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KPATKA XAPAKTEPUCTHKA HA TIPOAYKTA

HME HA JEKAPCTBEHHA INPOAYKT

Hpocetun 0,02 mg/3 mg duamupanu TabneTku x 28
Drosetil 0,02 mg/3 mg film-coated tablets x 28

l\/'lunuuuuu-uuuur

KAYECTBEH 1 KOJIMYECTBEH ChCTAB

OgospeHue Ne .

Jdpoceran 0,02 mg /3 mg punmupanu TadneTku

PozoBu radseTkn

Beaka ¢uamupana tabaetka cpabpica 0,02 mg erununectpaguon (ethinylestradiol) u 3 mg
JpocnuperoH (drospirenone)

IMomoniy BeliecTRa:
JlakTo3a MoHOXHApaT 44 mg

Benu Tadnerxu (nmiaanede Tadnerkn)

TabneTkuTe HE CHALPXAT AKTHBHO BELLECTBO

[MToMoinay BelllecTBa:

Jlaxrosa, 6espoznna 89,5 mg

3a NBIHKUA CIHUCHK Ha MOMOLIHHTE BeLIECTBa, BHIKTE TOUKA 6.1,
JEKAPCTBEHA ©®OPMA

Punvupany TabaeTKH.

HApocetnn 0,02 mg/ 3 mg puamnpann Tabnerkn:

AKXTHBHH TaONeTKU: PO3OBH, KPEIiM, GHAMUpaHH TAOHETKY.
Fnaueto Tabneru: Genn, kpLriay, GUAMUPAHH TabNETKH,
KIHHHAYHA JAHHA

TepameBTHUHH DOKAZAHHS

Opanya KOHTPaLerius.

JO3HPOBKA M HAYMH HA NPHIOKEHNE

Havuun Ha NpHIOKEHHE: 3a NEPOPaHO MPHIOKEHHE.

Kaxr ce npunema Jpocernn

Tabnerxute TpaGea na GpmaT NpHEMaHH BCEKH AeH MO €JHO M CbUIO Bpeme, axo € Heobxomumo ¢

MAJIKO KOJHYECTBO TEYHOCT, B PEN@, NOCoUeH Ha GIUCTEPHATE ONIAKOBKA,
Tabnetkure ce npuemar nocrogHro. o eana rabnerka JueBHO ce NpHeMa B IPOAbIDke




Ha TIpHeMa Ha nnaledo TabaeTkuTe (NOCIeAHNS PEN) U MOXKE A2 HE NIPUKIIIOYH TIPeH HavyanoTo Ha
ClenBaillaTa ONnaKoBKA.

Kak ce 3anousa mpuema Ha Jpocetnn

e AKO mpeju TOBa He ¢ ynoTpeGaBaHa Npyra xOpMOHaNHA KOHTpAUenua (B NOCKeIHHA Mecell)
IIpuemsT Ha TaGnerky TpAGBa jia 3anovuHe B MbPBHA AeH HA HOPMAJHH MEHCTPYaneH LHKbI (T.€.
I'bPBHA ASH Ha MEHCTPYIHO KhPBEHE).

¢ AKO ce MpeMHHaBa OT IpyT KoMOHHHpan opaneH xoHTpauenTHe (KOK)

Fenata Tpsa0OBa ma 3anovHe mpyema Ha JlpoceTHn B geHsa cnef obuvalinua cBoGOMeH OT XOPMOHYU
HHTepBan (cBoboaeH oT TabneTkn Uy ranebo TabneTky MHTEPBAN) OT NpeAHIuHIA /i KoMOUHMpaH
OpalieH KOHTpALENTHREH METO/L.

H[!H H3MON3BAHE HA BArMHAJIEH NPLCTEH WITH JICNEHKE, XEHATA MOXE N4 3anoyHe znm‘geﬁa'ra Ha
QCETHN 33 NPEANOYHTAHE B JEHS HA OTCTPAHSBAHE, HO HAH-KbCHO TIpeAu  CHSABALIOTO

HpUliarage,

-Tlpu npeMHHaBaHe OT METOJ, CaMO C NPOFECTOreH (IPOrecTOreH-ChAbpKaILa TabaeTka, HHMEKLKA,

HUMILIAHTAHT) HJJH OT POrecToreH-0cRO0MKAARAlla HHTPAYTEpHHHA cucTema (IUS).

JKenara Moxe Ia NpeMHHE BBB BCEKH €AHWH fAeH OT IPOTecTOréH-chAbpikaa Ttabnerka (ot
HMIiaHTanT Hiy ot IUS B AeHs Ha oTCTpaHABaHEeTO H, OT HHKEIOKHS — B AGHS, KOTaTO clelBamiaTa
TpsiGBa Jia 6bAE HaNpaBeHa), HO NPH BCHYKH T€3u cy4au Tpsabea Ja ObJe NockBETBAHA 1a M3M10N3Ba
JonbiEMTERSH GapHepen MeTOL Ha KOHTpALENLHs NPe3 NbpBUTE 7 AHK HA NPHEM Ha TabNeTKH.

e Creqn aGopT B IBPBUSA TPUMECTBD
Kenara Moixe Jia 3anouHe rnprema HezabasHO. B To3u ciyuali Tpsabea na u3non3sa JONMBIHUTENHH
KOHTpaLenTHBHH MEpPKH.

o Crep paokJane Hal abopT Npes BTOPHS TPUMECTDD

HKenara Tpsbea ga Oeae NoceReTBAHA Ja 3anoude Ha 21 no 28 jgex cnepy paxcgane unn abopr npes
BTOPNA TPHUMECTbp. AKO 3aModHe NpHeMa No-KheHO, jkeHaTta Tpsabpa na Obie MOChBETBAHA Na
M300N3BA JOTLIHATENEH OapHepeH MeTo/| npes nepsuTe 7 JHH. Bbipexu TOBA, aKO Beve € HMana
TIOJIOB KOHTAKT, €BEHTYanHa OpeMeHOCT cheiBa Jia ce HAKIOUH NpelH PEANHOTO HAYano Ha IpHeM
va KOK wn# sxerata Tpabea 1a H3UaKa IIBPBUS CH MEHCTPYAJIeH TIEPHOA,

3a EeHH, KOHTO KBpPMAT, BUX pazaen 4.6,

ITopeneune npu nponyeKane Ha TabaeTkn

ITponyeHara TaGneTka o nochepHna pea Ha Saucrepa e naauedo TabneTka, TOPAIH KOETO MOXE A
ce mpeHeSperde. Benpexu ToBa, Tabaerkata TpAOBa Aa e OTCTPaHH 3a Ja ce HalerHe HeYMHILEHOo
yABIDKasane Ha rnanedo Tabrerku hazara.

ClieRHHTE NPENopbKH ¢ OTHACHT CaMO aKo ce nponycHe akTsHa TabneTka (1-3 pen ot Gancrepa):
AKO XeHaTa e 3aKbCHsIa ¢ mo-maixko or 12 waca ¢ npreMa Ha aKkTUBHA TabneTka,

KOHTPaLENTHBHATE 3aluuTa He ¢ Hamanena. Jenara TpaGea na B3eMe TabneTKaTa BeHArE WIOM CH
CNOMHE H A2 NpOIHLIKH TpHeMa Ha cleaBaliuTe tabnetku B ofuvalinoto Bpeme.

AKO © 3aKbCHANG moBeve 0T 12 waca ¢ npHeMa Ha akTHBHa Talnerka, KOHTpaLenTy
MoKe na Gnae namanewa. B Taxse ciydall MOBEACHHETO CHIPAMO NPOITYCHATHTE T4
Ce PHEKOBOJM OT CHEIHHTE 2 OCHOBHH NPABHAA:

&
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1. nprieMBT Ha TaONEeTKH HAKOTA He TpaAGBa fa ce IPeKpaTaABa 32 MoBeYe OT 7 NOCISAORATENHH AHK
2. Heofxommm e 7 OHEBEH HEMPEKBCHAT NMpHeM HA TAaORETKM 32 NMOATHCKAHE HA XHIIOTAJNaMo-
xunodm3HO-0BapHaHAaTA OC,

3a BceKHMHEBHATA NpaKTyiKa Morart ga 0b1aT JafeHH CHeJHHTE ChBETH:

. Y{npea ceamuna

IMaupenTtkara TpsbBa JAa npHeme nponycHarta TableTka BeJAHAra IOM CH CIIOMHM, AOPH 8KO TOBA
O3HAYABA NIPUEM HA JBe TAGNETKH eJHOBPEMEHHO,

Cnen Toea TA NpOAB/UKABA Aa mpHema ocTaHanure Talnetkn B oOGuuaiHoTo Bpeme. Karo
JOTBIHEHHe, TpAOea Aa Obje Henons3paH OapHepeH MeTON, KaTo HaNpHMep MNpe3epBaTHB, Npes
cneaBatluTe 7 AHW, B chnyuali Ha cHOWleH#e B NPEAHLIHHTE 7 AHH, CHIUIECTBYEA BEPOATHOCT 3a
3afpemensiBane, KonkoTo noeeve TabneTKH ca MPONYCHATH M KOJKOTO ToBa € no-Bnmso mo
cBoGoauus ot rmaanebo TabneTky haszaTa, TOJKORA € NIO-BHCOK PHCKBLT OT 3abpemenspaue.

. BTtopa ceamuna

[Mauuentkara rpabsa Aa NpHeMme mponycHata TabneTKka BeAHara UIOM CH CTOMHH, KOPH aKo TOBa
O3HayaBa npueM Ha JBe TabneTkH eAHOBpeMeHHO. Cnel TORa T4 INTPOALDKABA A& NpHeMa
ocTaHanHTe TabNneTkn B oOuyaiiHoTO Bpeme. B cnywaii, ye xenara € npyena TabNeTKHUTE APaBUAHO
mpes 7-Te DHU Npeau OeHA, B KoliTo e mponycHana TaGneTkaTa, He ce Hanara ymoTpeDa Ha
JOMBIHATENHU KOHTPAUENTHBHY MeTOAH. Bhlpekn ToBa, ako e npolycHana noseve ot | Tabnerks,
skeHaTa TpsORa Ja ObAe NOCLBETBANA A NpeAnpHeMe ACTBLAHHTENHA MEpKH Npe3 clefBamHTe 7
JHH cnef nocneaHo sadpasenara rabserka.

. Tpera ceqvmuua

PHCKBET OT HAMANABAHE HA HAAEKAHOCTTE € MHOMO BHCOK NOpaaH Gnusoctta A0 7-;{“68!&3’1‘8
nnaueGo taGnerku Qasa. Bonpexyn ToBa, Wpe3 AJANTHPAKE HA CXEMATa Ha rnipHeMa Ha TalJieTkH,
HaMaJleHaTa KOHTpaUenTHBHATA 3allWTa Bee owe Moxke Aa Obae npeporsparesa. ITps craseane Ha
eHO OT JBeTe fpaBHiia He e HeoOxoauMa ynoTtpedaTa Ha JOWLIHKTENHH KOHTPAUeNTHBHN MEPKH,
IpH TIONOMKEHHE, Y€ TIPEC CEAeMTE AHM NPel\ MhpBaTa NpolycHaTa TabneTks, JKeHarTa € npuemMana
NPaBUIHO BCHYKE TabneTky, B mpoTHBen ciryvail mainenTkarta TpadBa fa CACHBA VEPBOTO OT TE3H
ABE IPABHAA M CHILEBPEMEHHO Ja H3TIOA3BA W JONBLNHHTENHN NPEANasHH MEpKH B caensaugure 7
IHH.

1. IManpenrkata Tpabsa ga npueMe tiponycHara Tabierxa BejHara IOM CH CIIOMHH, ROPH axo
TOBA O3HAYABA PHEM Ha ABe TalAeTiH eIHOBPEMEeRHO.
Ciaen ToBa T4 NpoabmKkasa Ja npueMa TabneTku B 00MYalHOTO BpeMe NOKATC He H3LON3BA
BCHUKH axkTHBHH Tabneriw. Cenemre tabieTkn oT nochepuns pep (nnauebo rabrerkute)
Tpabea ga Gnaar naxebpiedd. CleiBALIaTa ONAKOBKA TpsGBa Ja 3aN04He BeXHATA,

Manko BEPOATHO € HNalHeHTKaTa Ja MOonydH OTHANHO KbDBeHE NPEeAx Kpad HA aKTHBHHTE
TabneTn ot BTOpAaTA ONakOoBKa, HO MOMKE Ja HMa 3allAlBaHe BIW UpOﬁHBHD KBPBEHE B AHHIEC, B
KOHTO fpHeMa rabnerkare,

2, Henara chlio Moxke Aa 6be MOCHBETEARA NA PEKPATH NpUeMa Ha aKkTHBHEY TabreTky OT TasH
onakosxa, Cnen rosa Tpsabsa fa nprema TabneTkH OT nocnensns pen (nnauebo tabnerxn) sa 7
IHH, BKIIOUMTENHO JeHd, B kolito e mponycHana rabnerkata W nocne Ja 3anouke HOBA
ONaKoBKa.

AKo xenaTa e mpomycHana Tabnerku ¥ He TIONYYH KbpBEHE B NHPBATA H
rabnerku (asa, TpsGea Ja ce B3eMe NPENBH) BEPUATHOCTTA 32 OpeMeHHOCT.
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CoBeT B ¢Iy4ail HA CTOMALIHO-APEBHH HADYIISHHES

B caydail Ha TeXKH CTOMAIINO-YPERHM HapyweHue {HamNp. NOBPBHILAHE WK TEXKa Anaphs),
abcopOumsaTa MOXe 7a He € IRIHA K ¢ HEeoOXOAMMO A2 C€ NPeANpHEMAT AOIBIHUTENHH
KOHTPaUENTHBHY MepKH. AKO ce 7OfBH [OBPBIIAHE B paMkaATe Ha 3-4 vaca ciej npueMa Ha
aKTHBHa TabneTka, TpabBa fa ce B3cMe HOBa TalneTKa KOMKOTC € BB3MOKHO no-cxkopo. Hosapa
Tabnerka TpabRa Ma ObAe B3eTa B paMmkuTe Ha 12 uaca oT 06uualiHoTo speme 3a NpueM Ha TaGneTka,
aKo e Bb3MOMKHO,

AKO ca MHHANM MoBeue oT 12 yaca e NPUACKIM ChESTHT OTHOCHO IPOTYCHATH TabneTkn, AajieH B
4.2, Jlopegenne npn npoinycrara TabneTka”. AKo JKeHATA He HCKA XA NPOMEHH HOPMAJHATA CXeMa
Ha TpHeM Ha TalaeTkuTe, MOXe A2 Bleme HeoOXoaumaTa ACUBAHWTEAHA TabneTwa or Apyra
OIIaKOBKa.

Kax pa ce 0THOKH MEHCTPYAIHOTO KEPBene

3a /3 c& OTHOMH MEHCTPYaLHATa, JKeHATa TPAORA Aa NPOLRAKH IPHEMa HA CISABALIATA ONIaKOBKA
Jpocetnn Gez na npreMa mnauebo TabneTkuTe OT HacToamwara #f omakosia. ToBa yAbNkaBaHe
MOME JIa MPOARIKY TONKOBE ABIC0, KOAKOTO € RMeNaHO A0 Kpas Ha aKTHBHHTE TalNeTKH OT BTOpaTa
onaxoBKa. [To BpeMe HA YALMKABZHETO KEHATA MOXE Ja NOAyud NpobuBHO KbpBEHE WIH
salaneane. PenoshusaT npiem Ha Jipocerun 3anousa OTHORO ched maauefo Tabnerky daszarta.

3a jia ce M3MeCTH MEHCTDRYAUHSTa B ADYF AeH OT CenMHLATa, paziudied ot oDHualikns 3a xenara c
HACTOSALUATA CXEMA, TS MOKe A2 ObAC NOCHBETBAHA [ CHKPATH NPEACTOALlaTa niauedo tabneTku
dasa ¢ TONKORA JHH C KONKOTO HeKa. KONKOTO HHTEpPBAALT € NO~KPATLE, TOAKOBA € MO-rojsiM
PHCKET TA A3 HE MOAYYH KEpEeHe B A3 ce nossd NpoSHBHO KBPBeHE HAH 3alanBaHe AOKaTo
H3ITON3EA CASABALLATA ONAKGBKA {TOA06HO RA OTNATAHETO HA MEHCTDYALKATE),

4.3 lporEBONOKAZAHHSA
KomGuHupanuTe opanau kourpanentia (KOK) ne tpabea ja ce H3noa3Bsar NPY HAJIMHUE HA HAKOE
OT YCICBUATE, H30POSHH NO-RONY. AKO HAKOE OT Te3H ChCTOAHMA €€ NMOABH 3a& N'BPBH BT 110 BpEMeE
Ha ynotpedara Ha KOK, nponyxrsT 1pabea a2 ¢¢ cnpe He3abaBHO.
o Hampume wnH aHaMHe3a 3a BeHo3Ha Tpomboza (AbnGoka BewozHa TpombGoza, Oenompoben
eMBonHIEM).
¢ Hanpuue ©RH aHamMHe3a za aprepmansa TpoMOO3a (Hanp. wMmuokapheR RH(ApKT) MHIH
NPeAIECTRAIY ChCTOSHUES {HAMNP. CTCHORAPAUA I NPEXOAHA UCNEMUUHA 8TaKa).
¢ Hannuwe unn aHamHe3a 3a uepedpo-sackynapen HHUHIEET.
s  Hannuue Ha TexK\ HIE MHOXECTEBO PUCKOBH (harTopH 3a aprepuanna TpomGola:
o 3axapeH muafieT CbC CBLEOBY CHMOTOMH
o Temxkxa XHOEpTOHES
o Texka IUCTHIONPOTEHASMU
¢« Bpogena uns npunoduta npefNCnozulRA 32 BEHO3HA UM apTepuanHa Tpomboza, karo APC-
PE3HCTEHTHOCT, anTHTpoMOUH-111-HenocTHr, HefoCTUr Ha npoTenH C, HENOCTHT Ha NPOTEHH S,
XUMIEPXOMOLIHCTHHEMES W aBTHGOCHONUNHANY aHTHTENA (AHTUKAPAHOANNHH-AHTHTENA, NYIIYC
AHTUKOATYNAHT),
+ Hannuue une aHaM#esa 3a MAHKPEATHT, CBBP3AH © TEIKKA XHMEPTPHIAHUEPHAEMHS.
Hampuue wWiH aHaMiesa 38 TEKKO ucpaoApoOHo 2alonseaHe JoToraga  JOKATO
(YHKHHOHATHATE YepHOAPOSHE NPoSH He ce BhPHAT KbM HOPMARHUTE Ci CTOMHOCTH.
Texka Gu0peuHa HeROCTATLYROCT UM 0cTpa OBOpeyHa HEAOCTATBHHOCT.
o Hannuue uiy aHaMHesa 3a yepHoapodHu TymopH (RoSpokavdecTReHH WK
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* HspecTeH WM NOKO3UpPAH 30KAYECTBEH TYMOP, 3aBHCHM OT ITOJOBH XOPMOHH (HA TeHHTATHHTE
HITH TBpAHTE).
HenuarsocTHUMPaHO BarkHAHO KbPBEHE.
AHamMHe3a 3a MUTPeHa ¢ OMHHLHH HEBPOAOrHYHU CHMITOMIL
CeRpbX4yBCTBUTENHOCT KBM AKIMBHHTE BeUISCTBA Wi HAKOe OT [IOMOLIHHTE BEIISCTBA Ha
Jpocerun GunMupany TabNeTKH.

4.4 Chennainu NpexynpexaAcHys 1 NpelnasHu MepKH NpH ynoTpeda

TIpexynpexaenus
B criyyall, ue HAKOE OT JOAYCTIOMEHATHTE YCNOBHS HAK PHCKOBH (AKTOPH € Ha JHLUE, MOI3UTE 0T
ynotpedara Ha KOK Tpsafpa Aa ce chbNOCTAaBH ¢ BB3MOKHHTE PHCKOBE 32 BCAKA OTHEJHA JMeHa 1 Ja
ce o0chH ¢ sKxeHaTa NpeM T4 Aa pPellH Aa sanouHe Aa u3nonssa KOK. INpu enolasaxe, H30CTpsAHE
HJIH ITbpBa NPOSBA Ha HAKOH OT Te3H YCIOBHS WM PUCKOBH (akTopH, XeHarta TpaOBa fa ce 0ObpHe
KbM JICKYBALL|s cH Jiekap, JlekapsaT we npeleHn nany ynorpebara na KOK tpabsa ga 6bae cnpsna,
s [IuprynaTopHu HApyWICHHSA
EnnpeMuOMOrHYHM NMpOYYBaHHA MNOKa3BaT, 4e Hecrorata Ha BTE npu ynorpebsasawu opansu
KOHTpPALENTHRH ¢ HUCKO ChibPHKaHHe Ha ecTporeH (<50 pg eTuHunecTpaanon) (Bxn. dpocetui) e
okono 20 no 40 cayyad Ha 100 000 xeHW-roaMHy, HO TO3H PHCK Bapupa CHOopel APOrecToreHa. 3a
CpaBHEHHE NMPH HeYTOTPeOABALIH KOHTPALENTHEH TasM yectora ¢ 5 o 10 cayyaq na 100 000 sxeru-
TOJUHH.
Voorpebara Ha BCeKHM BHJA OpasNeH KOHTpaUEenTHB Ce CBbp3BAa C MOBMINEH PHCK OT BEHO3EH
TpomboemGonuzsm (BTE) B cpaBHenue c HeymoTpebara. Pucker or BTE e Haii-eucok mnpes
OBpBaTa FOAMHA, IPe3 KOSTO JKEHaTa ynoTpedssa KOMOMHUPAH opanéeH KOHTpauenTus. Uecrorara
ra BTE npu GpemeHHocT e H3uHcnex Ha 60 ciyyas Ha 100 000 6pemenHoctu. BTE e (aranen mpu
1-2% ot cnyuauTe.
EnnaeMaOnOrduny NpoyuBaHHs CBINO CBBp3BaT ymorpebara Ha KOK ¢ moBMINEH pHCK OT
apTepuajed TpomboemMGomuaeM (MHOKAPAEH HH(DAPKT, TTPEXOAHA HCXEMHHHA ATaKa).
HaxmouaTenHo psake e choblabano 38 nmosea Ha TpoMbo3a B APYTH KPHBOHOCHH CBAOBE, HArp.
XenaTamday, Me3eHTepPUANlHH, peHanHd, HepeOpalHH uny PeTHAAaNHH BeHM ¥ apTepud, IpH
yrorpebasalyre KOHTPaUenTHRHA tabnerkn. HaMa eAMHHO CTAHOBHINE JANH TIOABATA HA TE3M
cllyyau ¢ CBbp3ana ¢ ynoTpeara Ha XOpMOHAIHH KOHTPAIENTHBH,
CuMNTOMHTE Ha BEHO3ZHA MAH AaprepHanua Tpombosa/rpomboemOonus unm uepebposackylapen
HHUMIEHT MOTAT A BKAKYBAT:

* HeoBuualina yunnarepanta Gosxa B Kpaka WHIM 1oAyBaHe

»  Bpesanua Texcica Sonke B rbpIHTe, HPAJHAPALLA HIH HE KbM NIHEATE PhKa

s Buesaned saiyx

« BHesansa ogsa Ha kALHia 6e3 BuaumMa NpHYHHA

¢ Boeaxo #HeoOuualino, TOXKO ¥ NPOABIKHTENHO Masobonme

¢ DBresanna uacTHYHA WIH TRJRA 3ary0a va sperune

*  JHINOMHS

*  BATPYAHEHHE B peqTa WK adasHd

®  BEpTHIO

*  KOJANC ¢ WK §e3 OrHHIIEH NPHCTBIT

¢ ¢nadoCT HIH MHOIO OTYSTARBA CROBAHOCT, BHE3ANHO 3acarata HaTa Iong

OT Hero
®  JIBHIATENHH HAPYLUEeHHs
Drospirenone Jethinyl estradiol 3117
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® .0CTBp” KOpeM.

PucksT oT TpomboemObonuuHu yekokHeHus npu ynotpedapauure KOK napactea ¢:

*  yBeJHYABAHE HA BR3PAcCTTa.

e daMunno npegpasnonokenne (BeHosen TpomOoemGonusbm npu Opat, cecTpa HIH pOARTEN
B OTHOCHTENHO paHHA BB3PACT). AKO cé MNOO3Mpa HACTEACTBEHO NpPeApasnoaokeHHe,
*eHaTa Tpa0Ba Aa Obje HACOUEHA KbM CMEIHAINCT 32 ChBET NPERH Ja Pelid Aa H3MON3Ba
KOIK.

®  POABJKHTENHA UMOOHAN3ALMS, OOWHPHA XHPYPTHYHa HaMeca, BCAKA XHPYPruyHa HaMeca
BhpXY Kpaxata MAW ronama TpaBma. [IpH Te3H CHTyaUMM ce NPENOphYBA CHOHPaRe Ha
Tabnerky (B chyuyail Ha [UIAaHOBa oOnepauds Mode 4 ceAMHLH DPeABAPHTENHO) H
Bb300HOBABAaHE HA NEUCHHMETO JBE CEAMHUH CAEN NbJAHO pasABuxBane. Tpsdsa na ce
IpPEABHIH aHTHTPOMOOTHUHO AeUeHHE aKo TaBIeTKHTE He ca ONNK CNPEHH NMpefBAPHTEIHO.
3aTIBCTABAHE {MHAEKC Ha TenecHa Maca Hajg 30 kg/m?).

¢ HiMa eJMHHO CTAHOBHLIC 3a BBIMOJKHATA POJA Ha BAPMKO3HHM BEHH M TOBBPXHOCTEH
tpomboiebuT npy nosea ¥ Nporpecus Ha BeHO3Ha TpoMbo3a,

PUCKBT OT apTepHanHi TpomMGoeMOOMUUMHY YCIOKHEHHS HIN LepeOpo-BacKyNapHy HHIMASHTH NpH
ynorpedaraiyure KOK Hapacrsa ¢
®  yBenMuaBaHe Ha Bb3pacTTa.
*  TIOTIOHONYLIeHE (3KeHH Haf 35 rogulisa BL3pacT Tpadea Aa OBAAT CTPOro NOCHBETEAHH Ja
He nymat fokaro ynotpedsapar KOK).
JHUCAUNONPOTEUHEMUSL.
XHIEPTOHHA.,
MHIpeHa.
3aTABCTABAHE (MHAEKC Ha TenecHa maca Hax 30 kg/m?).
3aioNgBane HA CRPAEYHUTE KA.
apTepualiHO MBXEHE.

e & & & @& »

Hanuuuero Ha efpH CepHO3eH PHCKOB (AKTOP HIM MHOMKECTBO PHCKOBH (JAKTOPH 32 BEHO3HO HIH
apTepPHaITHO 3a60315|BaHe, CBOTBETHO, CBIIO MOXKE Ja IPEACTABNABA NMPOTHBONIOKA3aHKE., TpﬂﬁBa Aa €€ HMa
OpeABHA M BB3MOMHOCTTA OT aHTHKOAryJaHTHa Tepanus. Ynorpebapamure KOK tpadea na Geaar
H3PHYHO NOCHBETBAHN HA CC CBBPIKAT ¢ TEXHNA JIeKap B ciiydali Ha BB3MONHE CHMNTOMH Ha TpomGoza. B
cnyuail Ha MOJO3MpaHa MM MOTBbpaena TpoMOo3a, yrorpeGata Ha KOK Tpabsa ma ce npeycTaHOBH.
Heobxomumo e ja ce 3ano4He afeKeBaTHa anTepHATHBHA KOHTPALENTHs, NOpajH TepaTOreHHOCTTa Ha
aHTUKOATYJIAHTHATA TEPAMHA (KyMapHHH ).

TpsaGBa Aa ce MMa MPEABHX YBEIHHMEHHA PHCK OT TpomMOoeMOONH3EM nO BpEME Ha MyepnepuyMa (3a
nHbopMaius Bk pasaen 4.6 ,,BpeMeHHOCT H KbpMeHe™),

JIpyTH CBCTOAHHS, KOUTO MOTAT Aa Cé CBbpPAT € HEKENAHH CHJAOBM WHUWIEHTH, BKJIOHMBAT 3aXapeH
IuabeT, CHCTEMeH AYMYC epUTEMATOAEC, XEMOINWTHYEH YypeMHYeH CHHAPOM H XPOHHYHO BB3MANHTENHO
zafonspate Ha nebemoTo uepBo (3abonapaHe Ha Crohn MNM YIUEPO3EH KONHT) W ChPHIOBHIHO-KIETHUHO
3a00JsBaHE.

HapacTBaHe Ha 4eCTOTATA MM TEXKECTTA HA MUIpeHaTa no speme Ha ynorpedara Ha KOK (koero Moxe fa
npeIxoxka uepebpo-pacKynaper HHUHAEHT), Moke Aa Ose nNprunHa 3a HezafaBHO criupane Ha KOIC

. Tymopn
B HAkom enupeMHONOMHYHH NPOYHYBAHHA ¢ CLODLIABAHO 34 YBENWUYCHHE HA pH
KaplMHOM OpH npoasixurenne ynorpedasamu KOK, Ho JaHHHTE ca npoTHBOpEUn
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CBIBTBAILY ©(DEKTH KaTO CEKCYATHO MOBEJAEHHE H ApYrH (aKTOpPH KaTO HOBCLIKH NANHIOMa BHPYC
(HPV).

Merta-ananus OT 54 enuASMHOAOTHYHH IIpPOYYBAHMSA IIOKa3Ba, Ye CHUIECTBYBA JEKO YBENHYEH
ortHocHTedeH puck (RR = 1.24) 3a ycraHOBsBaHE Ha pak Ha MbpAATa IPH JKEHH, KOUTO MOHACTOSIIEM
ynotpe6asar KOK. PuckbT mocTeneHHO M34e3Ba B NPOARMKEHHe Ha 10 roavHu ciej npexpaTaBaHe
ynotpebara na KOK.Tsi kaTo pak Ha repaara ce cpewia pagko NpH xend nog 40 roguiHa Bh3pacT,
yBeqnueHys Opoii na AuarHo3a Ha pak Ha repAarta NpH JKeHH, YnoTpeGaBalli HIIH HaCKOPO ynoTpebsapank
KOK, e manbk B cpaBHeHHE ¢ 00LIMS PHCK OT paK Ha repaarta. Te3H npoyuBaHHs He JABAT A0Ka3aTecTBa
3a IPHYHHHATA Bpb3Ka. [abnonaeanoTo yeenHueHHe HA PHCKA MOXKE 1a Ce ALKH HA NO-PaHHA JHACHO33
HA paK Ha repAaTa OpH XeHH, ynorpefssamn KOK, na Ononoruunure edextn nwa KOK unm ua
KomOuHauua ot xBeTe. PakbT Ha rbpAaTa, AUaTHOCTHLMPAH NMPH KEHH, KOUTO HAKOra ¢a ynoTpeGapanu

KOK, e B no-pasen craguii OTKOJAKOTC AWACHOCTHIMPAH NPH KEHH, KOWTO HHKOTA HE Ca M3NOoN3Baiy
KOK.

B penkn cnyuau, nobpokadecTBeHy HepHOAPOOHH TYMOPH, a B OUIE TO-PEAKH CAYYAH M 3MI0KAYECTBEHH,
ca JoknaaBaHy npu ynotpebapawnure KOK. B uzonupann cnyvan, Te3w TYMOPH ca JOBEAM A0 JXHBOTO-
3acTpallaBalid MHTPaaORoMHHANHH xemoparui. Tpabea fa ce ¥Ma NPenBHA TYMOP Ha uepHus Apos npH
IudepeHLHaNHa Uars03a, KOrato ce mosBAT CHJIHK GONKH B rOpHATA YacT Ha KOpPeMa, YBeJHUEHHE Ha
YyepHus Jpol KK NpH3HALY HA MHTpaabnoMHHANHA XeMoparis, npu xenH, npremauy KOK.

. JIpyru cberosHns

ITporecTHHOBaTA CHCTABKA Ha J[POCETHII € allIOCTEPOHOR aHTANOMUCT ¢ KalHH-ChXpaHABailli cBoiicTea. B
[IOBEYETO CJIyYaH He C€ O4YakBa YBelMYeHHEe HAa HUBATA HA Kannil. BLOpekH TOBA, B KIHHHMHE
HNpOy4YBaHysA, TIPH HAKOW TAUMEHTH C JIEKO HIH yMepeHo Ob0peunc yepexxaaHe H eJHOBpPEMeHHa
ynorpefa Ha Kanuii-ChbXpaHABallM NEKAPCTBEHH MPOAYKTH CEPYMHHTE HHBA HA KANHH Ce YBEJHYABAT
cnabo, HO He3HAUMTENHO, NpU ynorpeba 3aefHO ¢ JpoCIHpeHOH. [TopaAin TOBA € NPETIOPEYHTENHO Aa ¢e
OpochAesBa CepyMHMA KanMii npes OBPBHE UHKLN HA NedYeHue npy nalHMeHTH ¢ OnbOpevHa
HEMOCTATRUHOCT U CePYMHUS KalMi npejy JieYeHueTo B rOPHUTE HHMBA HA pedepeHTHHTE CTOMHOCTH, H
0cobeHO TIPH eTHOBpeMEHHATA YNOTpeda Ha KalMi ChXPaHABAIUM NEKAPCTBEHH NPOAYKTH. BHXK ChLIO
pasnen 4.5.

Kenn ¢ XuneprpuriauuepuieMus Hian GaMprnHa aHaMuesa 3a TOBA, MOTAT G@& €A ¢ YBENHYEH PHCK OT
nasKpeaTET TIpK yroTpeda na KOK.

Benpexkn ye npu Hacod xend, npuemaiy KOK, ama chofieHns 2a Nexo nos#weHn crofiHocty ma
KPBBHOTO HAJITaHe, KIMHHYHO 3HAYMMa xunepronus ¢ paskoct. CamMo B Te3H DPENKH Cliydan ce
npenopsuea HesalapHo criMpade Ha npHema Ha KOK. Ako no speme na npuema na KOK, npu Hanuusa
XHNEPTOHHSA, CTOHHOCTHTE HAa KPBLBHOTO HA JIAMAHE [OCTOAHHO CE YBENHUABAT WM ZHAYHTENHOTO
YBGJIMMEHHE Ha KPLBHOTO HANSAIGHE HE OTTOBAPS ANCKBATHO H& AHTHXMNEPTEHINBHA TEPATTHA, IPHEMa HA
KOK tpsaGpa a ce npexpard. AKO ce MpeLeHn, Ye € Ioxomuauwo, nprema Ha KOK moxe ja ce ab3ouonu
aKO HOPMOTEH3HBHH cTofHoCTH MoraT Ja GLAAT LOCTHIHATH C QHTHXUNEPTEHIHEHA TeparTH L.

Crnestuire cbeTOSHHA € ChobUIABAHO Ja ce MOABABAT MAW BAOWAasar npu GpeMeHHOCT W ynoTpebarta Ha
KOK, no Bpb3kara uM ¢ KOK He e JoxasaHa: JKBITEHHLA H/HITH NPYPHTYC, CBBP3AH C XONIECTa3a; XIBHHH
KaMBHK, NOpQHPHM, CHCTEMEH NYNyC epHTEMAaTONEC, XEMOJHUTHKO-YPEMHYEH CHHEPOM, XOpesa Ha
Sydenham, recrauMoHeH Xepriec, 3aryfa Ha ciyxa, CBbPIAHA ¢ OTOCKIEPO3A,

HA AHTHOSAEM.
[Tpu OCTPA WK XPOHHHMHH HAPYWIEHHA HA YepHOXpoOHATAa PYHKIMS MOXKE Aa ce Han
na ynorpetara Ha KOK noxarto He ce HopMaiusupa veproapobHata dyHKmus. Penux
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KBATEHHNA W/WIM XONECTA3HO CBBPRAH [PYPHTYC, KOHTO Ca ¢€ TMOABH INpefd TOBa MO BPEMe Ha
GpeMEeHHOCT Wil NpH NpejyinHa ynotpeda Ha OJIoBH XOPMOHH, Haarat ynorpebara Ha KOK.

Borpekn, ye KOK moxe na okaspa e(ekT BbpXy nepudiepHaTa HHCYJIHHOBA PESUCTEHTHOCT H MIOKO3HNA
TOJIEPAHC, HAMA AOKA3aTelCTBa, e ¢ HeoOXOAnMa TPOMTHA Ha TeparneBTHYHHS PexXUM NpH nHabeTHukH,
H3MON3Baill HHUCKO-R030BH KOK (chaspkawu < 0.05 mg etuHunecTpaauon). Benpekn ToBa, KeHHTE
ouabetnuky Tpsadea Aa ObAaT BHUMATENHO HabmofaBaHH, oco0eHo npH 3anouBaHe Ha npueMa Ha KOK.

CpoOlaano € mo Bpeme Ha ynorpefa Ha KOK BnomapaHe Ha eHAOreHHA NETpecHs, eNUencHd,
3abonaane Ha Crohn 1 yaLepos3eH KONUT.

[onsxora moxe ma ¢e NOABH xn0asMa, Hali-Beue NpH XEHHTE, KOWTO ca UMaJlM XJ10asMa Mo BpeMe Ha
OpemeHHOCT. JKeHHTe, MpeJpasnonoieHd KbM Xnoasma, Tpabsa Aa m3barsaT W3jlaraHe Ha CABHLE HIH
yATpaBHONeTOBO 00NBUBAHE, fokaTo H3moa3eaT KOK.

JApocernn 0,02 mg/3 mg - Bcgxa po3oBa TabNeTka OT TO3M JIEKapCTBeH OPOIYKT chAGLpka 44 mg
NaKTo3a, BesAKa Gsna TabneTka chAbpKa 65 mg.

ITanMeHTH ¢ peAky BPOJACHH HPoOJeMH HA FANaKTO3eH HHTONEPAHC, eH3HMeH Aeh LT Ha TaKTo3a

(Lapp lactase deficiency) unm rmokosHo-rajakrosHa ManaDcopbauus He TpabBa Ja npueMar ToBa
NeKapcTBO.

MeanunancKH npersieat / KOHCYATAIHH

[penu HauanoTo MM BH300HOBABAHETO Ha Tepamuara ¢ JpoceTin Tpabsa Aa ce cHeMe I'LJIHA AHMHE3a
(BrA. QamuiIHA) H Ja ce M3KIOYH eBeHTyalHa Opemennoct. Heofxoiumo € fa ce u3Mepu KPBBHOTO
HamnAraH€e ¥ Ja Ce W3BLPIIH I'bNeH MeJALHHCKE Nperies ¢ OrNel NPOTHBOIOKA3ZAHUATA (BHK paznen 4.3)
H ApepynpexcaeHusTa (pasgen 4.4). XeHata tpafpa chito Taka ga Oboe MochBeTBAHA BHUMATENHO 1A
poYeTe TUCTOBKATA U A ¢¢ NpHABPHKa KbM JajeHuTe TaM ChBery. YecTorara H BUABLT HA MEAHUMHCKUTE
nperneny Tpadea ga ce 0a3MPAT Ha NPaKTHHECKHTE PBKOBOACTRA M AA C€ afaNnTHPAT HHAVBHAYAIHO KbM
NalUeHTKaTA,

Kenute 1padra Ja ObAAT NHPERYNIPEACHH, Y€ OPATHHTE KOHTPALENTHAH He npeanassar ot HIV uadexunn
(CIT{H) 1 or apyru 6oaecTH, KOUTO C& NPEJABAT 110 OJIOB ITHT.

Hamanena eerrasHoCT

Edexrusroctra Ha KOK Moxe ga Obae HaManena npu nportyckare Ha akTvBHA Tabnerku (pasnen 4.2),
HOBPBINAHE H TEKKA NHApHA (pasgen 4.2) H eNHOBPEMEHHO NPHEMAHE HA APYTH MeRukamenTd ( pasgen
4.5).

Bnomex KOHTPOS HA WEKEA

ITo Bpeme Ha ynorpeda Ha KOK Moxe A2 ¢e NOSBH AUMKIHMHO KbpBeHe (3ALAnBaito unu npobHBHO
KBPBEHE), 0cOBeHo npes TbpBHTE Meceud Ha ynoTpeba, [Topaayn TOBa, NPEUEHKATA HA BCAKO ALMKIHYHO
KBPBEHE € OT 3HAYEHHE CAMO cAed aJANLHORHIS NePHOS 0T OKOAO TPH LML

B cnynlaii, Y& AUHKIHYHOTO KBPBEHE IMEPCHCTHRA KWW C& TTOABABA CReJ| peAOBHH LIHKIH, TpﬂSBa Ja ce
NpeIBHAR HEXOPMOHATHA OPHYHHA B Ja GbaaT NPSANPHETH AUEKBATHH JHATHOCTHYHH JefcTBr 34 Ja ce
H3KIIYH 3N0KavecTHeHO sabonapane MK GpeMEHHOCT. Mooke 18 ce HAIKH JHarHOCTHYEH KHPETER,

TTpa HAKOM MCEHH MOKE A2 HE C& MOABH MEHCTPYANHO KhpbeHe B Niaue6o rabnerku dasara. Ako KOK e
HBNON3BAH CHIOPER YKABAHUSTA, ONMCAHM B T, 4.2, MANKO BeposaTnHo ¢ xerata fa e Opemenna Bonpexn

aK0 2 IMETH He Ce IOABM TaKoRa KbpeeHe, Tpadpa Ja ce M3KMO4H GpeMEHHOCT, Ipenn
wanoazeareto Ha KOK,
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Hpocerua 0,02 mg/3 mg — Besika po3osa TabNeTka OT TO3M JIEKApCTBEH NPOAYKT ChAbDKa 44 mg
JaKTO32a, Beska Gsana rabneTka ceAbpKa 65 mg.

[MTauneHTH ¢ pefiky BpoaeHH NPOOIEMH Ha MallakKTO3eH HHTOJEPaHE, EH3HMEH JeUIINT Ha JTaKTo3a

(Lapp lactase deficiency) unM rniokosHo-ranakrtosHa ManaBcopbauus He Tpsalea jJa NMpHEMAT TOBa
JIEKapCTBO.

4.5 BsaumogelicTBHe C APYrHA JeRapCTBeHH NPOAYKTH U Apyra opMH HA B3auMoJeHCTBHE

Buumagie: I/IHCl)OpMaLLI/IﬂTa 34 €AHOBPEMEHHO NPEATIHCAHN JICKapCcTBa TpﬂﬁBa Aa ¢e B3CME NpeaBHA 3a aa
ce HJICHTHQ)HquaT NOTeHLHAJIHH B3auMOAelcTBH S,

. BrnusiHue Ha Apyry NeKapcTBEHH NPOAYKTH BbpXy JpoceTun

BaauMonelicTBHETO MeKk Y OPanHi KOHTPALENTHBH H APYrH NEKApCTBEHN NPOLYKTH MOraT Ja IOBEAaT
10 IpoOUBHO KbPBEHE H/UTK HAMaNIBAHE HA KOHTpalenTiBHaTa e(heKTHBHOCT. CeAHHTE
B3auMOZelCTBIS ca cho0LIABAHM B JIHTEPaTypaTa.

Tosa € YCTaHOBEHO MIPH XUJAHTOWHH, GapOuTypar, HpuUMHIOH, KapDam3enHd ¥ puaMIHIHH,
oxcxapbasenuH, Tonupamar, GendaMar, pUTOHABHp, TPU3eOMYIBUH H PACTHTENHH NPOAYKTH, ChABDKALLIY
#eAT KaHTapuoH (hypericum perforatum). MexanusmbsT Ha Te3u B3aumojcHcTeha ce Oasmpa Ha
YepHOAPOOHO EH3UMHO-HHAYLMPALIMTE CBOMCTBA HAa TE3W JIGKAPCTBEHM BEILIECTBA. MakcHManHaTa
eH3MMHA HHAYKIHS KaTo UAN0e He ce Habmoaasa 3a 2-3 CeAMHIM, HO MOJKE Ja € MOCTOSHHA 32 Hali-Maiko
4 ceAMHUM CNe)| PeKbCBAHE HA NIEKapCTBEHaTa Tepannsl.

HamansBaie Ha KOHTpaUeNTHBHATA eeKTHBHOCT e chOOLIARAHA 1 NPH AaHTHOMOTHLLM, KATO AMIOHLHIIHH 1
TETPALKKNINHH. MeXaHH3MBT Ha T03H eeKT He € H3ACHEH.

JKenn ©Ha KpaTkoTpaiiHa Tepanus (A0 eXHa CeAMHLA) C HIKOM OT CHOMEHAaTHTe I0-rope KJIAcOBe
JIEKAPCTBEHH MPOAYKTH MJIH OTAENHH KJIACOBE JEGKAPCTBEHH BEIeCTBA TPAOBa BpeMEHHO JA M3MOMN3BAT
Gapuepen MeTon Ha konrpauenuus B noneanenye na KOK, T.e. o speme Ha egHoBpeMeHHaTa ynorpeba
Ha NeKapeTReHH IPOAYKTH, ¥ 7 IIHM cel peKpaTaBade Ha npreMa HM.

TIpu sxenn Ha pudaMnuipH TpAOEa Aa ce H3No3Ba SapuepeH METO/ Ha KOHTPAUEIIAS B AOTLIHEHHE HA
KOK no BpeMe Ha npueMa Ha pH(aMIHIAH 1 28 QHM CNeZ NPeKpaTABaHe Ha NPHEMAa MY. AKO IIPHEMBT
Ha MeaHkameHT enHobpemerHo ¢ KOK npoasmki U cnex kpad Ha aktupHuTe Taberin o1 GaucTepHaTa
onaxoeka Ha KOK, nnaueGo rabaersure Tpabsa na 6bar ocrasenu 1 cnegpawara KOK onakosxa Tpabpa
Jia 3aI0uHE ReAHAra.

led WEHH HA NPOARIDKUTENHO JTOHEHHS & qepuo.upoﬁlm SHIAMHO-HHAYLUEPALIA NERAPCTECHH BEIIECTRA,
ERCHSPTRTE NPENnophuBaT JA CC YBSIHYH AOATA HA KOHTPAUEIITHBHATE CTEROHAH.

AKO BHCOKATA 032 ¢ HEXENATeNHa, HE3aMOBONMTENHA HITH HeCUI'ypHa, BKIL. B CYMaH HA HeperyiapHH
KbpBEHS, TPAGBA A3 Ce NPENopbYa APYT HEXOPMOHANIEH METO] Ha KOHTPaLlenLus.

OcuoBHHTE MeTaGONHTH HA JPOCIIHPEHOH B MOBELIKATA NnasMa ce obpasysar 0e3 yuacTHe Ha UHTOXpOM
P450 cucremara, ITopany TOBa € HEEB3MOXHO HHXMOHTODH Ha Tasil GH3WMHa CHCTeMa I8 NMOBIHIAT Ha
MeTabolu3Ma Ha APOCITHPEHOH.

. Bisune Ha JIpoceThn BepXy APYTH NEKAPCTBEHH IPOIYKTH
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OpanHuTe KOHTpAllENTHBH MOrar Aa TNOBIMAAT Merabomu3Ma Ha APYrH JIEKapCTBEHH BellecTBa.
CHOTBETHO TIA3MEHHTE W THKAHHH KOHLEHTPALMM MOTAT Ja ce NOBHINAT (Hanp. LMKIOCTOPHHM) MIIH
HAMAIAT (Hamp. JAMOTPHIKKH).

bazupalixu ce Ha in vitro mpoyusaHHs 3a HHXUOKWpaHe W NpoyuBAHHA 32 in vivo B3auMOIelicTBHA NpH
sxeHu oOpoBonkH, ynorpebsaBally OMenpa3oll, CUMBACTaTHH W MHA30NaM KaTo Mapkupa cy6eTpar, e
YCTAHOBEHO, 4e He € Bb3MOMKHO BIMSHHE Ha APOCNHPEHOH B f03a 3 mg BBPXY MeTabosu3Ma Ha ApYyry
JIEKAapCTBEHH BELUEeCTBa.

. Hpyru BzaumopeiicTeus

Ipu nauueHTH, KOuTO He ca ¢ GbOpeYHa HEROCTATBYHOCT He ¢4 HaGMIOAABAHW KIMHHWYHO 3HAYHMH
ed)eKTU BbpXy CepyMHHsl Kanuii mpH eAHOBpeMeHHaTa yrnoTpeGa Ha gpocmupeHoH 1 ACE-nHxuburopn
wim HCIIBC, Benpeku TOBa He € npoyyBaHa eiHOBpeMeHHATa ynotpeba Ha JlpoceTn H anaocTepOHOBH
AHTArOHUCTH MJIH Kanuii-ChXpaHsABally AuypeTHUM. [Ipu To3u cmy4ali ¢ HeoOXomuMmo Ja ce H3cHexga
CEepPyMHHUA Kanui npe3 mbpBHA LUKE HA JedeHHe. Bk cbmo pasaen 4.4.

. JlaboparopHu TecToBe

VnoTpebara HA KOHTpPaUENTHBHU CTEPOHAM MOXE Ja MOBIMSE ONpPEAENeHH NabopaTOpHH TECTOBE, BKI.
OUOXHMHYHH depHOApPOOHH MapaMeTpH, LUTOBUAHATA, HanOnOpeuHara W OwnOpevHara QyHKLHS,
NNIAa3MEHUTE HHMBA Ha (TPaHCMOPTHHMTE) MPOTEMHH, BKJ. KOPTHKOCTEPOHA-CBLP3BAUKMA TINOOYNMH U
TANPAHW/NERONPOTEHHAH (aKTopH, NapaMerpH Ha BbIIEeXuApaTHHs MeTabonu3bM, Koarynauuara H
¢udbpuxonnzata. [IpoMeHHTE KaTO UANO OCTaBAT B HOPMANHHTE JabopaTopHk HHBA. J{pOCITHPEHOH
yBe/lFuapa INAa3MEHATa PEHHHOBA M aJIOCTEPOHOBA AKTHBHOCT, KOETO €€ ABMKH HA YMEpEeHaTa My
AHTHMHHEPAJIKOPTHKOUAHA aKTHBHOCT.

4.6 BpeMeHHOCT H KhpMeHe
JpoceTun He e NOKAa3eH No Bpeme Ha OpeMeHHOCT.

Ako ce nosen OpeMEHHOCT 1O BpeMe Ha mpueMa Ha Jpocerun, npoiykTeT Tpabea He3abapHo na Obie
cipsH. TIpH DpONBIDKHTENHN EMHJSMMONOTHYHH NPOY4YBAHHs HE € OTKPUT IOBHILEH DHCK HHTO OT
spoucHd AeeKTH y aAella, poleHd ot Maiiku, uznoyseann KOK npeam GpeMeHHOCTTa, HHMTO OT
repatorenen edexr, xoraro KOK ca npueMann npH HeyeraszoseHa panpa Opemenoct. He ca nposexnanu
TAKHBA Npoy4sanug ¢ Jlpocerun.

TlpoyuBanus ¢ MHBOTHH C& MOKA3AIH NPOABA HA HEXKENAHH PEAKLMH 110 BpeMe HA OPEMEHHOCT i KbPMEHe
(Buz paznen 5.3). Bazupalic ce Ha T34 JAHHH, HOKENAHH PEAKIHY TIOPAJH XOPMOHAJIHATA AKTHBHOCT Ha
NEKapeTBEHNTE BElLecTBa He Morat A2 Gbaar uakmodend. Brupexy Topa, HanHIHHTE JAHHY 33 ynotpeba
na KOK no speme wa GpeMeHHOCT HE JABAT JOKAZATENCTBA 33 PEANIHHTE HEKenanu eeKTH IIPH HOBEKA,

Hapuunnte gannu 3a ynotpeGara va [pocetun no speme Ha GpeMEHHOCT €a TBBPAE OrpaHHuyeHH, 3a Ja
ce HAIPABH 3aK/IOUEHHE 32 HETaTHBHOTO BHHSHHE Ha Jlpocerhs BbPKy OpeMEHHOCTTA, SAPABeTO Ha
048 WK HOBOPOUEHOTO. K'BM MOMEHTE, He C8 HANMUHH IMASMHONIOIHYHH JAHHH.

KOK mMorar ja okaxar edekT BbpxXy JaKTalusaTa, KATO HaMa/IABaT KOIHYeCTBOTO HA KbpMaTa ¥ POMEHAT
ceerapa i, Tlopanu Toea, ynorpeGata na KOK ne ce npernopnusa Jokaro malikara ve orGue metero
H3LSEO, MAalkH KONHYeCTBa KOHTPAUENTHBHH CTEPOMIM W/HIH TexHH MeTabonuTH Morar ja ce
EKCKpeTHpaT B KspMaTa no Bpeme Ha ynorpeba Ha KOK. Tezu konuuecTna MOIraT A3 NOBIMSAT HA ALTETO,

4.7 Edextn Bupxy cnocodnocrra 3a modapane 0 padora ¢ Maimum
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He ca npoBexaHn npoyuBaHus 3a e(peKTHTE BPXY CIOCOOHOCTTA 32 Wodupane u paGora ¢ MaliuHH. He
ca GunH HaOnoAaBanK e(pexTH BbpXy CrocoOHOCTTE 3a Wodupane 1 paoTa © MaluMHU NIpE ynoTpeba Ha

KOK.

4.8 Hexesann JeKapeTBeHH peaKkiHy

CrneIHHTe HexXeNaHH NEKapCTBEHY peaKlliH ca choOLaBany o BpeMe Ha ynotpeGa na Jpoceri.

B tabnuuara mo-gony ca W3OpOeHH HEXEeNaHH peakUWH MO CHCTEMHO-OPraHHH knacoBe Ha MedDRA,

(MedDRA SOCs).

Adpocerw 0,02 mg /3 mg

CucTeMHO-0praHHH KIacoBe

YeceToTa HA HEKENAHHTE

PeaAKIHH
Yeceru Heuectn
(=1/100 n <1/10)> (=1/1,000 u <1/100)>
Hudexnuu 1 napazurosy Kanauznoza
Xeprec CHMNIEKC
Hapyurenusi Ha HMYHHATA Anepruyiy peakLun
CHCTEMA
Hapystenus Ha MeTaGonuzMa YBeAldeH aneTHT
H XpaHeHeTo
MeuxauHn HApYIIEHHS EmMoupoHanna nabuiHocT HenpecHsa
Hepsnoct
Hapymienns Ha chHs
HamaneHo nubugo
Hapymienus Ha HepBHATA T'naBoGonue [apecTesua
CHCTEMA 3amasHOCT
Hapymienus Ha 0KOTO 3puresiHi HapyIISHHS
ChbpaedHu HApyIIEHHS ExcTpacHcTonu
Taxukapaus
ChaoBn HApYIIEHHA Benoapoben embonuznm
XUNepToHus
Murpena
BapiKko3Hu BeHU
PecMpaTopHH, FPEIHH H PapuHruT
MENHACTHHAJHN HAPYLIeHNs
CroMaliHo-4peBHU Abpomunania Gonka [anene
HApPYIIEHNS [Nospbiiane
acTpoenTepuT
Huapus
KoncTunanusg
CToMaulHO-4peBHH HAPYLICHHS
Hapynlenna Ha KOJRATa | Axne AHTrHoeneM
AOAKOKHATA THKAH Anoneuus
Mpyputye
Qbpue
Cyxa koxa
Cebopes
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Hapymenus Ha koxaTa

Hapyniennsi Ha MycKyJaHO- Bonka BBB Bpara

¢JIeKeTHATA CHETEeMA | Boaxa B kpalinunure

ChEHHATEIHATA THKAH MyCKyJHHI KpaMiy

Hapywenus Ha 0n0pennTe 1 Huctur

NHROYHHTE NHTHINA

Hapymenus na Bonka B repauTe Heonnasma Ha rephara

Eb3IIPOU3BOAHTETHATA VBeny4eHHe Ha MbPANTE OHOPOKHCTO3ZHA M'bpAH

CHCTEMA U I'bPAATA Hucmenopes lManakropea
Merpoparus Osapuanda KHcTa

Dopewn sbnun
MeHncTpyansn HapyiueHnus
AmeHopea

MeHoparusa

BaruHanixa kaHaumosa
Baruuur

I'enuTanHa cexpenus
BynBoBar#HanHM HapylLeHHs
Barunanna cyxora
Tazosa Gonka
CBMHUTENRN JaHHU OT
LUTOHAMA3HA

O0mu HapymeHus M eexTH Enem

HA MACTOTO HA NPHJI0KEHHE AcTeHus

Bonxka

CunHa waxaa
YBennyeHo noTeHe

Hacneapanus YeenuueHHe Ha TernoTo HamanseaHe Ha Ternoro

CrnefHATe CepHO3HH HeKeNaHH peakiyH c¢a crolliaBany npH kedH, ynorpebapaun KOK, xowto ca
ofceleHd 1 B paszen 4.4 Crieumanny npefdynpeskaAeHus u cnellHanHil Mepky Ipy ynoTpeda:

» BeHosHH TPpoMOoeMBONTHYHA HAPYILICHHS,;

*» Aprepraniy TpoMGoeMOOIHIHE HapyIIIeH s,

*» XHnepToHns;

* YepHoapoOHHA TYMODH;

» [logBa HIH BIOWABAHE Ha CHCTOMHAN, 38 KOHTO He & CHrypHa Bpb3KaTa ¢ ynorpeba Ha KOK: Gonect Ha
Crohn, yiuepozes KONHT, eNUASTCHS, MHTPEHA, BRAOMETPHO33, MATOUHA MHOMA, NOPGHPHS, CHCTEMEH
HYIyC epPHTEMATOASC, TFeCTAUMOHEH xepriec, xopea Ha Sydenham, ypeMHuHO XEMOMMTHYEH CHHAPOM,
XOHECTATHYHA K BATEHHLA;

» X noazma;

*QCTPH  HAH  XpOHHMYHH  HapylleHus HAa  uepHOApoOHHTe (YHKUMH MOMAT 13  Hajoxar
crgpane Ha KOK  nokato  4epHoapobHuTE mapamerpH  ¢e  BhPHAT 0 HOPMAlHHTE CH
crofiHoCTH.

Jpocernn 0,02 mg /3 mg , NPH XeHH ¢ BPOASH aHTHOSAEM eK3OIEHHH €CTPOTeH! MOTAT 14 Mpeau3BHKAT
HIH 0BOCTPAT CHMNTOMH HA aHIHOSAEM.

YecToTaTa Ha AWArHO3H Ha pak Ha I'bpiaTa € MHOro cnabo ysennueHa cpen ynorpebspamure KOK. Twit
Karo paK Ha I'bpiarta ce Cpemla PAaKo npH »xeHH nof 40 roguuu, yeenuveHHsT Opoil € ManbK, OTHECEH
kbM 00LMA pHCK OT pak Ha repaata, [Tpaunnara npu ynorpedasamure KOK ¢ Heussect
naopmanmg gk 1. 4.3 1 4.4,
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4,9 TlpenosHapane

Locera aama naHHHM 3a npefosupade ¢ Jpocerun. Basupalicu ce Ha obumte nanuun ¢ KOK, cumMnTomure,
KOHTO €BCHTYAJHO MOTaT A4 CE MOABAT ca: CajeHe, NOBPBILAHE M, NpU MJIagH MOMHYETa, cilabo
BarMHaANHO KbpPBEHE. Hsma AHTHAOTH, JTEUEHUETO szﬁaa it 6’!;,[13 CHMITITOMATHYHO.

5.  ®APMAKOJIOTHYHI CBOHCTBA
5.1 DapMAKOAHHAMISHH CBOIiCTBA

DapmaroreparnesTHana rpyna (ATC): [Iporecrorenu n ecTporenu, ¢hukcupana koMbnHAIHS
ATC xon: GO3AAL12
Pearl Index: 0.31 (san rpaununara, 97.5% noseputenes nutepsan: 0.91)

KonrtpauentnrruaT edekt Ha JpoceTnn ¢ 0a3sHpaH Ha B3aHMOLESHCTBHETO HA pasauuHM (akTopH, Hait-
BEXKHUTE OT KOHTO Ca MOATHCKaHe Ha OBYNALMATA H IPOMEHK B EHHOMETPHYMA.

HpoceTHn ¢ KoMOHHKPAH OpajieH KCHTPALENTHB ¢ €THHUIECTPAAMOA H NPOrecTorel APOCHHPEHOH. B
TepaneBTHYHH  A03H, JPOCHHMPEHOH CBUIO Taka NpPHUTEXaBa aHTHAHAPOIeHHH M yMepeHH
AHTHMHHEPAKOPTHKOMAHH cBoHCTBA. Hsima ecTporeHHa, NIIOKOKOPTHKOWARA H AaHTHLNIIOKOKOPTHKOHARA
aKTMBHOCT. TOBa FaBa Ha APOCHHPEHOH QapmaxonoryueH npodus, GAUZBK HO €CTECTBEHHS XOPMOH
NPOTeCTePOH.,

HMma faHHH OT KAMHHYUHH NPOYYBaHUS, Y€ YMEPEHUTE aHTHMUHEPATKOPTUKOMAHH CBOlCTBa Ha JlpoceTrn
e H3pa3fABaT B yMEPEeH aHTHMUHEPAKOPTUKOUACH edeKT.

C ynorpeGara #a no-pucoko pozupand KOK (50 pg etununectpanun) ce Hamansea PUCKa OT pak Ha
€HACMETPHYMA U pak Ha aifunuuuTe. Jand ToBa CHIIO Taka ce OTHacd 3a Hucko aosupanute KOK, tpaGea
JONBJIHHTENHO Aa C& NOTBLPIH.

5.2 dapmMakoKHHETHYHH CBOIiCTEA

JApocnupenon

Abcopbunsg
OpanHo npunoxeH ApocrHpeHoH ce abcopfupa OBP30 M NIOYTH HAMBJIHO. MakcHMmanHara cepyMmHa

KOHIIEHTpaLlHs Ha JIEKapCTBEHOTO BEIIECTBO B cepyMa, or okoio 38 ng/ml ce goctrra 3a 1-2 uaca cieq
eAHOKpaTeH npHeM. buoHann4HoCTTa e MexTy 76 U 85 %,

E}lHOBpeMeHHHﬂT NPHEM Ha XpaHa HE BJIMAE Ha OHOHANHYHOCTTA Ha APOCIHPEHOH,

Paznpenenenue
Cliex 0pans0 NpHAOKEHHE CEPYMHUTE HHBA Ha APOCIHPEHOH HAMAAABAT C ENHMHUHALIHOHEH MOJYKHBOT

ot 31 uaca.

JPOCTIHPEHOH € CBBpP3aH Che CepyMHNS an0yMuUH | He Ce CBLP3BA ¢ NOJIOBO XOPMOH CBLP3BALLUS
rnobynuH (SHBG) 1y kopruxonn cespasaiups raodynun (CBG). Camo 3 - 5 % ot obiata cepymua
KOHIEHTpaLHs Ha akTHBHOTO BelecTBO ca nofa dopmara Ha csofonen crepous, [Ipeaussukanor
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MeTaboRan3sm

HpocnupeHoH ce Merabonusupa 3HAYHTENHO Chej opadHo npuaocxeHHe. OCHOBHHTE MeTabOJHTH B
MJIa3MaTa ca KHCeNuHHaTa PopMa Ha ApocHpeHoH, o0pasyealla Ce fipy OTBapAHe HA JIAKTOHEH NPBCTEH
i Ha 4,5-TUXHAPO-IPOCIHPEHOH-3-CyNdaT, KOHTO ce ofpasyBaT 6Ge3 yuactHe Ha P450 cucremara.
JpocnHpeHoH e MeTaGoNH3HPaH B Manki KONH4ecTRa oT uToXpoM P450 3A4 u e nokasan xanayuret 3a
UHXHOHpaHe HA TO3M €H3MM H Ha mutoxpom P450 1Al, morxpom P450 2C9 u nuroxpom P450 2C19 in
vitro,

EnuMuaHpaHe
CepyMHHAT MeTaGONMTEH KIHPBHC Ha JpocnupeHoH € 1.5 & 0,2 mi/min/kg. MpocnupeHoH ce ekckpeTHpa

caMo KaTo clieny B HelpomeHeHa dopma. MertalonuTaTe #a APOCTIHPEHOH Ce eKCPETHpaT ¢ eleca #
ypuHara B choTHOmeHHe 1.2 xbm 1.4, EnMMUHaOVOHHMS NOAYKUBOT HAa MeTabOJNWTHTE C ypHHATA H
teueca e okono 40 gaca.

CraOuiHu MIasMeHn HUBA

[lo BpeMe Ha UMKBIA HA NEUYECHHE, MAKCUMAIHY CTA0MITHH KOHUEHTpPALMK Ha JPOCIHPEHOH B cepyMa OT
okogo 70 ng/ml ce mocturar cheg oxono 8 AHU Ha Tepanus. CepyMHHTe HHBA HA JPOCMHUPEHOH
akyMynupar npH (axTop 3 KaTo mociefHua OT CbOTHOLUEHMETO TEPMMHANEH MOMYIKHBOT H J030B
HHTEpEa,

CrienHaaHy Monynaiiy

Edpexm evpxy 6vbpeyno yepesicoane

Crabununre cepyMHH HHBA HA JAPOCNUPEHOH NPH XKEHH ¢ ymepeHo OBOpeuHo yBpexsaHe (KpeaTHHHHOB
wmupsHe CLer, 50-80 mL/min) ca cpaBHHMH C Te3M NpH KeHHM ¢ HopmanHa ObOpeuna QyHKUHA.
CepyMHHMTE HHMBA Ha JIPOCMHUPEHOH CpefHO ¢a Cb¢ cpeAHo 37 % NO-BHCOKH MPH MKEHH C yMmepeHa
Gn0peuna HepocrarsuHoct (Cler, 30 - 50 mL/min) B cpaBHeHHUe C skeHH ¢ HopManHa ObOpetHa GyHKUHA.
JpocnupeHoH TepamugTa € CbUO AOOpe INOHOCHMA OT JMEHH ¢ Jeka Jo ymepena Ownbpeuna
HemocTaThyHocT. Tepanuara ¢ ApPOCTUPEHOH HE € TNoKasala HalHuue Ha KAMHHYHO 2HAYUMH e(eKTH
BBbPXY CEPYMHATE HHBA HA KA.

Egexm evpxy uepnodpobuo yepeacoane

[Ipn mpoyuBaHe ¢ egHOKpaTHa o33, opanHus KaHpbHe (CL/F) e 6un HamaneH ¢ npubansurenso 50 %
npH nobpoBoOJIH ¢ yMepeHa YepHOApPOGHA HEAOCTATBMHOCT B CPABHEHHE C TaKHMBa C HOpMasHa
yepHoApofHa dyrxuua. HabmonaBaHoTo HaManeHHe HA KIMPBHCA HA APOCIHPEHOH NpH AobpoBonuy ¢
YMEPEHa CTENeH Ha 4epHOAPoOHa HeAOCTaTbUHOCT HE NMPEMUHABA B 3HAYHTENHA PA3NMKa 10 OTHOUICHHE
Ha cepyMHHTE Kanuess Husa. JopH npu Hanmuue HAa AualeT M CBILTCTBAILO JICUEHHE CBC
CIHPOHONIAKTOH (fBa (haKTOpa, KOMTO MOraT Aa NMPeApasilofNokaT NaudeHTa KbM XHNEPKANHEMHS) HE €
HaO/IoAaBaHo yBeNu4YeHHe HA CepyMHWTe KallMeBH HMBA Ha)| FOPHHTE HOpManHH HHMBA. Moxe na ¢e
IpHEME, Y€ RPOCHHPEHOH € Jofpe nOHOCHM OT NauueHTH C Jieka A0 YMEpeHa uepHoipoOHa
nepocratbydoct (Child-Pugh B).

Emnunecru epynu
He ca nabmojaeaHy KIHHMYHO 3HAYHMH padMkd IO OTHOLIGHHe Ha (papMAKOKHHETHKaTa Ha
JIPOCTIHPEHOH HITH ETHHUJIECTPAJHO MeXY AIOHCKHTE U €BPONEHCKHTE JKEHH.

Etunnnectpanuon

AGcopbuus
OpanHo NPUIoKEeH eTHHUASCTpaaHoa ce abcopbupa Gbp30 W HATBIIHO.
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[Mpu opunarade Ha 30 pg, muxoenTe cepymun Husa or 100 pg/mL ce nocrurar 1-2 yaca cnen npueMa.
Erununectpaauon nperbpnasa o0upen nhpeonadaneH edekT, KOETO NOKa3sa WHPOKH HHAMBUAYAJIHH
BapHalHH. AGconmrorHarta GnoRanuuHocT & npubmisuTtenno 45 %.

dpocerna 0,02 mg/3 mg

IlpH npunaraHe Ha efHOKpATHA F034, MakCHMAansi cepymuy Husa ot 33 pg/mlL ce mocturar 1-2 vaca
cnel mpHeMa., ETHHHIECTPARHON NpeThpissa OCIIHPEH MBPBOHAYEACH ©HEKT, KOSTO NOKA3BA LIHMPOKH
HHIUBHAYANHH Bapuaiuu. Afcomornara OmomamuuHoot ¢ npubmmsutenno 60%. EgrHoBpeMeHHHST
TpUeM Ha XpaHa Hamalsasa GHOHATHYHOCTTA HA STHHHASCTPAANON € oxono 25 % oT uscneABaHuTe, KaTo
He ce HaboAasa NpoMaHa 8 OCTaHARMTE.

PasmpeneneHue
EruHunectpaauon uMma npenanadaracm obem Ha padnpesenehue or 5 L/kg H CBBP3RAHETO MYy ChC

CepyMHHTE [POTEHHH € npubnuanTenso 98 %. EtununecTpagHon npeay3ByKsa YCPpHOAPOOHUA CUHTES Ha
SHBG. ITo Bpeme na neueHrnere ¢ 30 ug ersxuiecTpaauon cepyManTe nuea Ha SHBG napactsar cue 70
J0 oxono 350 nmol/L.

ETHHUIecTpaaHON NIPeMIHABA B MATIKY KoAuuecTRa B kepmara (0.02 % ot aosara).

Jdpocerun 0.02 mg/3 mg

CepyMHHTE HHBa HA STHHHISCTPARHON HAMANNBAT B ABe dasH, TepMuHaiHaTa $aza Ha pasnpeneneHue ce
XapAKTEPH3HPA C HONYXKHBOT OT OKONo 24 yaca, ETHHUACCTPAANON e CBBP3BA B 3HAUMTENHA CTENeH, HO
HecHmeLU(HYHO ChC cepyMuua andymun {mpubnusutendo 98.5 %), n npenussuKBa yBENMUYEHHE HA
cepymHuTe KoHUeHTpauuu Ha SHBG u kopruxonn cempsmamua raobynun (CBG). Ilpennonaraemus
o0eM Ha pasnpenencHue € oupefenes ga okono 5 1/kg.

MertaGonuzsm
EruHunecTpaauon ce MeTabonusnpa nansiao (MetabonuTten cepymen kiupsac 5 ml/min/kg).

EnaMUHBEpaHS
ETHHHIECTPARHON He ce eKCKpeTHpa B ocobeHo 3HayHMa CTeneH B HempoMmeHena Qopma, Metabonutute

Ha CTHHHIECTPAIHON CC€ CKCKPETHPAT B CHOTHOLICHHC YPHHADHO! mIrsuno-4:6. HOIly}KHBOTBT Ha
meTabonHTHA CKCKPeLHA € OKOIO 1 men.

Crabunny naasmeHy HUBa
CraGHnHU nIasMeHy HMBA Ce NOCTHTAT [IPE3 BTOPATA IONOBUHA HA TePAMEBTHYHHA LMKBI U CEPYMHHTE
HHB& Ha eTHHHICCTPANHON aKyMYIHpaT npy axtop OT okone 14 g0 2,1 oxono 2,0 1o 2,3.

53 IIpeakaunuany Januy 3a He30acHoCT

IIpu nabopaTopHu XMBOTHM edieKkTHTE HA ADOCTHPEHOH H ETHHHIECTPAiHON ca ONM3KW 10 TEe3H,
CBBP3aHH C NO3HaTATE MM dapMmakonorsiny AeieTBus. B wactsocT, penpoAyKTHBHI TOKCHKOMOTHYHH
APOYYBAHNA PAa3KpUBAT eMOPHOTOKCHYHH H (heTOTOKCHYHY e(EKTH NpH XHBOTHH, KOHTO CE CHUWTAT 33
BHIOBO GHCLlHCl)H'-IHH. Hpﬂ SKCITO3WI RS HA JPOCHHPEeHOH, HAABHINABAWIO TOBA NIPH H3NOA3BAUIHTE
Hpoceran, ca HAOMOXABAHY edeKTH BBpPXY NOROBCTO JudepeHlupane NpH GeTycH Ha [UIBXOBE, HO HE H
Ha MaliMyHuH.

6. OAPMAILEBTHUHN YAHHH

6.1 ChnHebk Ha NOMOIIHETE BEIEcTBa

dpocerna 0,02 mg/3 mg:

Drospirenone /ethinyl estradiol 15/17
NQ/HM47/01-02/DC

Final - Day 210 -BG




AxruBai Ta0JeTKR (PO30BH TADNETKH)
CrppueBnna na Tadaerkara:

JlakToza MOHOXUAPAT

IMperkenaTHHE3HPAHO HULIeCTe (APEBUYHO)
Hosunon

Kpockapmenosa Harpuit

TMonucopBar 80

Marnesues creapaT

IloxkpuTtne:

TTonMBHHUNOB AMKOXON YACTHYHO XUAPOIHIHPAH
Turanos auokcun (E171)

Maxkporon 3350

Tank

JKpar xemesen oxeua (E172)

Yepaen xenezed oxcug (E172)

Yepen xeneseH oxcHa (E172)

ILnane6o Tabaerkn (Genu TabieTKn)
CobpueBHHA Ha Tadnerkara:

Jlaxrosa, Oezsonna

IloBrnou

Marnesues creapaT

IHoxputae:

[NonuBHHKIOB GJIKOXO0JI YaCTHYHO XMAPOIU3HPaH
Turanos auokena (E171)

Maxporon 3350

Tank

6.2 HechBMeCTHMOCTH

He e npumoxamMo.

6.3 Cpok Ha roaHOCT

2 rONMHHE.

6.4 CoeuuanHu YCNOBHS HA CHXPAHEHHE

To3H nekapcTBEH NPOAYKT HE HAHCKBA CIGLIMATHH YCIOBHS HA ChXpaHEHHE.
6.5 Jauau 3a onaxoBKATR

Bamerepu or anymunmnero donno u PYC/PVDC noxpurne.

Bugose onaxopki:

1 x 28 dpummupany TaGnerku (21 axrasry Tabnericn w7 niane6o tabneTkH)
2 x 28 dunvupann Tabnerkn (21 axtaenn rabnetkn 1 7 nmnanedo Tabnerkn)
3 %28 punmupasn TabneTkyn {21 akTHRHY Tanerkn K 7 nnaneGo TabneTky)
6 x 28 unvupann tabaerkn (21 axrusad Tabnerky 1 7 nutaneGo tabaeTki)

13 x 28 dunmvupanu Tabnerky (21 akrusay rabnery W 7 rage6a TaGneTky)

He peruky BHIOBE ONaKoBKA MOXKE Aa ¢4 B Ipopaka.
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6.6 CrenmajHu npeanasHA MePKA NPH H3XBbPAARE H paboTa

Hsma cnenuansiy W3ucKBaHus,

7. NPUTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA
Laboratorios Le6n Farma, S.A.

C/La Vallina s/n, Pol.Ind.Navatejera

24008 Villaquilambre-Leon

Hcnanus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

9. JATA HA IIBPBO PA3PEIIABAHE/IIOAHOBABAHE HA PA3PEIIEHHETO 3A
YIIOTPELA

10. OATA HA AKTYAJIM3UPAHE HA TEKCTA: 01/2010
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