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KPATKA XAPAKTEPHCTHKA HA'IRORYKA ...t

HME HA JEKAPCTBEHHA NPOAYKT

JKanry 0,03 mg/3 mg ditmupanu tabnertku

Jangee 0,03 mg/3 mg film-coated tablets

KAYECTBEH H KOJIMYECTBEH ChCTAB

Beaka dunvupana tabnetka ceabpa 0,03 mg etunitnecrpaanon (ethinviestradiol) n 3 mg
JpocnupeHoH (drospirenone)

ITomolHO BewieCTRO ¢ U3RECTHO NelicTBHE: Beska TabneTka chabpika 62 mg 1aKT03a MOHOXHIPAT.
3a TBAHMA CNHCHK HA MOMOLLHHTE BEILECTRA, BUXKTE TOUKA 6.1,

JEKAPCTBEHA ®OPMA

duamupanu Tabnerxku.
HenTh, Kpbrau, buAMIpaHH TaBNeTkn ¢ AHaMeTbp NpUeIH3UTENHO 5.7 mm.

KJHHUYHHU TAHHH

TepanmerTHUHHA MOKA3AHNA

[MepopanHa KoHTpauenLus.

Tpu B3emane Ha pelleHue 3a npeanuceane Ha JKaHri TPIOBa fa ce HMAT PeaBi] HACTORNTE

PHCKOBH (AKTOPH Ha OTJENHATA JKeHa. 0coBeHOo Te3u 3a BeHo3na TpomGoemGonus (BTE) u tosa
KaKbB € puckuT oT BTE npu Xaxru B cpaBHeHne ¢ TOIM NPH APYrH KOMGHHNPaHH XOPMOHANHH
kontpadenTtuBn (KXK) (Bxk. Touku 4.3 u 4.4),

I{Of}HpOBKa H HATHH HA IDUACKEHTTE

Huuun na npuaoxcenie:
[epopaiHO NpHAOKEHHE

Hosuposku

Kak ce npuema Xaurn
TaGnetkire Tpabea za 6baAT MpHEMatH BCEKN AeH N0 €aHO H ChILO BPEME, aKO € HEOBNOHMO ¢
MANKO KOAHYECTBO TCHHOCT. B PLAd, OCOUEH Ha 6mlcrepHaTa CNaKeBKa.

[lo enna TaGneTka IHEBHO Ce Nphema B NpoabmKenne Ha 21 nocaegoparentn Auu. Beaka
CNeBaLla ONAKOBKA CE 3an0usa el 7-1HeBeH CROO0AEH OT TalneTKy WHTEPBAN. Ape3 KoiiTo
00HKHOBEHO c& NOABRABA MEHCTPYAIHO Kbpiene. To 0GHKHOBEHO 3anouBa 2-3 AHH ¢
nocsieaHaTa TabeTka H MOKE N3 He NPUKTIOUH NPy Ha4aNoTo Ha Cneasawar




Kax ce 3anmoura npuema ua XKaunru

¢ AKO npeii TOBa He € ynoTpedaBana Apyra XOpMOHanHa KOHTpauenuya (B nocnequis mMeceu )
TprembT Ha TabneTku TpabBa 1a 3aMOUHE B IWBPBHS ASH HA HOPMATHHA MEHCTPYANEH UHKDBA (T.8.
NBPBHA eH HA MEHCTPYATHO KbPBEHE),

. AKO ce NpEMHHABa 0T KOMOKHHPAH XOPMOHANEH KOHTPALEnTHE (KOMOUHIpaH mepopaneH
koHTpauentus (KOK). Barunanen mpbeteH wan TpaHcaepManes niacTHp)

3a npeanounTaHe € KeHaTa Aa 3anouHe npuemMa Ha HaHrH B IeHS cnel NPHEMAHETO Ha nocaeaHara
aKTuBHa tabneTka (nocneaHata TabneTxa, ChAbPKAlLA AKTHBHN BeLlECTBA) OT npexniHig i KOK,
[pu n3n0n3BaHE Ka BAPHHANCH NPBLCTEH KN TPAHCIEPMAICH NAACTHP. JHKEHATA MOKE 18 3aNOUHE
ynoTpedaTa Ha JKaHTH 3a NpeanovuTaHe B eHs Ha OTCTPaHsBaHe, HO Hal~KbCHO TpeaH
CNeBALLOTO Npiaarade.

» [lpn npeMunapaxe 0T METOJ CaAMO ¢ NPOrecTored (NPOrecTOreH~-ChIbpikala TadaeTka,
HHKEKLNS, HMONAHT) HIIH OT NPOrecToreH-0CBoO0KAaBALLA HHTPAYTEpHHHA chHcTema (TUS).

KeHata mMoxe 4a MPEMIHE BLB BCEKH €AHH JAeH 0T NporecTOreH-ChAbPKaUia TABNeTKa (OT BMNIAHT
witit o1 LUS B Aeus Ha oTCTpansBaHeTo H, OT HIKEKUHA — B NEHA, KOraTO CIENBALIATA HEKEKL U
Tpabea na 6bae HanpaseHa), HO IPH BCHYKH Te3H cnyuan Tpsbea na 6bae nochbReTBAaHA Ja H3NON3BA
ZOMBIHUTENCH bapHepen METON Ha KOHTPauenina npes NbpsuTe 7 IHY HA NPHEM Ha TabaeTky.

* Cnen abopT B NBbPBUS TPHMECTBLD

Kenara Moske 1a 3anoune npuema HeszadasHo. B Tosu cayyail He e HEOBXOAHMO 13 H3N0A3RA
JOMBAHHTEAHH KOHTpALCTITHBHY MEPKH.

o Cren paxaane Wik abopT npes BTOPHS TPUMECTLP

JKenutre TpaGsa na ObAaT nockBeTBAHM [a 3ano4HaT Ha 21 no 28 new cnen paxaare nau abopt
npe3 BTOPUS TPUMECTbP. AKO 3aM04He NPUEMa NO-KLCHO, KeHata Tpabea na §b1e nocheeTBaHa 1a
H3NOEN3Ra AombaHuTENeH GapuepeH MeToa Npes MbpeuTe 7 AHH. BLOpeku TOBA, ako Beue e uMana
MOIOB KOHTAKT, eBEHTYaNHA OPEMEHHOCT CNENBA 1a Ce H3KMIOUH NPEAH PEANTHOTO HAYANO Ha NpHEM
Ha KOK nnu xenara Tpabsa 12 H34aKa MbPBHA Cif MEHCTPYANeH NEPHOS.

3a KeHH, KOKTO KbPMAT. BUKTE TOUKA 4.6,

Iogenenwe npn nponyckane Ha TadaeTKn

AKO KeHaTa € 3aKbCHANA ¢ Mo-MaaKe oT 12 uaca ¢ npuema Ha TabneTxaTa. KOHTpaLUENTHEHATA
3aulHTa HE € Hamanena, JeHaTa TpadBa ja B3eme TabNeTKATA BEAHATA WOM CH CIOMHH # 1a
MPOABMKH NPHEMA HA CACIBALLMTE Ta0NeTKH B 0OH4alHOTO BpeMe.

AKO € 3aKbeHsa noBede oT 12 uaca ¢ Npiema Ha TaBeTkATA, KOHTPAUETITHBHATA SALUITA MOWKE 12
Obae HaManeHa. B Takbe cayyali N0BEISHHETO CPAMO MPoNyCHaTHTE TaBneTkH Moske 2a ce
PBKOBOJH OT cAeaHUTe 2 OCHOBHH Mpariia:

1. IpuembT Ha TabaeTki HHKOra He TPROBA Aa Ce NpeKpariBa 3a Noseye 0T 7 ROCAENOBATENHH HN

OBapHanHaTta oc.




3a BCOKNAHEBHATA NPAKTHKA MOTaT Aa ObIAT 1ANeHI CleHHTE ChRETI

. Iinpsa ceamnua

[MaunenTkata TpaGea 1a npueme nponycHata TafaeTka seaHara WoM ci CMoMHI, OpH aKo TOBa
O3Ha4aBa NpHeM Ha JBe TabNeTKH eJHOBPEMEHHO.

Cnen ToBa TA NPOADBIKABA 12 NpHeMa OcTaHanuTe TabneTku B odLualinoTo Bpeme. Kato
nonkhHetiie, TPAOsa 1a Gbae HINoA3BaH GapuepeH METO/L. KATO HANPHMED MPE3EpPBaTHE, NPe3
cnensauiTe 7 AHu. B ciiyuali Ha N00B akT B NpeauUiHATe 7 QHH, CHIIECTBYBA BEPOATHOCT 33
3abpemenspane. KonkoTo noseue TabneTkn ¢a nponyCHaTH H KOJIKOTO TOBA € NO-G130 10
obuuatinng csobolen 0T TabNeTKy HHTEPBAT, TONKOBA € NO-BHUCOK PICKBT OT 3a6peMeHnaBate.

. Bropa ceamuria

MaurenTkata TpAOBA fa NpHeme NponycHaTaTa TabAeTKA BEAHATA IOM CH CTIOMHH, JAOpH aKo TOBa
03Ha4aBa NpHeM Ha ABe TadneTkH enHoBpeMeHHO. Ciel TOBa TH NPOALIKABA Aa IpHeMa
TabnetknTe B 0GHYaliHOTO Bpeme. B cnyuaii. ue skeHaTa e npuena TabneTkHTe NpaBiiIHo npes 7-Te
JHW Npeau feHs, B KOHTO € NponycHana TabneTkara, He ¢e Hajlara ynorpeta Ha ZOMbIKHTENHL
KOHTpaUenTHBHH MeToaH. OGaue. ako e nponycHana noseue oT | TabneTka, xeHara Tpadsa 1a Ghae
MOCHLRETBAHA A4 NPEAMPHEME JONBIHHTENHH MEPKH IPe3 ¢ileaBalnHTe 7 QHM.

. TpeTa cegmuna

PHCKBT OT HAMAASBAHE HA HATEKAHOCTTA € MHOTO BUCOK NOpaay BAu30cTTa 10 7-1HeBHNS
cBoGoaeH oT TabneTku uHTepBan. Buapexi Toa, 4pes aTanTHPaHe HA CXEMATA Ha NpHeMa Ha
TabNETKH, HAMA/ICHATA KOHTPALETTHBHATA 3aLUHTA BCE OLlLe MOke 1a Bvae npenorepatera. Mpuy
CMa3BaHe Ha €IHO OT NBETE NPAaBUNA He € HeoOXoLHMA yToTpelara Ha Z0MbAHHTENHN
KOHTpaUenTHBHH MEPKH. NPH MONOKEHHE, Y& Npe3 CedeMTe SHU NPETH MbpBata NponyCcHaTa
TabneTKa, KeHaTa ¢ NpuemMana npaBiiHo Beuukn TabneTki. B NpoTHBeH cnyuvalt nauueHTKaTa
TpaGRa 1A CNEMBA TPBOTO OT TE3M [BE MPABUNA H CHLIEBPEMEHHO /1A 1137101382 M AOMBAHHTENHH
NpeAnasHi MePKy B cnensalunTe 7 SHH.

1. TlaumnenTkara TpgbBa na npueMe NPOMYCHATa TAGNETKA BEAHATA UIOM CH CIOMHH. TOPH aK0
TOB2 03HA4aBa NpHeM HA ABe TabneTku eIHOBPEMEHHO.
Cnaen Tosa ta npoabkasa Aa npuema TabneTknte B 06HualinoTo speme. [lpuembT Ha
cheqBaliata oflaxkesKka Tpabea aa 3anoqHe BEHAra Chel KaTod Tas ONAKOBKA CBBLPIUM, T.€. HE
TPAOBA 13 HMa HHTEPBAA MEKAY OffakoBKUTE, MaAKo BEPOATHO & NauMeHTKaTa 1A NONYYl
OTNAJHO KbPBEHE NpeaH KPas Ha BTOpATa OMAKOBKA, HO MOKE 1a HMA 3alanBaHe Ml NPOBHBHO
KbPBEHE B JHWTE. B KOUTO npuema tabneTk1Te,

2. Jewnara cbiio moxe na Obae MOCHBETRANA A NPEKPATH NpUEMa Ha TABAETKH OT Ta3H
onaxkopka. Cien Topa TpsAOBa 12 UMa cBOOOACH OT TAOAETKH WHTEPBAN 10 7 AHW. BKAKOUHTENHO
AeHs. B KOHTO € nponycHana tabneTkara 1 roche 4a 3ano4He HOBa ONAKoBKA. AKO KeHaTa e
nponycHana TabAeTKH K HE MOJlyYH KbPBEHE B MLPBHA HOPMANes CBOBOACH OT TAaBneTKH
HHTEPpBAN, TpﬂﬁBa Aa ce B3eMe NPEeaB BEPOATHOLTTA 34 ﬁpEMEHHOCT.

CreeT B eay4aii HA CTOMAMIHO-4 e BHIl HADYLIEHHR
B ciyuaii Ha TeXKY CTOMALLIHO-UPEBHH Hapy IUeHHS {Hanp. NOBPbULaHe nan Aiapus), abcopbunaTa
MOWE Na HE € NbIHA W & HEOOXO0ANMO 33 Ce NPeANPHEMAT TOMbIHHTENHI KOHTPAUSHTHRHH MEPKH.
AKO ce NOsBH NoBPLUIAHE B paMKnTe Ha 3-4 yaca cael NpHeMa Ha TabneTka, Tpadaa




4.3

AKO ¢a MuHaTN noseye oT 12 yaca € NPHNOKUM CHBETHT OTHOCHO NPONYCHATI TaONeTKH, JaACH B
Touxa 4.2. .TloBeneniie npu nponycHata Tabnertka”. AKO eHATa HE HCKA A2 NPOMEHH HOPMANHATA
CXEMa Ha nNpueM Ha TabNeTKNTE. TH MO¥e 1a B3eMe HeOGX0IHMATA TOMbAHUTENHA TaGAeTKA OT
ApyTa ONakoBKa.

Kak Ja ce OTJI0:KH MEHCTPYAIHOTO KbpBeHe
3a na ce OTNOKH MEHCTPYAUNSTA, KeHATa TPAOBA 12 NPOabIKH NPHEMA HA CNENBALLATA ONAKOBKA
Kauru 6e3 ceoboaeH ot TabneTkh nHTepBan. ToBa yabmKaBaHe MOKE 1a NPOIBIKH TONKOBA

* ABArO. KOJKOTO € 3KENaHo 10 Kpas Ha BToparta onakoBka. [10 BpeMe Ha y1bIKaBaHeTO KeHaTa
MOZKE /718 NoJyYH npoOHBHO KbpBeHE MM 3aluansade. PenosruaT npiem Ha XaHri 3ano4sa 0THOBO
cnen ofuyaiinig 7-aHepen ceobo1eH o7 TabNETKH HKTEpBan.

3a 1a ce HIMECTH MEHCTPYaLATA B APYT I€H OT CEMHLATA. PazTHUeH 0T 00HuAiiHIA 3a KeHaTa ¢
HAcTOAtHATa Cxema, TA Moske 43 Obae nochBeTBaHa 1a CHKPATH NpeacTosulnd cBoboeH oT
Ta0neTKH HHTCPBAN C TOMKOBAE THH ¢ KONKOTO HCKa. Koakoto HHTEPBANLT € [10-KpaThK. TONKOBA €
No-rofaM pUcKbT T4 18 HE MoAYyYH KbPBEHE U la C€ NOABH NPODHBHO KbPBEHE UK 3aUANBAHE
JOKAaTO W3MOMIBA CNeIBallaTa 0nakoaxka (MOR0OHO Ha OTNAraHETO HA MEHCTPYAUHSTA).

Aonvanumeana uHHopIMaynR 3G Cnewa i nonyTatui

Heduampuunca nonyvacus

Kanru e noxazan 3a NpuNOKEHHE CAMO CNeA MbpBaTa MEHCTPYalHA. Bb3 0cHORA Ha
€MIAEMHOJIONHYHI NPOYYBaKHHs, ChOpann ot Haa 2 000 nauMeHTKW Ha Bb3IpacT noa 18 roaus.
HAMA JaHHH NOKa3BallH, Ye He30TacHOCTTa H ePMKACHOCTTA NPH Ta3H Milaaa BL3PacToBa rpyna e
paznu4Ha OT Ta3H, KOATO € MU3IBECTHA MPH SKEHH HA Bb3pacT Han |8 roanHn.

Hauuermm 8 CHIAPHECKa 8b3PUCTH
JKadru He & nokazad clien MeHonaysa.

Hayuenmu ¢ wepnodpodno yepescoane
JKasru e npoTHBONOKA3AH NPH KEHH C TEKKH YEPHOAPOOHY 3a6ongBannd. BukTe cbino Toukh 4.3
u 3.2

Hayuenmu ¢ 6v0pevno yepeswcoane
Hanri e npoTHBONOKa3aH Nph Kenw ¢ Texka ObOPEUHa HENOCTATLYHOCT MK octpa obOpeuHa
HeaocTarhuHocT. Buxre cuio touky 4.3 w 5.2,

IlpornBonoka3saHusa

KomOuxupanute xopmoHanann koHutpauentisu (KXK) ve Tpsabsa aa ce nsnoassar npu hanmue na
HAKOE OT YCAOBUATA. H3OPOeHH 10-1071y. AKO HAKOE OT TE3H ChCTONHHA C& MOABH 33 MhPBY NBT MO
Bpeme Ha ynorpebarta Ha KXK. npoayxtsT Tpadsa na ce cnpe HezabagHo.
® CBpPBLX4YBCTBHTEAHOCT KbM AKTHBHOTO(KTE) BELIECTBO(A) HAH KbM HAKOE OT NOMOILHITE
BEWECTBA. W30pOEHH B Touka 6.1,
* Hasinuiie Ha uau puck ot BeHo3Ha TpoMBoembonua (BTE)
0 Benoida tpomboembonus — Hactoawa BTE (Ha anTHKOAryNanTH) M avamu
(Hanp. mbadoka BenosHa Tpombosa [JIBT] uin Genonpobua emBonnsa [BE




o H3BecTHO HacnencTBEHO (M NPHAOOHTO Npelpa3nonoKHHE KbM BEHO3HA TpomboemBonus,
KaTO PEINCTEHTHOCT KbM akTHBHpad npoTeit C (APC) (Bxnwountento daktop V ua Leiden).
Aednunt Ha antutpomdus 111, aeduiit na npotenn C. aeduunT Ha npoTerH S

o [onama XHpypru4Ha Hameca ¢ NPOALIKHTENHA HMODHIN3aUNA (BK. TOuka 4.4)

© Bucok puck 3a BeHo3ua TpomGoemGonna BCIEACTBHE Ha HATHYHE HA MHOMKECTBO PHCKOBH
takropu (BxK. Touka 4.4)

¢ HanHuue Ha HNH pUEK OT apTephania tpoMGoembonns (ATE)

o AprepHanHa TpomBoembonua — HacToAWA apTepnania TpoMBoeMbous. aHAMHEA 1A
apTepranHa TpomGoembonns (Hanp. HH(aPKT HA MUOKAP/2) HIH NPOAPOMANHO ChCTOAHIE
(Hanp. cTeHOKapana)

© Mo3buHo-cbaoBa §01eCT — HACTOAUL HHCYNT, AHAMHE3A 33 HHCYAT HIH NPOJPOMATHO
CBHCTOAHKE (Hanp. npexoaHa HexemuvHa ataka, [THA)

©  H3BecTHO HACAEACTBEHO IUTH IPHAOOHTO MPeapa3NoNokeHHE KbM apTepHaiHa
TPOMOOEMBONUS, KATO XHNEPXOMOLMCTEHHEMUS H aHTH(OCPOAHNIAHN AHTHTENA
(aHTHKApIHONUTIUHOBH AHTHTENA, Iy NYCeH AHTHKOArYNAHT).

© AHaMmHe3a 3a MUTPEHA ¢ (OKATHH HEBPOJOrHYHH CHMIITOMH.

o Bucok puck ot apTepuanna tpomboemBoIns BelencTBHE Ha MHOKECTBO PHCKOBH (hakTOpH
(B%. ToUka 4.4) uNH HA HATMYHETO Ha eAMH CEPHO3eH PHCKOR (aKTop, KAaTo HanpHMep:

- 3aXaped AHadeT CBC CLAOBH CHMOTOM
- TEXKA XUNEPTOHHS
- TEKKA AHCNHMONPOTEHHEMHS

o Hanuyne nni aHaMHesa 3a TEXKo 4eprOAPoOHO 3ab0naBake JOTOraRa 10KaTo
(bYHKUHOHATHHTE 4ePHOAPOOHH NPoGH HE Ce BLPHAT KbM HOPMATHHTE CH CTOMHOCTH,
Texka 6p6peuHa HEAOCTATHUHOCT HAK OCTPa OLOPEYHa HENOCTATHYHOCT.

»  Hamique wmr anamMHesa 3a yepHOApOGHH TYMOPH (100pOKAYECTBEHH HIH 310KAYECTBEHH ).
H3gecTen nan noo3upan 310Kka4ecTBEH TYMOP, 3aBHCHM OT NOJOBH XOPMOHK {Hanp. Ha
FeHUTANNHTE UIH CBPANTE).

e HeasarHocTHUHPAHO BArHHAIIHO KbPBEHE,

YnoTpe6ata Ha Yanru e npoTHRONOKA3aHA @THOBPEMEHHO C 1€KAPCTBEHH NPOAYKTH, ChALPKAILN
omOuTaceup/napuranpesHp/puToHaBup K 1acabyBup, NekapcTBEHH MPOAYKTH, ChIbpiKal
rnexanpesup/nuOpenTacBup N WIH cohocOyBHp/BeanaTaceup/BoKeHIanpeBup (Bx. Touka 4.5).

4.4 CnenuanHu npeaynpekaeHnsd 0 NpeAna3H MEPKH NpH ynorpeda

Ipexynpexieuns

* AKO € HANHHHO HAKOE OT CNIOMEHATHTE NO-10NY ChCTOSHHA HIH PHCKOBU dakTopu, Tpadsa da ce
00ChAN ¢ keHara nand Aaurn & noaxoAaLl.

¢ B cayuali Ha BnowWABAHE UK NBPBA MNOABA HA HAKOE OT TE3H CHCTOAHHA MK PHCKOBH (akTopH,
*KeHaTa TpaOBa 1a Ob1e NOCLBETBaHA Aa CE CBbPIKE ChC CBOS JEKap, 34 1a Ce onpeaenu 1anu
ynotpeGata Ha Hauru Tpadsa aa ce npexparn.

¢ B cayyait na norosupana wan notespaena BTE nait ATE, ynorpebata na KXK tpsbea na ce
npeyctanosd. B cnayudail. ue e 3anounana Tepanus ¢ AHTHKOAryNaHTH, Tpadea na GbJe 3anounaTa
aJeKBATHA anTePHATHBHA KOHTPAUSMUSA, IOPa/H TEPATONEHHOCTTA HA AHTHKOACY.
Tepanua (KymMapunu).

o LHpKYJATOPHU HApylLEHUA




Puck ot Bevoina tpomGoemboans (BTE)

YnoTpebara Ha Beeku KomOitHupan xopmonanes xontpauentus (KXK) nosuiwasa pucka ot
BeHO3Ha TpomOoemGonia (BTE) B cpaBrenye ¢ To3i npu nnuara. kouto se ynorpebssar KXK,
[IpoayxTH, KOHTO CHILPXAT NEBOHOPIECTPEN, HOPreCTHMAT I HOPETHCTEPOH, €2 CBLP3IHN
¢ vaii-gucerita puck ot BTE, pyrn npoaywru, kato Kauru Morat 43 HOCHT 20 3Ba ILTH NO-
rojam pick. PeweieTo 32 ynoTpeba ua BeeXH NPOAYKT, pasiauyed 0T RAKOIT OT Te3n ¢ Hali-
HHCHK pHck 0T BTE, Tpabaa na ce Biema camo ciiell 06C¢hRAAME ¢ :KERATA, 32 A9 C€ TAPAHTHPA,
ue T# pasbupa pucka or BTE npn XKaury, kak vefinnTe HACTORIUH pUCKoBH GaKTOPA

BJAHAAT BBPXY TO3H PUCK ¥ TOB3, Ye puckbT OT BTE e maii-Bucox B nbpBaTa roannaa na
yroTpeda. HMa chbuio wisecTHH JaHHR, Ye PUCKBT Ce YBeanuaBa, Korato npuemsT Ha KXK
3AM0YKHE OTHOBO ¢1e8 NPeKbeBale Ha ynoTpelda oT 4 ceAMHUA 1IN HOBEYE,

tpu sweun. xonto He minonssar KXK v we ca 6pemennin. oxono 2 or 10 000 we pazenar BTE 3a
nepioa OT eaHa FoAnHA. Bbnpeky ToBa. NPH BCAKA OTAENHA KEHA PUCKBT MOXe 1a Obae Janey no-
BHCOK, B 3aBHCHMOCT OT HefiHNTe ChIIeCTBYBALUH PHCKOBH PaKTopn {BXK. No-noiy).

H3uncneno e, ' ye ot 10 000 skenu. konto n3nonssar KXK. cpabpKaluy ApoeniHpeHOH, MLy
9 1 12 xeun we pazpuar BTE B pamkuTe Ha eQua rojuna; T0Ba € CPABHUMO ¢ OKONO 67 iPH HKeH U,
konTo winoassar KXI, cbabpikaliiu fegoHoprectpen.

W B nBaTa cnyuan, 6poart Ha ciyyaute va BTE roanwHo e no-Manbx ot 6posi, 0uaksaH npH w}eHi
no BpEeME HAa OPEMEHHOCT MITH B CHEAPOAHAHUS NEPHO.

BTE mowke 1a Gwne daranen 8 1-2% ot cayvante.

partEnTe Npo VKT cpasetn ¢ KXK, chaspam Jenosoprectpet.
2 Cpeania Touka 8 wHTepBAToT 3 -7 07 10 000 iKenb | Bb3 DEBOBA HA OTHOCHTEIEH pick % KK, eBanpaise
korre He oAt KXK, ot npndaurmre:nn 2.3 10 3.6



Bpoii cay4ai wa BTE ua 10 000 xenu B paMxnute Ha eaHa roanna

Bpoit cnyuan
Ha BTE

12

15

A
-

—— 1 e
Hewsnonaeawm KXK KXK, cuabprawm nesoHoprecTpen KXK, cnaspwalm ApocnypeHoH
{2 cnyvan) (5-7 criy4an) , {9-12 cnyuas)

Ennaemuonoruunm npoyusanns nokaseat. ye pucksT o7 BTE npu KOK. ebabhpkaiun
APOCNHPEHOH € NO-FOJMAM OTKOIKOTO NPl NeBoHOprecTpen-cbabpxally KOK (Taka Hapeuenoto
gTopo nokoneHue KOK) u moke 61 e nogobeH Ha prcka MpH Ae300eCTpen/reCToleH ~ ChabpKally
KOK (Taxa HapeyeHoTo Tpeto nokoaeHne KOK).

EnnieMuonoriudi npoyvsanus ¢hlluo cBup3sat ynotpedara Ha KOK ¢ nosuueH puck ot
aprepuanes TpomGoemBonHIBM (MHOKApASH HHGADKT, TPEXOAHA HCXEMHYHA aTaKa).

Hima H3KmoyuTeNHo pejku cbobuleHns 3a TpoMBosa B ApYrH KPEBOHOCHH CBAOBE, Harp.
HEPHOAPOOHY, ME3EHTEPHANHH, GBOPEUHN HIH PETHHANHY BEHK H apTePHU, NPH XEHH,
srzmomsBaigin KXK.

Pucxosn daxropu 3a BTE

PHcK®T 0T BeHO3HI TPoMOOeMOOAMUHH YCIOKHEHNS MpH xeri. n3nonseaun KXK, moxe
ChIUECTREHG d C€ YBENHUN NPH KEHA € AOMBANHTENHN PHCKOBY (AKTOPH, 0CODEHD aKo HMA
MHOKECTBO pHCKOBH (hakTopH (B:k. TabnHuara),

JKanru e npoTHBONOKA3aH. AKO J21€HA KEHA HMA MHOKECTBO PHCKOBU (PAKTOPH. KOMTO A M3NaraT
HA BUCOK PHCK OT BeHO3Ha Tpomboembonis (Bk. Touka 4.3). AKo 1a/1eHa KeHa MMa NoBeYe oT eAUH
PHCKOR BaKTOp, BL3MOKHO € Y BelTHHERHETO Ha PICKA 14 € NO-TONAMO 0T CYMATa Ha OTASTHHTE
(hakTopH — B TO3M cnyyail odwuaT puck oT BTE 3a Hes Tpabea 1a ce npeueny. Ako
CHOTHOLIGHHETO TIoN3a/pHek ce cunTa 3a otpulatento, KXK He Tpabea na ce rnpepue
Touka 4.3}




Tabanna: Pnekoen drartopu 3a BTE

Pucexos pakrtop KomenTap

Hazuopmeno Terno {(nuaexc va Puck®T 3HaunTEenHO ce yBeNHYaRa ¢

Tenecua Maca Hax 30 ke/m?) NOBHIIABAHETO HA HHAESKCA HA TENECHA Maca
(BM1I).

OcobeHo BALKHO e 13 Ce NPELSHN. aK0 Ca Hanue
H APYTH PHCKOBH (aKTopiL.

[TpoabnauTenya [lpn Tesu ycaoBuA € npenopbyYnteo
uMoGHau3anns, rongma ynotpebarta Ha XanueTata Aa ce npekpatH (B
XHPYPrHyYHa HaMeca. BCAKAKBA cAyHdail Ha MNaHOBa onepaulf HOHE YETUDH
XHPYPruyHa Hameca Ha kpakara CEAMHULH MO-PAHO) I MPHIOKEHHETC UM 14 He
HIH Ta3a, HEBPOXHPYPrHYHA 3aN0URA OTHOBC 10 HITHYAHE HA ABE CEAMHLH
HaMeca HITH roNsAma TpasMa Cnel NbRHOTO pasidekBade, Tpadea aa ce

H3IMTON3RA APYT METOJ 2a KOHTPaUemuH4, 3a Ja ce
n30erHe Hexenana GpeMeHHOCT.

Tpabea xa ce oOMUCIH AHTHTPOMBOTHUHO
neYyeHue, ako ynotpedarta Ha Hanry He e
NpeKpaTeHa NPeABaApHTENHO,

3abenexka: BpeMeHHa
UMOOUNH3AUNA, BKNIOYHTENHO
NbTYBaHe ¢bC camoaeT >4 vaca
MOKeE ChLIO A4 Objle pHCKoB
(pakTop 3a BTE, ocobeHo npu
#EHH € JAPYIH PUCKOBH (hakTopy

Hanuune Ha Graminna aHamuesa AKO HMa CbMHEHUE 33 HACleACTBEHO

{BenozHa TpoMOoeMBoITIg Npu NpeApa3nonokeHue, wenaTta TpaGea da ce
Opar/cecTpa UnH poaUTEN, HACOYH 32 KOHCYATALMNA CBC CNeUHanycT npen
ocobeHO0 B CpaBHHTENHO MNala 24 pew lanu Aa ninon3sa KXK,

BBIPACT, Hanp. nNpeau

50 roamunn).

Apyru sabonasatna, CEBLPIGHY C Pak, cueremes aynyc eputemaronec,

BTE XEMOJHTHYEH YPEMHYEH CHHAPOM, XPOHHUHA

Bb3nannTenHa Donect Ha YepBarta (Gonect Ha
Crohn unu ynueposen koaut) u
CHPNOBHAHOKNETEYHA aHeMUS

Hanpengatua Bb3pacT Ocobeno naz 35 rognun

Hsma KOHCSHCYC OTHOCHO BbIMOKHATA POJA HA BAPHKO3HHTE BEHU H NOBLOXHOCTHHA
TpOMBOPEOHT B NoABATA HAH TIPOrPECHPAHETO Ha BEHO3HA TPOMG03a.

[ToBHILEHUAT PHCK OT TPOMGOEMBONHA NO BPEME HA OPEMEHHOCT i OCODEHO HA 6-CEaAMHYHHA
Nepuo Ha nyepnepuyma TpadBa na ce HMa npeasu (3a nudopMauns oTHocHO L BpemMenHocT n
KbpMeHe” Bik. Touka 4.6).

Cumnromu Ha BTE (11.16oxa Beno3na TpomGosa n Genoapodua embonnn)
B ciyuali Ha CHMITTOM, KEHHTE TpadBa Aa ObLAAT NOCHBETBAHH 1A NOTLPCAT CEHA MEAHLHHCKA
NOMOLL W 1a WH(OPMUPAT MEAHUMHCKHA cnenHanuer. e npuemat KXK,

CumntomnTe Ha Abndora BeHo3Ha TpomGola (JBT) morar aa sknousart:
— ©JHOCTPaueH OTOK HA KPaka W/UlH XO4WI0TO, WIH N0 NPOIbIKEHH
— Donka nAK TEKECT B KPaKa. KOATO MOKE Ja C€ YCeLla caMo NpH CT,



XOAeHe,
= 3aTOMNAHC HA 3aCErHaThd Kpak: 3a4eprABaHe Wik MPOMAHA B UBETA HA KOXKATA HA Kpaka.

CumnTomuTe Ha GenoapobHa emGonng (BE) morat aa Biitoysar:
— BHE3ANHAa NoABA Ha HEOOACHUM 334X Wl YUECTEHO AHIIAHE;
—  BHE3ANHA KALLTHLE. KOATO MOJKe 12 Obae CBbP3aHa C XeMONTH3A;
— ocTpa 00lKa B [PLIAHHS KOLU;
—  TEXKA 3aMAAHOCT WM BHEHE HA CRAT:
—  YCKOPEH HAW HEMpPaBHJEH ChPASHEH PHTDHM.
Hskou ot Te3H cumnTomu (Hanp. .3a1yx”, ..kauutiua™) He ca cneunduuny u 6nxa Mornu 1a Gbaat
MOrPeLiHO HHTEPNIPETHPAHN KATO NO-4eCTO CPELLAHH HITH HE TOIKOBA TEKKH ChOuTHA
{Hanp. HHMEKUMH Ha ANXATENHUTE NbTHILA).

LpyrH npH3Hauil HA ChAOBA OKITY3HA MOTAT 14 BKAIOYBAT: BHE3AMHA H0IKA, OTOK U 1EKO
NOoCHHABAHE Ha KpaiHIIK.

AKO QKAY3INATA C&€ NOAYHN B OKOTO, CHMITOMHTE MOrar 1a Bapnpat oT HeBoie3HeHo 3aMbrigBaHe
Ha 3PEHHETO, KOeTO MO%KE Aa nporpecupa no 3aryba Ha 3perue. [louskora 3aryGara Ha 3peHue
MOKE A2 CE MNOIYYH NOUTH BeaHAara.

Puck ot apTepuanua TpoMGoembonns (ATE)

[Tpu ennaemHosOrHyHM NPOYUBAHHS € YCTAHOBEHA BPB3KA Mei Ay ynoTpebata Ha KXK u ysentven
PHCK OT apTepHaiHa TpoMOoemMOonus (MHbapKkT Ha MHOKApJa) HIH OT MOYbUHO-ChAOB HHLMIEHT
(Hanp. NpexoaHa HCXeMHYHA aTaka. HHCYNT). ApTepHANHUTe TPOMOoeMOOAHULH CLGHTUA MOraT 1a
Gbaat atanH.

Puckorn dakropu 3a ATE

PyckbT 0T apTepransy TpOMOOEMGONHUHI YCNOKHEHHS HAH OT MOBYHO-CHA0B HHUMARHT NPH
HeHH. mphemaun KXK, e ysenuuen npu xeH1Te. KOHTO MMAT PHCKOBH (akTopH (Bx. Tabnnuara).
KaHry € NpoTHBOIOKA3AH, KO JANEHA KEHA HMd €THH CEPHOBEH HITH MHOKECTBO PHCKOBH
dakTopy 3a ATE, K0eTO 5 NOCTABA BbB BHCOK PHCK OT apTepHaiia Tpombo3a (8. Touka 4.3). Ako
JaneHa XKeHa MMa NOBEYE OT e1HH PUYCKOB (akTop, Bh3MOMHO € YBENHUYEHHETO HA PHCKA 44 € Mo~
TOAAMO OT CYMAaTa Ha HAAHBHAYANHMTE QaKTOpH — B TO3M ciiyyali Tpabsa na ce npeueHyn obIuAT
PHCK 33 Hed. AKO ChOTHOIUEHHETO MON3a/PHCK ce cyuTa 33 oTphuartenro, KXK ue Tpsda na ce
npeankcear (Bx. Touka 4.3).

Tabanua; PuckoBd daxrtopn 33 ATE

PrcKkoB pakTop KomenTap
Hanpensaiia sb3pacT OcobeHo Haa 35 roauuu
TioToHoNy LIeHe Kennte Tpadea 13 6BAAT CLEETBAHH Oa He

MyLWar, axo weraat aa uznonseat KXK, Kenu
Ha& 35 roauHIl, KOWTO NPOObIKARAT 14 Ny UIAT,
TpadBa HACTOHYHBO Na ObAAT CLBETRAHH 13
H3NO3BAT PazHueH MeTO] Ha KOHTPALIENLNSY,

XUNepToHus

Haanopmeno rerno (unnexe Ha PHCKBT 3HAYHTENHO ¢& YBET4aBa C

TenecHa Maca Haa 30 kg/m?) MOBHLIABAHETO HA HHIEKCA HA TENECHA
(BMI).
Oco0eHO BasKHO MPH KEHH C 10ND
PHCKOBH $haKTopH




Hanuvne na damunua anamueza AKO HMA CBMHEHIE 32 HACNEACTBEHO

(aprepuanqa TpomGoemBonis npeapa3nofokeHye. KeHata Tpadsa 1a ce

npH Gpat/cecTpa niH poanTen, HACOYH 33 KOHCYNTALMA Cbe CNeUHANUCT, IPEan
OCOOEHO B CPaBHHTENHO MAAAR Aa pewn ganu na ninonssa KXK.

Bb3pacT. Hanp. noa 50 rofiun).

Miirpena YBe/M4aBaHeTo Ha YeCTOTATA WA TEKECTTa Ha

MHFDEHO3HUTE NPHCTLNY N0 BpeMe Ha NpHeMaHe
Ha KXK {koeto mo:ke Aa € npoapomando
ChCTOAHHE HA MOTBUHO-CHACGR HHUMAEHT) MOKe
na cTaHe NpHYHHA 32 He3abasHo npekpatakane

Ha npHeMa.
Hpyru 3abonasaHns, CBbp3aHu ¢ Jaxaped AuadeT, XUNEPXOMOUHCTEHHEMUS,
HEXKERAHH CBLIOBH CHOHTUS KAAMHO CLpAEYHO 3ab0NSBAHE M NPEACHPIHO

MBIKAEHE, AHCIHIIONPOTEHHEMNS U CHCTEMEH
JyIyc epHTeMaTonec,

Cumnromu a ATE

B cayuaii na cumnTOMY, senuTe TPsOBa 1a GbAAT NOCHBETBAHM 1 MOTHLPCAT ClelitHa MEAHIHNCKA
nomotil ¥ 12 MHGOPMUPAT MEAHLHHCKKA CeLHanucT, ye npuemar KXK,

CuMATOMHTE HA MOIBLYHO-CHIOB MHUNIEHT MOTAT /12 BKIIOUBAT:

= BHE3AMHO N3ITPBLIBAHE UM CNAOOCT HA JIMUETO. PHUETE HAN KPaKaTa. 0cofeHo OT
£1HaTAa CTPAHa HA TANOTO;

—  BHE3AMHO 3&TPYANEHHE NMPH XOAELHE, 3aMaAHOCT, 3ar'yba Ha pagHOBECHE Ny
KOODAMHAUKA;

— BHE3anHa o0bpKanOCT, 3aTpyAHEH FOBOP MY 3ATPYAHEHO pa3tipae:

—  BHEZAMHO 3aTPYIHEHO BIKIAHE € €1HOTO WIW H C NBETE QU]

—  BHE3AMNHO, TEIKKO WIH NPOIALIKUTENTHO riasodonue Gez u3BeCTHA NpHyKHA;

— 3ary0a Ha Cb3HAHWE MK MPHNAABK CbC Wik He3 rbpy.

Npexoannte cumnTomu npeanonarar, ye chBHTUETO € TIPEXOIHA HEXEMUMHA ATAKA (TIHA).

Crmnromure Ha undapkT Ha Mmuokapaa (M) morar aa BknouBar:

— Doka, auCkoMPOPT. HANPEKEHHE, TRKECT, YCEU1AHE 3a CTATAHE WK TEKECT B
ThpAHTe, Pbkata HAH MOA FPBAHATA KOCT;

= AHCKOM)OPT. Pa3npoCTpauaBalll ¢e KbM rbpla, YeniocTTa, IbpAoTo. PhKaTa,
cTOoMaxa,

—  YCEWAHE 33 CHTOCT, HATMYNE HA JIOILO XPAHOCMUAAHE WK 3a1aBRHE;

— H3MOTABAHE, rafieHe, TOBPBLUAHE HIlH 3aMANHOCT;

— npexkomepha chaboct, 6e3nokoiicTro 1w 3aayx;

—  YCKOPEH MK HEeNPABUIEH CbPIEUEH PHTHM.

. Tymopu
B HAKOM ENHISMHOAOTHYHH (IPOYUBAHIA € CHOGILARAHO 32 VBENHUEHIE HA PHCKE OT LePBHKAREH
KapiHHOM Npy NpoIbikHTenHo yrioTpedsraun KOK (> 5 roauuu), Ho naunuTe ca NPOTHBOPEUUBH N0
OTHOWEHHE HA ChALTBALLH SPEKTH KATO CEKCYATHO NOBEIEHHE 1 ADYTH (BAKTOPH KATO YOBEWIKH
nanunoma supyc (HPV),

MeTa-aHann3 o7 54 enHAEMHONOMHYHI NIPOYYBAHUS TIOKA3BA. YE CUIECTBYBA Neko
OTHocutenek pick (RR = 1,24) 3a ycTanosasane Ha pak Ha rbpaata npH KeHH, KOl



ynotpedasat KOK. MTOBHIWEHNST PHCK NOCTENEHHO H3UE3BA B (IPOIbIKEHNHE Ha 10 roaiHu cnen
npekparseane ynotpedara Ha KOK. Toii kaTo pak Ha rbpaara ce cpelua paaxko npis ke mo1 40 roauuHa
Bb3pAcT. YBENHUCHNA Opoii HAa THArHO3a Ha PaK HA IBPAATA NP JKEHM, YyNoTpedaBaiLH WLl HACKOPO
ynotpebgeann KOK. e manbk 8 cpastiesie ¢ o5iuns puck oF pak Ha repaata. Tesd npoyusanns He 1aBat
AOKA3aTENCTRA 32 NPHYNHKEATA BPB3ka. Habn1onaBaHoTo yBeNnuYEHHE HA PHCKA MOKE 12 €€ AbKH Ha NOo-
paHHa AWarHo3a Ha pak Ha ropaata npn keHn. ynorpebssamn KOK., na 6uonornunnre edekrtin na KOK
HJTH Ha KOMOHHAUMS OT 1BeTe. PakbT Ha MbpAATA. ANACHOCTHUHPAN NP1 JKeHi, KOUTO HAKOora ca
ynoTpedasann KOK. e B n1o-paHeH cTankil OTKOIKOTO AHACHOCTHIUHPAN P KEHH, KONTO HIIKOFA He €a
n3nonssann KOK.

B penku cnyyan, 106pokayecTBEHH HEPHOAPOGHH TYMOPH, & B OLUE MO-PEJKH CIYHaH H 310KA4ECTBEHH,
ca goxnaasanyn npy ynotpebspaiuvte KOK. B uzonupany cnyyvau, Te3u TyMOph ca N0Be/IH 10 KHBOTO-
3acTpaiaBaity HHTpaabdiomMnHanuy xemoparuy. Tpabea na ce MMa MpeaBiLl TYMOP HA YepHHA 1pob npu
AuepeHUHaTHA AHAMHO3], KOTATO C& NOABRAT CHAHK BOIKH B rOPHATA YACT Ha KOPEMA. yBE/IHHEHHE Ha
YEPHHA Apos UK NPU3HAUN HA HHTPAAOIOMHHANHE XEMOparus. Npu #eun, npuemawn KOK.

ITpu u3nonseaHe Ha Bicoko fo30BH KOK (50 pg eTHHUNECTPAIHON) C& HAMANABA PHCKBT OT
EHIOMETPHANEH M oBapHanied kapunHoM. Octasa Ja Oble NOTBLPASHO Janu ToBa BaxH U 3a KOK ¢ Hucka
no3a.

] Apyru cucToRHuA

flporecTnHosata ¢hCTaBKa Ha JaHTH € aNJ0CTEPOHOB AHTArOHHCT ¢ KaAHil-cbXpansBaul ceolicTsa. B
TOBEHETO CITyqaH He C2 04aKBa YBENHUYEHHE HA HUBATA HA Kanuif. Benpexu ToBA, B KTHHHYHU
MPOYUBAHHA, NPH HAKOH NALHEHTH C JIEKO HIH YMePeHO ObOpeyHO yBpe® 1ake H eAHOBPeMeHHA
ynoTpeia Ha KanHil-cbXpaHABaLIH NERAPCTBEHH NPOAYKTH CepyMHHTE HIBA HA KW ce yRennYasar
¢1ab0, HO HEIHAUUTENHO. NpH ynoTpeba 3aeano ¢ apocnupenoH. [opaiu Tosa e NPenopLYuTeNHo na ce
MpOCNeaRBa CepyMHNS KATNH Npe3 NbpBUS UNKDN HA NE€4EHIe NPH NAUNeHTH ¢ ObOpevHa
HENOCTATBUHOCT H CEPYMHIS KalHil NPENH AEYSHHETO B FTOPHHTE HHBA Ha pedepeHTHHTE CTORHOCTH, H
0COGEHO NPH eHOBPEMEHHATA YITOTPeOa Ha KaMil ChXPaHABALUH NEKAPCTBEHH NPOLYKTH. BHK ChLI0
Touka 4.5.

JKeHu ¢ XMNepTPHINUUepHAEMAA WK (aMHIHA AHAMHE3A 32 TOBA, MOTAT /1A €A € YBEIHUEH PHCK OT
naskpeaTT npy ynortpeba na KOK.

Banpexi ue npu mHoro sxkexn, npuemaiwn KOK, nma cholulenus 3a 1€ko nosuuieHy CTOHHOCTH Ha
KPBBHOTO HATATAHE, KIHHHYHO IHAYRMA XUTIEPTOHHS € paakocT. CaMo B Te3H peaku CAYYaH Ce
npenopbysa Ke3abasHo cnupane Ha nphema Ha KOK. Ako no speme Ha npuema na KOK, npy sanuuua
XUNEPTOHHA, CTONHOCTHTE HA KPLBHOTO HANSTEHE TIOCTOAHHO C€ YBEAMYABAT HIAH 3HAUHTENHOTO
YBENIMHEHHE HA KPLBHOTO HANATAHE HE OTrOBAPA AJEKBATHO HA aHTHXHMEPTEHIMBHA TeParika, pHeMa Ha
KOK TpadBa na ce npekpatin. AKo ce npeuenn, 4e e noaxoasilo, npuema Ha KOK moske Aa ce Rb306HOBU
AKO HOPMOTEH3HBHH CTOIIHOCTH MOraT Aa ObAaT JOCTHIHATH € AHTUXHNSPTEH3HBHA TEpans.

CaeanuTe CbCTOAHHA € CHOOW@ABAHO 12 Ce NOSBSBAT HIH BNOLIABAT NPH OPeMEHHOCT U yiioTpeBata Ha
KOK. Ho spb3kara um ¢ KOK He e a0kasana: KbaTeHHua 0N IpyPUTYC, CBLP3AH C X0/ecTasa: dIbYHH
KaMbHU. NOPPHPHH, CHCTEMEN NYNYC ePHTEMATOAEC, XEMORHTHKO-YPEMIMEH CHIAPOM. XOPEA Ha
Sydenham, rectainoner xeprnec. 3aryfa Ha ciyXa. CBbp3ana ¢ 0TOCKIepo3a.

Exk30reHHiiTe €CTpOreHH MOrar Aa npean3sHKaT Wil 000CTPAT CHMOTOMUTE Ha Hace
AHFHOENEM.




[Tpur ocTpiy ny XpOBUYHY HAPYILEHNA HA YePHOAPODHATA (hy HKUUA MOXKE 1a 08 HANOKH [PeKPATABAHE
Ha ynotpebara va KOK nokato #e ce Hopmaansipa uepnoapobuata dynkuua. Peunans na xonectatnyna
ABATEHHUA N/HAH XONECTA3HO CBBP3AH NPYPHTYC. KONTO ¢a €& NOARIIY NPEK TOBA N0 BPEME HR
OpPeMEHHOCT ITH APH TPELIILNG YIIOTPeGa HA NOJIOBI XOPMOKH. HANATAT NPEKPATABAHE Ha ynoTpedaTa
Ha KOK,

Brunpexy, ue KOK moxe ga okaisat eext RupXy nepudepHata HHCYTHHOBA PESHCTEHTHOCT 1t
FAIOKO3HHUA TOAEPAHC. HAMA J0Ka3aTe/ICTBa, Y€ € HeoONOAHMA NPOMAHA HA TEPANIEBTHUHHA PEKUM NiPH
AnabeTnyky. winonspawin Hucko-103081 KOK (coabpaw < 0,05 mg erununectpaanon). Brapexn
TOBA, JKeHiTe RialeTHukn TpI6Ba 12 6vaaT BHUMATENHO HAOMONaRAHH, 0coBEHO NpH 3anouBaHe Ha
npuema una KOK.

Cvo01asano e no speme Ha ynotpela Ha KOK sioltasane Ha éHI0rERHA ASNPECHS. eMIENcHs.
sabonseane ha Crohn 1 YIUePpOIeH KOINT.

[lonAkora MOXE Aa ce NOABY XN0A3MA. HAll-BEUE NIPH KEHUTE, KOUTO €A NMAAH XNOA3MA [0 BPeMeE Ha
OpemeHHOCT. JenuTe. NPEAPA3NONOHKEHIl KbM XT0a3Ma, TpaGBa Aa 13BAreaT HanaraHe Ba CIbLHUE WK
yATpaBHONeTOBO 0ONBUBAHE, NokaTo H3nonssat KOK.

Hlobpe #3BECTHH HEXENaHH peakilny NpH yNoTpeGaTa Ha XOPMOHANHH KOHTPAUENTHBY Ca AEMPECBHO
HacTpoeride | aenpechs (Bk. rouka 4.8}, lenpecuara moxe aa 6b1e cepiolna v e 100pe HikecTey
PHCKOS (PAKTOP 33 CYHLKIHO NOBEICHHE 1 caMOyOniicTBo. Henute Tpadsa 1a 6baaT chBeTBaHY 1a e
CBRPKAT ¢ IEKAPA CH B CyHail Ha NPOMEHI B HACTPOESHHETO W AENPECHBHH CHMNTOMH, BIIIOYNTENHO 1
CKOPO cle 3aloYBaHe Ha JIEYEHHETO.

To3n nexapcTBen NPoayKY chaspika 62 mg nakTo3a B eaHa Tadnetka, [lautenTH ¢ peaKn HacnencTBeHH
npoQeMil Ha HEMOHOCHMOCT KbM I'alakTo3a, MbeH NaKkTazed JeHUNT Wi TIIOKO30-FaNaKTo3HAa
manabcopOums He TpAGRA 12 NPHEMAT TOBA IEKAPCTEO.

Meannusekn nperaea/KOHCY I Tauus

[lpeau 3anousane Hay NoJHoBABaHE Ha Npuema Ha YK anru Tpadea Na Ce CHEME MbJAHA AHAMHER
{BrmOYuTENHO hamMunHa anaMuera) 1 TpsOea Aa ce nsioun Gpemensoct. Tpsdra aa ce w3mepu
KPBBHOTO Hansraxe ¥ a ce Hanpasy Gpu3MKaneH npernen, PbKoBOAEH OT NPOTHBONOKA3AHHATA (B,
Touka 4.3) 0 npeay npekeHuATa (BA. TouKka 4.4), BakHO € BHHMaHHETO Ba JKeHATA 1a C& HACO4H KbM
HH(pOPMAUNATS 3 BEHO3HA M APTEPHANHA TPOMOO3a, BKIIOUHTENHO pHeka npu AKaHru, cpasHeH ¢ To3u
npu apyrure KXK, custnromute Ha BTE # ATE, u3BecTrnTe pHckOBH HakTopH H KAKBO Ja C& NpaBH B
cay4ail Ha cbMHeHue 3a Tpombosa.

JKenaTa Tpadsa cbiyo Aa Obie HHCTPYKTHPAHA BHHMATENHO 4 NPOYETe IMCTOBKATA 3a NOTPeOHTENS 1 12
CE€ NPHABPKA KbM I4ACHIUTE ChBETH. HecToTaTa ¥ €CTRCTBOTO HA niperneanTe TpﬂﬁBa aa ce OCHOBABaT HA
YCTAHOBCHHTE NpakTHYeCKHN yKa3aHHA W 1a Ce analTHparT 3a BCAKa OTASTHa JKeHa.

Keunnte TpaGea na 6vAAT NpeIyNIPENEHN, Ye OPATHITE KOHTPAUENTLEH He npeanas3sat oT HIV nHdexunu
(CNHH) i o apyrit GonecTi, KOMTO ce NPEABAT TIO NOJIOB BT,

Hamanena edpeKTHBHOCT
Edertnsroctta Ha KOK moske na 0b/4¢ waMasieHa iipu nponyckane Ha TabneTky (Bx. Touka 4.2),
CTOMALIHO-YPEBHY HAPYIWEHHS (BK. TOUKA 4.2) UNH eJHOBPEMEHHO NPHEMAHE HA IPY [l Mg
(B3kK. Touka 4.5),




Baoiuen kourpos Ha nHKBAA

[pu Bewuru KOK moske 1a ce NosBH aUHKSIHUHO KbPBeHE (33UAMBALLO Wil NPOBHBHO KbpBEHE). 0C00eHD
fnpes nbpsilTe Mecewit Ha ynotpeHa. Ilopadn ToBa. npelueHkaTa Ha BCAKO aUUKANYHO KbPBEHE ¢ OT
IHGUEHHE CAMO Cfie] A1ANTALIOHHUSA TTEPHO,T OT OKOIO TPH WHKBAA.

B cnyqaﬁ. HE AUMKAHYHOTO KbPBEHE NEePCHCTHPA HITH C€ NOABABA CJISA PEROBHN UNKIN, TpﬂﬁBa Ja ce
fiPpedBian HEXOPMGHANHA IPpHYHHA B Na oLaar ApeAnpHeTH aneKBaTHH AHArHOCTHYHI DefcTRuA 3a jJa ce
HIKIEOUH A10KAYECTBEHO 3a00nABaHE Nl 6pEMQHHOCT. Moske 1a ce HanoH ZHarHoCTHUEN KOpEeTaK.

[IpH HAKON KEHH MOKE [ia HE Ce NOABH MEHCTPYANTHO KbpPREHE B ¢BoGOANNA 0T TabneTkn nuTepsan. Ako
KOK e #3n0138aH CROpe yKasaHHATa, ONMCAHH B TOUKA 4.2, MAJIKD BEPOATHO € JKeHaTa 1a e Gpemerua.
Obaue, ako KOK ne e usnonisas cnopes Te3st yKazaHHuA npean mbpBOTO AHACBALIO OTNAIHO KbPBEHE UK
aKo 2 nbTH HE CE NOABH TAKOBA KbpBeHe, TPAGBa 1A c¢ H3IKMUH GPEMEHHOCT. Npean 1a ce NPoAbIHKH
H3nonieaneTo Ha KOK.

4.5 BsanmogeiicTBie ¢ APYrl JiekapcTBeHH NPOAYKTH M APYTH GopME HA B3auMoAelicTBHE

3abenexka: Hudopmannata 32 e1HOBPEMEHHO NPEANKHCAHA NeKapeTBa TpADSA 1a ce BieMe NpPeIBH/l 3a 44
c€ UISHTHPUUNPAT MOTEHUMANHH B3aUMOIEICTBHS.

. Edextn Ha apyri nexkapCeTReHH nPORYKTH BLpXY JKaury

B3auMoneiicTBUA MOXKE 13 BLIHHKHAT ¢ NIEKAPCTREHH MPOAYKTH, KOHTO HHAYUHPAT MUKPOIOMATHH
CH3UMHU, KOETO MOKE 2a R0BE/IE A0 NOBHINABAKE HA KINPBHCA HA TIONOBHTE XOPMOHW H /10 NOABA Ha
NPOGUBHO KbPBEHE W/NIK HEYCMelwHa KORTpauenuns.

KounTpon

Exsiimua HHAY KUHA MOke 2a ce HadmoaaBa Beye Cnell HAKONKO JHN Ha levenne. Makcumanuara
€H3UMHA HH/Y K1 0OUKHOBEHO ce HaGMIOLARA B PAMKITE HA HAKOJIKO ceamuun. Cnel npexpaTapane Ha
JIEKAPCTREHATA TEPANHA EH3INMHATA HHAYKLMA MOXKe J1a Ce NOLPKA 32 OKOI0 4 ceAMHLIY.

Kparkocpouno aeuenue

JKenuTe, Ha NEUCHKE C NEKAPCTBA, HHAYUMPALLK eHIuMit, TPAOBA BpeMEHHO Ja H3non38at Gapuepey
MEeTOX Wil ApYr METOR Ha KOHTpauenuus B nonbadenne kbM KOK. baprepen meton tpabea na ce
H310/1282 NPe3 UANCTO BPEME HA €AHOBPEMEHHO JeUeHHe U A0 28 AHM CNER HETOBOTO NpexpaTasane. Ako
NexapcTreHaTa TEpanta NPOIbILKH ¥ Ciel Kpas Ha Tabnetkute B onakoskara KOK, crnieasatara
onakoska KOK Ttpa6sa na ce 3anouxe BenHara ciies npeaxoanara, 6e3 nivaxkpane va obHyaiinua
uHTepsan 6e3 npuem Ha TabneTku.

[pogsmxlTenHO AeueHne
TIpii KeHHTE Ha NPOALIKUTENHO NEUSHHE C aKTHBHHU BELUSCTRA, HHAYIHPALLN YEPHOAPODHHTE EHIMMU, €
CC MPenapbyBa HINOCAIBAHETO HA APYT HAJEKNEH HEXOPMOHANEH METO Ha KOHTPpalenund.

B nutepatyparta iima choBLueHua 3a crenHuTe B3auMoaeiicTeus:

Beugecimea, nosutageanu Kripwnca vo KOK (nonuacena eduracnoem na KOK nopadu
undyKyis), vanpuvep: bapoutyparu, So3enTan, kapdamazentH, GeHuTOUH, NTPUMHIG




nekapcreata 3a HIV puTonasup, HesupaniH # eaBipeni i BEposTHO ¢ Hendamart. rpiseopynemH,
OKCKRPBA3ENHH. TOMHPAMAT H NPOIYKTH, ChABPAKALLA OUAKATA HKbAT KAHTAPHOH (Avpericum perforatunt).

Beweemaa ¢ npovieniug edhermit upxy Kiupwhcd vu KOK:

Korato ce npunarat easospemenno ¢ KOK. muoro komGunawniy o1 HIV-npoteasnn uHxnSutopu H He-
HYKJIEO3HAHN HHXUOUTOPH Ha oOpaTHATa TPaHCKpUNTA3A, BKIOUHTENHO koMGHHaun ¢ HCV
HHXHOUTOPH. MOFAT A4 IOBHILAT WM HOHIDKAT NNAIMEHATA KOHUEHTPAUNS HA ECTPOTEH WY TIPOTECTHHM,
OxoHUATENHNAT ePEKT OT TEH NPOMEHH MOKe 12 Gble KIHHHUYHO 3HAUIM B HAKOH CRYYaH,

Crenopatenno TpadRa Ja Gble KOHCYNTHPAHA HH(OPMALKATA 38 CAHOBPEMEHHOTO NPEANHCBAHE HA
HIV/ HCV nexapcraens npoayKTH. 3a 1a ce #ISHTUGHUNPAT NOTEHLHATHUTE B3ANMOACHCTBUA U BCHUKH
CBbLp3aHH ¢ ToBA Npenopbky. B cayyall Ha KakBOTO H Aa € ChMHERHE, JONBAHNTENEH BapHepeH MeTo) 3a
KOHTpaLenuHs Tpadpa 1a ce H3N0A3BA NPH IKEHH HA JIEYEHHE ¢ NPOTEa3eH MHXUWOUTOP HAH ©
HEHYKJIEO3HIeH HHXNOHTOP Ha ofpaTHarTa TPaHCKpHNTA3aA,

Beweemea, nonuncasauiy kipsica wa KOK (ennunmu unxudumop).
KAMBHYHOTO 3HauEHHE HA NOTEHUMATHHTE B3AUMOACHCTBUA C EHINMHEH HEXHOUTOPH He e H3IBECTHO.

EnnoepeMeHHOTO TipHokeHHe Ha ciaHu HUXUEUTOPH Ha CYP3A4 Moe 22 1osHiA NIa3MEHNTE
KOHLICHTPALHH HA SCTPOreH MK NPOFeCcTHH MY H ABETE.

B u3nuTaane ¢ MAOrOKpaTHY 3034 HA KOMOHHALNS OT ApocnupeHon (3 mg/nen YeTuHunecrpaauon (0,02
mg/neH), eAHOBPEMEHHOTO punoxkeHne Ha CHnHIA CYP3IA4 HrxnBuTOp KETOKOHA30N B NPOABLAKEHUES
Ha 10 aum ysennyasa AUC (0-24h) Ha 1pocnivpeHoH W eTHHWIECTPaIHoN ChoTReTHO 2.7 1 1.4 mbTu.

fpunoxenneto va eToprukokcS B 103u 0T 60 10 120 mg/nen nokassa NOBHILCHIHE HA [IA3MEHHTES
KOHUEHTPAUMH HA eTHHHAECTPAIHO ChOTBeTHO 1,4 10 1,6 NBTH, KOraTo Ce NpHemMa eAHOBPEMEHHO ¢
KOMOMHHMPaHA XOPMOHANIHA KOHTPALENUNA, Chabpkawa 0.035 mg eTuRHASCTPARHON.

OcHogHITE MeTaBONNTH HA NPOCTIMPEHOH B 4OBEWIKATA f11a3Ma ce adpasyBsat 6e3 y4acTue Ha UMTOXPOM
P450 cictemarta. [Topaau ToBa e HeBL3IMOXKHO HHXUBHTOPH HA TA3M €H3IIMHA CHCTEMA Aa NOBNHAAT HA
MeTafonn3Ma Ha APOCIHPEHOH.

. Edextn na XaHry pbpXy NpyTH EKAPCTBEHN NPOAYKTH
KOK morat aa nonuast metaboansMa Ha Apyryu nexapcraeny sewectsa. ChOTBETHO Nia3MEHUTE U
TbKAHHH KOHUEHTPALUH MOFaT 1a C& NOBUWAT (Hanp. UNKAOCNOPHHK) UM HAMANAT (HArID. AAMOTPHIUH).

Cnopen in vitro npoydsanus 3a HHXHOUPaHE ¥ NPOYUBAHNUS 32 (R vivo B3AHMOAEHCTBHA NPH KeHH
AoGpoBodky, ynoTpeGasalii OMenpaIen, CHMBACTATHH M MILAA301aM KATO MApKepeH cybeTpar.
KIIHHHYHO THAYKMO B32HMOJEHCTBHE HA APOCNHPEHOH 8 1031 0T 3 mg ¢ uHToxpoM P430 meanupanns
MeTaloauIbM Ha APYTH aKTHBHY BELLECTBA € MAAKO BEPOATHO.

KAuHHUHHTE SaHHH NOKA3BAT. He eTHHUASCTPAIHON UHXHOHPa KAupbHea Ha cyberpatnte na CYPIA2,
KOETO BOAM A0 cabo {manpumep TeoMHIMH) WK YMEPEHO (HanpuMep TH3AHWINH) NOBULIEHHE B TAXHATA
[1a3MEHA KOHUEHTpALHA.

e  (DapMaxKoaHHAMHYHY BIAUMOISHCTBIS
To BpeMe Ha KAMHKEYHY HINHTBAHUA [IPU NAUNEHTH, eKYBAHH CPeULY WHDEKLHA C BHPY

nau 6e3 pHOaBHPHE. NOBHILEHNA Ha TpaHcamuHasuTe (AJIT) nosede oT 5 b1 rop
Hopmata (T'TH) ce cpetuat sSHaHHTENHO RO-YECTO NPH KEHY, UINOIIBALIN NEKAPCT



KaTo KOMOUHIpany XopMonainu koHTpauenTisi (KXK). Cowio taka. npit nautteHTH. AeKyBaHi ¢
riaexkanpesnp/niubpenTacsup nan cotbocBy BHP/BeNTIATACBHP/BOKCHAANPEBHD. C& HAGTIOAABAT NOBHLICHNA
Ha AJIT npin KeHu. W3NON3BALII NEKAPCTBA, ChIbPAKALLH €THHHECTPaAN0N, kato KXK (Bik. Touka 4.3).

lTopazu Tosa *kewuTe, H3nonssatiil Kawnry, Tpabsa 1a NPEMHUHAT KbM ANTEPHATHBEH METON Ha
KOHTpauenuns (HanpuMep camo NPOreCTePOR HITH HEXOPMOHATHH METOLi ). peiH 1a 3a10HHAT REYeHHE
¢ Te3H KOMBIHAU M OT NexapeTea. Moxe 1a ce 3an04ne OTHORO Npuem Ha YKanrn 2 ceamuun enen
3aBbPLIBAHE HA NEYSHNETO C Te3n KOMOHHAUHK OT NlekapeTBa. [1pu nauhenTky Bes 6u0peyna
HEAOCTATBEYHOCT €HOBPEMEHHOTO NPHOKEHHE Ha ApocninpeHoH 1 ACE unxuGnropu nan HCHBC ue
0Ka3Ba IHAYHM eEKT BLPXY cepyMHuR Kannil. HE3BHCHMO OT TOBA. €1HOBPEHHOTO NPHIIOKEHHE HA
JKaHru ¢ an10CTepPOHOBH AHTAMOHHCTH AN KANKI ChXPAHSBALLN AHY PETILH He € GHTo tpoydeno. B Ton
cayHalt cepyMHUAT Kannil Tpabea 1a ce W3caeaRa Npes Mbpska neueder UHKbA. BlokTe ¢bwo Touka 4.4,

. [pyry GopMi HA BIAHMOSEHCTRHA

s JlaGopaTopru TectoBe

YnoTpe§ara Ha KOHTPALENTHRHY CTEPOH M MOXKE Aa MOBAHAE OMPEAENEHH TA6OPATOPHH TECTORE, BKI.
GHOXHMHMHA 4epHOAPOOHH NapavMeTpy, WNToBKAHATA. HANELOpeunaTa n 6u6peuHara dyHKLMA.
NTa3MEHKTE HUBA HA (TPAHCNOPTHHUTE) MPOTEUHH, BKT. KOPTHKOCTEPOI-CBbPIBALLNA FNOBYIHH U
TUNMAHW/INTONPOTERHAN (DAKTOPH, NAPAMETPH HA BLINEXUAPATHUSA METABOMIDM, KOArY TALHATA H
(pnbpunonmsara. [IpomMeHNTe KATO LAIO OCTABAT 8 HOPMATHUTE nabopatophy Huga. JpocnupeHon
YBENU4aBa N1a3MEHATA PEHIHOBA ¥ AI0CTEPOHOBA AKTHBHOCT. KOCTO C€ Ab/IKH HA YMEPEHATA MY
AHTHMHHEPATKOPTHKONAHA AKTHBHOCT,

4.6  @epTHaANTeT, GPeMEHHOCT H KbpMeHne

BpemeRHOCT
HKauru He e nokasan no Bpeme Ha SpeMeHHOCT.

AKO HaCTbLIH OPEMERHOCT N0 BPEME Ha TipreMa Ha JKaHru, NpoayKTLT TpAdea Ke3abaBHo Ja ObAe COpas.
[TpH NPOABMKATENHK ENHAEMUONOTHEHHE TIPOYHBAHUA HE € OTKPHT HUTO NOBKHLIEH PUCK OT BPOJEHYU
AedekTn y Neua, poaeHu ot Maiiku, uanomeani KOK npenn GpeMeHrocTTa, HITO TepaToreeH ethexr,
korato KOK ca npHematn 0o HEBHUMAHHUE IO BPEME Ha BPeMEeHHOCT.

ITpoyupanys ¢ XMBOTHU Ca NOKa3anM MPOABA HA HEKENAHH PEAKLMK 10 BPEMe HA GPEMENRHOCT i KbpPMEHE
(Bi& Touka 3.3). Bazupaiiku ce Ha Te3n qaHHN, HEXENaHH peakLyH NOPaTH XOPMOHANHATA AKTHBHOCT HA
NEKAPCTBEHUTE BELECTSA HE MOraT na 6bAar wiknoteHH. Bunpeky ToBa, HaTHUHATE RaKHHK 38 ynoTpeba
Ha KOK no apeme na GpeMeHHOCT He 1apaT 10KA3aTeNCTBA 3a PEANHUTE HEKENaHH eerTH MpH YoBeKa.

Hannunure nannn 3a ynotpeGara va Hauru no speme na 6peMEHHOCT Ca TBbPIE OFPAHHHEH]L. 33 1a Ce
HanpasH 3aKNOYeHUC 38 HETATUBHOTO BAHAHHE HA Xanrn BbpXY GP\EMEHHOCTTEL 3APABETO Ha NAoJAa UK
HOBOPOAEHOTO. KbM MOMEHTA, HE Ca HATHYHH eNHAEMHONOTHYHE JaKHIK.

fpu BB306HOBABaHE Ha npuema Ha XKanru TpsO8a Aa ce Ma nPeABHA MOBILEHNAT PHCK OT BEHO3HA
Tpomboembonus (BTE) no Bpeme Ha cneapoaosus nepuoa (k. Toukn 4.2 it 4.4).

Knpmene
KOK wmorat na oxamar ehekt BbpXy KbpPMEHETO, KATO HAMAABAT KONMUECTBOTO HA K
cuerasa i. flopanu Tosa. ynorpeGara Ha KOK re ce npenopwusa qokato Maiikata




w3uAn0. Maaky KOTHYECTBA KOHTPALENTHBHH CTEPOMIH H/UMii TeXHN MeTaBonHTU MoraT Aa ce

EKCKpeTHpPAT B KpPMaTa No speme Ha ynotpeba Ha KOK. Tesn koanyecTBa Morat Ja nOBAHAAT HA ASTETO.

4.7 Edextn BopxXy cnocofRorTTa 32 odupane it paboTa ¢ MAIINKA

He ca nposexnann npoyurakud 3a edexture Bbpxy cnocofHOCTTa 3a wodupane 1 padota ¢ MawidHd. He
ca Ounu Habo1aranH edekTH BBPXY CocobHOCTTa 3a wodupane n paGoTa ¢ MalLHUI [P yRoTpeda ua

KOK.

4.8 Hewenann nexapcrBesy peaxitnu

32 cepHO3HN HEKENaHH Peakuly nph xenu, npuemaun KOK shxkTe Touka 4.4.

CnennnTe HexenaHy NEKAPCTBEHHN PeakuUny ca chobIUABAHN NO BpeMe Ha yTioTpeSa Ha M auTu.

CHcTeMHO-OpTraHun YeeToTa Ha HERETAHNTE PeARIHH
KIACORE
Yectu Heuects Penkn C HewsBecTHA
4ecToTa (0T
=1/100 po <1/10 >1/1 000 no >10 000 po <1/1000 HATHYHITE TaHHKT
<1/100 HE MOe 12 Obae
HanpaBseHa
OQUEHKA)
Hapyulenus ua CapbxuysctanTensoct | OBocTpane Ha
HMYHHATA CHCTEMA AcTMma CHMOTOMHTE Ha
HACNEeACTBEH H
apuaobur
anrHoeaem
IMenxnunn Hapymenus | JdenpecHsro MNosHiexo
HacTpoeHHe nubnno
Nonuskero
anbuno
Hapymenns va CnasoGoasue
HEpBHATA CACTEMA
Hapymennsi Ha yxoto Xunakysuc
I JJA0HpUHTA
Co10Bu HApylueANR Murpena Xuneprosus BeHo3eH
XUnoToHun TpoMOoEMBOITBM
(BTE)
AprepuaneH
TpoMBoemMBOHIBM
(ATE)
CromMamHo-upesHn [Canene [MoBpbuade
HAPYMIEHS Juapus
Hapymesus na AkHe Eputema Hoaosym
KOMATA i GOAKOKHATA Anoneuus Eputema myntudy ’-\
ThKaH Exzema il

Hpyputyc




Hapyweuus na MeucTpyanuu Cekpetus o1 rhpauTe

BEINPONIBOANTEAHATA | CMYLUEHIIA Yronemssane
CHCTEMZ R MbpaaTa MexaymencTpyanno | Ha repaute
KbpPBEHe BaruHanxa
Boaxa B repaite uH ek
HyBCTBHTERHOCT Ha
repauTe

Barusando reydcuue
Byneoparuransa

KaHaHI03a

O0mu napymenns i 3aapbkka Ha

e(PeKTH Ha MACTOTO HA TEYHOCTH

NPHIGKeHnE Ypennueno
TEINO
HamaneHo
TEr10

Onucande Ha W30paHil HeXKeNanH peakuny

HabnronasaH ¢ NOBHILEH PUCK OT APTEPHATHH H BEHOSHI TPOMBOTHHHI & TPOMBOEMGOMMYHI ChOHTHS,
BKITIOUHTEAHO HHPAPKT Ha MHOKAPIA, HHCYJIT. NPEXOIHH UCXEMHHHH aTak, BEHO3Ha TpoM303a 1
Benoapobua emGonus, npu xeHu, nanonssaunt KXK, koo ca pasraenani no-noapobHo s Touxa 4.4,

Cnenunure cepuolnu Hewenanu peakund ca cb0GuaBanu npH ke, ynotpebapamwn KOK. xouTto ca
obcbaenn v B Touka 4.4;

* Bexostn TpomOoeMOONHUHI Hapy LUeHN!S;

* ApTepuantH TPoMO0eMOONIUHN HAPYIUSHHS,

* XHMepTOHUS;

* Ueproapobuu Tymopn;

* IosiBa sk 8noLaBaHe HA CHCTOAHNA, 32 KOHTO He € CHTYPHA Bpb3kata ¢ ynotpe6a ha KOK: Gonecr Ha
Crohn, ynuepoiet KoJHT, eMUACNCHA, MATOUHA MHOMA, NOPHPHS, CHCTEMEH TYNYC epHTEMATO3YC,
reCTauHOHeH XepMnec, Xopea Ha Sydenham, XemMOIBTHYEH YPeMUYEH CHHAPOM, XONECTATHYHA KbATEHNLA,
« Xnoasma,

*OcTpit HAH XPOHHYHI HAPYWEHHA HA YepHOApoOHaTa yHKLHMA MOTaT 13 HANOKAT

cnupate na KOK nokato uepHonpoOHiTe mapaMeTpu ce BoPHAT J0 HOPMATHHTE CH

CTOHHOCTH.

YecroTata Ha DHarso3H Ha pak Ha rLPAATa € MHOro cnao yrenuuena cpea ynotpebasamute KOK. Twit
KaTO paKk Ha MbPAATA Ce Cpelia paake fpH enn noa 40 romnn, yeeniuennat Gpoii e Manbk, oTHeced
KbM 001N PHCK OT paK Ha rbpaata. TIpuunnara npn ynotpeSseammnte KOK e HeussectHa, 3a noseue
HHpopMaUng BHKTe Todka 4.3 1 4.4,

BsaumogeiicTens
MpofHBHO KbpBEHE H/HAK HEYCNELIHA KOHTPALRTILMA MOFAT 1d Bb3HHKHAT KATG pesyatar o1

B3aHUMOJeHCTBHE HA ADYTH NIEKAPCTBERHN NPOAYKTH (EH3HMHI HHAYKTOPH) C NEPOPANHH K
{Bx. Touka 4.5).




CoobLasane Ha NOJOIHPAHH HEKEAAHH DeaKLiH

CvobulaBaseTo Ha NOAOINPAHH HEKENAHH PEaKULH CNe] paspewsaBare 1a yioTpeda Ha nekapcTaeHIs
NPOIYKT € BakHO, ToBa N03BOAABA Na NPOILAKH HAGNIONEHHETO HA CHOTHOLIEHIIETO NON3a/PHEK 32
nexapeTeHita NpodykT. OT MEANUBHCKHTE CELNANHCTH €& H3HCKRA 1A ChodLIaBaT BCAKA NOAOIHpaHa
HeKeNlaka peaKuns upes

Manenaurenna arenuma no nekapcreara

ya. . Haman TCpyes™ Ne 8

1303 Codng

Ten.: +339 2 8903417

yeOcaiiT: www.bda.bg

4.9 Hpeaosupane

Hocera uama zaunn 3a npenosupade ¢ Jaurn. Bazupaiiky ce Ha of(siTe AaHHH ¢ KOMGHRUPAHT OpanAN
KOHTPAUeNTHBY, CUMITOMHTE, KOHTO SBEHTYATHO MOTAT a Ce NOARAT a: rajeHe, NOBPbILAHE U OTIaLH0
KbpseHe. OTNagHo KbPBEHe MOKE J0PH Ja Ce IOABH NPY MOMHYETA 11Pe1H TAXHOTO MEHAPXE. aKO
CIy4aifHO NPHEMAT NeKapCTBEHHN NPOaYKT. HaMa aHTHAOTH W AedeHneTo Tpabsa na 6vae
CHMNTOMATHYHO.

5.  @®APMAKOJIOTHYHM CBOMCTBA
5.1 DapMakoJHHAMHYHN CBOACTRA

QapmaroTepanesTHHEa rpyna: [lporectorenu i ecTporeHy, Prkcupana kKoMGuHALMS

ATC kox: GO3AAL2

Huneke na Pearl 3a veycnex na metoaa: 0,09 (ropex ayctpaven 95% aosepurtenen untepsant: 0,32).
Obw unaeke na Pearl (Heycnex Ha MeToga + HeyeneX npn nauuenta): 0,57 (ropeu apyctpatien 95%
AoepHTenen nuatepsan: 0,90).

MexanuibM Ha neficTBre
KonTpauentusHnat edekt na Xanru e 6azupad Ha B3aLMOaeiicTBHETO HA pasnuyuHu dakTopu, Haii-
BAKHHUTE OT KOHTO €& NOJTHCKAHE HA OBYNALHSTA ¥ NIPOMEHU B €HIOMETPHYMa.

DapmakoAHHAMHHYHH edhekTH

HKanry e koMGnHApaH opafey KOHTPALIENTHE ¢ STHHUIECTPAANON ¥ NPOTecTOreHa ApocnupeHon. B
TEPANEeBTHUHIt O3H, RPOCTIMPEHOH CHLIO TAKA NPHTEKARA AHTHAHIPOTEHHY H YMEPEHU
AHTUMHHEPANIKOPTHKONAHH CBOIHCTBA. HAMS €CTPOreHHa, ITIOKOKOPTHKONAHA H AHNTHIIHOKOKOPTHKOMIHA
akTHBHOCT. ToBA NaBa Ha ApocnipeHoH hapMakonoruuen Npogua, GIuIbK 40 CTECTBEHHA XOPMOH
NPOrecTEPOH.

Hma AaHHH OT KNUHHYHH MIPOYYBAHNA, e YMEPEHHTE SHTHMHHEPATKOPTHKONHH cBolicTBa Ha KaHru ¢e
H3pa3aBaT B yMEPEH aHTHMHHEPANKOPTHKOWIEH E(t)eKT.

52 PapmMakoxKHReTHYHH CBOHCTBY

Jdpocnnpenon

Abcopdina
[Tepopanko mpunoken ApocmipeHoH ce abeopbiipa Gbp30 W nOuTH Hanbane. Makcn

KOHUEHTPALHS HA IEKAPCTBEHOTO BEILECTBO B CepyMa, OT oxoi0 38 ng/ml ce goctur,
exHoKpaten npuem. buonanHubocTTa @ Meway 76 1 85 %.




EnxoBpeMeHHNAT NpiieM Ha XpaHa He BIIse HA GHOHANIMROCTTA HA APOCTHPEHOH.

Paznpeaenenne

Cﬂeﬂ nepopanyo NpHIOKEHNE CePYMHHTE HiBa Ha APOCNHPEHOH HaMangBat ¢ €MTUMHHAUHOHEH
nonyxusor ot 31 4aca.

ApocnupeHoH e CBBP3aH Che CEPYMHIA ANGYMUH H HE C¢ CBbP3BA € NONOBO XOPMOH CBbP3BAILAS
rnodyaud (SHBG) nnu kopTHkoua cebpisalna riobynun (CBG). Camo 3 - 5 % ot ofwata cepymua
KOHUEHTPAUMs HA AKTHBHOTO BELLECTBO ca NoA (popMarta Ha ceodoaeH cTepori. [Tpenn3BHKaHOTO OT
eTHHIIECTPaANON ysenndenne Ha SHBG He Bnise HA cepyMHOTO NPOTEHHHO CBLP3BAHE HA
apocnupenon. OCHOBRUAT 00em Ha paznpeneneHie Ha apocnyupenon e 3,7 + 1,2 kg,

BroTpanchopmaung

JpocnupeHoH ce MeTabOoNH3HPa EKCTEH3NBHO ¢llel Nepopanto npuioskenue. OcuoprnTe Metaboruti B
nnasMara ¢a kncenuyHara Gopma Ha ApocnipeHoH, obpasyBalla ce pi 0TBApPSHE HA NAKTOHEH NIPBCTEH
H Ha 4.5-00XNApo-1pocnyperHon-3-cyndar, obpasyBaH upes peayKuua 1 NocaeaBawo cydarupane.
ApocnupeHod Chbile Taka e MOANOKEH HA OKCHIATHReH MeTabonanabm. katanusupan ot CYPIA4,
JpocnupeHoH e B cheTosHue Aa HHXuSipa ciabo no ymepeno untoxpom P430 ensumute, CYP1AL,
CYP2C9. u CYP2C19 u CYP3A4 in virro.

Enumunnpane
CepyMHuAT MeTaBonnTen KIMPBHE Ha Apocnupeqor e 1,5 £ 0,2 ml/min/kg. JlpocnupeHoH ce exckpeTHpa

CaMO KaTo cieax B nenpometiena popma. MeTabolHTHTe Ha IPOCTIMPEHOH C& EKCKPETHPAT ¢ deueca H
ypHHaTa B choTHOWeHHE 1.2 KkbM 14, EAHMURALHOHHNA NOAYKNBOT Ha METABONMTHTE ¢ VPHHATA U
fpeneca e okono 40 vaca.

PaBHORECHY ChCTOSHUS

Mo BpEeME Ha UHKDBLNA HA NE4YEHHE, MAKCHMAaNHN paBHOBECHH KOHLUCHTPaUHH HA APOCTIHPEHOH B cepyma oT
oxono 70 ng/ml ce pocturar cnen oxono 8 sk ha Tepannsi. CepyMHHTE HHBA HA APOCHHPEHOH
akyMyaHpar npu Qaktop 3 KaTo NOCAEHUA OT ChOTHOUIEHHETO TEPMUHANEH N10AYHBOT Y 0308
HHTEpBAa.

CreuyanHy nonyaaiuu

Epexm npu dvbpevuno yapesxcoane

PapHOBeCHNTE CEPYMHU HKBA Ha APOCTIMPEHOH [PU HKeHu ¢ ymepeHo GbOpeuto yapexaane
(kpeaTunuhos knupbHe CLcr, 50-80 mL/min) ca cpaBHUMY ¢ Te3u NpH Kekk ¢ HOpManiHa 6u6peuna
tyuruus. CepyMHHTE HHBA HA APOCIHPEHOH CPEIHO €a Cbe CPeaHo 37 % No-BHCOKH NPH JKEHH ¢
ymepena 6b0peuna neaocrateitoct (Cler, 30 - 50 mL/min) 8 cpasrenne ¢ senn ¢ vopmanna 6ubpeyna
dyukuia. [IpocnupeHon TepanusTa e cbluo Ao0pe MOHOCHMA OT KEHR ¢ fIeka A0 yMepena Oppeuna
HENOCTATLYHOCT. Tepanmn‘a € APOCNHPEHOH HE € NOKa3ana HATH4YHE HA KITHHHYHO 3HAHHMN eq)emu
BLPXY CEPYMHHTE HHBA Ha Kanui,

Edhernm apu neproopoono yepexcodue
Mpu npoy4pane ¢ eanokpaTha 103a. Nepopantis kaupwie (CL/F) € 6un Hamaied ¢ npubanmutento 50 %
npu A00pOBONLM € YMEPEHA 4ePHOIPOOHA HEAOCTATLUHOCT B CPABHEHHE C TAKHBA C HOPMATHA
yepHoapobHa dbyHrkuus. HabnionaBanoTo HamaneHue Ha KAIHPBHCA HA APOCNUPEHOH NP J0GPOROALIH C
YMepeHa CTeNeH Ha 4ePHOAPoOHA HEJOCTATBUYHOCT HE NPEMHHARE B 3HAYHUTENHA PA3NHKA N0 OTHOWEHHE
HA CEPYMMUTE Kannern Huaa. Jopn apu Haahuue Ha auaGeT H CLNLTCTRALLD NEHEHHE Che
CIHPOHONAKTOR (f1Ba JaKTOPA, KOHTO MOTAT A& NPEAPAINONOKAT NAUNEHTA KbM XHTIE
Habnr01aBat0 YBENUHEHHE HA CEPYMHNTE KANWEBU HYBA HAT FOPHHTE HOPMATHH Hii




npHeMe, Ye NPOCNHPeHOoH € 100pe NOHOCHM OT NAUKEHTH € NIeKa 10 YMEPEHa YepHoIpodHa
negoctarbuHoct (Child-Pugh B).

Emnuvecru VAU
He ca HaluitonaBany KNHHHUHO 3HAYNMLL Pa3nnKH NO OTHOIUEHHE Ha (bapiwakomﬂenmam Ha
APOCNHPEHOH KW eTHHHIECTPAAHO MK DY ANOHCKHTE H EBpoﬂeﬁCK}lTe WEHH,

ETnrnaeerpagnon

ABcopduug

Cnen nepopanuo NpHAOKEHHE eTHHUIECTPATHON ce abcopbupa Gup3o u Hanwano. Cnel NpUAOKEHHe Ha
30 pg MakcHManHaTa NasMeHa KouueHTpauns ot 100 pg/mli ce aoctira 1-2 4aca crex npuema.
Etuxnnectpaanon ce noanara Ha eKCTEH3NBEH METaBOMM3bM NPH MHPBOTO APEMHHABAHE NPe3 YEPHISA
Apod ¢ ronemMu MEx Ly BUA0BH BapHaLii. ABCOMOTHATA SHOHANHYHOCT € NpubainTento 45%.
Pasnpenenenue

Erinunectpaaron uma suaum odem na pasnpesenenue o7 5 I/kg 1 ce cBbp3Ra ¢ NAa3MEHHTE NPOTEHHH
npudanznTento 8 98%. ETuHHAECTPaAKON HHIYUIIPa YepHOApoGRaTa cHRTesa Ha SHBG 1 kopTukoua
cBbp3Baulua rnobyann (CBG). Mpu neuenne ¢ 30 (g eTHHUASCTPAAHON NMAAMENTE KOHLEHTPALHH HA
SHBG ce noeiwasart cwe 70 10 okono 350 nmol/1.

ETuannecTpanuon npemutasa B ManKH KosindecTsa B kbpmara (0,02% ot nosta).

Buotpancdopmauys

Etvniinecrpaiton e obekt Ha 3naunTeneH MeTaGosiM3pM NPH NBPBOTO NPEMItHABAHE NPE3 YepBaTa 1
HEPHHA APOO. ETHHUNECTPATHON ce METaGOAH3HPA OCHOBHO UPe3 aPOMATHO XHAPOKCHINPAHE, HO ce
oDpa3syBart roasmMo pa3Hoodpasie oT XUAPOKCHITHPAHM H METHITHPAHH METaBoANTH, KOHTO ¢& cpeulaT
Kato cBoGOAHN METABOMNTH H KATO KOKIOTATH € MMIOKYPOHUIM H cyAdath. CKOpocTTa #a MeTabouTer
KnupBHC ¢ okono 5 ml/min/kg. In vitro, eTununectpaauon € oGpatum unxuburop Ha CYP2C19, CYPIAL
1 CYPIA2, kakTo 1 DasupaH Ha MexaHiI3Ma Ha AeficTsne nnxnditop na CYP3A4/5, CYP2C8 u CYP2J2.

EnuMutupate
ETuHUnECcTpanuon He ce ekCkpeTpa 8 0coDeHo 3HAYHMa CTEMeH B nenpomeHena thopma. Metaboaurure

Ha ETHHHIECTPAAHON ¢¢ CKCKPETHPAT B YPHHATA W SKNBYKATA B ChOTHOWEHHE B 4:6. [ToayKusoTLT Ha
meTabonuTHa ekckpeuns e okono 1 aex. ENHMUHAUMOHHHAT nonyxuBoT e 20 yaca.

PaBHOBECHH CLETOAHNA
PaBroBeCH! Nna3MEHH HUBA C& NOCTHFAT NPE3 BTOPATA NONOBYHA HA TEPANEBTHYHHSA UHKB 1 CEPYMHUTE
HUBA HA eTHHHNECTPAAHON AKYMYHpaT npu $rakTop o1 okene 1,4 no 2,1,
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lpy naGopaTopHy ®HBOTHH SPEKTHTE HA APOCTIPEHOH H ETHHHNECTPAANON ¢a BAHIKH 10 Te3H.
CBLP2ARN € NOZHATHTE MM tbapmamﬂornql-m ,HEF[CTBI-!FI. B HaCcTHOCT, Penpoay KTHBHHY TOKCHKOMOTHYHH
fapoyuBanis paskptiear EMGPHOTOKCHHHH |H CbeTOTORCHHHM edJEKTH NPy AKUBOTHH, KOHTO C€ CHUTAT 3a
BHIOOBO CﬂElJ,HCbH‘{H[fI. ﬂpu CRCMO3HUHA Ha JPOCMHPEHOR, HAABHIWIARAINA TA3H NpH U3NOM3BaulnTe }KBHFH,
ca nabawnasaHy eexTH BLPXY NonoBoTO AndepeHuspare npi GeTyCH Ha MIBLXOBE, HO HE 1l Ha
MafiMyHH.

6. PAPMALEBTUYHHU JAHHHU

6.1 Caucobk HA NOMOMWHIHTE BeIECTRA




Cobpuesnna ua TabaeTkaTa:

JlakT03a MOHOXMApAT

Hapesuuao HHutecTe

fIpeskenaTunniIvpaHo HULWECTe (LAPEBUYHO)
Kpocnosuaod (Tun A w Tun B)

Ieennon K30

Homucopbar 80

Marunesunee cteapar

Hoxpurne:

[TonHBIHHAOB AAKOXON, HACTHHHO XHIAPOAH3NPaAH
Twuranoe avokcun (E171)

Makporon 3350

Taax

Hwat kenezey oxcna (E172)

6.2 HecnemecTHMOCTH

He e npunoximo.

6.3 Cpox ua rogaocT

3 roamsHm.

6.4 Coensajiuu YCJOBHS HA ChXpPAHERNE

Ha ce cvxpanasa nox 30°C.

6.5 Jlaunx 3a onakopkata

Biintctepu ot anymunueso (push-through) ponmo u PVC/PVDC nokpurse.
Biaose onakoBki:

1 x 21 duamupann rabneteu

2 x 21 duamupann TabneTkn

3 x 21 dpuamunpann Tabnetrn

6 x 21 punmupanu Tabnetin

13 x 21 punmupann tTabnetkn

He BCuukH BIOBE ONAKOBKH MOKE /14 Ca (IyCHATH Ha (a3apa.

6.6 Coeunanny npeana3ssn MepKH NPH HIXBLPARHE i paGoTa

Heusnonssauuat NCKAPCTBEH MPOAYKT {1H OTAaIb4HHTE MaTEPHANH OT HEFo Tpﬂf’)aa A2 CC UBXBDLDNAT B
CBOTBETCTBHE € MECTHHTE H3IHCKBAHKA,
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