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1. VIME HA JEKAPCTBEHMSA POIYKT K922 L

demoneH 0,03 mg/0,075 mg oGBUTH TabneTKu Y - A m ‘
Femoden 0,03 mg/0,075 mg coated tablets AL ﬂ ll U'}
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2. KAYECTBEH U KOJIMMECTBEH CbCTAB
XopMOH-CBABPKALH OeNH 00BUTH TabneTkH

Besika obpuTa Tabnerka ceibpka 0,03 mg erununectpaguon (ethinylestradioly n 0,075 mg recroneH
(gestodene).

[TomowmHo(1) BellecTro(a) ¢ H3BECTHO ACHCTRHE: NaKkTo3a MoHoxHapaT 37,43 mg 1 19,66 mg 3axapo3a.
3a NBARHA CIHCHK Ha TOMONIHMTE BEIECTRA BIOKTE TOUKA 0. 1.

3. JIEKAPCTBEHA ®OPMA

O06BuTa TabneTka.

TabneTkwTe ca 0OBUTH, KPHIY, O€NIM Ha UBAT C KOHBEKCHH NOBBPXHOCTH.

4. KJIHMHUYHH JAHHHN
4.1 TepaneBTHYHH NOKA3AHNA
Ilepopanna KOHTpaLenLHs.

[Ipu B3cMaHe Ha pelleHHe 3a NpennucBaHe Ha deMojeH TpsAbBa Aa c€ HMar NMpeIBHI HaCTOALLMTE
PUCKOBH (haKTOPH Ha OTAENHATA XkeHa, ocofeHO Te3u 3a BeHo3Ha TpoMGoembonus (BTE) n Topa KakKes ©
pucksT or BTE npu deMomeH B cpaBHeHHWEe C TO3M IIPd APYrH KOMOMHHpaHM XOPMOHAJIHH
kourpauentasd (KXK) (k. Toukn 4.3 n 4.4).

4.2 JIo3UPOBKA H HAMHH HA NMPHJIOKEHHE

Ilozu POBKA

Kax ce npuema Pemoden

KoMOHHHPaRUTE OpajHy KOHTPALENTHBY UMAT CTENeH Ha Heycnex npubausutenHo 1% ropuiyo, Korato
ce mpueMar npasuaHo. CTENEHTa HAa HeyCleX Mojke Ja HapacHe, KOraTo ¢¢ nponycHar TableTkd Hin ce
ApHEeMAaT HENPaBHITHO.

TaGneTkure TpabBa Aa ce B2eMaT MO Peja, O3HAYEH Ha ONAKOBKATA, BCEKH JIEH 10 €QHO H CBINO BPEME C
ManKko TEYHOCT, aK0 € HyxkHo. [lpuwema ce 10 eana Tabnerka AHEBHO B NPOABIDKEHHE HA
21 moclemoBaTeNHN NHU. Bedka cnefBaiia ollaKoBKa € 3a1o4Ba ciex 7-AHEBEH HHTepBan De3 TadneTKy,
1O BpEMe Ha KOHTO ce mosBssa Kbpeene. O6uuakno, T0 3an04pa Ha 2-3 ACH Clel npﬁemg,mnmﬁegﬂa'ra

o0BuTa TAONETKA M MOXKE /Ia HE € MPUKNIOUIIO J0 HAYAIOTO Ha CICABALIATE OTIaKOBKA. /. T R




Kax ce 3anousa mepanus ¢ Pemoden

. Koeamo npe3 UIMUHANUA MeCey HE € UZNOA36aH XOPMOHQEH KOHMpayenmus

[IpeMbT Ha Tabnerky TpadBa fAa 3amoyAe B MBPBUA AEH Ha LHKBAA (TBPBHA [CH HAa MEHCTPYAIHOTO
KkbpBeHe). Moxe Aa ce 3anovHe ¥ Ha 2-5 AeH OT UMKBI4, HO B TO3M CIy4aH npe3 NbpPBHS LIUKBA TpsadBa na
ce W3MOJ3Ba U HaprepeH MeTOX B NbPBUTE 7 AHK HA NIPUEM Ha TabheTKH.

. Kozamo ce 3ameHs KOMOUHUPAH XODMOHQAEH KOHMpayenmug (KOMOUHUDAH nepopaier
xonmpayenmue/KOK), sazunanen npocnen uau mpancoepmaner naacmup

Kenatenno e npueMbpT Ha PeMOIEH Ja 3amo4He B JICHA Cliell IPHEMA Ha MOCICAHATa XOPMOH-ChIbprkailia
TabneTka ot npeguwnus KOK uny Haii-kKbCHO OT A¢HA clell HHTepBana 0e3 TabneTKH MM MHTEpBana Ha
npuem Ha Ianedo ot npeguumna KOK. B cnyyalh uye € W3MoJ3BaH BarMHAICH TNPBCTEH WU
TpaHcACPMANCH TAacTHp, 3a npeamountane ¢ ynorpebata Ha QemozieH Aa 3anouHe B ICHA Ha
OTCTpaHsIBaHE Ha MOCNENHHA NMPBCTEH WM NIACTUP OT KAJICHAAPHATA ONAKOBKA, HO HAaH-KBCHO KOraTo €
TpAGBaAO Ja 3an0UHE CICABAIOTO NPUAOKECHHE.

. Kozamo ca npuemanu mabnemiu, CoObpXICAUU CAMO NPOSECTROZEH (MUHUMAGREMKA, UHICEKYUR,
UMBAAHMANHM,) UAU NPYU NPO2ECmOzen-0c80boucoasaua unmpaymepunna cucmema (BMC)

M(enara Moxe ja NpeMHHe, B KOiTO ¥ 1a € JieH oT MuuHTabnetkara (ot umnantanta win BMC B nens na
OTCTPAHABAHETO MM, NMPH WHXKEKLUs - Korato TpsOsa Aa Oble HampaBeHa cle/Ballara WHXXEKI|S), HO B
Te3H ciydyan TpsOBa 4a OBAE MOCHBETBaHA Ja M3N0N3Ba DapHEpeH METOX B IIBPBUTE / JHHU Ha MPHEMA HA
DeMOoJIEH.

. Cred abopm npes nvpsus MpuMecmsp

Keuata MOXKe Ja 3anouHe HezabapHo mnpuema Ha ®emoyen. He ca HeofxoauMu AOMBIHHTENHU
KOHTpalUenTHUBHA MEPKH.

. Cned pascoane wiy abopm npe3 smopus mpumecmvp
3a KbPMEIUH XEeHH BHXKTe TOYKA 4.6.

Yenara Tpabpa na 6bje NOCHBETBAHA Aa 3aro4YHe rnpueMa Mexcty 21 u 28 aeH cnen pakiaHe Wi abopT
BLE BTOPHSl TPHUMECTBP. B ciyuali de 3anoune No-KbCHO € HEOOXOAMMO A Ce M3MOM3BA AOMBIHATECICH
GapuepeH MeTos Npe3 NBPBHTE 7 JHH HA MpUEM Ha TabneTky. BBNpekw TOBA, aKO MEXAYBPEMCHHO €
HMAQJIO TONIOB KOHTAKT, TpAOBa Aa ce W3KIIOMH OPeMEHHOCT NMpelyd HavyajoTo Ha NpHeMa Ha OeMOoaeH HIH
712 C& M34aKa NoABaTa Ha HOPMAJIHKS MEHCTPpYaJeH UHKBIL.

[Iponyckarte npuem na mabremxu

AKO TAUMEHTKATa € 3aKbCHANA C NpUeMa Ha cheABawara Tabnerka ¢ no-Maako or 12 waca,
KOHTpanenTHBHATA 331|Ta He HaMauasa. JKeHara Tpsabea a B3eme TabneTkaTa BEAHAra 1I0M CH CITOMHU U
712 MPOIBLIDKH TIPHEMA Ha creABalIyTe TabNeTKH B 00HUaiHOTO BpeMe.

AKO € 3aKbCHSIA moBede OT 12 waca, KOHTPAUENTHBHATA 3alLMTa MOXe Jia orcinalbHe. B T /ﬂm:a —ewﬁ
NOBEAEHHUETO CIIPAMO NPONYCHATHTE TAONETKH C€ PhbKOBOAH OT CNEAHUTE MpaBHia. *
1. mpueMbT Ha TabneTku He TpaOBa Aa ce NpekpaTsasa 3a NoBeue OT 7 JHU

2. HeoOXoRHM € 7 JHEeBEeH HENPEeKhCHAT NpHeM Ha TabJieTkd 3a I]OTHCK&HE Ha
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XMNOMHU3aPHO-OBADHATHATA OC.
3a BCeKMHEBATA IPAKTHUKA BaXKaT CJIeJHUTE CbBETH:

. Hvpsa ceomuya

[TaiiveHTKaTa TpAOBa fNa NpPHEME nNpoMycHaTaTa TableTKa BeJHAra uiOM CH CMOMHH, JOpPH ToBa Ja
03HAa4YaBa TpHEM Ha JBe TabneTku exHoBpeMenHo. Crefsaiure TabNeTKH ce Mpuyemar B 00HuakHOTO
BpeMe. HeoOxompMo € W3noOn3BaHeTo HAa JApyrH OapHepHH METOAM KaTo MNO/N3BAHE HAa KOHAOM B
cnensairure 7 AHH. B ciyuall Ha MONOB KOHTAakT B NPEAUILHHTE 7 JHH HE MOXE A CE H3KITOHH
eBeHTYaNMHa OpeMeHHOCT. PHCKBT € TONKOBA MO-ronsiM, KOJNKOTO MoBeue TabneTku ca NpOIyCHATH H
KOJIKOTO 10-G1H30 10 WHTepBasa Oe3 TabnerTku ca IHUTE, B KOMTO TOBA Ce¢ CJIYUBA.

o Bmopa ceomuya

[lauvenTkara TpaOBa jAa npHeMe mpomycHarara TabjieTKa BeiHara oM CH CNIOMHH, JOPH TOBa Aa
O3HayaBa npHeM Ha ape Tabnetku enHoBpeMeHHo. Chnensawmure TabneTky ce MpHemMar B obuyafinoTo
speMe. B criydall uye »kemara € B3ela BCMYKM TaONeTKH mpe3 NbpBara ceAMHLA RO ACHS, B KOHTO €
TpOINyCHATa IPHEMA, He Ce Hamara ynotpe0a Ha AOMbIHHTENHH KOHTpanenTHeHH Meroau. M3nonspaHero
Ha TAKHBA B cyieaBalMTe 7 IHH ¢ HeoBX0AKMO B Ciydaii, 4e e poNyCHATa MoBeue OT exHa TaljeTxa.

. Tpema ceomuya

PuCKBT OT HaMa/IgBaHe Ha e(PEKTHBHOCTTA € MHOI'O BUCOK NOpan OJIH30CTTa JO HHTepBasa 63 TabJIeTKH.
Bbopeku TOBa, 4Ype3 ajanTHpaHe Ha CXEMaTa Ha MpHeMa MOXKE JAa Ce€ NpeAoTBpaTH HamajeHata
KOHTpallenTHBHA 3aliyTa. IIpy crmaspaHe Ha €AHO OT CACAHUTE [ABEC NMPaBKJa HE € HeoOxoauMa ynorpebara
Ha JOMBIHHTENHNA KOHTpaUCITHBHH MCEPKH, aKC BCHYKHTE 7 AHY IIpeOM NLpBaTa nponycHaTa Ta0IEeTKA
eHaTa € Mpuena NpaBHIHO BCHUYKH tabnetku. B npoTuBeH cioydaid, nanMeHTKaTa TpsabBa na Owae
NOCHLBETBAHA HA CIa3H NMBLPBOTO MPaBUIAO H CbIUSBPEMEHHO Ja H3MOJ3Ba W AOIBIHUTENHH NMPCANa3sHH
MEPKH B CJICABAUMTE 7 AHH.

1. IMauuesTraTa TpAOBa Ja B3EME TIOCIEIHATA NPONYCHATa TableTka BejHara UoM CH CIIOMHH, AOPH TOBA
Ja 03HayaBa na Bzeme 2 Talnetkm enuoppemeHHo. Crienl TOBa NPHEMBT TPSOBA Na MPOABIDKH B
obnuaiiHoTO BpeMe. IlloM Tasu omakoBKa CBBPIIM, BEAHAra C€ 3ano4Ba ClejBaliara, 0e3 uHTepBal
mexay TaX. B To3u crydaif sxkeHara e H¥Ma peJOBHO KhpPBEHE B KpasA Ha BTOpATd ONaKOBKa, HO MOXE Ja
ce [MOSABH 3aUAllBaHe MIH mpobGuBHO KbPBEHE B AHHTE, B KOHTO NIpHeMa TaDNETKUTE,

2. YKenarta ¢HINO MOKe 1a Objle NOCHBETBAHA a NIPEKpaTH mpueMa Ha TabJIeTKH OT TasM onakoska. Cnex
TOBa He TpAGBA Ja ce mpueMar TabNeTKH N0 7 MK, BKIIOUHTENHO NeHA, B KOHTO € MpPOMycHala
TabyieTKaTa, ¥ IIOCHE 1A 3aM10YHE HOBA ONIAKOBKA.

AKO XKeHaTa e MpoIycHana TabneTkH M He ONydYH KbPBEHE B TEPBHS HOPMANEH UHTEpBan 0e3 TabneTky, €
HeoOXOMUMO Aa C€ H3KAIOUA CBEHTyalHa OPEMEHHOCT.

Creem 8 cayuaii HQ 2acMpO-UHMECTHUNRARHU HAPYMERU

B ciyyall Ha TEXKH racTpO-HHTECTHHAIHY HApyLIeHUs abcopOuuATa MOXE 1a HE € NBJIHA U € HEOOXOAHMO
Aa Ce IpeAnpUeMaT NOIILIHHTENHH KOHTPAUCNITHBHH MEPKH.
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AXO ce mnosBM TNOBpbluane 3-4 yaca cied npuem Ha TabneTka, ce NpHiara CbBEFA, BANCH B. Pas)

*[Iponycrane npuem na mabremxu”. AKO XKEHATA He UCKA A2 MPOMEHH HOpMﬂﬂHaj;ﬁ_{;Kﬁ}ia Ha' npnes@f@a S
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TabneTkH, T MOXeE 1a B3eMe HeoOXouMaTa NoTbJIHUTeHA TablieTka OT Apyra OmaKoBKa.
Kax 0a ce usmecmu wiy 0a ce OMAONCU MEHCIHPYATHOMO KbPBEHE

3a fia Ce OTIONH MCHCTDYALIHATA, JKeHaTa TpAOBa [a NpoabIDKH MpHeMa Ha BTopa onakoska demones 6e3
MHTepBa) Oe3 TabreTky MeX Ay NBere. ToBa yAbJKaBaHe MOXE a ITPOABIGKH KONKOTO € XKeAaHO A0 Kpas
Ha BTOpaTa OMaKoBKa. JKeHara MOXe Ja Momyuy 3allanBaHe HiM NPoOHBHO KbpReHE MO TOBA BpPEME.
PenoBHHAT MpueM Ha @eMOAeH 3aMoyBa OTHORO cliell o0Mualinus 7-THEeBEH HHTEpBall O3 TabneTKH.

3a 1a Ce M3MECTH MEHCTPYALMSTAa B APYr JIeH OT CeAMHUATa, JeHara TpAOBa Na CbKpaThH WHTepBana Oe2
TADJETKM C TOJKOBA AHH, KOJIKOTO HcKa. KOMKOTO MHTEPBAIBT € NO-KPaThK, TONKOBA TO-TONAM € PUCKDBT
TS fia He TIONYYM KBPBEHE Cel MPEKBCBAHETO M Aa CE NOABU 3alaBaHe MAH MpOOHMBHO KBPBEHE, NOKATO
M3MOM3RA CJIEIBAILIATA ONAKOBKA {TOA00HO HA OTAATaHETO HA MEHCTPYALUMs).

Jonvanumeina uHGopMayia 3a CReYUATHY Zpynu nayuenmu

Hesoiicu (momuvuema)
MemogeH ce npuiiara caMo e MeHapXe.

Hayuenmxu 6 HANPEOHARA 8B3PACH
HenpunoxuMo. @eMoIEH He € ITOKA3aH Clie]] MCHomaysa.

Hayuenmxu ¢ ueprnodpobru yepescoanus
deMOJeH € NPOTHBONOKA3aH IIPH JKEHM ¢ TEKKM 4epHOAPoOHM 3abonsasaHud. BibkTe CBUIO TOYKa
4.3 IIpoTHBONIOKA3AHHS.

Hayuenmru ¢ 6vbpeunu y8percoanus
He ca mpaBeAd clielMaiHi NpoyusaHus Ha DeMoneH NpH MAUHEHTKH ¢ OBOpEYHH YBPEXIAHUAL
HanuydHTe JaHHU He NPEAoIAraT npoMAHa Ha JIeYCHHETO NPK TaszH rpyna NayHeHTH.

Hayul Ha NPHIOXEHUE

[Tepopanuo HpHIOKEHHE
4.3, IIporHBonoKasaHusA

KomOunupany xopmoHanHH koHtpauenTHBd (KXK) me TpsOBa na c€ H3nON3BaT HPH CNEAHHTE
CLCTOSHHA. AKO HAKOM OT TIX ce MOABM 3a NMPBB 0BT No BpeMe Ha ymorpeba Ha KXK, choTBETHHAT
npoaykT TpsbBsa 7a Obae cpsH He3abaBHO.

e Haanuywe Ha MM pHCK OT BeHO3HA TpoMboembonua (BTE)

o Benosna tpomGoembonns — Hacroswia BTE (Ha antHkoaryjiaHTH) UJIM aHaMHe3a 34
TakaBa (Hanp. IbAGoka BeHo3Ha Tpom6oza [JIBT] unu 6enogpodbta emOonHs [BE])

o H3eecTHO HaclneACTBEHO WK  NpuAOOMTO  (peapa3nookkHde KbM  BEHO3HA
TpomMB0eMBOIHS, KATO PE3HCTEHTHOCT KbM akTHBHpan npoterH C (APC) (BKIIOUMTENHO
dakrop V Ha Leiden), neduuut Ha anrurpombun Ill, aeduunt Ha nporens C, nedHUHT
HA NPOTEHE S

o TonsiMa XHpyprutHa HaMeca ¢ NPONBLIDKHTENHA UMOOHIM3aLKsa (BX, Touka 4.4) .

o Bucok pHCck 3a BeHO3HA TpoMOO0eMOOoNs BCIEICTBHE HA HATHYAE HA Mﬂomecméﬁcmaﬂ
dbaxtopu (Bx. Touka 4.4) L N




e Hamuue Ha wiu puck oT aprepuanda Tpomboembonus (ATE)

o AprepuandHa TpomOGoeMOOnHs — HAacTOSIA apTepHanHa TpomboemOoIHA, aHaMHEsd 3a
apTepuanda TpomGoemGonus (Hamp. uHGapkT Ha MHOKapha) WIH NPOAPOMATHO
ChCTOsSHHE (Hanp. CTeHOKapausA)

o Mo3bUHO-CBhA0Ba OONECT ~ HACTOALI, HWHCYNT, aHaMHeE3a 32 MHCYNT HWIH NPOAPOMAHO
chCTOsHME (Hanp. NpexoJHa ucxemuyHa araka, JIHA)

o M3BecTHO HacAEOCTBEHO MM MpPUAOOUTO NpeApasmoiokKeHUe KBM apTepHallHa
TpoMG0eMOOIIMS, KATO XMINEPXOMOUMCTEHHEMHS M aHTHGOCHONHIHAHH AHTHTENA
(aHTHKAPIHONMITHHOBY AHTHTENA, JYNYCEH aHTHKOATYIAHT).

o AHaMue3a 3a MEFpeHa ¢ QOKajiHH HEBPONOTHYHHY CUMITTOMM.

BHcoK pHCK OT aprepHamHa TpomOoeMOOJHg BCJEACTBHE H3 MHOXECTBO PHCKOBH
daxropu (BiK. TOUKa 4.4) WIH Ha HaIMYHETO HA €IWH CEPHO3EH DHCKOB (paKTop, Karo
HanpHMep:
¢ 3axapen Auaber Che CbIOBH CHMIITOMH
®  TEKKA XHMNEPTOHHHA
e TEXKA AUCAUNONPOTEHHEMHS
e TexKo uepHOAPOBHO 3a60NABaAHE, TPH KOETO (PYHKIIHOHANHATE YEPHOAPOOHH MOKA3ATEMH HE €A Ce
HOpMAJIH3Upaliy;
e Hanuuue WI¥ aHaMHe3a 33 TYMODH Ha uepHHS ApoS (MoOpOKaveCTREHH MM 3TIOKAYECTBEHH) YN
aHaMHE3a 34 TaKUBa,
¢ V3BecTHH WJIH MOLOINPaHH 3NOKAYECTBEHH TYMOPH, 3aBUCHMH OT MONOBUTE XODMOHH (Hanp. Ha
reHUTATHHTE OpraHy WK Ha I'bpAaTa);
¢ BaruHanHO KBPBEHE C HEU3ACHEH NPOH3X0A;
e HMspecTHa KK NoAO3UpaHa OpeMEHHOCT;
e CBpbXYYBCTBUTENHOCT KbM AKTHBHHMTE BELIECTBA W KbM HAKOE OT MOMOLUHHTE BELICCTBA,
H30poeHH B Touka 6. 1.

QO

deMOneH € MPOTHBONOKA3AH 3a CJAHOBpEMEHHa Yrorpeba ¢ JIEKApCTBEHHTE NPONYKTH, ChABPKALIH
oMOMTACBHP/IapyUTanpeBUp/pUTOHABHP Y facaGysup (Bx. ToukH 4.4 1 4.5).

4.4 CreoHajdaM OpeAYNPeXACHHs ¥ NpeANazHd MCPKM OpH ynoTpeda

[Ipedynpexncoenun

AKO € HaJIHYHO HIKOE OT CIIOMEHATHTE TO-I0NY ChCTOAHNS MK pHCkoBH dakTopH, TpsadBa aa ce obchan
¢ skeHaTa Jand PeMOoAeH € MOIXOAAIL.

B cnyuail Ha BiolIaBaHe WK MBPBA [0ABA HA HAKOE OT Te3H ChCTOSHHA HJIH PUCKOBH axTOpU, KeHara
TpsaGBa na ObAe NMOCHBETBAHA Ja C€ CBBXKE ChC CBOA feKap, 3a a ce ONpencin Aajlu yrorpebara Ha
demopeH TpadBa [a ce IPEKpaTH.

B cnysait #a nmomosupasa unu norebpicHa BTE umu ATE, ynotpebara Ha KXK Tpabsa ma ce
npeycTaHoBH. B ciy4ail ue € 3amOuHATA TEPAIIMA C AHTMKOATYNIAHTH, TpsiOBa Aa 6bAC 3aN0vHaTa aeKBaTHa
anTepHaTUBHA KOHTPALEN KA, IOPALy TEPATOrCHHOCTTA HA AHTHKOAryIaHTHATa TCpanHs (KyMapuHH).

. HupkynatopHy HapyLIeHUY

PuCK 0T BeHO3Ha TpoMGoemboms (BTE)

Viorpe6aTa Ra BcekH KOMOWHMpaH XopMoHaleH konTpauentus (KXK) moeuuiasa pucka OT-BeMOSHA,
tpomGoemGonus (BTE) B cpaBHEHME C TO3M TIPH JTHLATA, KOHTO HE ynorpedasaT KXK. pogykri, KOHTo:
CHLABPXKAT JEBOHOPrecTpel, HOPrecTHMAT HJIH HOPETHCTEPOH, Ca CBbP3aHH ¢ Haﬁ-micl__ﬂin pncmﬁ"l&_};_-,_?-} AN
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BTE. Apyru npoayKTH, KaTo deMOAEH MOTAT 12 HOCAT J0 ABA IBTH NMO-TOJAM PHCK. PellienHeTo 3a
ynoTpefia Ha BCeKH NPOAYKT, PA3JHYEH OT HAKOH OT Te3H ¢ Haii-HucbK puck of BTE, TpabGea aa ce
B3€Ma CAMO CJeq o0chikaaHe ¢ JKEHATS, 32 Ja ce rapaHTHpa, ve T4 paoupa pucka or BTE npn
deMoaeH, KaK HeliHUTe HACTOSIIIN PHCKOBH (PAKTOPH BJAHANAT BLpXY TO3H PHACK M TOBA, W€ PHCKBT
or BTE e Hali-BHCOK B NLPBATA rognHA Ha ymorpeba, UMa CLINO H3BECTHH JAHHH, Y€ PMCKDBT Ce
yBeqnuaBa, koraro npaemsT Ha KXK 3ano4He 0THOBO Ciell IpeKbeBane Ha ynorpeda ot 4 ceMHIH
HIIH NOBEYeE.

[Tpu *kenH, kouto He u3nonskat KXK u He ca 6pemenHn, okoio 2 ot 10 000 we passust BTE 32 nepuox
OT eIHa roAWHA. BBIIpeKkHd ToBa, MpH BCAKa OTAENHA XXEHA PHCKBT MOXE Ja Obne Janey MO-BUCOK, B
3aBHCHMOCT crr HEHHMTE CHIIECTBYBAIU PUCKOBH JakTopH (BXK. MO-A01Y).

Uzuucneno ¢,' 4e ot 10 000 xenu, xouro usnomsar KXK, cpabpxamu rec*ronen MeXay 9 u 12 xeuu
e paspuar BTE B pamkuTe Ha €1Ha rofyHa; TOBa € CpaBHHMO € OKONoO 6 MpH KEHH, KOUTO H3MON3ZBAT
KXK, cpaspikailiy 1EBOHOPrecTpel.

W B aBaTa cayuas, 6posr Ha cayuaute Ha BTE roaviiHo € no-Mansk OT Opos, OYaKBaH MpH KCHH 0O
BpeMe Ha OpeMeHHOCT HAH B CICAPOAHIIHHS TIEPHO,

BTE Moxe na 6uae taranesu B8 1-2% ot ciy4qaure.

Bpoii crygan Ha BTE pa 10 000 3xenn B paMKHATE HA €{HA TOJHHA

Bpoii chydan Ba
BTE

A

12 ~

10

0 , . >

Hemnomseaww KXK (2 caygan), KXK, chabpamy nesonoprectpen  KXK, cuaspxkawn rectoaen (9-12 cnyuan)
(5-7 cnyuaq)

Ma M3KIIOUMTENHO PefKky choOLIeHHs 3a TpoMG03a B APYTH KPBBOHOCHH CHAOBE, HAND. YEPHOAPOOHH,
Me3eHTEPHAIIHY, OROPEUHH WIIH PETHHAIHH BEHU H APTCPHM, NIPH KEHH, H3OA3BAIH KXK.
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I Tean ciryuan ca Ouiu E34UMCIeHH oT 001K 6pOM JaHHM OT eNMNSMHONOTHYHH IPOYYBAHHA, KaTO CE mnnmaaﬂ'rﬂacmepm{ \
PHCK 3a pasMHUTE NPOAYKTH, cpasHEHH ¢ KXK, coappxaiis A¢BoHOprecTpel. . . L W
2 CpefiHa TOMKA B HHTEPBAM OT 5 - 7 Ha 10 000 sxeHy, B3 0CHOBA Ha oTHOCHTENEH puck 3a KXK, ChIBpKAULH nennnﬂprecrpe:n SR
cnpaMo sxend, konto He ninonssat KXK, or npubausurenno 2,3 10 3,6 | "__'zr-; \
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PuckoBH ggam‘dgn 3a BTE

PHCKBT OT BEHO3ZHH TPOMOBOEMOOIHYHE YCIOXKHEHHS NpH xeHH, nanonssaiiy KXK, Moxe ChecTseHO Na
ce¢ YBEeIMYH TIPH JKEHa C HONBJIHATEIHH PUCKOBHU (axkTopH, 0CODEHO aKo HMa MHOXKECTBO PHCKOBH
taxTopH (Bx. TabnuiaTa).

DeMosieH € IPOTHBOMOKA3aH, axo AajieHa XEHa HMa MHOXECTBO PHCKOBH (DaKTOPH, KOUTO S U3JAarat Ha
BHCOK PHCK OT BeHo3Ha TpoMOoembonns (Bk. Touka 4.3). AKO najieHa Xe€HA MMa NIOBEUE OT €IHH PHCKOB
$haKkTop, BL3MOXKHO € YBeJIMUEHHETO HA PHCKA JIa € 10-TOISIMO OT CyMaTa Ha OTACIHHTE GaxTopH — B TO3H
cyuait 06T puck ot BTE 3a Hest TpsfBa fa ce npeuenn. Ako ChOTHOIIECHHETO MOA32/PHCK €& CYMTA 32
otpunarenno, KXK uve tpadBa na ce npeanuceart (Bx. ToUKa 4.3).

Tabanua: Puckorn paxropu 3a BTE

PHCKOB (paKTOp Komenrap _
HannopMeHo Terno (HHAEKC Ha PuckET 3HaUUTENIHO Ce YBENHYARA ¢ IOBHIIABAHETO HA HHACKCA
TenecHa Maca Hag 30 kg/m®) Ha TenecHa Maca (BMI).

OcobeHo BAKHO € Aa Ce MpeleHH, aKo ¢4 HaJTHLE U APYTH
PHCKOBHU (HakTOpH.

Tlput Te3u YCAOBHA € NPenOPbLYHTENHO YoTpebaTa Ha

roJyisMa XMpypruuHa HaMeca, nJIacTHP/Xam4ye/IpsCTEH Aa e NPEKPATH (B Cy4all Ha NlaHOBa
BCIKAKBa XUPYpPru4Ha HaMeca Ha Onepanys NOHe YSTHPH CEAMULY NO-PAHO) U MPHIOKEHUETO
KpaKaTa HJIM Ta3a, HEBPOXUPYPruyHa | MM Ja He 3amoyBa OTHOBO IO H3THYAHE HA BE CEAMMIA CIICA
HaMeca Hnd rojasgma TpasMa NEBJIHOTO pasasrkeaHe. Tpa0OBa 1a ce H3IOJI3Ba Apyr METOA 3a
KOHTPALIETIHA, 32 J1a ce u3GerHe Hexelana OPEMEHHOCT.
Tpabra na ce obMUCTH AaHTATPOMOOTHYHO JICUEHHE, AKO
yrorpefara Ha PeMOIEH He € NPEKPATEHA NPEIBAPHTENHO.

[Tpogb/oKuTE Ha HMODHIH3ALHA,

3abenexka: BpeMeHHa
HMOOHIIH3aLHA, BKIIOYKUTETHO
IbTYBAHE CBC camoset >4 Haca MOXE
ChILO Aa Obae pucKoB dakTop 3a
BTE, ocobeHO npy XKeHH C IpYrH
PHCKOBH (haKTOPH

Hanuure Ha $paMiHa aHAMHE3a AKO ¥Ma ChMHEHHE 3a HACJIEACTBEHO NPEAPa3sNONOKEeHHE,
(BeHO3Ha TpoMboeMObomMs NpH JKeHAaTa TpAORBA J1a Ce& HACOMH 32 KOHCYJITAL[UA CBC CIEHAHCT
Opat/cecTpa Wil pOAUTEN, 0COOEHO B | MPEAr Aa peluy AajH Aa H3M0/3Ba KXK.

CPaBHHUTENTHO MJIAAA BB3PACT, HATIP.
npean SO roauun).

Npyru 3a6onssaHus, cebpsanu ¢ BTE | Pak, cucreMeH yiyc epuTeMaTonec, XeMOIHTHYEH YPEMHYIEH
CHHIPOM, XPOHHYHA Bb3TajUTE Ha HonecT Ha 4epsara (Oonect
na Crohn MIM yIuepo3eH KOJMT) U ChbPIIOBHIHOKICTRYHA

aHEM U

Ocobeno HaA 35 rOUHH

HanpenBaiga Bb3pacT

HsiMa KOHCEHCYC OTHOCHO BBH3MOXKHATA PONS Ha BapHKO3HHTE BEHU ¥ TMOBLPXHOCTHMA TpoMOodiebur B
NOsIBATA WK NPOrpeCUPAHETO HA BEHO3HA TpoMbo3a.

TToBHIIEHHAT PHCK OT TpomGoeMOommsa MO BpeMe Ha OpeMEHHOCT H 0co0eHO Ha 6-CeIMUYHUA IEPHOS HA
MyepnepuyMa Tpa6Ba Aa ce WMa npeaBup (32 HHGOpMauMs OTHOCHO ,BpDEMEHHOCT M KBPMEHE” BXK.
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CnmnTomu na BTE Goxa BeHOIHa TpoMO03a 1 OegoapobHa emboaud
B cnyuail Ma CHMIITOMH, keHWTe TpaAGBa Aa Obaar MOCHBETBAHH Aa MOTHPCAT CMCIHA MENHIIHHCKA
NoMOll, ¥ A2 HHPOPMUPAT MEAHIMHCKAA CTICLHATHCT, e npuemar KXK.
CuMNTOMHTE HA AbJIOOKa BeHO3Ha TpomMbo3a (JIBT) Morat aa Biao4Bar:

— eIHOCTPaHeH OTOK Ha KpaKa W/HIH XOANAOTO, HAH (10 MPOABILKEHHE Ha BEHA B KPaKa,

— DoKa MIIH TEXECT B KpaKa, KOATO MOXKeE A C¢ ycellia caMo IIpK CTaBaHe Wil

XOJIEHE,

— 3aTOTJIAHE Ha 3aCeTHATHA KpaK; 3auepBsaBate WM MpOMAHA B 1IBETA HA KOXKATa HA KPaKa.
CumnroMure Ha 6enoapobna embonua (BE) Morar aa BKniouBar:

— BHe3aMHa N0ABa Ha HeOOACHHM 3aJyX HJIM YUEeCTEHO AMIIAHE;

— BHezallHA Kalljjulla, KOATO MOoKe fa Objie CBhp3ana ¢ XeMOITH34g,

— ocTtpa 00JKa B rpbAHHS KOLI,

— TEXKA 3aMasHOCT HH BUEHE HA CBAT;

—  YCKOPEH HIM HelpaBUJIEH ChPACUCH PUTHM.
Hskou OT Te3n CHMITOMY (HAmp. ,3anyX”, ,Kaunuina™) He ca cneundu4HA W OMXa MOTIH Ja ObJar
OrpeluHO MHTEPIPETUPAHU KATO MO-4ECTO CPEIlaHi HJIH HE TOJIKOBA TEXKH cLOUTUS (Hanp. KHEKIHH
Ha QUXATENHUTE MHTHLLA).
Nlpyry Mpu3HaUX Ha ChA0BA OKJIY3HA MOTAT [a BKJXOYBAT: BHE3aNHa Gofika, OTOK M JICKO MOCHHARAHE Ha
KpalHHUK.
AKO OKIY3HSTA CE€ NOJMydd B OKOTO, CHMINTOMHTE MOTaT 4 BapHpaT OT HeOOME3HCHO 32MBIIIABAHE Ha
3peHHUETO, KOETO MOXKE Aa nporpecupa 1o 3aryba Ha 3penme. IloHskora 3arybara Ha 3peHHE MOXe Jia Ce
NONYYH NOYTH BEAHATA,

Puck oT aprepuaana Tpomboembonns (ATE)

pn ennAeMUOJIOTHYHHE [IPOYYBaHHAS € YCTAHOBEHA BPh3Ka MEky ynoTpebaTa Ha KXK # yBenuueH pHCK
or aprepuanHa TpomOGoembonus (MH(apkT Ha MMOKApAa) HAM OT MO3BYHO-CHAOB WHLHACHT
(Harmp. MPeXoJHa KHCXEeMUYHA aTaKa, KHCYAT). ApTepHanHuTe TpoMOOeMOONUTHA cuOnTUS MoraT Ja Obaar
(paTalHA.

PuckosH dakropu 3a ATE

PuckbT OT aprepuanHi TpoMOoeMOONMYHY YCAOKHEHHS WM OT MOZBYHO-CHIAOB HHUMICHT ITDH JKCHH,
npuemaiid KXK, € ypeqHueH npy KeHUTE, KOUTO UMAT puckoen dakropu (BK. Tabnuuara). GemonaeH e
NpPOTHBOMOKA3aH, aKO Ja/eHa KEHA MMa eJHH CEPUO3eH MM MHOXECTBO DHCKOBR (pakTopH 3a ATE,
KOETO § MOCTaBY BBB BUCOK PUCK OT aprepHanHa TpoMOo3a (BX. Touka 4.3). AKO AaJICHa KCHA HMa
noBede OT ¢AUH PUCKOR (PAKTOP, BH3MOKHO € YBEHYCHHETO Ha PHCKA [a € No-TOJgMO OT Cymara Ha
HHAMBUAYAIHATE (AaKkTOpM — B TO3M ciyuad TpsGBa Ja ce npeucHd OOIIMAT pHUCK 3a HeA. AKoO
CLOTHOLIEHHETO nomsa/puck ce cumra 3a orpuuatesso, KXK He Tpabsa ja ce Npemnucear (BXK.
To4Ka 4.3).

Tabauna: Puckosn daxTopn 3a ATE

PHCKOB (paKkTOp KomenTap
Hanpenpatila Bb3pact Ocobeno HaA 35 rOAHHH
TIOTIOHOILYILIEHE Xenute 1pabpa ga ObaaT CHBETBAHHK Ja HE NMyLUAT, aKo

sxenadar na manomskar KXK. JKenu Han 35 roguHU, KOUTO
ITPONBJKABAT Ja NyLIAT, TPAOBA HACTOHYUMBO Aa Opaar
CHBETRAHH 1A U3MOJ3BAT PA3JIMYEH METOA Ha KOHTPALETL{HA.

OcoBeno BKHO NIPH JKEHH C AOIBIHMTEIHH PHCKOBH

XHNEePTOHHA R
HanHopMeHo Tero (MHAEKC Ha PHCKBT 3HAQUHTENHO CE YBE/IHYABA ¢ MIOBUIIABAHETOHA _'_f‘jf%
TenecHa Maca Han 30 kg/m®) HHexca Ha TejecHa maca (BMI). TN



thaxTopH

Hanuvyue na pamMunna anamHesa AKO BMa CBMHEHHE 3a HACNISACTBEHO NIPeAPa3NONOKEHHE,
(apTepuanHa TpoMOoeMbonug nmpu ’KeHara TpaOBa Jla C¢ HACOYH 33 KOHCYNTALHS CBC
GpaT/cecTpa WK POIMTEN, 0OCOOEHO B | CNIELUANIUCT, IPeJM Ja pelln famy Aa nanonssa KXK.
CPaBHUTENHO MJIaZa Bb3pacT, Hamp.
oA 50 rogueHy).

Murpena

YsenudaBaHeTo Ha 4eCTOTaTa RIIM TEKECTTa Ha
MUTPEHO3HHTE TIPUCTHIIH 110 BpeMe Ha mpueMane Ha KXK
(K0eTO MOXeE Ja € NPOAPOMATHO CECTOIHNIE Ha MO3IBYHO-
ChIOB MHLHAEHT) MOXe Ja CTaHe MPpHYHHA 3a He3a0aBHO
NPEKPATIABAHE HA NTPHEMA.

Hpyru 3a00n49BaHlA, CBEP3aHY ¢ 3axapeH auadeT, XMNEpXOMOUHCTEHHEMMS, KIAMTHO ChPACYHO
HEXENAHU ChAOBY CHOHNTHS 3ab0JigBaHe H TPEACHPAHO MBJKACHE, JHCNHIIONPOTEHHEMHA H

CUCTEMCH JIYNyC CpuTCMAaTo/1CC.

Cumoromu Ha ATE

B caywaii Ha cHUMITOMH, XeHHTE TpsaOBa Aa 6bAAaT MOCHBETBAHW 1a NOTBHPCAT CHEINHA MEAHLUMHCKA
NoMoIl K Aa HHPOPMHPAT MEJHIIKHCKHS CIIelHaNUCT, ue npuemar KXK.

CHMOTOMHTE HAa MO3BYHO-CHJOB HHLHUACHT MOTAT AA BKJIKOYBAT:

BHE3ANHO KM3TPBIBaHE HAH CNabOCT HA NUUETO, phLETe WIM Kpakara, oco0eHO OT eAHaTa
CTpaHa Ha TAN0TO;

BHE3AMHO 3aTPyAHECHHE TIPH XOJEHE, 3aMasHOCT, 3aryfa Ha PaRHOBECHE HITY KOOPAUHALIHA,
BHE3aIIHa O0BPKAHOCT, 3aTPYAHEH MOBOP HIIM 3aTPYAHEHO pasOHpaHe;

BHE3AMHO 3aTPYAHEHO BHXIAHE C €AHOTO UITH W C ABETE O4H;

BHE3AMHO, TEXKKO HIIM NPOABIDKUTENHO r1aBobonre 663 H3BECTHA NPUYHHAE;

3ary0a Ha Cb3HAHUE WAH NPHIAABK CLC HIH 0€3 Mbp.

[IpexoQHKHTE CHMIITOMH NPENONaraT, 4e Ch0UTHETO € npexoAaHa nexeMuyna ataxa (114A).
CuMnToMUTe Ha HHapKT Ha MHoxapaa (MM) Morat 0a BKIKOUYBAT:

Tymopu

Oonka, muckoM¢opT, HaNpeXEHHe, TEHECT, YCEIIAHE 32 TEKECT WAU CTAraHe B I'bpPIHTE,
PBKATA WM OA TPBAHATA KOCT;

JAHCKOMQOPT, pasfipocTpaHsaBall] ce KhM rbpba, YeniocTTa, IbpnoTo, phKaTa, CTOMaxa,
ycellaHe 3a CHTOCT, HATMYKE HA JTOWO XPAHOCMUNAHE MK 33]1aBAHE;

H3NOTABAHE, raJicHe, MOBPBIIAHE WK 3aMAsSHOCT;

npexoMepHa cnadoct, 6€3NOKOHCTBO UMM 3aaYX;

YCKOPEH HJIH HETIPABUJIEH ChPASUEH PUTHM.

Haii-paxHuAT pUCKOB axkTOp 3a UEPBHKAICH pak € Hann4yHa HPV HuHpekiua. B HAKOH enUAEMHOIOrHYHH
MPOYYBAHKA ¢e ChOOINABA 3a YBEJIMYeH PHCK OT paKk Ha MATOYHATA IHKHKa MPH [TPOAB/IKHTEIHA ymoTpeba
Ha KOK, HO Te Bce ouie ca MPOTHBOPEYHBY OTHOCHO CTETIEHTA, A0 KOATO TAa3H HAXOIKa MOXe Ja C& AbJDKH
Ha NpHApYXaBaily (aKTOpH, HAIPUMEDP LEPBHKANEH CKPUHHHT ¥ CEKCYATHO MOBEACHHE, BKIMIOUYBAIND
yroTpeba Ra 6apHepHa KOHTpaUETLHA.

MeTta-ananns Ha 54 eNUIeMIOIOTHUYHHA NPOYYBAHUS TOKA3BA, Y€ CHIIECTBYBA JICKO YBEJIMUEH OTHOCUTEICH
puck (RR=1,24) 3a ycTaHOBfBaHE paK Ha rbpiaata npH xeHW, uanonspald KOK. PHCKET MOCTEMEHHO
134€e3Ba B NpoabKeHHe Ha 10 roanHn cnea npekpatapade ynotpedara Ha KOK. TsH xaTo pak Ha rbpAarTa
ce Cpelia pagKo npu xenu noj 40 rogusy, ysenuueHHAT Opoif Ha 1MarHo3a Ha paKk Ha rbpaTa- HpEKEHy,
ynotpedapamy uin ynotpedssanu KOK, e Masbk B cpaBHEHHE ¢ 0OIIMA PHMCK OT pak HA. rbpnara Tgaﬂ-..,
NMpPOYYBAHHMS HE AaBaT JACKA3ETENCTBO 3a NPHYMHRA Bpb3ka. HabnioqaBaHoTO yBENHYSHHE Ha PHCKA MOXE %

Ja ce IBIKH Ha Io-paHHa AWarHo3a Ha pak Ha rbpaara npH xenu, usnonssaiuy KOK, Ha ﬁﬂonomlmme:

[

iug;ﬂ

'*:.‘-‘_‘-h-_—r..—-""

_r]i"l_]h@ ;f.’ll



edexty Ha KOK nnu Ha komGuuaums ot Asere. PakbT Ha rbpaara, JHATHOCTHLHPAH NPH YNOTPeOABALUHTE

KOK, e B mo-paHeH CTagn#i, OTKOJIKOTO TO3H, AHATHOCTHUHPAH NTPH XKEHH, KOMWTO HUKOra He Ca H3IT0JI3BAIlH
KOKX.

B peaku caydau nipu yrorpeba Ha KOK ce rabmonasat 200pokayeCTBEHH TYMOPH Ha “CpPHHS apob, a B
MHOTO pEAKH CIiydaH — 3JoKadecTBeHH. B W30JMpaHu ciydad, TE€3W TYMOpPH ca IPHYHHAIM
JMBOTO3ACTPALLABAIIN HHTpaabaoMuHanHu xemoparkd. Ilpu audepeHuranHa AvarHosa TpaOBa Ja ce
MUCTH 3a 4YepHOApoOEH TyMop Korato NMpu xeHu, B3uMauwy KOK ce nossar cuinu Oonky B ropHara
KOpeMHa oBAacT, yBeNHYeHHE Ha YEPHUS APOG HAM NPH3HALHM Ha UHTPaadAOMUHAJIHA XEMOparks,

3IoKadecTReHATE 3200 BAHHS MOTAT fa OBAAT KUBOTO3ACTpALIABALI HITH Aa UMAT (aTaIeH H3XOA,
Hpyau cocmosnun

¥KeHurte ¢ XUNEPTPHIIHIEPUAESMHA WIH ¢ (GaMuina OOPEMEHEHOCT ca ¢ YBENHYCH PDHUCK OT MOSBa HA
nagkpeatut npu yrorpeba Ha KOK.

Burpeky de npH HSKOM xeHH, npremai KOK uma cpolLieHus 32 noBHIIEHH CTOHHOCTH Ha KPBBHOTO
HanAraHe, KIHMHUYHO 3HaYMMaTa XUIEPTOHHUSA € pAAKOCT. BbIpekH TOBA, aKo 10 BPEME Ha NCUCHUCTO C
KOK ce 1osiBH KIMHHYHO 3HAUXMA XMIEPTOHUS, XKeNaTenHo € aa ce npexpark neyeudero ¢ KOK n za ce
NEKyBa XUIEpTOHHATA. B Ciydau Ha HEOOXOMHMOCT NpPH AOCTHrHATH HOPMOTCH3WBHH CTORHOCTH Ha
KpBBHOTO Hanarane, ynotpebara na KOK moxe na 6bae BE300HOBEHA.

CrelHATE CHCTOSHUSA ca CBBP3aHW WK Ce BOWaBaT npu¥ OpeMEHHOCT HaM ynortpedara Ha KOK, Ho
Bpb3kaTa UM ¢ KOK He e nokasaHa: XBbITCHHUA W/WIKM CHPOEXK, CBHP3AH € XOJECTa3a, obpasyBaHe Ha
XTBUHM KaMbHH; TOPMHPHS; CUCTEMEH JIYIyC €PUTEMATO3YC, XEMONMTHYEH YPEMUUCH CHHAPOM; XOpes
Ha Sydenham; rectalmoHeH xepnec; 3aryba Ha cnyxa, CBbp3aHa ¢ QTOCKICPO3a.

Tlpy MEHU C HACNENCTBEH AHTHOGNEM, CK3OTCHHWTE ECTPOTEHH MOFAT [a MHAYLHPAT HIH 0BOCTpAT
CUMIITOMMTE HA aHTHOEIIEM.

Tlpy OCTpM WJIH XPOHWYHH HapylleHHs Ha depHoapoOHaTa QyHKUMA MOXE A Ce HANOKY NPEKpaTABaHe
ynorpebata Ha KOK, n0kaTo ce HOpManu3Hpar YEepHOJPOOHMTE npobu. PenuauB Ha XOJECTATHYHA
SICBIITEHIIA, KOSTO 32 MPBB BT CE € NMOABKIIA 110 BPEME Ha GPEMEHHOCT MIM MpH MpeauiiHa ynorpeda Ha
NOJIOBM XOPMOHH, ChUIO Hajlara 1a ce npekpatu ynorpebara Ha KOK.

Benpekn ye KOK moxe Aa oxas3paT edekT BbpXy nepHpepHaTa pe3HCTEHTHOCT HA HHCYIIMH H TIIIOKO3HKA
TONIEPAHC, HAMA ACKa3aTeACTRA 338 HeOOXOAUMOCT OT NPOMIHA HA TEPANEBTHYHUA DEXUM IIPH AnabeTHUKH,
w3nomsBamy Huckonosobn KOK (chaspxamm < 0,05 mg eruHnNecrpaguon). Bee mak auabeTHUKATE
TpaGBa BHUMATENHO Ja ce Habmonagat, fokato npuemar KOK,

Bonectra Ha Crohn H yILEPO3HKUAT KONMT ce cBbp3BaT ¢ ynotpedara Ha KOK.

[Tousikora MOXe 1a ce MogBM XJioasMa, Hai-Beue NpH KEHUTE, KOUTO ca UMAalld X7i0asMa 1o BPEME Ha
6pemerHocT. KeHUTE ¢ NMPEAPasnoNoKEHHE KBM XII0a3Ma Tpsa0Ba ga H30SrsaT W3jarane Ha CHbHUE KW
ynTpaBroIeTORO 0GiIbuBaHe, Aokato npuemar KOK.

Besika OGBHTA TabaeTka OT TO3H NIEXapCTBeH NPOAYKT Chabpka 37,43 mg JakTo3a MOHOXHIPAT H 19,06 mg

3axaposa. IlajHeHTHTE C PEAKH HACTENCTBEHM NpoljieMd HA HENOHOCHMMOCT KbM tbpquma, CyRpaza ;.
H30MalTa3Ha HENOCTATHYHOCT, TANAKTO3HA HEMOHOCHMOCT, Lapp nakTaseH ACQHLMT ‘MM TNIOKOZ0- \\
rajakTo3Ha Manadbcopbius He TpAGBa Aa MpHUEMAT TOBA NEKAPCTBO. P
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[Toruinapaue Ha AJIAT

[lo BpeMe Ha KIMHHYHM mpoyuBaHus npu nanuent ¢ xenatuT C mupychu (hepatitis C virus, HCV)
nH(EKLHH, NeKyBaHH C IeKAapCTBEHH MPOAYKTH, ChAbpKAllM oMOMTACBUD/ NapUTANPEBUP/PUTOHABHD K
nacabyeup cbc M Ges pubapupuH, ce HabmojaBa 3HAUMTENHO MOBHIUIABAHE HA TPAHCAMHHA3HTE
(AJIAT) moBeue OT 5 ITHTH HAJX TOpHATA rpaHuuA Ha Hopmara (upper limit of normal, ULN), koeto ce
ClydBa 3HAUMTENHO I10-YECTO MPH JKEHH, YNOTpeOsABAIlM NEekapcTBa, ChABPKALIU CTHHUNECTPAAHOIN,
TAKMBA KATO KOMOMHHpPARH XopMoHanny KourpatentusH (KXK) (Bx. Toukn 4.3 1 4.5).

Meoduyuncku npeziedu/Koncyamaii

Ilpean 3anousaHe HJIM NOZHOBABAHE HA NMpHUEMa HA Mdemojied TPAOBA Aa C€ CHEME NbJHA aHaMHE3a
(BKIIOUHTENHO (aMHNHA anamHesa) ¥ Tpabea na ce m3kmouu OpemeHHocT. Tpabpa ma ce H3MeEpH
KPBLBHOTO HANATAHE M A3 ce Hanpard (QU3HKaJeH MNperyiell, pbKOBOACH OT TPOTHBOMOKAZAHHATA (BX.
Touka 4.3) ¥ npeaynpexaenusaTa (Bx. Touka 4.4). BaXXHo ¢ BHUMAHMETO Ha XKEHATa Ja ¢& HAaCOYH KbM
MHGOPMALIMATA 33 BEHO3HA B apTepHanHa TpoMDO3a, BKAOUHTENHO PHCKA TIPH ®emMoeH, CPaBHEH ¢ TO3U
npu apyrute KXK, cumnromure Ha BTE u ATE, u3BecTHHTe PHCKOBH dakTOpH U KaKBO Ja ce Tpasy B
cryvail Ha CbMHEHuE 3a TpoMOo3a.

¥euata Tpadra chuio Aa ObAC MHCTPYKTHPAaHA BHUMATENIHO Ja IPOYeTe JIMCTOBKATA 33 NnoTpeOuTENA U Ja
ce TIPHABPKA KbM JafCHHTE ChBeTH. UeCTOTaTa K €CTECTBOTO HA MperiefuTe TPAOBAa 13 CC OCHOBaBsaT Ha
yCTAHOBSHUTE MTPAKTHHECKH YKa3aHHA U 12 C€ aJanTHPaT 33 BCAKA OTAENHA XKEHA.

JKeuurte TpabBa Aa ce HAPOPMHUPAT, Y€ XOPMOHAIHHTE KOHTPAUENTHBH HE NPEAna3BaT ot HIV nHjpexmu
(CITHH) u apyru 6onecTH, NpegaBaHH 10 NONOB NbT.

Hamanena efpexmusnocm

KontpanentesHust edext Ha KOK Moxke fa ce Bioluy, HanpuMmep B Cllyyad Ha nponyckaHe [NpHeM Ha
tabnetku (Bx. Touka 4.2 Iponyckane npuem ma mabnemkiy), TACTPO-MHTECTHHAIHH HapyUICHUA (BK.
rouka 4.2 Cvgemu 8 cayuail HA 2QCMpPO-UHMECMUHQAHL CMyujerus) 110 BpeMe Ha ynorpefara Ha
TabneTKMTE MAM €NHOBPEMEHHO NpHJaraHe ¢ APYTH JIEKapCTBEHM MPOAYKTH (BK. TOUKA
4.5 BaapMonelicTaHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrH (pOpMH Ha B3aHuMoOneHCTBHE).

Bnhouen xoumpon aepxy yuKu1a

[Ipn wznonsBaHe Ha BeexkH KOK Moxe na ce MmosBH alUMKJIHYHO KbPBCHE (zauanBase MaH NpoOHBHO
KbpBEHE), 0coBEHO MO BpeMe Ha WBPBHTE MECEUM Ha ynorpeda. CneloBaTeNHO, MPEUCHKATa Ha BCAKO
AUHKIHWYHO KBPBEHE € OT 3HAUEHHUE CaMO Cliel a/lanTalliOHHHA NIEPHOA OT OKOJIO TPH IMKBIIA.

B ciyuaii, ye alMIKIAYHOTO KbPBEHE NEPCHCTUPA HIM C€ NOABARA CNEA PEAOBHM IIHKIH, TpsibBa a ce
W3KITIOYH HEXOPMOHANH4 TpHYMHA W Aa OBJAT NPCANPHETH aNSKBATHU NHArHOCTHYHH NeHCTRUA 32
H3KMOYBaHe Ha BpeMEHHOCT WK 370KaYeCTBEHO 3a00nssaHe, ToBa MOXE A2 BKIOUBA KIOPETaX.

[Ipy HAKOM KEHH cnen uuTepBana Oes TabneTku HE Ce NOsABABA MEHCTPYAIHO KLPBEHE. Axo KOK ¢
M3MON3BAH CIIOpPE] YKA3aHWATA ONMHCAHKM B Touka 4.2, MAJKO BEPOSTHO € XeHarta Ja € OpeMEHH#, HO-AKO
YKA3aHHATA HE CA CHA3CHH NPEAX MBPBOTO JIHNCBALIO Pe/IOBHO KbpBEHE Wil AKO ABA BT He ¢ [IQNBHY,
TaKOBRa KbPBEHE, TPAORA Ja ce Moy OpeMEHHOCT Npejid fa ce NPOABIKH uanon3eagero Ha KOK. - T\\\a



4.5 BianMoaeHCTBHE ¢ APYTH JeKAPCTBEHH MPOAYKTH B Apyra POPMH HA BIANMOJCHCTBHE

3abenekka: CneliBa Ja ce HampaBH CIpaBKa C NeKapcTBeHATa HHQOPMALMA 338 NPHIIATAHHTE €AHOBPEMEHHO
JIEKAPCTBA, 34 Ja C& YCTAHOBH Bb3MOXKHOCTTA 34 €BCHTYaJIHH B3aUMOJCHCTBHA.

Edexmu na opyzu rexapcmeenu npodyxmu gopxy Pemooen

Moe fa Bb3HHKHAT B3aMMOJICHCTBHA ¢ ApYTH JIEKApCTBa, KOUTO HHAYUUPAT MHKPO3OMAAHN €H3UMH, H
TOBA MOXE JIa JIOBEJE A0 NOBHIIEH KIHPBHC Ha TIOJ0BUTE XOPMOHMU, BOJELL KO NPOOUBHO KLPBEHE H/HIN
HaMaJleHa KOHTPAlECNTHBHA 3aL{HUTa.

KoHTpoun

EnzuMHa HHAYKIHS MOXE Oa ce HabmoaaBa cieli HAKOAKo AHH jeqeHne. ODHKHOBEHO MaKCHMAaIHATa
€H3HMHA WHAYKLHSA DIPOTHYA B PAMKHUTE Ha HAKOAKO ceAMHIM. Criell CripaHe Ha NEKApCTBCHATA TEpanua
eH3AMHATa HHIYKIWA MOXKE Aa NPOLBIIKH A0 OKONO 4 CEAMHULIN.

Xenn, nexysalmM Cce ¢ HSKOH OT Te3H JIEKAPCTBEHH NPOLYKTH, TpsAOBa BPEMEHHO XA U3MON3BAT H
6apueper merol B gonbiaHueHue koM KOK wnu na nzbepat gpyr MeTos Ha KOHTpauemuus. bapuepHust
MEeTOJ, 3a KOHTpauemuus TpaGBa Aa ce U3NOA3BA 110 BpeMe HA ENHOBPEMCHHOTO MPHIIOKEHHE Ha
neKapeTeaTa M 28 IHM CIIeJl CIUpaHETO MM. AKO MEPHOABT, MO BPEME HAa KOHTO € WanonspaH OapuepeH
MEeTOJl, NPOABIIKH M CJIEH NPHKIoUBaHe Ha TabneTkute ot onakoskata KOK, cnexsamara onakoska KOK
Tps6Ba Ja Obe 3anouHaTa 6e3 oouvaiinus nepuos 6e3 TadeTkH.

Bewecmea, noewuaeauu xaupenca na KOK (namanena eguracnocm wa KOK nopadu ensumua
UHOYKYUA), Hanp.

dexuronn, GapOHTypaTH, NMpEMHIOH, kapOamazenwH, pU(paMOUIHMH, a CBIIO Taka € BbH3MOXHO H
oxckapbazenHH, Tonupamar, dendamar, rpuzecdyyBHH U MPOAYKTH, CBABPKAIM OMIKaTa XKBIT
KaHTapPHOH.

Beujecmea c sapupauy eghexm avpxy kaupvrca va KOK, nanp.:

[Tpu ennospemenso npunoxenre ¢ KOK muoro HIV/HCV nporeasHu HAXHOHTOPH H HCHYKICO3MAHH
MHXUOUTOPH Ha o0paTHAaTa TPAHCKPHNITa3a MOXE N3 MOBHIUAT HIH HAMAJST TUIA3MEHHTE KOHUEHTpAlMH
Ha €CTPOrEHA WM IPOTeCTHHA. Te3n NpOMEHH MOXKE Aa ObaaT KITHHHYHO 3HAUYMMH B HAKOU Cly4ai.

Bewgecmea, nonuncasawu kavpvhca va KOK (ensumuu unxubumopu)

CuiiHH v yMepeHo cuiHe uHXHOuTopy Ha CYP3A4 Kato a30/10BUTE AHTHMHKOTHLUY (HAIP. HTPAKOHA301,
BOPHKOHA30J1, PIYKOHA30J), BepanaMuji, MAKPONHIH (Halp. KNapUTPOMULMH, EPHTPOMHLIHH), AWJITHA3EM
H COK OT rpeiimdpyT Morar Za MOBHULLUAT TUIASMEHHTE KOHUEHTPAIHH Ha €CTPOTEH UK NPOTECTHH, WJTH H
ABETE.

Eroprkokcub B 103u or 60 no 120 mg/ieH e nokaszan MOBMINABAHE HA MIA3MCHHTE KOHHEHTPAUMH Ha
erynunecrpaaion 1,4- no 1,6-KpaTHo, CHOTEBETHO KOraTo ¢a NPHEMAHH €AHOBPEMEHHO ¢ KOMOHHUpaH
XOPMOHAJIEH KOHTpaLenTuB, chaspxaty 0,035 mg eTuHHIECTPaHO.

Egexmu na KOK evpxy opyzume nexapcmeenu npooyKmiu

[lepopafHHTE KOHTpAaLEeNnTUBM MoOraT Ja MOBAMAAT MerabonM3mMa Ra JApYyryu JieKapcTsa. C‘hn:memg

MJIa3MEHHTE M THKAHHHTE KOHLUEHTpAlMH MOrart Aa ObAar MOBHLUIEHHW (HAIpuMep uumuempnn) HJIH \

HaMalJIeHH (HanmpuMep JTJAaMOTPHUIHH ).



In vitro, etuannecrpajuon ¢ odbpaTum aHxubutop Ha CYP2CI19, CYP1A1 u CYP1A2, xakro U 6azupaH
Ha MeXaHu3Ma Ha neiicTeue HaxubHTOp Ha CYP3A4/S, CYP2CE v CYP2)2. B knuHHYEM NPOYYBaHHUA,
NPUJIOEHHETO HA XOPMOHANHK KOHTPALENTHBH, ChAbPXKAIUH ETHHHJIECTPAMHO, HE € JOBENO A0 HHKAKBO
HJIH € JOBEJO camo A0 cnabo MOBHIIABAaHE HA IIa3sMEHUTE KOHUEHTPaUMH Ha cyOCTpaTuTe Ha CYP3A4
(Hanp. MHAA30/aM), JOKATO IUIA3MEHHTE KOHLUEHTpPauMH Ha CyOCTpaTHTE Ha CYPIA2 moxe na ce
NOBHIAT c1a6o (HATp. TCO(HIHN) AWM yMepeHO (Hanp. MEJATOHKH ¥ TH3AHHIHH).

DapMaKoOUHAMULHY 83AUMO0CUCMEUR

EnnoBpeMennata ynotpeda ¢ NekapcTBely NPoAYKTH, ChAbPKaliiH oMOuTACBHD/MapHTANpeBUp/
PUTOHABHp H HacabyBup, ChC WK 63 pHOaBHpUH MOske 1a YBEJIHYH PHUCKA OT MOBHIIABAHE HA AJIAT
(Bx. Touku 4.3 1 4.4).

[To Ta3u npu4KHa, ynorpedapamure Oemonen TpsdBa Aa MPEMHHAT KbM ANTEPHATHBEH METO Ha
KOHTpaLENnuus (Harp. KOHTPALENLKS CaMO C NPOrecTaren WM HEXOPMOHAIHH METOAH) NPELH 3aM0UBaHe
Ha Tepallis ¢ TO3H peskiM Ha komOuHaums. [IpueMbT Ha DeMOACH MoXeE N2 ¢e 3aN04HE OTHOBO 2
CEIMHLY ¢JIe/ 3aRbPIlIBAHE HAa TO3W KOMOUHHPAH PEKHM Ha JIEUEHHE.

Apyzu opmu na ezaumodeiicmeue
o Jlabopamopru mecmoee

YrnorpebaTa Ha KOHTpALCITUBHY CTEPOHIY MOXE 112 NOBNUAE BLPXY PEIYNTATUTE OT HAKOH NabopaTopHu
. TecToBe, BKIIOYATENHO OMOXHMHYHHMTE MapaMeTpH Ha 4epHOApOOHATa, THPOHAHATA, HandBOpeyHaTa H
GbOpeyHara (yHKUMS, [UIa3MEHATA KOHLEHTpauus Ha (TPaHCTIOPTHHTE) MPOTCHHH, HANPHMED
KOPTHKOCTEPOUA-CEbp3Ballysl NOGYIMH H NANHAHKW/IANONDOTEMHHN (paKIMM, TNapaMETpHTe Ha
OGMSIHATa HA BECHEXMIPATHTE W TApaMETPWTE HA KPEBBOCHCHpBaHeTO H GQubpunonunzara. [lpoMeHuTe
OOHKHOBEHO ca B ITOpSAbKa Ha HOpMaTa.

Jabenexka: JlekapcTseHaTa HHGOPMALIHS Ha CHITBTCTBAILIOTO NiEYeHKE TPAObBa fia Oble pasrieiaHa ¢ el
OTpeensHe Ha NOTEHIHAIHE B3aMMOAECHCTBHS.

4.6 DepTHANTET, OPEMEHHOCT A KEPMEHE

bpemMeHHOCT

demoneH He € TIOKa3aH 3a NPUAMKEHHE M0 BpeMe Ha 6peMEHHOCT. AKO BB3HHKHE OpPEeMEHHOCT IO BpEME
Ha npHeMa Ha eMOJEH, MO-HATATBIUHOTO My NpUIOXKeHHEe TpiAOBa Aa 6bJe nmpeycTaHOBeHO. BBIpeKkH
TOBA, TIPH NPOABIDKHTENHH ENMHACMHOJOTHYHH NpPOYyYBaHHA HC € OTKPHT IOBHINCH PHCK OT BPOACHHU
nediexty v Aella, ponend ot Maiikn, wimomssam KOK npean OpemenHocTTA. He e ycTaHOBEH TEpaTOreHeH
efpext, xoraro KOK ca npueMaH# IpH HeyCTaHOBEHA PaHHA OpEeMEHHOCT.

Ipu BB306HOBARaHE Ha Nprema Ha PemomeH TPAOBA J]a ce MMa MPEABALL NOBHLICHHAT PHCK OT BEHO3HA
tpomboembomua (BTE) mo BpeMe Ha CNeIPOAOBHA NepHOX (BXK. TOUKH 4,2u44).

KbpmMmene

KOK moraT fa okaxar edbekT BbpXy KbPMEHETO, KATO HaMAJIABAT KOJAMYECTBOTO Ha KbpMATa-# [IDOMEHAT:,
Heliums cheTap. ClenoBaTeNnHo, He ce nperiopbusa ynorpebara na KOK, noxaro malixaTa Me onpe 1 %
KbpMH., ManKi KONMYECTBA KOHTPALIENTHBHU CTEPOMAM H/MIH TEXHH mMeTaloNuTH MoraT Aa ce ..
EKCKPETHPAT B KbpMATA. S T

Lor 2
“1'. ['.i}-'- !|:
b
LA
NS

e I 5
[P

-
o



4.7 EdexTH BEpXY CIOCOGHOCTTA 32 OopHpane n padoTa ¢ MAIIHEY
He ca nposexiand NpoyuBaHHA 32 €PeKTHTE BBPXY CNIOcOOHOCTTA 3a LiIogHpare U paboTa ¢ MalllkHAY. He

ca 6un¥ nHabmopmapaHyd eeKTH BHPXY CHOCOOHOCTTA 3a Lofupane W padoTa ¢ MAIMHK NPH XKCHA,
npremaiiy KOK.

4.8 Hexenanu JeKapCTBEHN PEAKINH

Pesrome Ha npodnaa Ha Ge3cnacHocy

Haii-decto chobiiaBanATe Hexenaud peakuun ¢ Oemozed ca rajeHe, KOpeMHa Oonka, yBenHyasane Ha
TErNoTo, rMaBoGoue, NeNpecBHO HACTPOEeHHKE, MPOMEHH B HACTPOSHHUETO, OONKA B I'bPAUTE, HANPEKCHHE
8 repauTe. Te ce nosegsar npH >1% OT NaHEHTKHTE.

Cepuo3HITe HEXKENANH PEAKIIHM €2 apTepHansa M BeHO3Ha TpoMbBoemOomnHs.

ClHchK HR HEKEJIAHNTE peaKnHy B TabJAu4eH BUN

[Mo-zomy ca H3GpOEHH HEXeNaHH PeakuyH, KOWTo ca chobasany npy ynotpeda Ha KOK, HO mpy XOHTO
Bpb3kaTa ¢ KOK He e 61Nia HHTO NOTBLPIEHA, HATO OTXBhpJICHA™:

CucreMo-opranHu -
IE00Be pra Yeern HeuecTn Peakn
1/100 > 1/1 000 u < 1/100) | (< 1/1 000
(MedDRA) = ) ( )| C )
HenoHoCHMOCT KbM
Hapylienyd Ha ouuTe
KOHTAKTHH JICLH
CroMallHO-YPeBHH I'anene IloBpouiaHe
HApYIHECHUS Kopemnua Ooska Nuapusd
HapyiiieHHs Ha AMYHHATa
PyLIcH vH CBpBX4YBCTBHTENHOCT
CUCTEMA
BenozHa tpomGoembonus
(BTE)**,
Cb/10BU HApYLICHHS
ApTepHaliHa
rpomGoembomus (ATEY**
AHYaBAHE Ha
Hacnenpanns YBesH He Hamangsane Ha TErAOTO
TErIIOTO
HapyweHud Ha 3anppxxa Ha
MeTabonu3Ma H XpaHEHETO TEUHOCTH
HapyineHua Ha HEpBHATA
Py P I'masobonue MurpeHa
CHCTEMA
HenpecHBHO
HACTPOEHUE
TIcHXMYHY HApYIUEHUS P Toumwkeno nmuduno | [losuieHo nubuao
[TpoMeHH B |
HaCTPOCHHETO
Hapynienus Ha bonka B repAHTE
by PAKILE, Xnneprogus Ha BaruHanHa ceKperust
BH3NPOU3IBOAHTEIHATA HanpexeHue B |
I'bPAHTE Cekpeuss oT IEPAHTE
CUCTEMA H I'bpJATa IBPAHTE T
Hapyluerus Ha KOXaTa U 3auepBsABaHE EputeMa HofloayM " - [N
MOJIKOXHATA THEKAH YpTHKApHS Epurema MmynTagopme - | -



* PsnonssaHu ca Hait-mopxommuste MedDRA Tepmunn (12.0 Bepcrs) 3a OMUCBaHE Ha ONPENCNICHH
HexenaHu peakiii. CHHOHRMH HITH IOAOGHH ChCTONHUS HE Ca OMHCAHH, HO TPAOBA Aa ce HMAT MPEABHA.

- YecTOTata € H3YHCIEHA OT ENWACMHONOTHYHM IpPOy4YBaHki, oOXBaliaiy rpyna 0T KOMOMHHpaHH
OpATHH KOHTPaleNTHBH.

-, Benosua TpomGoembomus (BTE)**, Aprepunanta tpomboembonus (ATE)*** obobwasar cneanure
MEIUHIMHKA NOHATHS: nepudepHa ab10oka BeHO3Ha oKily3us, Tpombosa u embonus / benoapobHa
CBIOBA OKIYy3Ws, TpoMOo3a, emGonus u uHpapkt / Hadapkr Ha MHokapaa / Mo3ssyeH MH(papKT U
HHCYJIT, KOMTO He ca ONMpeescHN KaTo XeMOoparuiHm.

OnHcanHe Ha H30PAHN HEKENAHN JEeKADCTBEHH Peakuuu

HaGmonaBaH € NOBHILIEH PHCK OT apTepHallHd M BEHO3HYM TpoMOOTHUHY ¥ TpoMOOeMOONHUHH ChOHTHS,
BKJIOUMRTENHO MH(DAPKT Ha MHOKAapJa, WHCYNT, NMPEXOAHH HCXEMHYHH aTakd, BEHO3HA Tpombo3a H
GenoapoGua eMOOIHs, IPY XeHH, usmonsBamn KXK, kouto ca o6chiesn no-oapobro B TOUKa 4.4,

HexenaHuTe peakliM ¢ MHOMO HHCKA 4eCTOTa HIH CbC 320aBeHa nposiBa HA CHMIITOMH, KOHMTO Ca
ONpelesicHy KaTo CBBP3aHH C TPYNaTa Ha KOMOHHMpPAHHTE OPATHH KOHTPALENTHBH, ¢a U30poeHH 10-A01y
(BUXTe chillo TOYKR ,JIpoTABOMOKa3aHHA” H ,,CNELMANHY NpPEAYNPEKACHUS W NpEANnasHy MEPKM MpH
ynotpe6a”):

T yMopu
UecToTaTa Ha AUArHOCTHIKPAHE HA PaK HA MbpAaTa € MHOIO ¢1ado MOBHILEHA TPH JKEeHH, H310J13Balli
OK. Tsi kaTo pak Ha rbPAATA Ce HAOMIOAARA PARKO NpH XEHH HAa BB3pAcT noA 40 roavHH, pa3ivKara €
MaJjika B CpaBHEHNe ¢ OOIIus PHCK OT pak Ha rbpaata. IIpHunHHO-clIeACTBEHATa BPb3ka ¢ ynoTpebara
Ha KOK He e u3BecTHA.

» YepnoapolOHy TYMOpH {106pOKAYECTBEHH H 3J10KAYECTBEHH)

Hpyeu cecmonnus

¢ KeHu ¢ XHIEpPTPHIIMLIEPHAEMHS (TIOBUILEH PHCK OT TAHKPEATHT, Korato ce usnoassat KOK)

* XHNEepTOHUA

» ITospa WM BNOIMAaBaHe HA 3a00NABAHHA, IPH KOWTO BpB3KaTa ¢ eqHOBpeMeHHaTa ynotpebata Ha KOK
He ¢ YOemUTENHa: KBITEBHIA H/inK copOexK, CBbP3aHH ¢ XonecTasa; obpasyBaHe Ha XKII'bUHH KaAMBHH;
nopdupHs; CUCTEMEH JYIYC EPUTEMATO3YC; XEMOJHTHYEH YPEMHUYEH CHHAPOM; XOpesd Ha Sydenham;
recTAIMOHEH Xeprnec; CBbP3ana ¢ OTOCKepo3a 3aryda Ha ciiyxa

e Tlpv eHH ¢ HACHENCTBEH aHIMOSEM, EK30T€HHHTE ECTPOrEHHTE MOrAT [a MPeAM3BHKAT WX 000CTPAT
CAMIITOMHTE HA AHTHOSHEM

* UYepHoapobuu GyHKUHOHANHH HAPYIUICHNUA

» [IpoMeHH B MTIOKO3HMA TONEPAHC WIH MOBNHABAHE Ha MepHdepHaTa HHCYAHMHOBATA PE3HCTEHTHOCT

* Bonecr Ha KpoH, yiuepo3eH KOJIUT

¢ Xnoasma

B3aumooeiucmeus

[poOuBHO KEPBEHE W/HIH KOHTPALENTHBEH HEYCNEX MOrar Jia c¢ IOABAT B Pe3yNTaT OT B3aUMOAEHCTBHE
Ha JAPyrH JexapcTBa (EH3MMHH HHAYKTOPH) € OPaiHH KOHTPALEeNnTHRY (BHXTE TOUKA “ B3aumONeicTBHE C
APYTH JeKAPCTBEHH NTPOAYKTH W Apyrd HOpMH Ha B3aHMOJIEHCTBHE”).

Cro0laBaHe Ha NOAO3UPAHY HEXeAaHH peakliiy | D e

CrobuaBaHeTo Ha NMORO3NPAHH HEXENaHW PEaKlWH Cnej paspemiasane 3a ymorpeba Ha ,&TBKapC'I‘BBHHH\:;_

MpoAyKT € BaxHo. ToBa Nno3BOAfBA [a NMPOABIDKY HaOMIOACHUETO HA CBOTHOILICHHETO ﬂousa/pucm 3&

JIEKAPCTBEHUS MPOAYKT. OT MEJHUMHCKUTE CIEHATMCTH C€ H3HCKBA fa chobliaear Beska no,uoaupaﬂa

HEXKECJIaHa PeakKImuia upe3 HansaHuTeNnHaTa areHius no JEKApCTBATA
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4.9 Ilpexosnpane

Hama crOOLIeHHS 32 CEpHO3HH BpeAHM edexTd npu npegosupane. Ha Gasata na oOwws omur ¢
KOMGHHUDaHH TepOPalH¥ KOHTDAUENTHBH, CHMIITOMHMTE, KOHTO OOMKHOBEHO Morar Ja c¢ MNOABAT,
BIUIEOMBAT. TafieHe, NOBPhILAHE H OTMaJHO KbpBeHe. OTNaAHOTO KbpBEHE MOXE Aa CC MpOABH AOPH MpH
MOMHYETATA NpeJy MEHapXe, ako caydaifHo NpHeMar JiekapCTBEHHs NpoRykT. HaMa crennanty aHTHAOTH
1 TIOCJICABALLIOTO JICUEHHE cneasa Ja Obje CHMIITOMATHYHO.

5. @OAPMAKOJIOrHYHH CBOVMCTBA

5.1 <dPapmaxoAHHAMHYHH CBOJiCTBA

dapmakoTepaneBTHYHa rpyna: I[IpOrecTOreHH M €CTPOTeHH, (MKCHPaHW KOMOHHAUWH, ATC xox:
GO3AAID

Konrpauentusaust edext Ha KOK ce Gasupa Ha B3auMoseHcTBHE HA MHOKECTBO (HaKTOPH, HaH-BaXKHUAT
OT KOWTO € NOTUCKAHE Ha OBYALUATA U ((POMEHN B UCPBHKAITHATA CEKPELUL.

IMocTMapKeTHHTOBU MpoyuBaHud 3a 6E30MacHOCT Ca MOoKas3aly, Ye 4ecToTara Ha AHarHoCTHIAPAaHe Ha BTE
papupa Mexay 7 no 10 Ha 10 000 xenu-ronvun npu npuemane Ha KOK ¢ HHCKH 103 €CTPOreH (<50 ug
eTuHUNECTpaauoN). Hal-HOBHTE JaHHW [OKA3BAT, |eé UECTOTaTa HAa AMArHOCTHIMpAHE Ha BTE ¢
npubnusuteano 4 Ha 10 000 xenu-roaunu npy npueMane Ha KOK OT %EHH, KOMTO He Ca OpeMeHHH, U
papupa Mexay 20 1o 30 ua 10 000 sxerH-rognHH NpH OpeMeHHH JKEHH WM TaKHMBA CICH PAKAAHE. |

Nosumenust puck ot BTE, acouuupaH ¢ ynotpebara na KOK, ce npuIlHcBa Ha €CTPAreHOBHSA KOMIIOHCHT.
OcTapa HayueH NebaT OTHOCHO KaKBBTO M Ja € MoAymupan] edekT Bbpxy pucka oT BTE oT cTpasa Ha
nporecTHioBHs KoMnoHeHT Ha KOK. EnupeMHONOrHYHHTE NpPOYYBAHHA, CpaBHABAIUM pHCKA OT BTE,
acouuupan ¢ ynorpebara Ha KOK cpabpxainiy eTHREIECTPATHON/TECTOAEH, C PHCKA NIPH ynorpedara Ha
KOK, chbabpiKalLlM JIEBOHOPTECTPEN, ca [TOKa3anH PasnuuHH pesyntaTi. Hakou mpoyuBaHHA Ca NOKasaiH
No-BHCOK PHCK 3a €THHHJIECTPAAWOJ/TeCTOAEH, NOKATO APYrH NPOyYBaHHA HE €a OTKPWIIM DA3JiHKa B
pHCKa.

Ocsed npeanassaHero ot OpeMeHHocT, KOK uMar MHOXECTBO MONOKHTCIHH e)eKTH, KOUTO 3aeAHO C
OTpHUATENHUTE TakuWBa (BWXKTe Toyka 4.4 CneudanHd OPeNynNpekKACHHs H NPEANasHH MEPKH IpH
ynotpeba, Touka 4.8 Hexenann j1ekapCTBEHH PEaKLHM) MOTAT Jia MOBMHAAT BBPXY H300pa Ha METOA 3a
KOHTPO/ BBPXY POKAAEMOCTTAa. MEHCTPYanHMAT LMKbj CTaBa TIO-PEAOBCH, MEHCTpyauus#Ta CTasa fo-
0e300JIe3HEHa, 2 KbpBeHeTo Mo-cnabo. Topa mMOoXke a JOBEAC AQ HAMAJISIBAHC HA XKENEIHHA OChULIHT.
OcBeH TOBAa, MMA J0KA3aTeICTBA 33 HAMaJABaHE Ha PHCKa OT pak Ha EHAOMETPHYMa M Ha AHYHULMTE.
ChIo Taka, WMa JOKazaTelNcTBa, ue no-ucokuTe aosu KOK (0,05 mg ermnunecTpaaHon) HamajsBar
pHucKa OT OBApPHAIHM KHCTH, BH3NANHMTENHH TA30BX 3a00NdABaHWA, HOOPOKAauECTBEHH 3abonsABaHUs Ha
rbpOYTE H eKToNHYHA OpeMeHHocT, He e moTbpAcHo, Y€ TO3H eeKT ce OTHAcH M 32 HACKO-ZI030BHTE
KOK.



5.2 dapmMaKOXHHETHYHH CBOHCTBA

Iecmooen

Abcopbums
T[IpUNOKEHHAT NepOpPaTHO recToleH ce abcopbupa 6Bp30 M NouTH HanbaHO. Criesl SAHOKPATEH NpHEM Ha

demoeH ce NOCTHIa MakCHMAllHa cepyMHa KOHLeHRTpanus oT 4 ng/ml 3a okono 1 yac. bHOHAIMYHOCTTA €
ox010 99 %.

PasnpeneneHue
TecToNleH ce CBLP3BA ChC CEPYMHHUS anGyMuH u rio6ynuHa, cBbp3satl nonoeure xopmonn (SHBG). Camo

1-2% ot o6iara My cepyMHa KOHUEHTpauus e noj gopmara Ha cBobOZeH crepoun, a okono 50-70% ca
cneunduuHo cpbp3any cb¢ SHBG. ETununectpaguon-uHayuupaHoro nosumasane Ha SHBG Banse Ha
MPOLEHTA HA TeCTOLEH, CBbpP3aH ChC CEPYMHHMTE NPOTEHHH, KaTO NPHYHHABA YBC/IHYABAHC Ha SHBG-
CBbp3aHaTa (paxilis M HaMaisBaHe Ha anbyMHH-cBbp3aHaTa (pakuus. OOeMbT Ha pasnpeleNieHHe Ha
rectoaes € 0,7 lkg.

buoTpancpopManus

[ecTOACH ce MeTaGONH3Npa HANBIIHO 110 TIO3HATHTE MeTAOONHUTHH NETHILA HA CTEPOHAHHA META0OIHIEM.
MeraGonuTHusT KaupbHe oT cepyma € 0,8 ml/min/kg. He e ycraHOBeHO NpAKO B3aHMOAEHCTBHE C
e AHOBPEMEHHO NIPUJIAraHusl ETHHUNECTPAaaHOL.

EJMMUHHpaHe
CepyMHaTa KOHUESHTpallHd H& TFeCTOAEH Hamanssa B JiBE dasn. Kpajinara daza Ha OTAenAHE Ce

XapaKTepu3upa ¢ eMMHHALMOHEH MONYKUBOT OT 12-15 uaca. I'ectofieH HE ce eKCKPETHPa B HENPOMEHEHA
¢opma. MeraGonuTHTe MY C€ EKCKpeTHpar B YPHMHaTa H K/IbukaTa B CHOTHOLUCHHE 6:4.
ENMMHHAUHOHHHAT MOTYKHBOT Ha MeTabOMUTHTE € 0KOJIO | JICH.

JIMHe fHOCT/HeTHHEHHOCT
dapMakOKMHETHKATA HA recTodeH ce Bause oT SHBG HuBaTa, KOUTO C€ NMOBHIIABAT TPUKPATHO, KOTATO CC

npunara eAHOBPEMEHHO C €THHHNecTpaauo. Cleln eXeIHEBeH NMPHUEM, CEPYMHHTE HHBA C€ TOBHUILABAT
4EeTHPHKPATHO, JOCTHIalKH CTAIMOHAPHH CHCTOSHHS NPE3 BTOPATA NONOBHHA HA Ne4eOHU LHKDIL

Emununecmpaduon

Abcopbuug
ITepopajiHO NPHIIOKEHUAT ETHHHIECTPARKON Ce abcopbupa OBpp30 W HaNbIHO. MakCHMallHaTa CEPYMEa

koHLeTpauHs oT npubausutenno 80 pg/ml ce goctura 3a 1-2 waca. Tlo Bpeme Ha abcopOIyATa H MEPBOTO
NpeMMHABAHE NPE3 YEPHHA APob eTHHHNECTPAAMOI ¢ METaboNIN3Npa 3HAYUTENHO NPH CpeliHa MepopajiHa
GHOHAJIMYHOCT OT OKOJIO 45% ¢ roneMn HHMBUAYaNHH pasaruus oT 20-65%.

PasrpeaencHue
ETUHHIECTPAIHON Ce CBBP3Ba HecmeuuduiHO B 3HAUMTENHA CTEIeH ChC CepyMHUTE anOyMMHH (OKOIO
98%) W noBMIlNaBa cepymMHaTa koHueHTpauus Ha SHBG. H3unucaeHHAT obeM Ha pasmpeaeneHHe € OK0JIO

2.8 8,6 I/kg.

buoTpanchopMalHs e
ETnnunecTpaauon ce nopjiara Ha npeicHCTeMHO KOHIOTHPAaHE B JIMFABHLATA HA TBHKHUTE yepBa o ‘B YepHAS .

apo6. ETnHunecrpanuon ce Metaboanstpa NnpeinMHO 4pe3 apoOMaTHO XMAPOKCHIIMPAHE, HO ce".daopMprajr’uu ) 3{:-,&
MHOTO XHIPOKCH/IVDAHH ¥ METHAHPAHW METaGONIMTH, KOMTO NMPHUCHCTBAT B CBOOOJEH BHJ HIH KaTo:. -
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KOHIOTaTH C FMOKYPOHIH K cyiibati. MeraGonutauar wimpsHe € 2,3 — 7 ml/min‘kg.

EnyuMuHHpane
CepyMHATA KOHLUEHTPAUHA Ha CTHHHJIECTPATHON HaMalliBa B 1Be d)a3u, XapaKTEPHIUPALLHY CE C TONYKHBOT

or okomo 1uac M cporBeTHO 10-20uaca. He ce ekcperwpa B HENpPOMEHEH B, a TOA (OpMa Ha
MeTa0OIMTH Upe3 ypHHATA H %UTHYKATa B CbOTHOWEHHE 4:6. MeTaDONHTHUAT eNTHMHUHAIUOHESH MONYKHBOT
e OKOJI0 1 neH.

JunelinocT/He IMAEeAHOCT
Crnopej; pasnuyHHS NOMYKHBOT Ha KpaHHATA €NHMHHAIMOHHA dasza oT cepyMa M HauHHA HA XpaHeHe

CTAUMOHAPHH CEPYMHH KOHUSHTPAIMH Ha ETHHHIIECTPAIIOI Ce JIOCTUIaT CJe] OKONO €/iHa CCAMUIIA,

5.3 [IpenxkaHHAYMHKR JaHHH 338 0€30UaCHOCT

HexknHHUYHUTE NRAHHU HEe MOKa3zsaT oco0eH pHCK 3a xopa Ha 0azara Ha KOHBEHUHOHAJNHMTE
papMakoJNOFMYHH TIpoyuBaHHMA 32 6€30MacHOCT, TOKCHYHOCT TMNpH MHOIOKPATHO  MPHJArase,
reHOTOKCHYHOCT, KAPIMHOTCHEH MOTEHIUAN, PeMPOAYKTHBHA TOKCHUHOCT H TOKCHHHOCT 38 Pa3sBHTHETO.
Bohpekn Topa TpsOBa Aa Ce MMa B NMPeABHA, Y€ MOJIOBHTE CTEPOM/H MOraT [a CTHMYJHpPAT PacTeXa Ha
omnpeleNeHd XOPMOHATHO-3aBHCHMH ThKaHU K TYMOpPH.

6. CAPMANEBTUYHH JAHHH

6.1 Coucsk B2 NOMOIHHUTE BellleCTBA

Kanuues kapboHar
JIaKTO3a MOHOXUOPAT
makporoa 6 000
MArHe3®eB CTeapar
LapeBHWYHO HHLUECTE
MOHTAH-TJINKOJIOB BOCEK
nosunoH 25 000
noeuAoH 700 000
HATPUEBO-KaNLieB eAeTaT
3axaposa

TajK

6.2 HechLBMECTHMOCTH

Henpuioxumo

6.3 Cpox Ha TOZHOCT

S FOAWHH

6.4 ChneuHa/llHd YCJIOBHA 32 ChXpaHeHHE

4 He ce cuLXpaHgsa Hax 25 °C. Jla ce na3u OT CBeT/HHA. lmmm—



6.5 BujgH chLALPKRAHHE HA ONAKOBKATA

demosed ce Openyara B OnMcTepH, Chabpxkamy 21 TabnetkH Wik 3 x 21 Tabnerkd, ChCTABEHH OT CJIOH
ONHUBHHUNXIOPHA W alYMHHHEBO (POIHO.

He Bcuuky BUIOBE ONaXOBKH Morat A2 Obar nychaTH B npoaaxoa.

6.6 CneunajHd NpeANA3HE MEPKH NMPH H3XBLPJAAHE H paboTa

Hsama cneidanHy H3HCKBaHHUA.,

7. TIPUTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Bayer AG

Kaiser-Wilhelm-Allee 1

51373 Leverkusen

['epMmanus

8. HOMEP(A) HA PASPEIIIEHHUETO 3A YIIOTPEBA

Perucrpanuonen Homep: 20010359

9. JIATA HA IBPBO PA3PEINABAHE/MIOJHOBABAHE HA PA3PEHIEHHETO 3A
YIHOTPEBA

JlaTta Ha mepBO paszpemaBane: 17 anpun 2001 r.
Nata Ha nocnieHo nogHoBsABaHe: 16 ¢peBpyapn 2012 T

10, JATA HA AKTYAJM3WPAHE HA TEKCTA

MM/ITITT



