MSMLITHUTENRA Al ERUY (10 )1ERAPCTBATA

Kpamka NapaKkmepucmuxa Ha npodyxmia - flpunoxenue 1

owry DGIMN....... 04,09 0F

1. HME HA JEKAPCTBEHMS [TIPOYKT

HAKA3 0,02 mg /3 mg dunmupanu tabnerku

YAZ 0,02 mg / 3 mg dunmMupann tabnetku

llllllllllllllllllllllllllllllllllllllllllllllll

2. KAYECTBEH H KOJIHYECTBEH CHCTAB

24 CBETIOPO30BH (HHIMHPAHH TablIeTKH:

Beaka Tabnetka cuabpxka 0,020 mg etununectpanuon (ethinylestradiol ) (kato GeTaneKkcos KJIaTpar)
(betadex clathrate) n 3 mg npocnuperon (drospirenone).

[ToMowHO BemecTBO: MakTo3a 46 mg.

4 6enu punMupatn nnanebo TabneTku:
Tabnerkara He cbABpPIKA AKTHBHU BELIECTBA.

[TomowHo BetecTBO: Naxkrosza S0 mg.

3a IBJIHUA CIIHCHK HA MIOMOLIHUTE BELUECTBA, BHIKTE TOUYKa 6.1,

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka

AKTHBHaTa Tal/IeTKa € CBETJIOPO30Ba, KPBIAA, C M3IIBKHANA TOBBPXHOCT, OT €AHATA CTpaHa MapKHpaHa ¢
6yksute "DS" B IpaBuiIeH 1€CTOBIBIHUK,

[Inauebo Tabnetkara e 6sa, Kpbraa, ¢ HITEKHAIA IOBBPXHOCT, OT €AHATA CTPaHa MapKHpaHa ¢ OYKBHTE
"DP" B npaBuneH mectobrbiIHUK.

4. KIHHHUYHU NAHHHN

4.1 TepaneBTHUYHH MOKA3ZAHHA

IlepopanHa KoHTpaLenHus.

4.2 JI03NpOBKA H HAYHH HA MPHJIOKEHHE
HaunH Ha npunokeHne: MepopaHo MPUITOKEHHUE.

Kak a1a npuemare JIJKA3

Talnerkure TpAOBa 1a ce B3eMaT BCEKH AEH MO €HO U CBLIO BPeME, aKO € HEOOXOMHMO ¢ MATKO TEYHOCT,
o pela yKasaH BppXy Onmcrepa. Biemanero Ha Tabnetkure € nocneaosarenyo. Baema ce enna Tabnerka

AHEBHO B 28 mocnenoBaTe/iHu AHU. Besaka ciepatia onmakoBKa ce 3aro4sa B AeHA CIIeN B3EM:

nocneaHarta Tabnerka OT nNpeAHaTa onakoBka. KbpBeHe nopaay npekpareHo MpHeMaHe H&{ﬁ%ﬂmj PR
ChCTaBKa OOMKHOBEHO ce MOABABA 2-3 JHH CieA 3anouBaHe Ha rrauedo Tabnerkure (noﬁ'ﬁ ™ |

MOJXKE [a He € CBBLPLIWIO Mpeay 3al0o4BaHe Ha CJIEJBAIIATa ONaKOBKa. ,’/
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Kak aa 3anounere ga npuemarte J1JKA3
. be3 npeaxoaHO XOPMOHATHO KOHTPALIENTHBHO MPHITOKEHHE (TIpe3 U3IMHHATUA Mecel)

[IpueMbT Ha TabneTkuTe TpAOBa Aa 3anoune B JleH I-BH OT eCTECTBEHHA MecedeH UHKBJI Ha KeHaTa (T.e€.
MBPBHA AC€H OT HEHHOTO MEHCTPYAITHO KBPBEHE).

. CmsHa ot apyr koMOMHUpaH XOpMOHANEH KOHTpalenTHeeH MeTo (combined oral contraceptive,
COC) (xoMOHHMpaHO NEPOPAHO KOHTPAUCNTUBHO Xallye, BATHHANICH MPBCTEH WM TPaHCAEpMaNicH
IU1aCTHD)

Kenara tpabsa na 3amoune ga mpuemMa ka3 3a mpeAnovdTaHe B ACHA Ciiell MOC/AeHATA aKTHBHA TableTka
(nocnenHara TabreTka, KOATO CHABP)KA AKTUBHO BEUIECTBO) OT HEHHUA NIPEaX0XKIall KOMOHHUpaH
KOHTPALIETTTHBEH METO, HO HE MO-KbCHO OT A€HA ClneA 00HMYaiiHiuA HHTEpBa 3a HEHHUA NMpeaxoxaall
KOMOMHHMpaH KOHTpPaLENTHBEH METOJ, IIpe3 KOHTO He npueMa TableTky Wi € Ha niauebo tabnetku. B
Ciy4ail, 4e € OWIT U3M03BaH BarHHANCH NMPECTEH WIH TPaHCAEePMANIeH ILIACTHP XKeHara Tpabsa [a 3anoysxe
na npuema JpKas 1o Bb3MOKHOCT B A€HA HA OTCTPAHABAHETO MY, HO HE MO-KBCHO OT ACHA, B KOHTO O1 Ouno
C/IEJBAILOTO MOCTABAHE.

. CMsAHA OT METOA CaMo ¢ MPOreCTOreH (Xarde caMo ¢ [IPOrecTOreH, HHXKEKLMA, MMIUIAHTAHT) HAH C
NpOrecTOreH-g0cTaBgua spTpeMaTtoyHa cucteMma (IUS)

XKeHata Moxke 1a NPeMHUHE BLB BCEKU eH OT NMEepUOJa HAa NPUEM HA Xarye CaMo C IpOrecToreH (ot
HMMIUIAHTAHT WK BBTPEMATOUHA CUCTEMA B ACHA Ha H3BAKAAHETO, OT MHXKEKUMOHHA dopma, KOraTo Tpsbdea
[a ce npwiara ClICIBaIlaTa HHKEKIMA), HO NPH BCMYKH TE3W cy4au TpAOBa ga Obie nochbBeTBaHa /12
npunara U GapuepeH METO Mpe3 MBPBUTE 7 AHU OT NIpUeMaHe Ha TabeTkuTe.

. Cnen abopt B meppBUTE TpH MeceLa Ha OpeMeHHOCTTA

KenaTta moxke Ada 3allIOYHC B&CAHArd. Korarto IpaBH TOBA, TA HC TpflﬁBa Ad B3cMa JOITbIIHHTCIIHH
MpoTHBO3a4aTbH4HH MCDKH.

. Cnen paxgaHe Wiy abopT BB BTOPUTE TPU Mecelia Ha OpeMeHHOCTTa

XeHara cneasa na 6pAe NOChBETBAHA A 3alI0OYHE NPUEMAHETO npes AcH 21 10 28 clel pakAaHETO UK
aGopTa BBB BTOPOTO TpyMecedHe Ha OpeMeHHOcTTa. KoraTo 3ano4yse no-kbCcHO, )xeHaTa TpadBa aa 6pae
MOchBETBAHA Aa U3MON3BA JOMMBIHUTENEH DapuepeH METOA Ipe3 mepBUTe 7 HHU. B ¢BIHOTO BpeMe, ako Beve
e ¥Mara noJjioB KOHTaKT, TpAOBa Ja Oble M3KITIOUEeHa OPEMEHHOCT Mpeiv XeRCTBUTETHOTO 3alI04YBAHE HA
COC unwm xeHara TpsAOBa Ja U34aKka ONbpBHUsA CH MEHCTPYAIeH NepHos.

3a KbpMaYKH, BiK. Touka 4.6.

HoBeaeHnue npu NpONyCHATH TA0/IeTKH

[Thane6o Tabnetkure oT nocnegHara (4-ra) peauua ot dinucrepa, Morat aa Obpaat UrHOpHpaHu. B cpuioTo
BpeMe, Te TpaOBa ga 6b1aT H3XBBPJICHHU, 3a Ja ce H3DerHe ro HeBHUMaHHE YAb/KaBaHE Ha nepyuoja Ha

npueMaHe Ha muatebo Tabnetku, CneaHUAT ChBET Kacae caMO NPONYCHATH AKTHBHH Ta0JIETKH:

AKO XKEHATA € 3aKBbCHANA ¢ MO-Maako oT 12 yaca BbB B3EMaHETO Ha KOATO U Ia € Tabyierka,
KOHTpaLEITTHBHATA 3a1uTa He oTcnabBa, JeHara crieaBa Aa npueme TabnaeTKaTa BeAHAra LIOM
c/ieBanaTa TadeTka cneasa ga Ople npHera B 00MUaHHOTO BpeMe.

CINCIHHUTC ABC OCHOBHH npaBHna



I. mpuemaneTo Ha TabneTku HHKOra He TpaAGBa ga 6pae [IpeKpaTABaHO 3a MOBeYe OT 4 AHH
2. HYXHHM ca 7 HeNpeKbCHAT NMPUEM Ha TabNETKH, 3a [1a Ce MOCTUTHE ANIEKBATHO NMOTHCKAHE HA ocTa
XHUITOTAIAMYC-XUNOodU3a-AHYHHLH.

B exxeqHeBHATa NPaKTHKA, C/IEIOBATEHO, MOKE 2 CE aje CIEAHHS ChBeT:
. Hen 1-7

JKeHaTa criefiBa ja IpHeme NocieIHATa NPOITyCHATa TabieTka BeHAra oM Ce CETH, JIOpH aKo ToBa
O3HaYasa Aa Mnpueme JBe TabNeTku eAHOBpeMeHHO. Cliel TOBA ilie MPOJBIKHU 1a NpHeMa TableTKHTe B
obnuaiHOTO Bpeme. OCBeH TOBa, npe3 CAeABAILNTE 7 HU CIIEHBA [a Ce npwiara GapuepeH MeTox,
HaNpUMep ¢ Npe3epBaTHB. AKO € HMaJla [0JI0B KOHTAKT B NpeaxoAHuTe 7 JHH, TpAOBa Aa Ce NMa Npel BHA,
‘€ CBLIECTBYBA BEPOATHOCT Jia € 3abpemenana. KonkoTo mosede TabeTku ca NpOHMyCHATH H KOMTKOTO ITO-
01130 ca Te Ko daszata ¢ naaneto TabneTkH, TONKOBA NO-TOIAM € PUCKBT OT OpeMeHHOCT.

. Hen 8-14

/KeHara cnesiBa 1a nmpreMe nocieiHaTa NpomycHata TabeTka BeiHara oM ce CeTH, JIOPH aKo TOBa
O3Ha4aBa 12 pueMe Ase TabneTku eaHoBpeMeHno. Criell TOBa [ MPOABKH Aa NpHeMa TabAeTKUTE B
obuyaiHoTO BpeMe. [1pu nonokeHue, ve skeHaTa € npHeMana TaGNeTKATE MPaBIIIHO npe3 nepuoga or 7 AHK
[IpeA MbpBaTa NporycHaTa TabeTka, HiMa Hyk/1a a B3eMa JOITBIHHTEHHA NPOTHBO3a4YaThYHH MepKi. B
CBLUIOTO BpeMe, ako € MpomyCHaIa noseye ot | Tabnerka, xkeHara cieaBa na Ope NOCHBETBANA Aa U3MON3BA
AOMBIHUTEIHH TIPEAMNA3ZHN MEPKH 7 IHH.

. HeH 15-24

PHCKBT OT HaMasieHa HaJeXIHOCT He € HENoCpeCTBEH, Nopau npeacrofiara ¢asa Ha nmaatedo Tabnerky.
B cpUI0TO BpeMe, Upe3 KOpUTHpaHe Ha cXeMarTa 3a NpUeM Ha TabliIeTKUTe, HaMaJleHaTa [POTUBO3a4YaTh4YHA
3aLUMTa BCe oLie MOxe a Obae npeaoTspaTeHa. Kato ce cubmoasa efHa OT ClIeAHUTE B BB3MOKHOCTH,
HAMA HyX/ta Aa Ce Npunara AOMb/IHUTETHO IPOTHBO3a4aTRYHA 3aIKTa, [IPH MOJIOKEHHE, Ue TIpe3 IEpHo/Ia
OT 7 IHU NpeAM MBPBATA NPOIyCHaTa TabJieTKa )xeHaTa e B3eMasa TablaeTKUTe NpaBmiHO. AKo 06ade ToBa
HE € TaKa, TA CJie[lBa 1a TPEMMHE KbM TbpBaTa OT ABETE BB3IMOXKHOCTH, KaTO [TPHJIAra ¥ JOMLIHHTETHH
[IpeAna3Hu MepPKU Ipe3 creaBatuTe 7 JHH.

. XeHara creaBa fa npueme nociefHara nponycHara TabneTka BeHara WoM ¢e CETH, J0pH aKo TOBa
O3Ha4aBa Ja npueme aBe TabneTkH eAnOBpeEMeHHO. Crieq TOBA TA LIE MPOAB/IKH Aa B3eMa Tabaerkure
B 00MYaHHOTO BpeMe JOKATO H3MOA3BAa BCHYKH aKTHBHH Tabnetku. 4-Te TabneTkH OT NocieaHaTa
peavua Tpa0Ba na ce urHopupar. Beanara ciiefiBa fa ce 3anovHe cieaBailara 6HcTep onakoBKa.
Manko BEpOATHO € Ja NOJTy4u KbpBeHe Mopaay NPEKpaTeHo NpHeMaHe Ha aKTHBHATA ChCTaBKa Mpequ
CBBPIIBAHETO HA TaDNETKHUTE OT AKTUBHATA YaCT HAa BTOPaTa ONAKOBKA, HO MOXKE [1a TIONyYH
3al{anBaHe WJIM BHE3ATHO KbPBEHE B JHUTE, KOTaTO fpHeMa TabJeTKH.

2. JKeHaTa ChUIO Taka MOXKE A2 O6b/e NOCHBETBAHA Ja PEYCTAHOBH NMPHEMAHETO HA AKTUBHH TabIeTKH
OT TeKyllaTa OnucTepHa onakoBka. Toraea T4 TpAOBa A2 s3ema mnauebo TabneTky OT nocneaHara
peayua B NPOABL/ILKCHUE Ha He MoBeUe OT 4 JHH, BKIIOYHTENHO AHUTE, KOTaTO TA € MPOTYCHANA
TabNeTKH, K Clles] TOBA Aa NMPOABIKHU ChC clieABaliaTa GIIHCTEpHA ONaKoBKa.

AKO jX€HaTa MporrycHe TabneTku U clie]] TOBA HAMA KbPBEHE Mopaay NpeKpaTeHo NpHeMaHe Ha aKTHBHATA
CBCTaBKa BB (pa3aTa, KOraTo € Ha rnauebo Tabnerku, Tpabpa aa ce UMa npex BHUI, Y€ CHIUECTBYBA
Bb3MOXXHOCT 3a 3abpeMeHsBaHe.

CobBeT B ciIyuait Ha CTOMAITHO-YPEBHA CMYIIICHHS
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ce NoABH A0 3-4 yaca Ciie/] NpUeMane Ha aKTHUBHA TablleTKa, KONMKOTO MOXKe NO-CKOPO CIIEABA [a C€ B3eMe
HOBa (3aMmecTBallia) Tabnerka. Hopata Tanerka cnensa aa ce BieMe, ako TORA € BB3MOXHO, 10 12 yaca cnep
OOMKHOBEHHA 4ac Ha B3eMaHe Ha TabjteTka. AKO MHHAT toBeue oT 12 qaca, CJ/iIe/IBa [1a ce Jajie ChBET 3a
nporycHata Tab/eTka, aHATOTHYEH Ha TO3M B Touka 4.2 “TloBeaenue npH npornycHaT Tabnerku”. Ako
KCHATa He Jkejlae 1a NPOMEHH CBOA HOPMAJICH rpadvk Ha B3eMaHe Ha TabNneTKH, T4 TpsOBa Aa B3eme
OONMbJIHUTENHATA Tabnerka(H) ot Apyra OMcTepHa onakoBKa.

Kak na 3a6aBute nosisata Ha KbpBeHe NOPAIH HPEKPATEHO NPHEMAHE HA AKTHBHATA ChCTABKA

3a na 3abaBu nosBaTa Ha KbPBEHe, XKeHaTa GH CIEABAIO 1A NPOIBIKH C Aapyra 6nucrepHa onakoska Jxkas
6e3 na B3eMa nnaneGo TabETKUTE OT TEKYINATA ONAKOBKA. Y ABLIKABAHETO MOXKE 4 [IPOABLIKH KOJAKOTO €
JKE/IATEITHO, O CBBPLIBAHE HA AKTHBHHTE TabJIeTKM BB BTOpaTa OMaKkorka. [Ipe3 nepuo/a Ha yabikapaHe
KEHATa MOXKE 114 MOJTYHH BHE3ANHO KbpBeHe WM 3auangane. [Tpy ToBa nonoxeHue penoBHOTO NpueMaHe Ha
Jxa3 ce Bp3cranoBaBa cnen dazata ¢ nnauebo Tabnerkure.

3a 1a M3MECTH PEIOBHOTO KBbPBEHE B APYT A€H OT CEAMHIIATA, PaxIHUueH OT TO3H, B KOHTO € CBHKHAA npH
CBIICCTBYBALMA rpadHK Ha pHeMaHe Ha TaONEeTKU, T4 MoXe [1a 6be MOCHBETBAHA /14 CKBCH
npefcTodLiara ¢asa Ha ruiauebo TabreTky ¢ TONKOBa, KOMKOTO *kenae. Konkoto mo-kparsk e HHTEPBALT,
TO/JIKOBA NO-TOJIAM € PUCKBT TA A3 HE MOJTYYH BHE3AIIHO KbPBEHE HIIH 3aLlaniBaHe MPH IPUEMAHETO Ha
CneJBaliara ornakoBKa (TOYHO KAaKTO IpH 3a0aBsAHe MOABAaTa HA KbPBEHE).

4.3 IIpormBonokazaumsn
KoMbuunpauute nepopannu kontpauentueu (COC) He TpaGBa a ce H3MOM3BAT NPH HATHYKE Ha HAKOE OT

H3OpoeHNTE MO-A0Ty CHLCTOAHHA. AKO HAKOE OT Te3H ChCTOSHHA CE NOABH 33 ITHPBH ITBT NPH NpUIaraHe Ha
COC, npueMaHeTo Ha JieKapcTBEHUS NPOAYKT ClleBa He3abaBHO /1a 6bAe MPeycTaHOBEHO.

. Beno3na Tpom003a, CHIIECTBYBAINA UM aHAMHECTHYHA (TpoMG03a Ha ABAGOKHTE BeHH, GenoapobeH
eMOO/TH3IBM)
° ApTepuanta TpoMb03a, CHINECTBYBAILA MM aHAMHECTHYHA (Hanp. WHGApKT Ha MHOKapJia) WIn

IPOJAPOMAJIHH CBCTOAHMA (HaNp. aHTMHA NEKTOPHC M NPEXOJEH HCXEMHUEH NPUCTDIN)
[epebpoBackynaper HHUMAEHT, CHIIECTBYBAIL HITH aHAMHECTHYEH

* Hanu4une Ha TexwK(H) UK MHOMeCTBER(H) pUcKOB(H) dakTop(u) 3a apTepHaHa TpoMbo3a:
¢ 3axapen Auaber ChC CHAOBA CUMITTOMATHKA
¢ TEXKKa XHIEPTOHUS
¢ TEXKKa AUCITUITOTIPOTEHHEMMS

. Hacneacteexo nmm npuaoburo npeapasnonokeHHe KbM BEHO3HA WM apTepHasHa TpomG03a, KaTo
APC-pesucrenTHocT, aHTHTpoMOHH-III-neduiuT, npotens C aeduuur, nporeun S aeduumr,
XHIEPXOMOLIMCTEUHEMHA H aHTHOOCHOTHIHAHM aHTHTENA (ARHTHKAPAHONMITHHOBH aHTHTENA,
JYITYCEH aHTUKOATyJIaHT)

. [TaHkpeaTT WM aHaMHE3a 32 TAKEB, aKO € CBBP3aH C TEXKKA XHIIePTPUTIHLEPUIEMUA
CruiecTByBallO UM AHAMHECTHHHO TEKKO YepHOAPoOHO 3abonaBane MpH NONOXKEHUe, Ye
YepPHOAPOOHHUTE (yHKLIHOHAMHH CTOHHOCTH He ¢a ce BhPHANH KBM HOpMa
Texka 6p0peyHa HEAOCTATBYHOCT WK OCTpa ObOpeUHa HEAOCTATBYHOCT
ChUISCTBYBAILH WM AHAMHECTHYHH HePHOAPOGHU TyMOpH (100pOKaYeCTBEHH HITH 3/10KAYECTBEHH)

o Jloka3aHo WK CYCTIEKTHO 3/10KaYECTBEHO 3a00/sBaHe MOBAMSHO OT IMOJIOBH XOPMOHH (HampuMep Ha
FeHUTAIMNATE WIH TbpIUTE)
¢ HenuarsocTuuypaHlo BarHHaJIHQ KbPBEHE

AHaMHECTHYHA MHI'pC€Ha C OTHHLIHA HEBPOJIOrvMHHa CUMITITOMAaTHKA
CBp'bX‘-{yBCTBHTeHHOCT KbM aKTHBHATa CbCTABKd HIIH HAKOE OT NOMOUIHHTE BEILECTR2 BHB

¢unmupanara Tabnerka /Irxas

4.4 ChnenmnanHu opeAynpexIeHHs H NpeANa3HH MEPKH NpH ynoTpeda

Ipeaynpexaenus




AKO € HaJliLie HIKOE OT yC/IOBUATA/PUCKOBETE CITOMEHATH NO-A0MTY, ON3aTa OT npunaranero Ha COC
TpAdBa 1a ObAe npeLieHeHa CHOTBETHO ¢ BE3MOXKHHTE PUCKOBE 3a BCAKA OTAEMHA JKEHA M 12 ¢€ 06CHAHU C Hes
NpeH )KCHATa Ja pellid JaiH Lile 3allovHe Aa H3rion3Ba npojykra. [Ipu siomasane, o6ocTpaHe win mopsa
MposABa Ha HAKOE OT TE3M CHCTOAHUS MM PHCKOBH (aKTOPH, yKeHaTa 64 CleaBaio fa ce KOHCYNTUpa ¢
nekap. Ilpu ToBa nekapsat Oy cneasano aa pewn aaau COC tpabea na 6bae npeycTaHOBEHO.

¢ llupkynaTopHH HapyllieHHUs

HM3non3saHeTo Ha BCeKH KOMOHMHHMPAH nepopajied KOHTPALENTHB € CBbP3aHO C MOBHILIEH PHCK OT BEHO3EH
TpomboeMOou3sM (VTE) B cpaBHEHHE C Te3H XKEHM, KOUTO He W3NON3BAT TaKMBa npenapaty. [loBHIeHusT
puck oT VTE e Hali-BUCOK Mpe3 IbpBaTa roJIMHa, B KOATO JKeHATa H3II03Ba KOMOHHHPaH, nepopaneH
KOHTPaLEITHB.

PesyaTaTuTe OT eNMUAEMHOJIOTHYHH NPOYYBaHUSA NMOKa3BaT, 4ye uectotara Ha VTE npH skeHH ¢ HEM3BECTHH
puckoBH dakTopH 3a VTE, H3non3pany nepopaiHy KOHTPALeNTHBH ¢ HHCKO ChBPXKaHHE Ha eCTPOreH
(<0,05 mg eTnnnnectpanuosn) e B rpanuumte ot 20 cmyyas Ha 100 000 xeHu-roaunu (3a neBOHOprecTpe
CHABPIKALUH ,,BTOpo” nokosteHue COC) no 40 ciyyas Ha 100 000 xeHu-rogunHy (3a ne3orecTpen/recrogeH
ChABpAKALIH ,,TpeTo” nokojaeHne COC). 3a cpaBHEHHE NpH HEU3MTON3BAIINTE NMOAOOHA KOHTPALIEITLHA >KeHH
4yectoTaTa € 5 10 10 ciry4das Ha 100 000 xenu-roauuu u 60 cnyyas Ha 100 000 6pemennocti. VTE cappuipa
¢aranHo npu 1-2 % ot cayyaure.

HaHHUTE OT €1HO roJIAMO, NPOCHEKTUBHO 3-pa3KIOHEHO I'PYTIOBO MPOYYBAHE NOKa3axa, ue 4YecToTaTa Ha
VTE npu xeHu cbe uin 0e3 apyru puckosy ¢gakropH 3a VTE, KOUTO ca H3NON3BAM eTUHIIECTpaaHon /
apocnupeHoH 0,03 mg /3 mg € B cvmINTE rpaHULIM, KaKTO ¥ 1npu w3nonssamure apyru COC ¢ HHcko
ChABPXKAHHE HA ECTPOTEH, BKIIOYHUTENAHO JIeBOHOprecTpen cpabpkatin OC (Traka HapeueHute ‘BTOPO’
nokosaerne OC). PucksT 0T VTE npu ka3 ¢ HEM3BECTEH NOHACTOALLUEM.

EnuIeMHONIOTHYHITE ITPOYUBAHMA MTOKA3BAT CBLIO, Y€ MM BPB3Ka MEX/Y U3TION3BAHETO HA KOMOMHHpaHU
COC u noBULIEHHA PUCK OT apTepHaieH (MHOKapaeH HH]APKT, NPeX0JeH HCXEMHYEH NPHCTHII)
TpoMO0eMOOTUIBM.

HakmounTesIHO paaKo NpY H3MOM3BALIM NePOpPalTHH KOHTpaLUeNnTUBH ce Habnronapa TpombGo3a B Apyru
KPBbBOHOCHU CBAOBE, HANP. 4EPHOAPOOHH, Me3eHTEpHaHH, OB0peunH, HepeOpanty WM PETUHAIIHY BEHH U
aptepuu. Hama obuio cbriiacue OTHOCHO ChUISCTBYBAHETO HA BPh3Ka MEX/Y [MOSBATA HA TE3U CHOUTHE U
M3MON3BAHETO HAa XOPMOHAIHHA KOHTPALIEIITUBH,

CuMNTOMHTE Ha BEHO3Ha WM apTepuanHa TpoMOo3a/TpomboeMb0IHMA WITH CHAOBOMO3bYEH HHLMAEHT MOTaT
J1a BKJTIOYBAT:

HeOOMKHOBEHA eAHOCTpaHHa D0JiKa B Kpaka W/ WM NoyBaHe

BHe3aMHa cyjtHa 00JIKa B I'bpANTE, ¢ WK 0€3 paguauns KbM JIABaTa pbKa
BHEe3alcH 3aayX

BHE3aITHO 3aro4Halia KaluutyLa

BCAKO HeOOU4alHO, TEXKKO H MPOABIDKUTEIHO rasobonue

BHE3arHa YaCcTHYHA WIM IThbJIHA 3aryda Ha 3peHue

JUTUIONKSA

NPOBJICYEH FOBOP WU adasus

CBETOBBPTEX

KoJlane ¢ iy 0e3 OrHUIHM IbpUoBe

c1abocT WA U3pa3eHO U3TPBIIBAHE, BHE3AMMHO 3aCAraulo eHa YacT WM eiHa CTpaHa OT TAM0TO

JBUTATEIHY CMYLIEHUS
,»OCTBP KOPEM. /
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PucksT OT BeHO3eH TpomOoemMO0in3bem kaTo yenoxHeHue mpu npunarawy COC HapacTea ﬁ

*® HalIpCABAHC HA BB3pACTTa \\




. [0/10XKHTENHA (paMHIHA aHaMHe3a (BEeHO3eH TpoMGoeMOoNu3bM HAKOra B 6pata U cecTpy win
POIMTENH B OTHOCHTENTHO PaHHa BB3PACT). AKO HMa CbMHEHHA 3a HACIEACTBEHO NPEAPA3NONOKEHH e,
KeHaTa TpsaOBa fa 6bae HaCOUEHa KbM CHEHHANKUCT 32 KOHCY/ITALMA Npey Aa Pelid Jaiu e
n3nonssa COC.

. NPOAB/UKHTEIHO 00€3ABIDKBAHE, FO/IIMA ONEPAIMS, KAKBATO ¥ J1a € ONEpaLiMs Ha KPaKaTa HITH rolsaMa
TpaBMa. llpu Te3s CHTyaluHH e yMeCTHO NPHEMaHETO Ha XaIYeTo Ja Ce MPEeyCTaHOBH (B CTyyail Ha
€JICKTHBHA XHPYPIrHi HE NMO-MAJIKO OT YETHPH CEAMMIM NPEABAPHUTEIHO) H 1a HE Ce Bb3CTAHORABA
Npen Aa Ca M3IMHHAIM IBE CEIMHULH OT ITBJIHOTO pasasrkeBaHe. Tpa0OBa fa ce rnpeueHn 3ano4YsaHe Ha
aHTHTPOMOOTHYHO JIEUEHHE, AKO XaN4eTaTa He ca GMIM IPEYCTAHOBEHH NPeBAPHTENHO.

. 3aTILCTABAHE (MHAEKC Ha TenecHa Maca Haf 30 kg/m?)

HAMAa OO0 ChracKe OTHOCHO BB3MOXKHATA POJIS HA PA3IUIUPEHHTE BEHH M NOBBPXHOCTEH
TpoMO0GIebHT B HA4aOTO Ha MPOTPECHPAHETO HA BEHO3HA TPOMOO3a.

PHCKBT OT apTepuanHu TpoMOOEeMOOIHYHH YCIOKHEHNA WU ChIOBOMO3bUHK HHLUMACHTH NPU H3MOA3IBALLY
COC ce noBHIiIaBa C:

. HampeBaHe Ha Bb3pacTTa
TIOTIOHOMyIeHe (JkeH! Ha BB3pacT Hafl 35 rofuHu Tpa6a Aa GbOAT CEPUO3HO NpeaYNPEXIABAHM Aa
He MyLaTt, ako uckat ga npwiarat COC)

AUCIUNONPOTCHHEMUS

XUIEePTOHUA

MHUTPEHa

3aTIBCTABAHE (MHACKC Ha TeslecHa Maca Haj 30 kg/m?)

TI0/I0XKUTENTHA haMUIIHA aHaMHE3a (BeHO3eH TpoMG0oeMOOINIBM HiAKoTa B 6paTs U CecTpH HIIH
POAHTENIH B OTHOCUTE/IHO paHHA Bb3pacT). AKO ¥Ma CbMHEHHA 3a HAC/IeACTBEHO peapasnooxKeHHe,
JKeHaTa Tpsadea fa Ob/le Haco4eHa KbM CNELMANIUCT 32 KOHCYATALMA NPEIU 4a PELIM JaiH Le
u3nonassa COC,

. 3a00JIABaHE Ha CHPACYHHUTE KITATIH

. MPEACHEPAHO TPENTEHE

HanuureTo Ha CEpHO3HM PUCKOBH QAKTOPH HITH MHOXKECTBEHK PHCKOBH (GaKTOPH CHOTBETHO 33 BEHO3HA
WITH apTepHanHa O0MIeCT, CBHILO MOXKE Na MPEeCTaRIABa MPOTHBONOKasaHue. BraMorkHOCTTA Na ce mpoBexaa
AHTHKOArylaHTHO JIeHeHHE CBIO CIeaBa Aa ce B3eMe npef sua. Manonassaimure COC 6u cnenpano ga 6naaT
CTICLIMATTHO HACO4CHH 3a KOHCYNTalMA ChC CBOA JICKap NPH NOABa HAa CHMIITOMU, BEPOATHO MIPOSABA Ha
TpoMbo3a. [1pu cycnexTHa nnu noTBbpAeHa Tpom603a, usnonssavero Ha COC Tpabea na 6bae
npeycraHoBeHO. HezabaBHo cnenBa na ce 3anoune aJcKBaTHA aATEPHATHBHA KOHTPALIETILMA, TOPaIH
TePAaTOreHHOCT Ha AaHTHKOAryJIaHTHOTO JieYeHUE (KyMapHHH).

B nepuona criext paskaaneto Tpa6Ba fa ce HMa Npe/l BU MOBHIUIEHUST PHCK OT TpoMBoeMb0n3smM (3a
HH]OpMaLIMA OTHOCHO ,,BpeMeHHOCT M paxnane”, BXK. Touka 4.6).

Apyru MEAHUHMHCKH ChCTOAHHA, KOUTO C€ CBBP3BAT ¢ HEXENaHH peakUMH OT CTPaHa Ha ChAOBAaTa CHCTEMA
ca 3axapeH quabeT, CHCTEMEH JTyMyC €PHTEMATOAEC, XEMOJIMTHYEH YPEMHYEH CHHAPOM M XPOHUYHO YPEBHO
ph3naienue (bonect Ha KpoH wiu ynuepaTHBeH KONKHT) H ChPIIOBHIHO-KJIETHYHA aHEMUS.

[loBunieHaTa YECTOTA HA TEXKKa MHIrpeHa npu nmpunokeHue Ha COC (KoATO MOXKe Ja € NpoApOMAaTHO
SIBIEHHE 38 MO3BYHO-CBAOBO CHOUTHE) MOXKE Ja ObJe MpUUUHa 3a He3abaBHO npeycraHoeasade Ha COC.

. Tymopu

npoawKUTenHo ynorpedasanu COC (noeye oT 5 rOAUHH), HO NPOIB/DKABAT 4 CHIIECTB
MPOTHBOPEYHA 3a CTENEHTA, JO KOATO MOAOOHH HAXOAKH ca Pe3yNATaT OT CEKCYATHO MOBE

ITpu HAKOM eMUAEMUONIOrHYHH NPOYYBAHKS Ce CHOOLIABA 32 MOBMILEH PUCK OT HEPBHKAICH KA
=

(PaKTopu KaTo YOBELIKH Mamwioma supyc (HPV). L=
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Mera-aHanus Ha 54 enHASMHONOIHYHH NPOYUBAHHS IOKA3Ba, Y€ MMA JIEKO MOBHHIEH OTHOCHTENEH PHCK
(RR = 1,24) ot pak Ha repaara npu xeHu, kouTto u3nomsat COC. TTOBHIIEHUAT PUCK MOCTENEHHO CNaaa B
xoAa Ha 10-rogHUIHO MpocseAsBaHe ciel cnupaHe npuiokeHneTo Ha COC. Thit KaTo pakbT Ha FLPAATA ce
Cpella pALKO MpHU XKEHH Ha BB3pact 1o 40 roAWHH, NOBHILEHUAT OPOi AMArHOCTHLIMPAHHU C PaK HA I'bpAATA
NpH JIEKyBaHH KM MOMEHTa Wi npeau ToBa ¢ COC € MaTeK Mo OTHOLIEHHE Ha OOHIUA PUCK OT KapLIMHOM
Ha rbpaata. Te3u npoyysaHHs He AaBaT AaHHH 33 HAIMYHE Ha NPUYIMHHA Bphika. HabmonaBaHuaT Monen
Ha NOBHLIEH PHCK Hal-BEPOATHO C€ b/DKH HA MO-PaHHATA AHATHO3a HA KapLIWHOM Ha I'bpAATa NpH
n3nonssaiyre COC, bnonoruunus edekr Ha COC unu kombuHaums ot aere. KapuuHOMBT Ha ropaara,
AMArHOCTHUMPaH npH ynoTpedsapanure Hakora COC, e no-cnaGo HanpenHan OT KIHHUYHA TIe[HA TOYKa
OTKOJKOTO KapUHHOMHTE ZHArHOCTHLIMPAaHH NpPH HUKora Heynorpedasanure COC.

B peaku ciy4au npu ynotpebssanu COC ca HabmonaBanu no6pokauecTBeHH YepHOAPOSHH TYMODH, a oLe
MO-PAAKO H 3IOKa4YeCTBEHH YepHOAPOOHH TyMOpPH. B H3onHpaHy cinyuad Te3u TyMOpH ¢a JOBEAH 10
JKMBOTO3aCTpalllaBauly KOPeMHH KPBBOU3IHBH. YepHoRpoben TyMOp cieBa 1a ce HMa Npe] BHA B
ardepeHIHANTHO-AHArHOCTHYEH 12K NPH CHUJIHA GOMKa B TOPHUTE €TAKHM HA KOPEMa, YrONeMIBaHE Ha
YepHHs Apod unu Oete3n Ha KOpeMeH KPbBOH3NHB NpH xeHu Ha COC,

Ilpu ynotpebara Ha sucokogoszosr COC (50 pug eTvHIIECTPaANON) PUCKET OT PaK Ha eHAOMETPHYMA U
AHYHILIMTE € HaMasieH. Jlanu ToBa ce OTHacA W 3a HHuCKoao3osuTe COC ocTaBa fa 6b/e NOTBBPAECHO.

. Hpyru yciosus

[Iporectux kOMNoHeHTHT Ha /Dka3 e an0CTEPOHOB aHTANOHUCT ChC CBOMCTBA, MO3BOJABALLH 3aMa3BaHeTo
Ha ka/tida. B noBeueTo ciyyayd He ¢€ O4aksa NOBMILIEHHE B HUBaTa Ha Kanuit, [Ipu KHMHHYHO Npoy4BaHe
00ad4e, MPH HAKOH MAIHMEHTH C JIEKO A0 CPEJHO TEXKO O0peuHO yBpexkJaHe M € IHOBPEMEHHO HPHIOKEHHE
Ha 3ala3Balii KaIuH JIEKapCTBEHH IIPOSYKTH, CEPYMHUTE HABA Ha KaiHii JIEKO, HO HE 3HAYHUMO, CE
MOBHUUIABAT NPH NpHEMaHe Ha APOCHHMPeHOH. [lopaan ToBa e NpenoppYrUTesIHO a ¢€ NpOBEpABA CEPYMHHA
Kaaui Npy MbpBHUA NeueOeH LMKBIT HAa NaUMeHTH ¢ 6p0peuHa HEROCTaTEYHOCT M CEPYMEH KW npeau
JIEY€HHETO KbM I'OpHAaTa IPaHHLIa Ha HOpMaTa H 0COOEHO MPU CHIPOBONKAALIQ JIEYEHHE C JIEKAPCTBEHH
MPOAYKTH, 3ana3Baluu Kaiuid. Bxk. ceio Touka 4.5,

[Ipn ynorpeba Ha COC xeHu ¢ xuneprpurnuuepuaeMus Ui ¢aMuiHa aHaMHe3a 3a TakKaRa MOrar ga onaar
C MOBHUUIEH PUCK 34 MAHKPEATHUT.

Makap 4e uMa CrOOLUEHHA 32 JIEKO MOBHIICHHE Ha KPBBHOTO HaNATaHe Npu MHOTO xeHu Ha COC,
KIIMHHYHO 3HAYHMHTE CITy4Yau Ha MOBHILEHHE ca peJki. CaMo NpH Te3n peky CIy4yau € OnpaBaaHo
HezabasHOTO NpeycTaHoBsBaHe npHema Ha COC. Ako npu mznonssane Ha COC u npeaxoxaawa
XUNEPTOHHUSA, TTOCTOSHHO WIH 3HAYUTENHO MOBHILIEHHU CTOMHOCTH Ha KPBbBHOTO HAJIATAHE HE CE MOBIUABAT
33/J0BOJTHTENTHO OT MPOBEXAAHO aHTHUXHIIEpTEH3HWBHO aeueHue, COC Tpsadra aa ObaaT cnpeHu. AKo ce
CMETHE 3a YMECTHO, uanoissaHeTo Ha COC Moxke Aa Op/1¢ BB3CTAHOBEHO IMPU MOCTUTAHE ©
AHTUXHUIIEPTEH3UBHO JIEUEHNE HA HOPMAJIHU CTOMHOCTH Ha KPBBHOTO Ha/lAraHe.

Crpob1aBa ce 3a nosBaTa WKW BAOUIABAHETO HA CIAEAHHUTE ChCTOAHUS NMPH OPEeMEHHOCT U M3ITOJI3BAHE HA
COC, kato na”HuTe 3a Bpe3Ka ¢ npuiaradeto Ha COC ca HeyGeauTeHU: XBJTEHHLA WK NPYPHTYC,
CBBP3aHH C XOJ€CTa3ata; »IIbYHN KAMBbHH; MOPOUPHA; CHCTEMEH TYITYC EpPUTEMATOAEC, XEMOIUTHYEH
ypeMHYeH CHHAPOM; Xopesa Ha CHaeHxaM; recTalMOHEH Xepnec; CBLP3aHa ¢ OTOCKIEpo3a 3aryba Ha ciyxa.

[Iput xeHu ¢ HACHEACTBEH AHTHOEAEM €K30reHHUTE eCTPOTeHH MOTAT a HHAYLMPAT wiK 060cTpar
CHMITTOMHTE HA aHTHOEIEM.

OcTpo WK XPOHUYHO YBpEXKIaHE Ha YEPHOAPOOHATAa BYHKUMA MOXKE [1a HA/IOXKHM NMpeKpaTaBaHe ynoTpedara

Bt

Ha COC go HopMmanu3upaHe Ha MapKepuTe Ha YepHoapoOHaTa GyHKuuA. [TosBaTa OTHOBO Ha X YER

Makap ye COC morar aa noavaaT Ha nepudepHaTa HHCYIMHOBA PE3HCTEHTHOCT M TITIOK
HAMAa JaHHH 32 HeOOXOAMMOCT OT MPOMAHA HA TepaneBTUMHATA CXeMa NpU AuabeTHiy, KON
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HUCKH 103K COC (cpabpxkamu < 0,05 mg eruHunectpaaron). Benpeku ToBa xxeHuTe ¢ quaber Tpaba na
ObaaT BHUMaTenHo HabmogapaHu, ocobeHo B HayanoTo Ha npunoxkenne Ha COC.,

Crob1naBa ce 3a soIaBaHE Ha CHAOTEHHA NENpPeCcHs, Ha enwienchu, Ha 6onect Ha KpoH u yiuepatusen
KOJUT npH ynotpeba ua COC.

[Tousixora Moske aa ce pa3sue xj10a3ma, oCoOeHO IMPH JkeHH ¢ aHaMHe3a 3a XJ10a3ma Ha OpeMenHocTTa. JKenu
CBHC CKIIOHHOCT KBM XJ10a3ma TpAOBRa fa U3DAreart UsnaraHe Ha CIILHYEBH WIH YATPABHOACTOBH JIBYHU, KOraTO
npuemat COC.

Bceska cBetnio po3osa TabneTka OT TO3M JICKAPCTBEH NMPOAYKT ChABPKA 46 mg JaKTo3a B eHa Tabnerka,
Bcsaka Osana tabnerka ceaspxka 50 mg. [TauvenTu ¢ peaku HacneacTBEHH NMpoOieMH Ha rajlakTO3HA
HeNMOHOCUMOCT, Lapp nakTtasa geduUMT WK TIOK030-Ta1akTo3Ha Manabcopbiius, KOUTo ca Ha auera 6es
NaKTo3a, TpAGBa na MMaT npea BUJ TOBAa KOJHYECTBO.

MeaduuHCKH Operiel/KoHcyaTangs

[Ipenw na ce 3anoyne npunaraHero OTHOBO Ha Jxka3 TpabBa Z1a ce CHEMe MBJIHA aHAMHE3a (BKIIIOYHTETHO
damunHa) u Aa ce u3kmour bpemeHHOCT. TpabBa fa ce W3MepBa KPBBHOTO HAIATAHE M [1a Ce NpaBH
(PHU3UKAJIEH TIPErIe, KaTO C€ UMAaT Npe/l BU/ MPOTHBOIMOKA3aHUATA (BXK. TOUKA 4.3) U NMpeAynIpeKASHHATA
(BK. Touka 4.4). JKeHarta Tpabsa ga 6bae ole HHCTPYKTHPaHa BHHUMATENHO /1A NIpOYETe INCTOBKATA 3a
NaLUeHTa U Ja e NpUABpKa KbM JaJCHUTE CBBETH. HecToTaTa U Xapakrepa Ha nperieaure TpadBa aa ce
OCHOBaBa Ha YCTAHOBEHHUTE IPaBHIIa B IPaKTUKaTa U Ja ObaaT HHAMBHAYATHO ChbOOpa3eHH ¢ BCAKA OTAES/THA
KeHa.

XKenurte TpaOBa ga ObaaT YBEJAOMEHH, He NEPOPATHHTE KOHTPAUENTHUBH He nmpeanassat oT HIV undexuun
(CITMH) u apyru nonoso npeaaraHy OOECTH.

Hamanena epHkacHOCT

EdukacHoctra Ha COC MoXxe fa ce HaMalM B cJly4yal Ha T.H. OPOITyCHaTa akTHBHA TabneTka (BX. TOUYKa
4.2), CTOMaIIHO-YPEBHH CMYLUCHHA [IPH B3€MaHE Ha aKTUBHH TaOJIeTKH (BK. TOuKa 4.2) Wi CBIPOBOKAALIO
nevyeHue (BK. TouKa 4.5).

HamMajteH KOHTPO.T HA MECEYHHSA HHKD/JI

ITpu Bcnuxu COC mMoxke aa ce MOoABH KbpBEHE H3BhH HOPMAIHOTO (3aLlarnBaHE WUJIM BHE3AIHU MTPHUCTHIIN HA
KbpBEHe), 0co0eHO npe3 MppBUTE Meceld Ha ynotpeba. [lopaam ToBa oueHKaTa HAa KaKBUTO U 1a €
HEPEAOBHH TNPUCTHIM HA KBPBCHE UMA CMUCBJI €1Ba CJICA UHTEPBA HA aJanTalus OT OKOJIO TPH LMKbAA.

AKO HepeJOBHOTO KBPBEHE NPOIBIKaBa WK Ce MOSBHU Clie] NPEeAXOAHO HOpPMAeH LIMKBII, TOrasa Tpdabsa aa
Ce€ THPCAT HEXOPMOHAHH MPUYUHH H Ca NMOKa3aHW aaeKBATHH AMArHOCTHYHH XEHCTBHA 33 H3KITIOYBAHE Ha
3fI0KauecTBeHO 3a0oaBaHe UM OpeMeHHOCT. Te MoraT na BKIIIOUYBAT H KIOPTaX.

IIpu HAKOM JKEHHM MOXKE Ja He ce MOABH KbpPBEHE Mopaau NpekpaTeHo NpHeMaHe Ha aKkTHBHATA CHCTaBKa 110
BpeMe Ha (pasara Ha mianedo Tabnerkure. Ako COC e Oui10 npueMaHo Criope/l yKkasaHH1ATa, NpeCTaBeH! B
Touka 4.2, ManKko BepoATHO e JkeHara na e OpemeHHa. IIpu Bee ToBa, ako COC He € OG0 rpHemMaHo criopel
TE3U YKA3aHUA MPEAN [THPBOTO JIUIICBALLO KLPBEHE IOPaIH NPEKPAaTEeHO NMPHEMaHe HA aKTHBHATA ChCTABKA
MJIM aKO TOBA CTaHeE ABa MbTH, TpAOBa Ja ¢e N3KIYM OpeMEHHOCT NPEAN Ja NPOABIKH H3MOA3BAHETO Ha

COC.
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3abenexkka: TpaOsa na ce mpoueTe ekapcTBeHaTa MHGOPMALHUA Ha CHIIPOBOXKAALIOTO/,
HACHTHPHULUMPAT NOTCHLUHATHU B3aUMOJCHCTBHA.
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* BinaHHe Ha OpYyrH fekapcTBEHH NMPOAYKTH Bhpxy ka3

BiaumoaeACcTBIA MeXay nepopaiHi KOHTPALEITTHBH U APYTH JIEKAPCTBEHH NPOAYKTH MOTAT Aa NMPHUYHHAT
KbpPBEHE ITOPafH NPEKPaTeHO NPHEMAaHE HA AKTHBHATA ChCTAaBKA H/WIM HEYCIEIHa KOHTpauenuus. B
NIUTEpaTypaTa ce ¢vo01aBa 3a CICIHHTE B3aHMOEHCTRHA.

Yepuoapobexr MeTabommssMm

B3auMoneiicTBHA MOraT J1a ¢e NOABAT € IeKapCTBa, HHAYLHPALIH YEPHOAPOGHH €H3NMH, KOWTO MOTAT 13
MMaT KaTo C/I€ICTBHC NOBUILCH KIIMPBHC Ha TIOJIOBH XOPMOHH (Hanp. GeHHTOUH, 6ap6UTYpaTH, MPUMHIOH,
kapbamasernuH, pudamnuiwH, Gosentan u HIV-nekapcTsa (Hanp. puroHasup, HEBUPANHKH), KaKTO
OKCKapbasemnuH, Tonupamar, dendamar, rpuzeodyIBHH U MPORYKTH, ChABPXKALIM OHIKATA HCBJIT KAHTAPHOH
(hypericum perforatum)). Makcumanta eH3sUMHa HHIYKUMA OGMKHOBEHO ce HaGHIOIaRa B NPOAB/DKEHRE Ha
OkoJ10 10 aHK, HO MOXKe 1a IPOABIDKH HE TM0-MaJIKO OT 4 CeAMULIM Ce/ NPEeYCTAHOBABAHE HA JIEYEHHETO.

BaaumoneiicTere ¢ eHTepoxenaTanHara UUPKYIaLHA

HeycneuwHa koHTpauenuus ce HabaKO/JaBa M NpH JIGHCHHE C aHTHOUOTHIIM, KATO MEHULMIMHH H
TeTPALHKIHHH. MeXaHU3MBT Ha TO3M edeKT He € U3ACHEH.

YnpagneHue

JKeHuTe Ha KPaTKOTPaHO JieueHUE (C MPOAB/DKUTEIHOCT JI0 eIHA CeAMHLA) C HAKOK OT CITOMEHATHUTE IO~
rope KJiacoBe JICKapCTBEHH NPOAYKTH HIH OTAS/IHN aKTUBHH BELIECTBA (JIEKAPCTBO, HHAYLMPALIO
4EPHOAPOOEH €H3MM), OCBEH pUGaMIHLMH TPGBa BpEMEHHO a U3NO0M3BaT HapHepeH METOA B AOITbIHEHHE
kbM COC, T.e. B nepHo/a Ha €AHOBPEMEHHOTO NPHIIAFaHe Ha IPOAYKTHTE H 7 IHU CNEMl MPEYCTAHOBABAHETO
UM.

[Ipn xetin Ha pudaMnuuMH TpaGBa Aa ce npunara Gapueped MeTo/l B AombiHeHUe kbM COC, noKaTo ce
npreMa pHpaMnyuurH 4 28 nHK e NPEKpaTABAHE Ha JICYEHUETO ¢ HETO.

[1pH xeHH Ha NPOAB/DKHTENHO JIEYCHHE C HHAYLMPALLK YepPHOAPOOHNTE €H3NMH aKTHBHH CheMHEHNUA,
MPENOPBUNTENTHO € NPUIIaraHeTo Ha APYr HaJCKAECH, HEXOPMOHAIEH METO, 3a KOHTpaLeNLHA.

KeHu Ha neyeHne ¢ aHTROHOTHLM (OCBEH pHdaMITULIH, BHXKTE rno-rope) rpsadsa na uanonssar OGapuepeH
METOA A0 7 AHHM Clej MIpeKbCBAHE.

AKO eTHOBPEMEHHOTO MpPUJIaraHe Ha TeKapCTBEHH MPOIYKTH MPOIBIDKU ClE/ CRBPLIBAHE HA AKTUBHHTE
Tabnerky B TeKylarta onakoska COC, miaue6o rabnetkure TpsabBa Ja ce NPOMYCHAT U BeHAra a ce
3anoyHe cneasamara COC onmakoBka.

OcHoBHHUTE MeTaOOTUTH HA APOCTIMPEHOH B N1a3MaTa MPH XOpa ce reHepupar §e3 yuacTHETO Ha LIMTOXPOM
P450 cuctemara. MHXHOUTOpUTE HA Ta3H CH3NMHA CHCTEMA, CITEJIOBATENHO, € MAJTKO BEPOATHO J1a MOBIHAAT
MeTaboHu3Ma Ha ApOCITHPEHOH.

. Bhusaune va /xa3 Bbpxy Apyry NEKapCTBEHH MPOAYKTH

IlepopanHuTe KOHTpaLENTHBH MOTAT Aa MOBIHIAT Ha MeTaboIH3Ma Ha JPYTy aKTHBHH ChCTaBKH.
CBOTBETHO MOTAT Jla Ce MOBHIIAT (HANP. LUKIIOCTIOPUH) HiK MOHIKAT (HAMNP. JaAMOTPHKHH) TUTa3MEHHTE H

TbKAHHH KOHUCHTPALHH.

Crniopea pesysiTarvre OT NPOY4BaHHATA Ha €QEKTUTE HA TIOTHCKAHE in VItro U B3auMoaeicTBH
[pH XKEHH AOOPOBOALIM H3TION3BALIH OMENPa3oON, CHMBACTATHH M MH/230J1aM KaTo Mapkepe
MaJIKO BEPOATHH Ca BB3JCHCTBUA Ha JPOCHUPEHOH B 103a 3 mg BhpXy MeTaboa13Ma Ha ap
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. Hpyrd B3aumMoaeHCTBHA

[Tpu nauuenTH 6e3 6p6peHa HEAOCTATHLHHOCT €AHOBPEMEHHOTO NPHIOKEHUE Ha ApocnupeHoH U ACE-
naxuburopu wau HCIIBC Hama 3HaYuM edekT BrpXy cepyMHusA Kauii. ChIIeBpeMEHHO, €IHOBPEMEHHOTO
npuiaokKeHue Ha ka3 4 anaoCTepOHOB aHTArOHUCT WM 3ara3Ball Kaaui JHypeTHK He e G0 Npoy4BaHoO.

B To3M ciay4aii npe3 MsPBUAT LMK Ha ICYCHUE TPAOBA [1a ce M3C/ICABA CEpyMHHA Kanii, Bk, CB10o Touka
4-5 L

¢ JIabopaTopHH H3ceaBaHUA

HsanonzpaHeTo Ha KOHTPALICITHBHU CTEPOHIM MOXKE [a IIPOMEHU Pe3YITaTHTE OT onpeAesieHH JabopaTopHu
H3c/eqBaHMs, BKIKUHTENIHO OHOXHMHYHH NapaMeTpy Ha YepHoApoOHa, IIMTOBHAHA, HAADBOpeUuHa H
On0OpeuHa GyHKLHA, IUTA3MEHATE HHBA Ha (HOCHTEJIHTE) MPOTEHHUTE, HATIp. KOPTHKOCTEPOUI-CBBP3BAIIIUA
rnoOynHH K TMIMAIHA/IMIIONPOTEMHHN QpaKLMH, NapaMeTPH Ha BBIVIEXUAPATHUA METabOIH3EM U
napaMeTpH Ha KpbBocbcHpBaHeTo U hubpuHonuiara. [IpoMeHuTe 0OUKHOBEHO OCTABAT B HOPMATHUTE
nabopaTopHM rpaHuLid. J[pocnIMpeHOH NPUHHHABA MOBUILICHA M1a3MEHA AKTHBHOCT Ha PEHHH U IUVIa3MeH
allJOCTePOH, UHIYLHPaHH! OT HETOBaTa ciiaba aHTHMHHEPAIKOPTHKOMAHA AKTUBHOCT.

4.6 DbpeMeHHOCT H KbpMeHe
Ixas He e noKasaH npu OpeMeHHOCT.

Ako npu u3noyspane Ha [xa3s ce pa3sBre 6peMEHHOCT, NpenapaTeT Cle/Ba He3abaBHO fa ObAe CrpaH.
O6cTolHN enmuaeMHOOrHYHH NMPOYUBaHHUA HE MOKA3BAT HATO CHIKECTBYBAHETO HA IMOBUIIIEH PUCK, HUTO
PHUCK OT POAWIHH Ae(eKTH MpH ela, pOJCHH OT MaiKH, KouTO ca B3emaan COC npenu OpeMeHHOCTTA,
HUTO TepaToreHHU e¢eKTH npu npueMade no rpeuika Ha COC npu SpeMeHHOCT.,

[IpoyuBanuATa BHPXY KMBOTHH MOKa3BaT CHUIECTBYBAHETO HA HEXEJIAHW PEAaKLHH 0 BpeME Ha OPEMEHHOCT
1 kbpMeHe (BxK. Touka 5.3). Criope/l pe3yaTaTiTe OT T3 NPOYUBaHHS C JXMBOTHH HE MOraT Ja ¢ U3K/IOYaT
HEXEaH! peaKL{My, MPHYHHEHHN OT XOPMOHATHOTO ASHCTBME Ha aKTUBHATA ChCTaBKa. B chiloTO Bpeme,
onuteT kaTo LAno ¢ COC npu GpeMEeHHOCT HE NTOKA3Ba CHILECTBYBAHETO HA NPAKTHKA Ha HEXKETaHH
peaklUuu Mpy Xopa.

CoiecTByBauldTe AaHHH MO OTHOLUEHHE H3MOA3BaHeTO Ha J[XKa3 npH OpeMEHHOCT ca TBBP/E OrpaHH4EHHU,
3a 14 NO3BOJIAT NPABEHETO HA U3BOJM 3a HEraTUBEH edekT Ha J[Xa3 BbpXy OpeMeHHOCTTa, 3[paBeTo Ha
[UI0a WIH HOBOPOAEHOTO. 3acera HaMa ChbOTBETHH €MUAEMHOMOTHYHH JaHHH.

Kopmetero Moxke a 6pae nosauaHo ot COC, TH Kato Te MOrar 1a HaMa/IAT KONUYECTBOTO U Ad NPOMEHAT
cbeTasa Ha kepMaTta. [Topaau ToBa u3nomseanero Ha COC Ou caensano KaTo A0 Aa He ¢e MpenopbYiBa Ha

KBbPMAa4KH, AOKATO TE HE MPECTAHAT U3ILUIO a KbPMAT. Majiky Konu4yecTBa KOHTPAUCNTHRHH CTEPOHIH
/MY TeXHU MeTaboMUTH MOraT Ja ¢€ €KCKpeTHpaT B KbpMata rnpy usnoinssadHe Ha COC. Tesu konnuecTBa

MOTraT Ha 3aCErHar JeTeTo.
4.7 EdexkTH BLpXy cnocofRocTTa 32 modupate H paboTa ¢ MAMIUHU

He ca npoBeIaHH Mpoy4BaHUs 32 eekTHTEe BBPXY CNocoOHOCTTa 3a odHpaHe v paboTa ¢ MalvHHM. He ce
MOB/IMABA cMOCOOHOCTTA 3a wodHpane U paboTa ¢ MallKHHM rpy H3non3sade va COC

4,8 Hexenanu jJekapcTBeHH peaKUHH
3a cepHo3HU Hexenanu peakiuu rmput uanonssawy COC vx. Touka 4.4

Crejsauire HexelaHHu peakuuu ca Gunu HabnonapaHy Npyu W3non3sate Ha Jhka3:

B TabnuitaTa ca npeacTaBeHH Hexenanu peakumu no MedDRA Gasata naHHH Ha cHC
(MedDRA SOC). YectoTatra € cnopea pe3yaTaTute oT KIHHUYHH u3nuTBaHuA. Hanon
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noaxoasumAT MedDRA TepMuH 3a onucaHHe Ha onpeaeneHa peakiuma U HEMHUTE CHMITTOMH H CBBpP3aHH

CbCTOAHHA.

Hexenanu nekapcTBeHH peaKklHH, CBLP3ANH ¢ H3N0/3BaHeTO Ha /Ika3 KaTo nepopasien
KOHTpANENTHE HANW NPH JeYeAne HA CPeAHO TEKKO KOXKHO AKHE B ChOTBETCTBHE ChC CHCTEMO-
opranHara KjacHipuxkannas Ha MedDRA u repmunonorusTa na MedDRA

Aum@HaTa CHCTEMA

Opr: A RAEVIN Y URRE Rt B ATUIRY
Hudexuun n aHauno3a
BHdecTanuM

Hapymennsn Ha AHeMHs

KpLBHATA H TpoMmbouuremus

Hapymenns na
HMYHHATA CHCTEMA

AJlepruyHa peakius

Hapymienus Ha
eHAOKPRHHATA
CHCTEMA

EHIOKpUHHHN HapyHIeHHA

Hapywmienns Ha

IloBuilleH aneTur

HAPYIIEHHS

[ToBpoiiane
Hucnencus
[logyBaHe Ha KopeMa
["acTpuT

Hunapus

meraboaH3mMa u AHOpEKCHA
XpPAHEHETO XurepkaiueMus
XHIIOHATpHEMHA
Ilcuxnunn EMouuoHanHa Henpecus AHoprasmus
HAPYILUECHHS nabUnHOCT [TonwxeHo nubuao bescwhue
HepeHocT
CBHIHBOCT
Hapymenuns Ha ['naBobonne 3amaiiBaHe CBeTOBBPTENK
HEPBHATA CACTEMA [lepecTesus Tpemop
Hapymenud Ha KOHIOHKTHBHT
OYHTe CyxH ouM
OuHU CMYILUEHHUS
Cepaeunn Taxuxapaus
HaApYILICHHA
Cba0oBH HADYILICHHSR MurpeHa ®nebut
Bapuko3Hu BeHH CBa10BO HapylueHHE
XHNepToHuUA EnucTtakcuc
CuHKON
Cromamnuo-upeBan |['ageHe Kopemna bonka YTojleMeH KopeM

CTOMAlHO-YPEBHO
CMYLICHHE
CTOMAaUIHO-YpEeBHO
yCelllaHe 3a HallbJABaHE
XHaTycOBa XepHus
OpasiHa kaHAUA03a
3arek

Cyxora B ycTara

Xenato-OHNHADHHU
HapYylIeHUuS

AKnwsyHa Oonka
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k) .-?

Hapywenus Ha
KOKATA H
NOAKOXKHATA THKAH

XnoasMa
Ex3ema

Anoneius
AKHeHDOPMEH JIepPMaTHT
Cyxa koxa

Eputema HOpo3yM
XHIOePTpUX03a

KoxxHO cMyleHue
KoxHM ¢cTpuu
KoHTakren gepmaTur
DoroceHcHOTH3HpaLL
AepMaTHT

KOXHO Bh3enye

Hapymennsa aa

bosika B repba

Maro4Ho/BaruHaNHO
KbpBeHe™*
['eHuTaneH cekper
I'opewy BBAHK
Barunur
MeHCTpYaHO CMYLICHHE
Juzmenopes
XHNoOMeHoped
MeHoparus

Cyxa BarnHa
[Togospurenna
LHATOHAMA3Ka

MYCKYJ/I0-CK€eJ/IeTHATA bonka B kpaitHuuwTe

CRCTEMA H MyCKy/HH KpaMITH

CheHHHUTE/JHATA

ThKaH

Hapymenns na bonka B repaara Barunanna kaHgnao3a HuznapeyHus
BLINpOR3BOAMTENHA | MeTpoparus* TazoBa Gonka BynBoBaruHuT

Ta CHCTEMA H AMEHOpeA YroneMsiane Ha repauTe | KnpBeHe ciep cHOlEHHE
rLpaara (DubpokucToszHa repaa Kepeene nopaau

FIPEKPATECHO ITPHEMAHE Ha
aKTHMBHATa ChCTABKA
Kucrozna repaa
Xurnepinasug Ha rspAara
Heonna3sMma Ha repaara
Lepsuxanex monun
Enpomerpuanna arpodus
Kucra Ha aiynmka
YroneMapaHe Ha MaTKaTa

O0mK HapymeHns n
e(heKTH HA MRCTOTO
HA MIPHJIOKEHHE

ACTEHHUA

[TIoBulIeHO NoTeHe
Otox
(I"'eHepanusupan ook,
nepudepeH OTOK,
(OTOK Ha JIMLETO)

O6uro HepaznonoxkeHne

Hiciaensanun

[loBULLIEHO TENECHO Terno

IToHMOKEHO TeNecHO Terno

¥ aHOMAJIMMTE B KbPBEHETO OOMKHOBEHO OT3BYYaBaT ¢ MPOAB/IKABAHE HA ICYCHHETO

Crneasainyre CEpUO3HM HeXKeslaHH peakuuu ce Habmoaasar npu xxeuu Ha COC, onucaHu B Touka 4.4
CrieuraH1 IpexyNpexACHUA U Npeana3sHy MeEPKH Npu ynorpeda:

. Bexosuu tpoMOeMOOIHYHN HApYILIEHHE,

. Aptepuandu TpoMOeMOOTMYHH HapyLIEHHS,

- XUMNEPTOHMA,

- YepuoapoOuu Tymopu;

. [Toasa wiu BaOWIaBaHe HA CHCTOAHMSA, 3a KOUTO Bpb3kara ¢ COC ue e ybeaurensa:

YJIUEPATHBEH KOJIUT, EMWIETNICUS, MUTPEHA, €HIOMETPHO3a, MATOYHA MHOMA, n{)pc[mpuh\
kY
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JIyIyC €PUTEMATO/EC, MECTALMOHEH Xepnec, Xxopes Ha CHeHXaM, XeMOJIHTHYEH YPEMUYEH CHHIPOM,
XOMECTATUUEH HKTED;

- Xnoasma;

- OCTpo MM XPOHHYHO YBPEXKAHE HA HepHOAPoGHaTa DYHKUMA MOXE A2 HANOKH NPEKPaTABaHe
ynorpebata Ha COC 10 Hopmanu3MpaHe Ha MapkepuTe Ha YepHOAPoGHaTa hyHKLHA.

- [1p# sxeHH ¢ HacIeACTBEHA aHTHOeeM €K30TEHHHTE €CTPOTEHH MOTAT 1a HHAYLMPAT HItH 060CTpSAT
CUMIITOMHTE Ha AHTHOEIEM.

YecToTata Ha AHArHOCTULMpPAH KAPLUMHOM Ha I'bPAaTa € MHOIO JIEKO yBEIHYEHa cpejl H3nonssanute COC.
TBit KaTO KAPUMHOM Ha r'bpHaTa ce Cpella PAIKO MPH >keHH 1o 40 roAMHEH, NOBHIIEHUAT Opoii ¢ ManEBK
OTHECEHO KbM OOIIUA PUCK OT KApLMHOM Ha I'bpaaTta. [IpHurdHa Bpb3Ka ¢ uznonzeane na COC He e
M3BECTHA. 3a NOIMLIHATEHA HHDOPMALIHA, BXK. TOUKH 4.3 n 4.4,

4.9 IlIpenosupamne

Jlo cera Hama onuT ¢ npeaosupane Ha JHka3. Ha Gasarta Ha o61ua onmMT ¢ KOMGHHHPaHH NEPOpaTHHU
KOHTpALIE[TTHBH CHMITTOMH, KOHTO MOTAT J1a C¢ NMOABAT NpPH MpeRo3UpaHe Ha aKTUBHHU TalJIeTKH ca: raleHe,
MOBpBAHE U, MIPU MJIaAHM MOMHYETA, JIEKO BATHHAJIHO KbpBeHe. HaMa aHTHIOT U NoCReABalOTO JIEYEHHE
Ou cieaBano na Ob1e CUMNTOMATHYHO.

5. ®APMAKOJOIMYHH CBOHUCTBA
5.1 ®apmMakoaIHHAMHYHH CBOiicTBa
DapMaKoTepaneBTU4YHa Irpyna: IPOreCTOreHH M €CTPOTeHH, (pukcupanu kombunanuu, ATC koq: GO3AA 2.

HMHupexc Ha Pearl 3a rpemka Ha metosa: 0,41 (ropsa rpaHuiia npu ABycTpaHeH TecT 95 % uHTepBan Ha
noseputeaHocT: 0,85).

O61u nHpaexc Ha Pearl (rpeuika Ha MeTona + rpeika ot nauuenta): 0,80 (ropHa rpaHMia Npu ABYCTpaHEH
TecT 95 % nHTEepBan Ha noBepuTeaHOCT: 1,30).

KoHTpauenTuBHUAT edext Ha [Ixa3 ce ocHOBaBa Ha pa3HO0Opa3HH (GaKTOPH, Hall-BAXKHHTE OT KOHTO ¢a
MOTHCKAHE Ha OBYJIAUMATa U NPOMAHA B €HAOMETPHYMA.

Jbkas e koMOHHHpaH riepopasieH KOHTPaLENTUB C ETHHHIIECTPAIHON U NPOTECTONEH NPOCIIMPEHOH. B
TepaneBTUYHH JO3H, APOCIUPEHOH MMA U AaHTUEHPOTEHEH H JIEK aHTHMHUHEPANKOPTHKOHACH edekT. Hama
€CTPOreHEH, MIIOKOKOPTHKOMIEH M aHTHIVIIOKOKOPTHKOHAEH edeKkT. ToBa npaBH APOCHUPEHOH CHITHO
HaroxobABaLL MO OTHOLIEHHE HA hapMaKOIOTHUEH MpoQiul, Ha eCTECTBEHUS XOPMOH NPOTECTEPOH.

CoLUecTBYBAT JaHHH OT KIIMHHYHHTE NPOyyYBaHud, 4e cnabara aHTHMHHEPAIKOPTUKOUAHA aKTUBHOCT Ha
H>kas soau a0 cnab aHTHMUHEPANKOPTHKOKAEH e(eKT.

JIBe MHOrOLUEHTPOBH, [IBOMHO CJIENH, PAHIOMW3MPaHH, IU1anebo KOHTPOIMPaHH U3NTHTBAHUA Ca NPOBEICHH,
3a 1a moKaxkaT e(ukacHOCTTa ¥ Oe3onacHocTTa Ha J[ka3 npH xeHH ¢ YMEepeHOo akHe ByarapHc (acne
vulgaris).

Cnen 6 Mecelia Ha JIeUEHHE B CPaBHEHHE ¢ mnauedo ka3 rnoka3sa CTAaTUCTHUECKH 3HAYHMO HaMalleHHe Ha
BBL3NAJIMTETHUTE JIE3HH OT 15,6 % (49,3 % cpeuty 33,7 %), Ha HepB3nanuTenHHUTe fe3nd ot 18,5 % (40 6 %
cpeuty 22,1 %) v Ha o61nus Gpoit ne3nn ot 16,5 % (44 6 % cpemy 28, 1 %). B nen'bnﬂenne :

Investigator’s Statlc Global Assessment (ISGA)

5.2 (PapmMakOKHHETHYHH CBOHCTBA

14



o HpocnupeHOH

Abconbuus

[Tepopanxo npunaraHyds ApocMUpeHoH ce abcopdupa 6BP30 U NOUTH HAITBIHO. MakCHMATHH KOHUEHTPALIHY
Ha AKTHBHATA ChCTABKa B cepyma oT okoJ10 38 ng/ml ce nocturar 3a okono 1-2 vaca cnenx eaHokpaTHa A03a.
buonanuunocTTa € MeXIy 76 U 85%. ChnpoBoxkaalus MpUEM Ha XpaHa He BiHge Ha OHOHATMYHOCTTA Ha
APOCNYPEHOH.

PasrnpeneneHue

Cren nepopanHo MPHIOKEHHE, HUBATA HA CePYMEH IPOCIIUPEHOH CE NOHIKABAT MPH TEPMUHAIHO BpEME Ha
MOJTY>KHBOT OT 31 yaca. HpocnupeHoH ce CBLP3Ba ChC CePpYMHHA allOYMHH U He Ce CBBP3BAa ¢ NOJIOBHA
xopmoH ¢Bbp3Bau rnodynud (SHBG) win xoptukona ceepisamms rnodynud (CBG). Camo 3 - 5% ot
OOIIMTE CepyMHU KOHLICHTPALIMK Ha AKTHBHATA ChCTABKA CHIIECTBYBAT KaTO CBOOOAEH CTEPOH .
HMuayuupanoto ot eruHnnecTpaguos nosuwenue Ha SHBG He nosnusiea Ha CEPYMHOTO IIPOTEHHHO
CBBp3BaHe Ha ApocnupeHOH. CpenHUAT 00eM Ha pasnpeneneHue Ha gpocnupeHoH € 3,7 = 1,2 kg,

MeTabonu3sm

HpocnupeHoH ce MeTaboau3npa EKCTEH3HBHO Cle MepopalHO npuwioxeHHe. OCHOBHUTE METabO/NTH B
[1a3Mata ca kucena Gpopma Ha APOCIUPEHOH, MTOJIyYeHa IPH OTBapAHE HA JIAKTOHOBHSA MPBCTEH, U 4,5-
IUXHIPO-APOCMUPEHOH-3-Cyn(ar, KaTo U ABata ce gopmupat 6e3 yuactHeTo Ha P450 cuctema.
HpocnHpeHOH ce MeTaboausnpa no-mManko ot uuroxpom P450 3A4 y iMa KaNlaUUTET Ja OTHUCKA TO3M
eH3uM U umtoxpoM P450 1A1, uuroxpom P450 2C9 u uprroxpom P450 2C19 in vitro.

EAUMHHHpaHE

MeTtabonurHuAT KNMPBHC HA APOCTIMPEHOH B cepyMa € 1,5 £+ 0,2 ml/min/kg. JpocnupeHoH ce ekckpetupa
caMO KaTo CJie/IH B HeMpoMeHeHa Popma. Merabourure Ha APOCIIUPEHOH C€ €KCKPETHPAT C (PeKATHUTE U
YpHHATa MpH CKOPOCT Ha eKckpeuus okono 1,2 ao 1,4. [onyxusoTeT Ha MeTaboNMTHATA eKCKpelus ¢
ypuHa 1 $exanuu e oxkono 40 yaca.

PaBHOBECHH CHCTOSHHS

[lo BpeMe Ha neuebeH LHKBJ, MAKCUMAITHUTE PABHOBECHH KOHLEHTPAalH Ha APOCTIHPEHOH B CEPYM OT
oxosto 70 ng/ml ce niocturar cnen oxkon0 8 nHu neveHue. CepyMHUTE HUBA HAa XPOCITUPEHOH aKyMyJTUpaT
npu GaKTOp OT OKOJIO 3 8 ClNeACTBHE Ha OTHACAHETO HA TEPMUHATTHOTO BPEME HA NOJTYKUBOT KbM

HHTCPBAJIA Ha JO3HPAHE.

CrnienanHy MONyJaalHH

Eghexm na 6vbpeunomo yspesicoare

CepyMHHNTe paBHOBECHU HUBA Ha IPOCITUPEHOH IpU JKEHHU ¢ JIeka PpopMa Ha ObOpeuHo yBpekaaHe
(kpeaTnsrnoB Ki1HpBsHC CLcr, 50-80 mL/min) ca cpasHHMH C Te3H Ha eHH ¢ HopMmanHa 6ubpeuna
dyukuus. CepyMHHTE HMBA Ha APOCITUPEHOH ca cpefiHO 37 % 110-BUCOKH IIPH JKEHH ChC CPEAHO TEXKKA
dopma Ha 66peuno yepexxaare (CLcr, 30 - 50 mL/min) B cpaBHeHue ¢ xeHM ¢ HopMaiHa 6B0peyHa
byHkimsa. JleueHHETO ¢ APOCIUPEHOH c€ MOHacs obpe OT XKEHH ¢ JIeKa U CpeIHO TexKa ¢gopMa Ha
6BOpeuHo yspekaaHe. JledeHHeTo ¢ APOCMIUPEHOH He OKa3Ba KIHHUYHO 3HAUUM e(eKT BhpXY-COpyMHATa

KOHLUEHTpaLHA HAa KU,
Bruanue na uepnoopobromo yspeoscoane (

[Tpu npoyusane Ha eJHOKPATHO NPHIOXKEHA A034, repopanHuaT kupbHe (CL/F) cn
50% npu 00OPOBONLM CHC CPEAHO TEXKKO UepHOAPOOHO YBpeXKJAaHE B CPABHEHHE C T

15




4epHoApobHa QyHKuus. HabnonasaHoTo nMOHWKEHHE B KIMPBHCA HA APOCHUPEHOH ITPH A0GPOBOIILH ChC
CPEeIHO TEXK2 GopMa Ha YEPHOAPOOHO yBpeKAaHe He NPEMUHABA BBB BHAWMA Pa3iiHKa M0 OTHOLUSHHE Ha
KOHLEHTpaurHnTe Ha Kanuil. Jlopn npu AuabeT U ChIpOBOXKAALIO EHEHHE ChC CIUPOHONAKTOH (Ba
¢aKTOpa, KOMTO MOTAaT Ja MPeapa3oOKAT [MALMEHTA KbM XHIIEPKATUEMHA) He ce Habmoaara MOBHILEHKE
Ha CEpYMHHTE KOHLICHTPallM{ Ha KallMi HaJ rOpHaTa rpaHHLA Ha HopMara. Moxe fa ce HanpaBH H3BOJa, Yye
IPOCITHPEHOH Ce MoHacs A00pe MpH MaLHEHTH C JIEKO H CPEAHO TEKKO HepHOAPoOHO yepexaane (Child-

Pugh B).
Emnuvecxu ecpynu

He ca Habmoznasany KAMHUYHO 3HAYUMH Pa3iHvKH BbB hapMaKOKHHETHKATZ Ha APOCIMPEHOH HIH
€TUHHW/IECTPAJHON MEXTY *EHU B AnoHusa win Eepona.

. Eruaunecrpanuol

Abcopbunsa

[lepopanso npuiaraHUsaT eTHHWIECTpaaHON ce abcopbupa 6bp30  eAHO. BBHpX0BH CepyMHM
KOHLIEHTpALIMH OT 0k0J10 33 pg/ml ce mocTurar 3a 1 - 2 yaca cnex €AHOKpaTHa MEepOPATHO MPUWIOXKEHA 103,
ABComoTHA OHOHANHYHOCT B PE3y/ITAT HA MPECUCTEMHA KOHIOMaLMA H MeTa00MM3BM HAa TBPBO
rnpeMuHaBane € npubnunsutenHo 60 %. CernpoBokaaIUAT NPUEM Ha XpaHa HaManiaBa OHOHANHYHOCTTA Ha
€THHUIECTPAINOJI ITPH OKono 25 % OT H3cneaABaHHTE MHAMBUOM, JOKATO MPHU OCTAHAINTE He ce Habnronara
pa3IuKa.

PasnpeneneHue

CepyMHHUTE HHBA Ha €TUHUIECTPAANOJI C€ MTOHWKABAT B [Be a3y, TEPMHHAIHATA IUCMO3HLIHOHHA (a3a ce
XapaKTEpH3Upa ¢ BPEME Ha NMOJTYKUBOT NpudsusnrenHo 24 yaca. ETHHUNeCTpaauon € CHIIHO, HO
HecreLU(pUYHO CBbp3aH ChC cepyMHMA anOymuH (npubnusutento 98,5 %), v MHAYLMpPA IOBUILICHYE B
cepyMHUTe KOHLIeHTpauuu Ha SHBG u xopTtukoup ceep3paiing rnodynun (CBG). YcTaHoBeH e 00eM Ha
pasnpeaeneHue oT okono 5 kg,

MetabonuzeM

ETununecTpannon ce mojaaara Ha pecUcTeMHO KOHIOPMPaHe eTHOBPEMEHHO B JIMTABHLIATA HA THHKUTE
uepBa U 4epHua 1pob. ETuxnunectpanuon ce Metabonnzupa OCHOBHO Upe3 apOMaTHO XHIPOKCIIHPAHE, HO
ce oOpasysar Hait-pa3HOOOPa3HH XHAPOKCIUIMPAHH H METHITUPAHH MeTabOoNIHTH, KaTo Te ce OTKPUBAT KAaTo
cBOOOOHN MeTabOMUTH U KOHIOTHPAHU C TIIIOKOPOHHUIH U cyndat. Ckopoctra Ha MeTaboNMUTEeH KIMPBHC Ha
ETHHWIECTPAANON € 0K0a0 5 ml/min/kg.

EnvuMuHupaHe

ETuHuaecTpannon He ce eKCKpeTHpa B 3HaUUM 00eM B HenpoMeHeHa popMa. Merabonuture Ha
STHHH/IECTPAAHOJ C€ ECKPETHUPAT B YPHHA U XKJThUKa B OTHOLIEeHHE 4:6. BpeMeTo Ha nonyxUBOT Ha

MeTaOOaANnTHATA CKCKpPELHUA € OKOJIO 1 nemn.

PaBHOBECHH CBCTOAHUA

ChCTOSTHUS Ha PABHOBECHE C€ MOCTUIAT NPe3 BTOpaTa MOMIOBHHA OT JIEYeOHNS LIMKDJI, 8 CEpYMHUTE HUBA Ha
eTHHHWIECTPAAHOI Cce aKyMynupat npu gaktop ot 2,0 no 2,3.

5.3 Ilpeax/TMHHYHH JaHHH 32 De30MaCHOCT

[Ipn naGopatopHH KMBOTHH €PEKTHTE HA JPOCIIHPEHOH ¥ €THHWIECTPAIHON C& OTPaAHH
¢ no3HaToTo hapmakonorudHo aeficreue. [lo-cneunanyo, npoyyusaHuaTa BEPXY penpo
TOKCHYHOCT NMOKA3BaT ChUIECTBYBAHETO Ha eMOPHUOTOKCHYHU H PETOTOKCHYHHU €DEKTH It
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Te3H eeKTH Ce CUHTAT 32 BUROBO crieuMduyHu. [Ipu npunarane Ha go3u RPOCIHMPEHOH, HaABHIIABALIH TE3U

MpH npuiaarade Ha ka3, ce MOBIHABA NONOBOTO AHbEpeHMpaHe Ha deTyca Ha IUTBXOBE, HO HE U TIPH
MaHMYHH.

6. ©DAPMANEBTHYHH JAHHH

6.1 CoHchbk HA NTOMOIHHHATE BeDlecTBa

AKTUBHH TabneTKH {CBETIO PO3OBH): [1nane6o Tabnerku (6enu)

Hopo na mabaemxama:

JlakTo3a MoHOXMApAT JlakTo3a MOHOXMIpAT
[lapeBHYHO HHULIECTE [Torupon K25
Marneaues creapat (E470b) [{apeBr4HO HUIIECTE

Marneaues creapar (E470b)

{loxpumue na mabaemxama:

Xunpomenosa (E464) Xwunpomenosa (E464)
Tank (E553b) Tank (E553b)
Turanor auokeng (E171) Turanos quokcua (E171)

/Keneszen okcua nurmenT, yepseH (E172)

6.2 HecbBMecTHMOCTH
Henpunoxumo
6.3 Cpox Ha rogaoCT
> TOAHHH
6.4 CpoendaJHH YC/I0OBHS HA ChbXPAHEHHE
To3un nexapcTBeH NPOAYKT HE H3UCKBA 0COOEHH YCIOBHA 33 CHXPaHEHHE.
6.5 [annn 3a on1aKoBKaTA
[Tpospaden PV C/anymuunii 6nucrep.
BunoBe onmakoBKH:
28 Tabnetku
3x28 Tabnetkn

6x28 Tabrerku

Beeku 6stucTep chabpika 24 CBETNO pO30BH AKTHBHH GHIMHUpaHH TabneTku U 4 6enu miaie6o Gpunmupanu
TabNMEeTKY.

He BCUUYKH BUIOBE OMAKOBKH MOraT Aa 6B4aT mycHaTH B npoaaxoda.

6.6 Chneunajanu npeanasHH MePKH NPH H3IXBHJIAHE

MCCTHHUTC H3IUCKBAHHUA.
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7.  TNPHATEXATEJI HA PAZPEIIEHHETO 3A YIIOTPEBA
Bayer Schering Pharma AG

13342 Berlin
lepmanns

8. HOMEP(A) HA PA3PEIIEHHETO 3A YIIOTPEFA

[1-4643/09.04.2009

9. JATA HA ITbPBO PAPEHNIABAHE/INNOJHOBABAHE HA PAZPEINIEHHUETO 3A
YIIOTPEBA

09.04.2009

10. JXATA HA AKTYAJINZUPAHE HA TEKCTA

Maii 2009
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