ha xbrGoKHTe BeHH, 6¢101pobHa
TpoMGeMGonus), CBLP3aHHM ¢ ynoTpebarta Ha ChABPKALIM CaMO NPOTeCTareH IEKapCTBRa.
OG61onpusHaTUTe PHCKOBH (PaKTOpH 3a BeHO3Ha TpombBeMbonus (BTE) BxmodBaT HamHyHe Ha (hpaMHIHA
anaMue3a (BTE npy Gpatsa/cecTpu WiH IpH POAUTE, NOSBHIA C& B OTHOCHTEITHO ITO-PAHHA BB3DAcT),
BB3PacTTa, 3ATMbCTABAHETO, IPONBIKHTENHO 003 IBHKBAHE, ['0JIEMH XUPYPIrHUHH HHTEPBEHLMH HIIH
TexKa TpaBMa. B ciy4ait Ha IpoABIDKATENHO 00E3IBIKBAHE € IPEIIOPEYHTENHO 3 Ce clpe ynoTpebata
Ha 3acpurna (B cywali Ha eJEKTHBHA XUPYPrAHA HHTEPBEHHSA - TIOHE YETHPH CEMHLIH IPELBAPHTENHO)
H JIa He ce MIOXHOBABA JIEYeHHETO NIOHE JIRe CEAMHLH cJie] MBJIHOTO BE3CTAHOBABAHE HA JIBUraTe/IHATA
AKTHBHOCT.

Tpabea na ce OTHHTA NOBHIIEHHAT PHCK 33 TPOMOEMOOIHS B CAEAPOIHIHHAS MEPHOL.

JledenneTo TpAGBa na ce crpe He3abaBHO, AKO HMA CHMITOMH HA APTEPHANHA KK BEHO3HA
TpoMbeMBONHSA HIIH TIPH CEbMHEHHE 33 TAKOBA.

Tymopu
Envn MeTaasanus Ha 54 emaJIeMHONOTHYHH POYYBaHHs cHO0IABA 32 HANMYKME HA JIEKO MOBHIIEH
otHocuteneH puck (OP=1,24) 3a oTkprBaHe Ha pak Ha rbpAATa [IPH XEHH, KOHTO H3MO/I3BaT NEPOPATHH
xonTpanentusH (11K), rrasuo npu u3nonssase Ha npenapary Ha baza ecTporeH-nporecTared. Tosu
MOBHIICH PHCK NMOCTENEHHO HAMadBa B PAMKHTEC HA 10 TOOHHH CJICO IIPpCYCTAHOBABAHE ynorpeﬁa*ra Ha
xomOunupanu nepopaniu koHtpauentHsu (KIK). [ToHexke paksT Ha rbpAara € pAALK NpU XKeHH oy 40-
roJMIIHA BB3PAcT, OTHOCUTE/IHO MalIKO € MOBHIIEHHETO HA Opod Ha JHATHOCTHIMPAHH ¢ pak Ha rbpaara
ITPH H3MOJT3BAINH B MOMEHTA HITH 10 ckopo u3mon3eany KITK, oTHeceHO KbM 00N PHCK 32 PaK Ha
repoara. PUCKET 3a oTKkpHBaHe Ha paK Ha rbPJATa OpY HIMON3BAIIH JIEKAPCTRA, KOHTO CEIBPKAT CaMO
pOrecTareH, € BEPOATHO OT ChHILATa BeIMYHHA KaTO TO3M, CBEP3aH ¢ ynorpebara Ha KIIK, 32

Npoy4BaHus HE AaBaT JOKa3aTeACTEA 3a NpHIHHHO-CNENCTBeHA Bpbika. Habaronasa
NOBHIIEH pUCK MOXKE Ja ¢€ AbJDKH Ha [Mo-PaHHO AMarHOCTHLUHPAHE HA paKa HA TBpJ;
K, na Guonoruunure edexry va [TK unu wa komOunanvarta oT Asete. Mima Tenzen



TBpIaTa, AHArHOCTHUHpaH npH H3non3eamy [TK, 1a He e TonkoBa KMHHHYHO HAIpEAHa, KONKOTO MPH
OAHEHTKH, KOATO HHKOra He ca u3noassam [TK.

B penxs ciayyan uMa cpo0ImeHuA 32 JOGPOKAYECTBCHU YSPHOAPOOHH TYMODH H OLLE NO-PAIKO - 3
3/10KaYECTBEHH YePHOAPOGHH TYMODH NPH NALUEHTH, YIOTPeOABallH XOPMOHAIHH Cy(CTaHLUMK KAaTO
TE3H, CBOBPKAINK ce BbB 3adpuaa. B nsonapanu cayuan Te3H TYMOPH €2 I0BEIH 10
JHBOTO3aCTpaliaBallll HHTpaabaoMHHANHY KpbhBOU3IHBY. B nudepeHIHATHO-AHArHOCTHIHO OTHOMICHHE
Tps6Ba Jia ce MHCITH 1 3a 4epHOAPOOSH TYMOP NPH HAMHYME HA CHJIHA OOJKa B ropHATa 4acT Ha KopeMa,
YroieMsBaHe Ha YepHUA Apo6 MM HETpaabJOMHUHANEH KPBBOM3IHB IIPH SKEHH, npuemMaill 3appura.

Ocmeonoposa
ITpomenu B kocTHaTa MEHEpaNHa MTbTHOCT (KMIT).

Ynotpebata na auenorect 2 mg tabreTka npH Aesokikd (12 10 <18 roguHu) 3a nepHo/ Ha fedeHue oT 12
Mecela ce CBbP3Ba C MOHIKABaHe Ha KocTHaTa MuHepanHa mreTHocT (KMIT) Ha mymbannnTe npewieHd
(L.2-L4). Cpennata otHocuTenHa npoMsHa B KMII B kpad Ha ieYeHHETO CNIPAMO H3XOMHOTO HHBO € Ouia
-1,2% B nuanasoH ot -6% u 5% (JIU 95%: -1,70% u -0,78%, n=103).

IMosTopHoTO H3MEPBaHe 6 Mecela Cllel Kpas Ha NeUeHHETO B MOATPYTATa, KOATO € OHia C MOHHXKEHH
croiinocTd Ha KMII, nokassa renaeHIEs 3a Be3cTaHoBaBaHe. (CpeHa OTHOCHTENHA NPOMAHA OT
H3XOHOTO HABO: -2,3% B kpad Ha JedeHueTo K -0,6% 6 Mecella cneq NpeKPATABAHE HA IEUEHHETO B
luanason Mexay -9% u 6% (G 95%: -1,20% u 0,06% (n=60)).

3arybara Ha KMII ¢ ot ocobeno 3uadeHde no BpeMe Ha IOHOLIECTBOTO H MJIAfIaTa Bb3pacT, Thi Karo ToBa
€ KPHTHYEH NEPHOA Ha KocTeH pacTex. He e u3BecTHo gamu nonmxkapaHeTo Ha KMII npu ta3u

Oy TAIMA L€ NOHMXKY MHKOBATa KOCTHA MAca H JaIH e JoBeze OO0 NOBUINEH PHCK OT paKTypH B fo-
3psIa Bb3pacT (BK. Toukd 4.2 1 5.1).

Ilpy mauMEnTH ¢ OBHLIEH PHCK 33 PA3BHTHE Ha OCTEONOPO3a € HeoOXOIHMO BHUMATENHO fIpeicHABaHe
Ha ChOTHOLCHHETO 10/13a-PHCK MIPEAN 3aM049BaHe Ha JISYCHHETO C 3a¢puna, TIOHCXKE CHAOTCHHHTEC HHBA
Ha €CTPOreHHTE Ca YMEPEHO MOHHKCHH IO BpeMe Ha neuenuero cbe 3adpiia (Bx. Touka 5.1).

HOI[XO.H}IHJ,HSIT TIpHEM Ha kaJmAH B BUTAMUH D, HE3aBHCHMO JIaJIH Ype3 XpaHaTta HITH 1peE3 AOMBJIHHATENCH
IIPHCM, © BAXEH 3a KOCTHOTO 3XpaBe NMPH BCHYKH JKEHHW, HE3ABHCHMO OT TAXHATA Bb3PacT.

Jlpvau cocmoanus
IanHeHTKH, KOHTO HMaT aHaMHe3a 33 JenpecHs, TpsOBa Aa ObJaT BHHMATENHO CICAEHH H NIPHEMBT Ha
JIEKApCTBOTO TPAOBa [1a e NPeyCTaHOBH, aKO ASMPECHATA OTHOBO C€ 3ACHIIH A0 TeXKa CTENeH.

Haii-001mo, HaMa JaHHH JHEHOrecT Ja MOBIHABA KPbBHOTO HAJIATAHE PH HOPMOTEH3NBHH XeHH. AKO
obave mo BpeMe Ha ynoTpebara Ha 3adpuna ce pasBHe YCTOHYHBA, KITWHHYHO 3HAYHMa XHIIEPTOHHS, €&
NPEnopLUBa Jla ce cIpe NeueHueTo ¢ 3adpHna u Ja ce JIeKyBa XHIepTOHHATA.

HOBTOpHaTa MIOABE HA XOJISCTATHYHA KBJITCHHLA W/HIH C'Bpﬁe}K, KOHTO €A €€ MOABHJIH 34 IIEPBH NET 110
BpeMe Ha OpeMeHOCT Uiy npeaxoana ynotpeda Ha TIONOBH CTEPOH/H, HANlara IPeKpaTABaHe Ha
nedenuero ¢ 3adgpana.

JIMeHOrecT € BBIMOKHO 12 HMA nek eQeKT BupXy nepud)epHATA HHCYJIHHOBA PE3HCTE
Tonepasc. JKeHu nuabeTHukH ¥ 0cOOSHO Te3M, KOHTO HMAT aHAMHE34A 34 IMeCTallHOHE
TpsOBa fa ObAaT HabMoNABaHH BHHMATENHO 110 BPEME Ha pHeMa Ha 3adpuna.



BB3MOXHO € ciiyyaiiHa I0ABa Ha X/10a3Ma, 0cO00EHO NPH MEHH ¢ aHAMHE3A 3a XJI0a3Ma Ha OpeMeHHOCTTa.
XKenute ChC CKIOHHOCT 32 pa3BHTHE Ha XJioa3Ma TpabBa ja H30ATBAT EKCIOZHUMS Ha CTBHYCBA WK
YITPaBHOIETOBA pafHALHS 0 BpeMe HA MpueMa Ha 3adpina.

BpemeHHocmTe, BEIHHKHANIH NP XKCHH, KOUTO H3MOA3BAT 33 KORTPALICNIHA JNEKapCTBa, KOUTO CBABPAKAT
CaMO NpOrecTarcH, ca ¢ Mo-BHCOKA BEPOATHOCT Aa ¢a CKTOMHYHH B CPaBHCHHE C GpeMeHHOCTP[’I‘e npy
MEHH , KOHTO H3II0N3BAT KOMOHHAPAHH NEPOPATHH KOHTpalenTHRH. 110 Ta3K NpHYHHA [IPH KCHH C
aHaMHe3a 33 H3BRHMATOYHA GpeMeHHOCT HITH 33 HapyIIeHH Ha Ty6apHaTa QyHKIMS pelleHHeTO 32
ynotpebara Ha 3adpuna TpabBa aa Obe B3ETO caMo clieJl BRHMaTeNHa [IPELEHKA HA MOJI3HTE H
PHCKOBeTE.

B13M0HO € Mo Bpeme Ha ynotpeGara Ha 3adpiiia 1a ce nosisat MepCHCTHPallH OBAPHAITHH (POJHKY TH
(4ecto HapHYaHH PyHKUHOHATHH OBapHANHH KHCTH). [ToBeueTo OT Te3u BOAUKYIH Ca ACHMITOMATHYHH,
BBIIPEKM Y€ B HAKOM CITYUaH ¢4 ChIPOBOJICHH OT Ta30Ba OoJka.

Jaxmosa

Bcska Tabaetka 3adprna chaspxka 62,8 mg Aakro3a MOHOXHApAT. [JallHEHTHTE ¢ peaKHTE HACASACTBEHH
pobiieMH Ha HEMOHOCHMOCT KBM rajlakTo3a, MbIEH JIaKTa3eH AehHUHT HIH [IOK030-TalakTO3HA
manabcopbuua He TpaOBa fa MpHEMAT TOBA IEKapCTBO.

4.5 BianmoneificTBHe ¢ Apyry JekapcTBeHH NPOIYKTH H ApYrH GOpMH Ha B3auMojelicTBHe

3abenexka: TpabGea Ja ce HanpaBu CIIpaBKa ¢ NPORYKTOBaTa HH(OPMalH Ha JTEKapCTBaTa, IPHEMAHH
€IHOBPEMEHHO, 33 J1a C€ OMPeAeNAT NOTEHLUHANHATE B3aHMOAeHCTBYA.

Edexrn Ha Ipyru nekapcTBeHd MPOJYKTH BEPXY 3adpria

IporecTareHuTe, BKIKOYHTEIHO AHEHOTECT C& METAGONMIHPAT OCHOBHO OT CHCTEMaTa Ha LIHToxpoM P450
3A4 (CYP3A4), noxaau3upaHa B YpeBHATA IHTARKIA H B YepHHs qpod. [To TasH npuyuna MHIYKTOpHTE
wm paxubuTopHTe Ha CYP3A4 MOraT Ja IOBIHAAT MeTaGoNu3Ma HA NPOrecTareHOBH IEKapCTBa.

3acHIeHAT KINPBHC Ha TIONOBA XOPMOHH TTOPAJIH €H3HMHA MHAYKIMS MOXE /1A HAMATH TepaneBTHYHHA
edext Ha 3adpuna u Moxe Ja AOBeIE IO HEKETAHH ed)eKTH HANP. IPOMEHH B XapaKTEPHCTHKKTE Ha
MaTOYHOTO KbpPBEHE.

TToHMKEHHST KIHPBHC Ha NOJMOBHA XOPMOHH MOPaJH CH3HMHA MHXHOHIIHA MOXKe [a YBEIHYH
CKCITO3HIHATA HA MHCHOTCCT M MOKE [a JOBSe 10 HEKCNAHH JICKAPCTBCHA PCAKI[HH.

Bewecmea, ysenuuasauu kx1upwvHea Ha ROTOGUME XOPMOHU (HOMAIEHA eOUKACHOCM YPe3 eH3UMHO
uHdyyupare), nanp. peHuTond, GapGUTYpaTH, MPHMHAOH, KapSaMasenuH, pu(aMIHLKH H €BCHTYAIHO
Ollie ¢ OkcKapbasenus, Tonupamar, $pendamar, rpu3eodyIBHH H POXYKTH, ChABMAKALIH XKBIT KAHTAPHOH
(Hypericumperforatum).

EA3HMHAaTa HHIYKIUA MOXe 1a ce HabMmoaaBa HIKOJKO AHH cliefl 3a[l0YBaHe Ha JICUEHHETO.
MakcHmanHaTa eH3UMHa HHAYKIMA N0 NPaBUIO ce HaGMO/[aBa B pPAMKHTE HA HAKONKO ceAMHUH. Cren
NpeKpaTABaHe Ha ICYEHHETO SH3HMHATA HHYKIMA MOKe Ja ce Bh3CTAHOBH J0 OKONO 4 CeaMHLUH.

Edexter Ha CYP 3A4 nuaykTopa puhaMnHuUAH € IpoydeH MpH 3ApaBH JKeHH B OCTMEHOAy3aTa.
EnnoBpeMeHHOTO NMPHIIOKEHNE Ha praMIHLAH H TableTKH eCcTPagUOIOB Banepa'rfnn
A0 3HAYHTEIHO IOHWKEHHE HA PABHOBECHHTE KOHIEHTPAIH H CHCTEMHATa eKco3uid Hilk

ectpagyol. CHCTeMHaTa eKCIO3HIIHA Ha JHEHOTECT H €CTPaIHON B CTAIHOHAPHO CY sl .
ype3 AUC (0-24h), ca 6HnH HamaieHH CHOTBETHO ¢ 83% n 44%. = 4\ O
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Bewecmea ¢ npomenaus egherm svpxy KIUPHHCA HA NONOGUME XODMOHU

Muoro kombuunpans XHB nporeasHy HHXHOHTOPH H HEHYKISO3HAHY HHXHOMTOPH Ha oOpaTHaTa
TPAHCKPHITA3A, BKIIOYHATENHO HaxuOuTopH Ha xenatuT C Bupyc (HCV), MoraT aa nosHinar HiM
NOHIKAT [IA3MEHHTS KOHLGHTPAL[HH Ha MPOTECTHH NMPH eJHOBPEMEHEH IIPHEM C NIOJIOBH XOPMOHH.
O6wuAT edexT Ha TE3H TPOMEHH MOKE 3 € KIHHHYHO 3HAYHM B HAKOU CITydYaH.

Bewjecmsa, nonuwicasaugu KIUPHHCA HA RONOBUME XOPMOHY (EHSUMNY WHXHOUMOpY)
JueHorect e cyberpat Ha uuToxpoM P450 (CYP) 3A4.

KnuananoTo 3nadeHHe Ha MOTEHIIHANHKTE B3aHMOCHCTRHA ¢ eH3UMHH HHXHOHTOPH HE € H3BECTHO.

EnHoBpeMeHHOTO NPHAOXKEHHE HA CHIIHH HHXHOUTOpH HA CYP3A4 Moxe Ja NOBHIIH [VIa3MEHHTE
KOHLIEHTPAUHH HA AHEHOrECT.

EnnoBpemeHHOTO NPHIOKeHNe cbe cunuug HAXHOATOp Ha CYP3A4 KeTOKOHA30I BOOH NMOBHINABAHE HA
AUC (0-24 h) 3a nHeHOTECT B PABHOBECHO CBhCTOAHMKE ¢ 2,9 mTH. EnHOBpEMeHHOTO IPHIIOKEHHE C
yMepeHus HHXHOUTOD eprTpoMHLHH rmoprlIaBa AUC (0-24 h) 32 THEHOTECT B paBHOBECHO ChCTOAHHE C
1,6 mbTH,

Edekru na 3ahpuna Bppxy JIPYrH NekapcTBEHH MDOLYKTH

basupaiixu ce Ha invitro npoy4BaHHA 3a HHXHOMpaHe, KTHHHYHO PENEBAHTHH B3AUMONCHCTBHA Ha
JHEHOrecT H nuToXpom P450 memuspanusa MeTabonu3eM Ha JpYTH JIEKADCTBEHH NNPOAYKTH Ca MaIKo
BEPOATHH.

B3aumoelicTBHA C XpaHH
Cranaprazupana Gorata Ha Ma3HHUHE XPaHa HE € MoBaHEAna OHOHATHYHOCTTA Ha 3adpHia.

JlabopaTtophu H3cTeIBAHAS
VYnotpebara Ha TIPOrecTareHl MOXeE /12 IOBNHAE BEPXY pe3yNTaTHTE OT ONpEHeNeHH 1abopaTopHH

[I0KA3aTENH, BKIOVHTENHO OHOXHMHYMHHE TaPaMETPH, OTpa3siBally yeproJpo0aaTta, HIHTOBHAHATA,
HanOsOpedHara u Ob0peynara dyHKi#Y, NIa3MEHHTE HUBA HA (TPAHCIIOPTHY) MpoTenHH (Hafp.
CBBP3BALIHA KOPTHKOCTEPOHIY [VIO0YMHH H TUITHAHL/ TRITONPOTEHHOBH (HPAKLHH), TApAMETPH HA
BBIJIEXH/IpaTHHA METAGONK3EM M NapaMeTpH Ha Koarynaiusra H GuOpHHONH3aTa.

INpomennTe Hal-00IM0 OCTABAT B pefepeHTHH IPaHHLH.

4.6 DBpemeHHOCT H KbpMeHe

bpemenHocT
Hma orpanuteny fJaHHY 32 ynoTpebara Ha AHEHOrecT Npd OpeMEHHH KEHH.

[IpoyuBaHusTa NpH XHUBOTHH HE MOKA3BAT NPEKH WM HENPCKH BPeAHH eheKTH, CBBP3aHH C
PerpoayKTHBHA TOKCHYHOCT (BXX. TOuKa 5.3).

3adpuna He TpaAOBa /14 ce NpUiara Ha GpeMEHHH XeHH TIOHEXe HAMA HYXKAa OT NeYeHUe Ha SHAOMETPHO3a
0 BpeMe Ha OPeMEHHOCT.

Knpmene
He ce nmpenoprusa neuenue ¢ 3agpuna no BpeMe Ha KbpMEHE.




Hee H3BECTHO, JaJIH JHEHOreCT € EKCKPETHpA ¢ KhpMara. }Iauﬂme TIpH ONHTHH XKHBOTHH MOKa3saT
CKCKpEeKA Ha JUEHOTECT C KbpMaTa TIpH [LIbXOBE.

HeobxomumMo € a ce BieMe pelLIcHHe AAIH Ja € NpeYCTaHOBH KbPMEHETO HIH Aa C&€ MPEAIIOHCTC
BB3AbPHXKAHE OT NCUYCHHE C 3a¢prma, KaTo ¢& OTYHTAT MOA3HTE OT KbPMEHETO 3a ACTETO H NON3HTC OT
JCYCHHETO 34 XKEHaTa.

DepTHaHTET
Dazupaiiky ce Ha HATHYHHTE JAHHH, TIPH MHO3HHCTBOTO NALMEHTKH OBY/IAIMATA € HHXHOMPaHa Mo Bpeme

Ha JieueHHeTo ¢ 3adphna. 3adpuna obave He € KOHTPALENITTHRHO CPeICTRO.
AKO € HeoOxoauMa KOHTpalenuns, TpA6Ba a ce H3MO38a HEXOPMOHAIEH METO (Bik. TouKa 4.2).

Ha 6a3a Ha HaNTHYHKTE JAHHH, MEHCTPYAJIHUAT HKEJ CE HOPMAJM3HPA B PAMKHTE Ha 2 MeCeLia el
npeKpaTABaHe Ha NeYeHHeTo Cbe athpHia.

4.7 EdexTn BLpXy ciocofHoctTTa 32 modupaHe u paGoTa ¢ MAITHHEA

He ca naGnronasanu edekTH BpXy cnocoOHOCTTa 32 WodupaHe H paboTa ¢ MAUIHHE NPH KEHH,
H3NON3BALIH NPOAYKTH, KOHTO ChILPXKAT AHEHOFECT.

4.8 HexenanH JeKapcTBeHH peaKHH

Hexenanure peakuun 2a npeacraseH no MedDRA.,
Hzsrionseanu ca Hail-noaxoaswure TepMuas 1o MedDRA, 3a 3 ce ONHIIAT HAKOH PSAKLHH, CHMIITOMH H
CBBP3aHH ChCTONHMA.

Hexenanute NexapcTBeHM eeKTH Ca MO-YECTH IIpe3 ITbPBUTE MECELH CIIE] 3a04YBAHE Ha ACYEHHETO ¢
AneHorecT 2 mg TabneTka u B X044 Ha NPOJB/KHTEIHOTO Nedenne orcaabnar. BeaMoxHy ¢a IPOMSHH B
XAPAKTEPHCTUKHTE HA KEPBEHETO, KAaTO CMabo 3aUanBailo HIBbHMEHCTPYAIHO KbPBEHE, HEPCIOBHO
KBpPBEHE HIlH aMeHopes. MMa chofILeHNS 3a CIIEIHATE HeXENaHH JIeKapCTBeHH PeakilHl TIpu ynorpeba Ha
auenorect 2 mg tabnetka. Hafi-yecTo choGimanannTe HeXKENanN IEKAPCTBEHH PEAKINY TIPH JIEYEHHE C
auenorect 2 mg tabnerka ca rmaprobonue (9,0%), nuckompopt B repaure (5,4%), JenpecHBHO
HacTpoeHue (5,1%) u aknue (5,1%).

B monbiienne KpM TOBa, MHO3HHCTBOTO MAL[HEHTKH, IEKYBaHH ¢ IueHOrectT 2 mg TabneTka, uMaT
MPOMEHH B XapaKTEPHCTHKATE Ha MEHCTPYAIHOTO HM KBpBeHe., XapakTepHCTHKHTE HA MEHCTPYATHOTO
KBEPBEHE ca BHITH CHCTEMATHYHO OLCHABAHH Ype3 AHEBHHIIUTE HA TAUMEHTKHTE H ca OHIH aHanu3HpaHu
no meroaa Ha C30 3a 90-nHeBen pedeperTte nepuon. [To BpeMe Ha nbpBHTE 90 JHH JIEUCHHE C
Auenorect 2 mg Tabnerka e HabmOAABaHO KEPBEHE ChC Clie/innTe XapakTepHcTHKH (n=290; 100%):
amenopes (1,7%), euecto kbpeeHe (27,2%), yecto kbpBeHe (13,4%), HepenOBHO KbpBeHe (35,2%),
NPOABLLKHTENHO KbpBeHe {38,3%), HOpMaTHO KEPBEHe, T.€. HHKoe oT npeaxonuute {19,7%). Ilo speme
Ha 4eTBbPTHA pedepeHTeH Neprox € HalM0aBaHO KbPBEHE Ch¢ ClIeIHHTE XapaKTepHCTHKH (n=149;
100%): amenopes (28,2%), HeuecTo kepBeHe (24,2%), uecto kbpseHe {2,7%), HEPENOBHO KEPBEHE
(21,5%), npogsmkurenno kepsene (4,0%), HOPMATHO KbPBEHE, T.€. HEKOE OT npeaxoauuTe (22,8%).
ITpoMeHHTE B XapaKTEpPUCTHKUTE HA MEHCTPYAHOTO KbPBEHE ¢aMo ciTydaiiHo ¢a 6unu cxob oT
MALHEHTKHTE KATO ReXelaHd ChONTHS (BHXKTE TaDIMLATA ¢ HeXeNaHuTe CBORTHA).

HecTOTHTE Ha HEXENAHHTE NekapcTBeHH peakuuu (HJIP) cnopes CHCTEMO-OPTaHHHT,



JIeKApCTBEHH PEAKLIHH Ce H3GPOABAT B HU3XO/AI pell IO OTHOLICHHE HA TAXHATA CePHO3HOCT. HecToTHTe
ce geduHUpaT kato YectH (>1/100 no <1/10), neuectn (>1/1 000 mo <1/100).

YectoTHTe ca onpefeneny oT 0606IIEHH AAHHH OT YETHPH KIIMHHYHHA MPOy4YBaHus, BKIOUBaliH 332
naguenTa (100%).

Ta6nuua 1, TaGnuua ua HEXEAAHATE NSKAPCTBEHH PEAKLMH, KIHHHYHH NpoyuBaHus 3a_dasa 11, N=332

Cucremo-opranna YecTa Heqectn
kiaacupurannus(MedDRA)
Ha eHHA HA KPBBTA H

Pyt P aHeMus
JEM(QHATA CHCTEMA
Hapymenns Ha MeTaonnsma | NOBHUIaBaHE Ha HaMaJdBaHe Ha TEeNECHOTO
A XpaHeHeTo TEJIECHOTO TErNIO TErJio, MOBHIIEH aNeTHT

HENPCCHBHO HACTPOCHHE,

HapylIeHus Ha ChHA, TPEBOKHOCT,
IlenxHYHH HAPYLIEHHSA HEPBHOCT, Jenpechs,
3ary6a Ha mubHao, MPOMEHNMBO HACTPOSHHE

NPOMEHHBO HACTPOEHHE

BEreTaTHBHA JHCTOHHHA,
Hapywenns na HepBHATA riapobonne,
HapyLIeHUSA Ha
cucTeMa MHIpEeHa
BHHMaHHETO
Hapymesuns Ha 09HTE CYXO0Ta Ha OvHTE
Hapyumienns Ha yXoTo H
Py > THHUTYC
naGupuHTa
Hecrnenu(puIHy
CobpaeuHs HapyIIeRHs LHPKYIATOPHA CHCTEMHH
pascTpolicTea, NalIHTALIMH
Cro0BH HApymIeHHs XHIIOTOHHS

Pecnaparopsu, rpbann 4

JHCITHEH
MeIHACTHHATHH HAPYLICHHS
rajese, IMapHs,
CroMammo-upenun KopeMHa OoJka, 3aneK,
hapymenns OTJIeNIiHE Ha Ta30Be, KOpeMeH THCKOMQOpT,
pasTArane Ha Kopema, CTOMAILHO-YPEBHH
NOBPBIIAHE BL3MATCHHS, THHTHBUT
CYXO0TA HA KOXKATA,
XHOEPXHAPO3a,
npypHTyC,
HapyuwieHHs Ha KOXATA H AKHE, XHP3YTH3bM,
NOAKOMHATA TEKAH AJIOTIELHA OHHXOKJIA3HC,
OBPXYT,
JIepMaTHT,

NPEKOMEPHO OK




peakIiHH Ha
(POTOHYBCTBHTEAHOCT,
HapylleHa IHTMECHTALHA

KOCTHH OONKH,

Hapymenns Ha MYCKYJIHO- MYCKY/HH CIIA3MH,
CKEJICTHATA CHCTEMa H fonkH B repba 60KH B KpaiiHUIIHTE,
Che/AHHATENHATA THKAH ycelllaHe 3a TexecT B

KpalHuuHTe
Hapymenus aa 6n0peunte u HH(pEeKIHH HA NUKOYHHTE
NMHKOYTHHTE NETHHIA [IbTHILA

AuckoMopT B rbpJuTe, | BArHHATHA KaHAHAO033,

OBAapHAIHH KHCTH, BYTBOBAarHHAITHA CYXOTa,

rOpELIH BhJIHH TEeHATANIHA CeKpeLHs,
Hapyumenas na H34epBABaKe, Tazoea Dofka,
BL3NPOU3BOAHTE/HATA MATOYHO/BATHHANHO aTpoHyeH By IBOBAarHHMUT,
CHCTEMA H I'bpAaTa KbpBEHE, BEMOYHTeNHO | Oy4ka B bpaara,

cnafo 3ananBamo ¢pubpoxucrosda

HIBLHMEHCTPYANHO MacTONATH,

KbpBEHE BTBBPAABAHE HA TBPIHTE

O6mu HapyureHna K ehexTn | acTEHHYHH CBCTOAHUSA

OTOIH
HA MACTOTO HA MPHIGKEeHHE Pa3apasHAMOCT

IoHu:kaBaHE HA KOCTHATA MILTHOCT

Hanpasenn ca 103 u3meppanus Ha kocTHaTa MuHepanHa ITHOCT (KMII) B HEKOHTPONMPAHH KITHHAYHH
u3nuTBaHuA Ha 111 nesoiiku {12 no <18 rogunn), nexyBaHu ¢ AHEHOreCT 2 mg Tabnerka.
[TpuOnu3uTenHO 72% OT YHACTHHYKHTE B M3MIMTBAHETO CA HMANH NoHIKaBane Ha KMII Ha nymbanHuTe
npewnenu (L2-L4) cnex ynotpe6a B npoas/kenne Ha 12 Mecena (BX. Touka 4.4).

CrofmagaHe Ha NOAOHPARH HeXREIAHH PeaKHH

Crob1aBaneTo Ha NOA03HPAHH HEXENaHH PeaKI[HH Clied paspellIaBane 3a ynoTpeda Ha NeKapCTBEHH
NpoAyKT € BaskHO. TOBa MO3BONARA [1a MPOIB/DKH HaOMIOAEHHETO HA ChOTHOLIEHHETO TTON3a/PHCK 32
NeKapCTBEHUA TPOMYKT. OT MEAHIMHCKHTE CISHATMCTH C& H3MCKBA K4 Cho0InaBaT BCAKA NoJ03HpaHa
HEXKENaHa peaklHs upe3 HaHOHAAHA CHCTEMA 3a ChoOImaBane KbM HanbnHuTEIHATA aTeHIMA 110
nekapcTBaTa, yi. ,,JlamaH [pyes Ne 8, 1303 Codus, Ten.: +35928903417, yebeaiit: www.bda.bg

4.9 IlpegosHpaue

[Ipoy4BaHUATA 32 OCTPA TOKCHYHOCT Ha JTHEHOIECT He Ca MOKA3a/IH PHCK 32 OCTPH HEXKEIaHH peaklkH B
Clyyal Ha [pPHEM I0 HENPeANa3IHBOCT HA 1034, MHOTOKPATHO HAZIBHITARALlA THEBHATA TepaneBTH4HA
no3a. Hama cneunduyen antuaor. Exeanesed npueM Ha 20-30 mg guenorect (10 1o 15 meTH mo-BHCOKA
11033 OT Ta3H BB 3apHna) B MpoxbikeHHe Ha 24 ceqMuLIH e Gun nodpe Toneprpad.

5. ®APMAKOJIOTHYHY CBOHCTBA

5.1 DapMakoIHHAMHYHA CBoiicTBa




DapmakoTepanepTH4Ha rpyna: [ToA0BH XOPMOHH H MOAYJIATOPH HA TIONIOBATA CHCTEMA, [IPOreCTareHy;
ATC xox: GO3DB08

JlMeHorecT npeacTaBIiBa HECTEPOHIHO MPOH3BOAHO be? aHApOTEHHa H JOPH ¢ AHTHAHJAPOrEeHHA
AKTHBHOCT OT NOPATEKA HAa OKOJIO €/[H& TPETA OT TA3H HA LUIIPOTEPOHOB alETaT. JJHEHOTeCT CC CBbP3Ra
KbM NPOrecTEPOHOBHTE PELIENTOPH Ha YOBEHIKATa MaTka ¢ apuauteT 0% OT OTHOCHTE/THHA aMHHUTET
Ha InporecTepoHa. BelpekH HUCKHA MY aUHMTET KEM NPOreCTepOHOBHA PELENTOP, JHEHOTECT
IpATEXABA CHIICH TporecrareneH edexT invivo. [lHeHOrecT HAMA 3HAYHMa aH/IPOreHHa,
MHHEPANKOPTHKOHAHA HAH IMIOKOKOPTHKOH/IHA AKTHRHOCT invivo.

HHEHOI‘ECT BB3IcHCTBA BBpPXY €HROMETPHO3aTa Ype3 NOHMKABaHe Ha SHXOMeHHATA NPOAYKIIHA Ha
€CTpaanoI M IO TO3H HAYHH NOTHCKA TPOhUHYHHA edeKT Ha ECTPaAHONA BLPXY CYTOMHYHHA K
€KTONHYHHS €HIOMETPHYM. TIpH HENPEKBCHATO NPHIIATaHE IHEHOTECT BOJM 10 XHMIOECTPOTEHHSA H
XHIIeprecTareHnd, KOMTO ONpEAeNAT AenyAyani3anys Ha eHOMETPHAIHATA ThKAH, [IOCNeABaHa OT
aTtpodHa Ha EHAOMETPHO3HUTE JIC3HH.

Hanu no omnowenue na egpuxacnocmma

Kiimnuunata edrKachoCT Ha JHEHOreCT 2 mg TableTKa CIpAMO mnane6o ca AeMOHCTPHPaHH NPH €HO 3-
MeceqHO MpoyuBaHe, 00xBawamo 198 nampenTrn ¢ eHaoMeTpro3a. CBBp3aHara ¢ eHIOMETpHO3aTa
Tazopa 0osika e GHia HaMepeHa 4ypes BH3yanHa aHanoroea ckana (0-100 mm). Cnex 3 Meceua eueHHe ¢
3adpuna ca JEMOHCTPHPAHH CTATHCTHYECKH 3HAYHMH pa3ivKH B cpaBHeHue ¢ mnauebo (A=12,3 mm;
95%CI: 6,4-18,1; p<0,0001)} ¥ xMHHHYHO 3HAYHMO HaManeHHe Ha GONKATA B CPABHEHHE C M3XOJHHTE
HHEA {cpefHO HaMalienne =27,4 mm + 22,9),

Cren 3 Mecena nevyeHHe € MOCTHIHATO HAMAJICHHE HA CRBP3AHATA C €HJOMETPHO3aTa Ta30Ba Oonka ¢ 50%
HIH noBede 6e3 pesreBaHTHO MOBHILABAHE HA e{HOBPEMEHHHA IpHeM Ha aHanreTHUH npH 37,3% ot
NalHeHTKHTE Ha NedeHye ¢ fueHorecT 2 mg tabnetka (nnaneto: 19,8%); HamalleHHe Ha CRbp3aHAaTa ©
€HOMETpHO3aTa Ta3oBa Gonka ¢he 75% Ui mopede Oe3 pelIcBAHTHO TIOBHINABAHE HA €NHOBPEMEHHUA
TIPHEM HA AHAJIPETHUHE mpk 18,6% OT NalMeHTKHTE Ha leueHne ¢ JueHorecT 2 mg tabnerxa (nnanebo:
7,3%).

OTBOpEHOTO IPOABIDKEHHE Ha TOBA Male00-KOHTPONHPAHO NPOYYBaHe MOKA38a [IPOJB/IKABALLI0
nono0penne Ha CELP3aHATA ¢ €HIOMETPHO3aTa Taz0Ba 60Ka 3a IIEPHOA HA TedeHHde 1o 15 mMecena.

PesynrataTe 0T MNaLe50-KOHTPOTHPAHHUTE NPOYYBAHHA CE IOTBLPKAABAT OT PE3YITATHTE, MOTYYESHH [IPH
€IHO 6 Mece4Ho Mpoy4BaHe C aKTHRHA KOHTpONA ¢ aroHucT Ha GnRH, o6xBarmamo 252 manyeHTky ¢
eHIOMEeTPHO3A.

Tpu npoyusanus, odxsaimany o6mo 252 NaUHEHTH, KOHTO MOTY4aBaT HEBHA A03a OT 2 MEAHECHOTECT,
II0Ka3BaT 3HAYHTENHO HAMAICHHE Ha CHIOMETPHOZHHTE JIE3HH Clie] 6 MECena JIeYeHHE.,

B enno npoyusade ¢ mansk Opoii nanwenTH (n=8 BHB BCAKA 1030BA IPYNa) € YCTAHOBEHO, Y€ JHEBHATA
033 OT 1 mgnyeHorecT HHAYIHPA AHOBYJIATOPHO CHCTOAHKE ciell 1 Mecell neveHue. KoRTpanenTHBHATa
edukacHOCT Ha AMeHorecT 2 mg TabieTKa He € NPOYYBaHA B MPOYYBAHHA ¢ NO-roMAM Opoil IALHEHTH.

Hannu no omuowenue na besonacnocmma
Husata Ha €HAOTCHHUTE ECTPOTEHH €a YMEPEHO TOHIKEHH 10 BPEME Ha JIEYSHHETO C IH
TabneTka.

350 My
&=

KeM MoMeHTa HAMA AAHHH OT ABLJAreCpOovHOTO NPHAOKEHHE MO OTHOILICHHE Ha KOCTHa:i'a MHHEpAIHA ~.
IIBTHOCT U PUCKA 32 QPaKTYPH NMPH H3IONBAIIH AcHOreCT 2 mg TadneTtka. KocTHata MuHepanHa

10

Rlimgoob
. *__,__..d:"



IUTBTHOCT € Guia oueHena npy 2| MALAEHTKH MPEAK H ¢ea 6 Mecewa iedeHye ¢ JAEHOrecT 2 mg
TabNeTKa W He ¢ YCTAHOBEHO [OHIDKABAHE HA Cpe/HaTa KOCTHA MUAepaTHa rbTHOCT. Tlpy 29 nanuenTky,
JlexyBatH ¢ aeynpopennnauerat (LA) ¢ ycTaHOBeHO cpeHo HaManeHue ¢ 4,04% £ 4,84% cnea comus
nepHon (A mexay rpymate = 4,29%; 95%CT: 1,93-6,66; p<0,0003).

He ca nabnrogaeanu 3HaUMMH IPOMEHHM HA CPEJHHTE CTORHOCTH Ha PYTHHHO Onpele/fHuTe 1abopaTopHu
NapamMeTpH (BKJI. XEMATONOHYHH, OHOXHMHYHM, YepHOIpoOHH en3um, THnuayu 1 HbAIC) mo Bpeme Ha
JISUEHHETO ¢ AHeHorecT 2 mg TabneTka 3a 1o 15 mecena (n=168).

Bezonacnocm npu wnouiu

bezonacHocTTa Ha aueHorect 2 mg 1abnetka no otHomenye Ha KMIT e 6una npoy4ysana B MIPOIBIKEHHE
Ha 12 Mecelta B HEKOHTPONHPaHH KTHHHYHY H3nuTRanus Ha 111 nesoiiku (12 go <18 roguuu) ¢
KIMHHYHO FOJO3HpAHA HIH JOKA3aHa eHaoMeTpHo3a. CpenHara oTHocHTenHa npoMaHa B KMIT na
Tymbamaute npemmnenn (L2-L4) npu 103 nauueHTky, npH KOHTO € HanpaBero u3Meppane Ha KMIT, ¢
6una -1,2% cnpaMo u3xoaHOTO HHBO. B moarpynara, kosTo e 6una ¢ noHmwxeHH cTodHocTH Ha KMIL, e
HalpaBeHo NOBTOPHO H3MEPBaHe 6 Mecella Clel Kpas Ha JICUCHHETO, KOETO € NOKa3ano MOBHINeHHE Ha
KMII no -0,6%.

Jenrocpouna Ge3omacHoeT

IIpoBeneno € ABNTOCPOYHO, IOCTMAPKETHHIOBO NPOy4YBaHe ¢ aKTHBHO HAOKONCHNE, 34 /1a Ce H3cneaABa
4€CTOTATa HA [IOABA 3a ITHPBH ITHT WJIH BOLIABAHE HA KIMHHYHO 3HAYMMA JIETIPECHS H MOABA HA AHEMHS.
O6mo 27 840 sxeAH ¢ HOBO MpeANUCaHa XOPMOHAITHA TEPANTHA 33 SHAOMETPHO3a ¢a DU BKIIOYCHH B
NpOYUBAHETO H NpocneAssanu 1o 7 roguny. O6mo 3023 xkeHu ca 3aI0YHAIM ¢ MpeATHCaH AHEHOreCT 2
mg u 3 371 narmeHTH ca 3aM0YHATH ¢ APYTH O/00peHH JiekapcTBa 3a eHloMeTpHo3a, 06110
KOPHTHPAHOTO CHOTHOLIEHHE HA PUCK 33 AHCMHSA B HOBH CNydyal, CpaBHABALIO NALHEHTHTE C JUECHOTECT ¢
NALHEHTHTE Ha APYTH 0f00peHH TeKapcTBa 3a eHI0METpHO34, € 1,1 (95% CT: 0,4 - 2,6). Kopurupanoto
CHOTHOIIICHHE Ha PHCK 34 JAETIPECHS, CPABHABALLO AHEHOreCT H APYTH 0A00peHH JIeKapCcTBa 3a
eHoMeTpHesa, e 1,8 (95% CI: 0,3-9,4). He Moxe na ce H3KMOYK NEKO MOBHLIEH PHCK OT AETIPECHS IPH
noTpeGHTEIH Ha AUSHOIECT B CPABHEHHE ¢ MOTPeGHTENH Ha APYTH OX00peHH IckapcTsa 32
€HROMETPHO3A.

5.2 ®apMakoKHHeTHYHH CBOHCTBA

AGcopbuus
TIMpunoxen nepopanHo, aHeHorect ce abcopbupa 6bp30 H MoyYTH A3LWIO. [THKOBHTE CEpYMHH

KOHIIeHTpaunH oT 47 ng/ml ce nocTHraT okono 1,5 yaca cref npHeMa Ha €AHOKPATHA 103a.
buoHANHYKOCTTa € 0koJI0 91%. PapMaKkOKHHETHKATA Ha JHEHOrECT € NPONOPLHOHANHA HA 103aTa B
Ao30BKMA uHTEpBan 1-8 mg.

Pasnpeaenere
JlneHorecT ce CBLP3Ba ChC CEPYMHMS WIDYMHH H HE CE CBBP3Ba ChC CBBP3BALIHA MONOBHTE XOpPMOHH

rnobymn (SHBG - sexhormonebindingglobulin) wnm ¢esp3samus koprrkosan rnodymaH (CBG -
corticoidbindingglobulin). 10% ot o6inara cepymMHa KOHUEHTPALHA Ha JIEKapCTBOTO € Moz popmara Ha
cBobozen crepoun, 90% ca HecneUHPHYHO CBBP3aHH KBM AI0YMHHA.

OGemsT Ha paznpenenenne (V¢/F) na auenorect e 40 1.

Buorpaschopmanys

HuenorecT ce MeTaGOMTH3MPa HATBIIHO YPE3 NO3HATATE IHTHILA HA METABOTHIEM Ha CTe
obpa3yBaHe Ha HPEAUMHO EHAOKPHHONOTHYHO HEAKTHBHH MeTabonuTy. Basupaiki ce
npoyusanua, CYP3A4 e oCHOBHHAT eH3HM, Y9acTBaill B METAD0ONM3Ma Ha JHEHOTECT.




€KCKPETHPAT MHOro ObP30, TaKa Ye HEMPOMEHEHHUST AHEHOTECT B [UIA3MATa € OCHOBHATA (IPAKLIHA.
CxopoctTa Ha MetabonuTHiA KMHpBHC OT cepyMa CUF e 64 ml/min.

EnuMuHanus
CepyMHUTe HUBA Ha THEHOTECT CE MOHMKABAT B JBe (ha3n. TepMiHAIHATA AMCIIO3HIIMOHHa thasa ce

XapakTepH3Hpa ¢ BpeMe Ha MOMYXHBOT OT ApHOIH3HTenHO 9-10 yaca. JlHEHOreCT ¢e eKCKPEeTHpa Ko/
topMara Ha METabONHTH, KOHTO C& EKCKPETHPAT ¢ YpHHATa H (peKaIHHTe B ChHOTHOWEHKE 3.1 cnex
nepopatHo npunokenue Ha 0,1 mg/kg. [TomyXKMBOTHT HA SKCKPELHATA HA METAOONHTHTE ¢ YpuHATa € 14
qaca.

Cnen nepopajiHo NprIckeH:He NpHOMH3UTENHO §6% OT NPHIIOKEHATA 03aTa C& SIHMHHHPA B DAMKHTE
Ha 6 JIHH, KaTO [10-TOMSIMATA YACT OT TOBA KOJTHUYECTBO CE EKCKPETHPA B PAMKHUTE Ha 24 4aca, OCHOBHO C
YpHHATA.

PaBHOBeCHO cheTOsIHHE

DapMaKOKWHETHKATA Ha JHEHOreCT He e MOBIuARa oT HHBata Ha SHBG. Crnen exeaHeBeH npueM
CEpYMHHTE HHBA HAa MEAWKAMEHTA C¢ MOBHIIABAT NPHOTH3HTETHO 1,24 MBTH, JOCTHIAHKH PaBHOBECHO
CBCTOAHMA CTiex 4 THH JNevenne. dapMakokrHeTHKATa HA AHCHOTECT Clie] MHOTOKPATHO TMPHAMKEHHE Ha
JureHorect 2 mg tabneTka MoXe Aa Obie npeackalana Ha 0a3a (apmMakOKHHETHKATA Ha €IHOKpaTHA J1034.

@apmakoquemuxa npu ocobenu nomyaayuy
HueHorecr 2 mg tabneTka He ¢ GHI NPoyYBaH CNCUHGHIHO MPH NalueHTKH ¢ 6BOPEUHO yBpeKIaHe.
Huenorect 2 mg TabreTka He e 61l Npoy4BaH NpH HHAUBHIH C YEPHOAPOOHO yBPeXKIaHE.

5.3 IlpenxauHHYHH JaHHH 32 GelonacHoCT
TpenxTMHAYHATE JaHHH HE IOKA3BAT CNELHAIHH PHCKOBE 32 Xopa Ha 0a3a Ha KOHBEHIHOHAIHUTE
H3NMTBAHHS 32 XPOHHYHA TOKCHUHOCT, TEHOTOKCHYHOCT, KAPUHHOTeHeH OTeHIIMal WM PENpoyKTHEHA

TOKCHYHOCT. TpabBa Na ce MMa npepua, obave, Ye MONOBUTE XOPMOHH MOTAT Ja CTUMYJIHPAT pacTeika Ha
HAKOH XOPMOHO3aBUCHMH THKAHH H TYMOpH.

6. DAPMAIIEBTUYHH JAHHH

6.1 Chnuchk Ha NOMOIMHATE BELIECTBA

JIakTO03a MOHOXHApAT

apeBHYHO HuIIeCTe, TPEKENATHHHIHPAHO
MuxpokpucTanra nemyoza

TMoeunon K-25

Kpocnoeujton (Tum A)

Tanx

MarnesuneB creapar

6.2 HecnsmecTHMOCTH
Henpunoxumo.
6.3 Cpok Ha rogHoCT

3 rogHHH.
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6.4 CnenHanHH YCI0BHS HA ChXpaHEHHE

Jla ce chxpaHsBa B OpPHIHHAJIHATA ONAKOBKA, 33 JIa Ce MPeAnasn OT CBCTAHA.
To3sn nekapcTBeH NPOIYKT HE H3HCKBA CHEHANHH, TeMIIepaTyPHH YCIOBHA 33 ChXPaHEHHCE.

6.5 JauHH 32 0MaKOBKaTa

28, 84 u 168 3adppuna 2 mg TabneTky ca onakosaHu B 3enenn, PVC//Al xaneHapau 6.1MCTEPH, B
KapTOHEHA Ky THA.

He BcHukM BHOOBE ONaKoBKH Morat Aa ObAar MycHaTH B ipoaaia.

6.6 Cpenua.JIHH NpelNa3zHA MEPKH NPH HIXBLpAAHe H paboTa

Heusnon3panuAT NekapcTBEH HPOLYKT HIH OTHAALYHHTE MATEPHAH OT Hero TpADBA 14 ¢e HIXBBPIAT B
CBOTBETCTBHE C MECTHHTE HIMCKBAHHA,

7.  IIPATEXATEJ HA PA3PEHIEHHETO 3A YIIOTPEBA

Gedeon Richter Plc.

Gyomrdi it 19-21

1103 Budapest

Yurapus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

20190164

9. JTATA HA ITbPBO PA3SPEIHABAHE/TIOAHOBSBAHE HA PASPEINIEHUETO 3A
YIIOTPEBA

06/28/2019

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA




