4.1

4.2

L THUTENHA ATEHUWS 110 NEKAPCTBATA

Kpamka Kapakmepucmuina Ha npogyxma - NpuoxeHue 1

0 &/ T
KbM Fea No /J.{...... [p— 2; ek Feadaarinrerranana

KPATKA XAPAKTEPHCTHK?A HA [[POJIYKT% 6'/ ﬁhfb 6/0 (r

Paspetenua (& ..
251
UME HA JEKAPCTBEHHSA ITPOAYKT ERARNE N e .

Kanrn 0,02 mg/3 mg duamupany tabretsn
Jangee 0,02 mg/3 mg film-coated tablets

KAYECTBEH H KOJIHYMECTBEH CBhCTAB

Beaka dnnvupana taGaerra ebaspia 0,02 mg ernnunectpaanon (ethinylestradiol) u 3 mg
Apocniperon (drospirenone)
NoMoutHo BeLecTRO ¢ M3BECTHO JeiicTBE: BeaKa TabneTka chabpika 44 mg nakrosa MOHOXHIpaT,

32 MBLAHKA COHCHK HA NOMOILHUTE BEWECTBA. BHKTE Tovka 6.1,
AEKAPCTBEHA ®OPMA

Gunmupans TabaeTkn.
Posoen, xpbriau, duamupann tabnetki ¢ auametsp npubausnrentoe 5.7 mm.

KAHUHUYHH JAHHH
TepanepTHIHN NoKaIAHU
[Tepopanna kKoHTpauenus.

Ipu B3emane Ha pewenne 3a npeanyceade Ha Xanru Tpadea Aa ce UMAT NPEABHA HACTORUMTE
PHCKOBH AKTOPH HA OTAENHATA HEeHA, OCOBSHO TE3H 3a BEHOIHA Tpomboembonng (BTE) u Tosa
kakbBs € puckpT oT BTE npu JKanru B cpassensie ¢ To3u npn Apyri koMBuHHpany XOPMOHAIHNI
xodTpauenTneu (KXK) (mk. Touku 4.3 u 4.4).

Ho3ipoBKa H HAYAN Ha DPHAOKEHHE
Hauun Ha APHIOKEHNE: NEPOPANHO NPUNDKEHIHE
Hdolupopka

Kak ce apuema Kauru

Tabsetknte Tpabra 1a GLAAT NPUEMANN BCEKH JEH N0 €HO H ChLIO BPEME. aKO € HEoDX01MMO ¢
MAIKO KOIMHECTBO TEUHOCT, B pefa, nocoyey Ha faudcTepraTa onakosxa.

[To enna rabieTka AHeBHO Ce MpueMa B NpoabkeHie Ha 21 nocie10BaTenHH AHi. Beska cnensaima
OMaKoBKa Ce 3aM04Ba cAel 7-AHeReH CBODOIEH OT TabNETKY HHTEPBRAN, NPes KOHTO 06UKHOBEHO Cce
NOABABA MEHCTPYANHO KupaeHe, To o0uKkHOBeHO anousa 2-3 AHuW cnex IPHEMA Ha 1lac/ierHaTa
TabAeTKA N MOKE 12 HE NPUKAKYH NPELH HAYANOTO Ha CASIBALLATA ONAKOBKA.

Kax ce 3anousa npnema ua ¥aurn
*  AKO Npenu T0Ba He & ynoTpedseaHa apyra XOpMOHAIHA KOHTPALENLNS (B NQ




{TpuemeT Ha TadneTkn TpROBa Aa 32A04HE B NHPBNSA NSH HA HOPMANHIS MEHCTPYANEH (IKB (T.e.
MBPBILA JCH Ha MEHCTPYATHO KBPBEHE),

¢ AKO ce npeMHHaBa 0T KOMOGUHHPAH XOPMOHANEH KOHTPALENTHA { KOMBUHIPAN nepopaneH
konTpauenTie (KOK). sariHanen npbeTed ual TpaHcaepManeH nacTup)

3a npennouuTaHe € WeHaTa 1a 3anoune npuema Ha JKaHr! B 1ena caen NpHEMAaHeTO Ha NocheAHaTa
akTHBHa TabneTxa (nocneaNaTa TabaeTka, ChIbPKaLla AKTHBHI BELUECTBA) OT npenriwnnsg A KOK,
[TpH H3MOA3BaHE HA BATHHANEH IPLCTEH WM TPAHCIEpMAeH NNACTHP, KEHATA MOKE 13 3a10HHe
yrorpebata Ha Wanri 3a Ipe1NOYNTAHE B N€HS HA OTCTPAHABAKE, HO HA-KbCHO npeall CAeABAILOTD
puaarane,

» [lpu npemunasane 0T METOA CAMO € NPOrECTOreH (nporectorer-chabpikatla Tabrerxa,
HHAKEKLNS, MMIAGHT) HAY OT NIPOreCcTOTeH-0cBOGOK AaBaLIA HRTPAYTepHHHA cucTema (IUS).

Kenata MoKe 8 NPEMHHE BbB BCEKH €21H A€H OT NPOrecToreH-CoabPkalla TabaeTka (0T KMAAAHT
it ot IUS B Aena Ha oTCTpaHABAHETO i, OT HHKEKUMS — B AEHS, KOTATO CNETRAILATA HHKEKLHA
Tpabea na 6bae HanpaseHa), HO NPY BCUUKK TEIH Cliydal TPAGBaA Ja Obae TOCHEETBAHA 12 H3N0N38a
AonbaHUTENeH DapHepen METOA Ha KOHTPAUEMUMUS NPE3 (IbPEHTE 7 AHH Ha NPHEM Ha TabneTKy,

s Cnen abopT B NBPBIA TPHMECTBP

Heuara moxe 2a 3anoune npuema He3abasuo, B TO31 ciyyaii He e HeoBX0aMMO a H3NO3Ba
AONBLAHHTEAHN KOHTPaUCITHBHH MEPKH.

» Caen paxnane niu aGopT npe3’ BTOPUA TPHMECTHP

enute Tpabsa na ObaaT nocwBETRaKH 14 3anouHat Ha 2) 10 28 new chen paskaane wnu adopt npes
BTOPHA TPHMECTH. AKO 3an04UHE NPHEMA NO-KBCHO, KeHATA TpadBa Aa Ob/le NOChRETRANA na
H3N0I38A AOMbAHNTERSH Bapuepen MeTo Npes mbpeiTe 7 auu, Bunpekn Tosa, ako seye e uvana
N0A0B KOHTAKT, €BeHTYaHa OPeMeHHOCT CienBa Aa ce WIKMIOUN NPEAH PEanHOTO HA%AN0 HA TIPHEM
#a KOK uny xenata Tpaea 4a 134aka nbpeus CH MEHCTPYANEH epho.

34 KeHH, KOUTO XLPMAT, BUKTE TouKa 4.6,

loBeaenne npn nponyckane ua rabaeTkn

AKO JKeHATa € 3aKbCHANA C HO-MAIKO 0T 12 uaca ¢ npuema na TabneTkara, KOHTpaUenTHBHATA
3aunTa He e Hamanena, JKenara Tpadea Ja s3eme Tal0eTKATA REAMAra WIOM CH CHIOMHM U 12
NPOABLIKH NPHEMa Ha CNeBaLNTE TAGNETKH 8 00UUaitHOTO BpeMe.

AKO € 3aKbeHANa moBede 0T 12 waca ¢ npuema Ha TAONETKATA, KOHTPAUENTHRHATA 3AHTA MOYE A4
Obre HamaneHa. B Takbe cayqalt noBeeHNeTo CAPAMO NPONYCHATHTE TaBNeTKH MOKE 1a ce
PBKOBOAM OT CAEAHNTE 2 OCHOBHH NpaBuia;

L. TlpnembT Ha TabneTxn Hukora ue TpaORA 1A Ce NPEKPATABA 32 MoBeHe 0T 7 AHM

2. Heobx0aum & 7 nHeBeH HENPEeKbLCHAT MpHEM Ha TA0NSTKH 33 TOTHCKAHE HA XNNOTANAMO-
xunod3Ho-oBapHATHATA OC.

3a BCeKHAHEBHATA ApaKTiKa Morar ga GbaaT 183€HN CIENHNTE CHBETH!

. Hnpea ceamuna




[Maupenrtrara TpsOBa Na NpUeMe NPONYCHATA TAOASTKE BEIHATA LIOM CH CIIOMHH, JOPH AKO TOBA
O3Ha4aBA NPHEM HA ABe TAbNeTKH €AHOBPEMEHHT.

Cnea ToBa T8 PpoALAKABA Ja NpHeMa OcTananuTe Tabierki 8 061uvainoTo Bpeme. Kato
AonbneHne, TpsGea fa Gble H3noniBad SapiepeH MeTo. KaTo HanpHMep Npe3epsaTs, npes
cnengaugire 7 iun. B enyyaii Ha nosios KOHTAKT B MPeAUHNTE 7 QK. CbiLECTBYBa BEPOATHOCT 34
3abpemendsane. KonkoTo noseue TabneTiH ¢a NPORYCHATH it KOJKOTO TOBA € N0-01130 10
obunvalivng csobonen o1 TabNETKY HHTEPBA/, TOAKOBA € MO-BIICOK PHCKLT OT 3a0peMenaBane.

. Bropa ceamuna

MaunenTrata TpaGsa Na NpueMe NpoTycHaTaTa TaGneTka BeAHATA LWOM CH CIIOMHH, JOPH aKo ToBa
03HAa4aBa MPHEM Ha nBe TABNETKY eAnOBpeMenHo. Cllea ToBa T4 BPOXLKaBa Na npuema TalaeTkuTe
B oOuuaiinoTo apeme. B cnyuall, ve weHarta e npHena TaNETKITE NPABUAHO NPes T-T€ AHN Npean
AEHA. B KOIITO € nponycHana TabneTkara, He ce Hanara ynoTpeda Ha JoNbIAHHTENHY
KOHTpauenTiBHH MeTonH. Obaue. ako e nponycHana noeede o1 | rabnerka. kernata Tpadsa na Guae
fOCHBETBAHA A npenpHemMe J0MhRHHTERHN MEPKH Nipe3 ceasatunte 7 HA.

. Tpera ceamnna

PHCKDBT OT HAMANABAHE HA HAZEKHOCTTA € MHOTO BHCOK MOpaai BaHIocTTa 10 7-aHeBHNs croBonen
oT TabneTku HHTepBan. Bunpexy TOBa, YPes ananTHPAHe HA CXEMATA H2 NpHEMa HA TabNeTKH,
HaManeHaTa KONTP2UENTHBHATA 3alluTa BCe oLle Moxe da Obje npexoTapartera. [py cnaisade Ha
€AHO OT ZBETE NPauna he e Heodxonnma ynotpelarta Ha JOMbAHHTENHH KOHTPALUENTHEBHN MEPKY.
PH HOAOHERNE, e NP3 CeAeSMTE THY NPeIH NbPBATA NPOAYCHATA TABNETKA. KeHaTa e npHeMana
npaenato seivkH Tabnerkn. B npotusen cayuall maunenTkara Tpabsa 2a cnensa NLPBOTO OT Te3M
ABE PABINA H CLUIEBPEMEHHO Jia HINON2BRA | AONBIHHTENHN NPEANA3HE MEPKH B CleaBaulnTe 7
OHH,

1. Maunenrkara tpadsa Na npueMe nponycHata radlieTka BeANAra LIOM CH CHOMHH, OPH aKO TOBA
03Ha4aBa NpHEM HA ABE TAONETKH eAHOBPEMEHHO.
Cnex ToBa 7 NpoALIKARA 1A pueMa TablieTKHTe 8 06uuainoTo speme. [IpHemMbT Ha
CJleABalaTa ONaKoBKa TPsORa Aa 3aNOUHE BEJHArE CAS KaTo Tas3h ONaKOBKA CBBPILM, T.€. He
TpaGBa 4a HMa MHTEPRAN MEXKY ONAKOBKUTE. MAAKo BEPOATHO € NAUMENTKATA Ja NOAYYH
OTNAAHO KbPBEHE NPean KPas ha BTOPATA OMakosKa, HO MOe Ja FMA 3aLansaHe Wil NpodHBKO
KbpBEHE B JHHTE, B KONTO Tpuema TabneTkyte.

2, XKeuara chino Moke Ja ObJe NOCHBETBAHA 3 [PEKPATH NPHEMA Ha TAGNETKH OT Tazl ONaKOBKA.
Cnex toBa Tpsbea Na uMa cBoOOAEH OT TaGRETKI HHTEPBAN N0 7 AHH. BXIKOUUTENHO NEHS, B
KxoiiTo e nponycHana tabneTxara i noche 4a 3aMo4He HOBA ONAKORKA.

AKO KeHaTa € NPorycHana TalNETKH H HE NOAYUH KbpBEHE B MHPBHA HOpManeH cRoGOSH OT
TabneTin naTepBan, TpAdBA 13 Ce BIEME NPELBILA BEPOATHOCTTA 32 BpeMeHHOCT.

CoBeT B c1y4uali Ha CTOMAMHO-UPERHH HAPYIHEHHS

B cayyail ha TexKY CTOMAILHO-UPEBHY HAPY WWEeHHA {HANP. NOBPBILAHE WK Anapks ), abcopbuuaTta
MOKE 12 HE € NbJIHA H € HeoOXO0INMO Aa ce MpeanpHeMaT J0MbIHHTEANH KOHTPALUENTHRHH MEPKL.
AKO ce nosBH NOBPbILAHE B paMKuTe Ha 3-4 qaca cnen npiema Ha TabneTxa. Tpadsa na ce sieme
HOBA (3amecTpalla) TabieTka KONKOTO € Bb3MOKHO fo-cropo. Hopara talneTxka tpadea na 6uae
B3eTa B paMkuTe Ha | 2 vaca o7 oSuuaiinoTo Bpeme 3a npiem Ha TabneTka, ako € BbIMOWKHO.

AKO ca MuHany noseye oT {2 yaca e NpHACKHM CHBETLT OTHOCHO NPONYCHATY T




4.3

CXEMA Ha NPHEM HA TABNETKUTE. TA MOKeE Aa B3eMe HEODOXOAIMATA TONbAHITENHa TaBAeTRa OT
Apyra ONakoBka.

Kax 5a ce 0T0%H MEHCTPYATHOTO KhpBeHe

3a ha ce OTNOKN MEHCTPYaLNATA. KeHaTa Tpad8a Aa Npo KK RPHEMA HA CleNBalaTa ONakosKa
Kanru 6e3 ceobonen ot Tabnevii uitrepran. Tosa yvaxasane MOXKe 1a TPOIBIHKU TONKOBA ABATOC.
KONKOTO € KEeNAH0 10 Kpas Ha Bropata onaxoska. [No BpesMe Ha yaLKABAHETO ReHATA MOKE 53
NONY Ul NPoOHBHO KbPBEHE At 3auanBaHe, Penopuisy npHueM Ha Janru 3ano4sa 0THOBO Ciej
obnuaiina 7-aHeseH cBoGoaeH oT TaDNSTKY HHTEPBAN.

3a na ce wImecTH MEHCTDYAUMATA B APYT A€H OT CEIMHUATA., pa3aityeH oT ob1uAIHNY 33 KeHaTa ¢
HaCcTosWaTa CXeMa. TA MOWe na 6’!:,1[& noceuRETRaHa A8 ChKPATH NPERCTOALNA CBOﬁOﬂ.eH o1 TalneTkn
MHTEPBa)N ¢ TONKOBA AKKU C KOJIKOTO HcKa. KOAKOTO HHTEPBATLT € NO-KPATHK, TONKOBA € [0-10/1aM
PHCKBT T A HE NONYYH KBPBCHE i A& ¢€ NOABH npOﬁHBHD KBPBEHE HL 3alanBande JOKATO
H3N0138a CNEABAILATE ONaKoBKa (N0J00HO HA OTAAraHeTo Ha MEHCTPYALHATA),

ﬂrmt.mume.wm JlHd)l’)Q.Hﬂﬂuﬂ 3 cneliaInng nony.ari

Heouampuuna nonyaayus
JKaHru e nokasaH 3a NPUIOKEHHE CaMO CREa MEHAPXE,

HCI!}HBHH’II[ 8 CRIUPYECRT 8B 3PaCm
Hawru He ¢ nokasan cnejy MCHODay3a.

Hayuenmu ¢ vepnoopodno yepexcdane
Kanry € nPOTHBONOKA3AH NPH KEHH C TEKKH HeproapobHi 3ab0a98anna. BukTe cbllo Toukn 4.3 i
5.2.

Hayuenn ¢ Gedpeuna yapexcdane
Kauru € npoTHBONOKA3aH NPH JKEHY ¢ TexKa GbOpeuna HeIOCTATLUHOCT W 0CTpa BLOpeuna
HEROCTaTLYHOCT, BiskTe cbio Toukn 4.3 u 3.2.

[IpoTHBONOKA3AKKA
KomOuuupanute opaniu kontpauenTien (KXK) e TpaGsa fa ce u3noa3sar npu HajlnuMe Ha HIKOE

OT YCNOBUATA, H3DPOEHH NO-N0AY. AKO HAKOE OT Te ChCTOAKUA C& NIONBH 33 NBLPBH NBT N0 BPEME
ta ynotpebata na KXK, npoaykrsey Tpadsa aa ce ciipe Hesabasno.

e Hanuuye Ha win puck ot BexosHa TpomGoembonus (BTE)

o) Benozna Tpomboemboniia — Hactoawa BTE (Ha aHTHkoarynauti) unk aHaMaesa 3a
Takaea (Hanp. Abadoka senozta Tpombosa [JIBT] unn Genonpobua embosus {BE))
o] H3BECTHO HACACACTEEHO UM NPBAOGHTO NPEAPAINONOKHHE KbM BEHOZHA

TpOMBOeMBOANA, KATO PE3UCTEHTHOCT KbM akTuBupaH npoteun C (APC) (BrarunTenso
daxtop V na Leiden). nepuunt ua aututpombiie Hl. geduinut na nporeny C, gednunt va

npoTeHH 5
o] Tonsima XHpypruysa HamMeca ¢ NPOABAKNTENHA HMOOMIH3aLNA {BXK. TOUKa 4.4)
o Bucok piick 3a senosna TpomGoeMBonis BCICACTBIE HA HANMYUE HA

puckoBH daktop (Bx. Touka 4.4)

Hanu4ue Ha iwan puck of aprepHania Tpomboembonus (ATE)



4.4

*

o Aprephaina TpomGoemGonns - nacToSWA apTeplania TpomGoemboiia. aHamMHe3a 3a

apTepHanada TpomGoemBoing (Hanp. HHOAPKT HA MHORAPAA) I APOIPOMATHO CHCTOAHNE
(Hanp. cTenoxapnng)

©  Mo3puno-cBIoBa OONECT — HACTOALL HHCYITT, AHAMHE3A 38 MHCYAT HIH NPOIPOMATHO

CbCTOARNE (Hanp. NpexolHa uexemiisda ararxa, [THA)

o H3BecTHO HacneACTBEHO UIH APHAOGHTO fipepainonokeHie KbM apTepHalina

TpomBoemGonNa, KaTo KHIEPXOMOUHCTEHHEMNUA W aHTHHOCHONHNTHANY AHTHTENE
(aHTHKAPIHOMUMIHOBH AHTHTENA, AYAYCEH AHTHKOArYNAMT).

©  AHaMHela 3a MUTPEHa ¢ GOKATHN HEBPOIOTHYHI CHMITTOMU.
o Bucok pUCK OT apTepitania TpomBoeMBOIMs BCIEACTBHE HA MHOKECTBO PHCKOBH (akTopH

(K. TO4KA 4.4) HAH HA HANHYNETO HA €NIH CEPUO3EH PHCKOB GaKTOpP. KaTo HATPUMED:
* 3axapey Aualer CbC CbAOBH CUMNTOMU
*  TEHKA XHACPTOHHA
& TexKa AHCIMNONPOTEHHEMH

Haauyne unu anamaesa 3a TEKKO YePHOIpOOHO 3adonsisane 10Toraga 20kato HYHKUNOHATHNTE
depHOapoOHI NPoDY HE C¢ BbPHAT KBM HOPMANHHTE CH CTORHOCTH.
Texxa 6uHpeuna HeAOCTATHYHOCT MM 0CTPa OBOpeyHa HEROCTATLHHOCT.
Haauyue uan anamuesa 3a uepHoApoGHH TYMOPH (100POKaYeCTBEHI HAH WIOKAYECTBEHN),
H3geCTer nan nono3npan 310KaYECTBEH TYMOP, 3aBHCHM OT fTOAOBH XOPMOHH (Hanp, Ha
TEHHTANMHUTE WIN MbpAUTE).
HeanarHocTHUHPAHO BArMHANHO KhpBEHE,
CrpbX4YRCTBHTENHOCT KhM AKTUBHUTE BELUECTRA HAK KM HAKOE OT NOMOUIHHTE BELISCTRA.
H30poEeHH B Touka 6.1
Ynotpebara ha XaHru e npoTHBONOKA3aHA AHOBPEMEHHO ¢ JIEKAPCTBEHH NPORYKTH,
CHALKALM OMOHTACBHP/MAPHTANPEBHP/PHTOHABIP H 13320y BHP, NEKAPCTBEHN MPOAYKTH.
ChABPAKALM FNEKANPEBUP/ MUOPEHTACBHD AN cOdochY BIpP/BENTIaTACBUP/BOKC HAANDPEBHP
{eHuTE TOUKa 4.5).

Creguanun ApeayapeikreH s H APeINa3HE MEPKA NPy yHOTpeda

Ipeayupexacnnn

AKO € HATHYHO HAKOE OT CHOMEHATHTE NMO-J00Y ChCTORHHA WM PHCKOBH (akTopH, TpsGBa na ce
obcuam ¢ xenara qanu Hanru e noaxoadwl.

B cayuall ha prowaBane win Nbpsa Nos8a Ha HAKOE OT TE3H CHCTOTHAS NN PHCKOBU DaKTOPH,
eHaTa TpaOsa 12 ObAe NOCHBETBAHA 4a €& CBBPHE CBC CBOS JSKAP, 3a 14 ce ofpeaeiu Janu
ynoTpebata na JKauru tpadea na ce npexparn.

B cayuaii na nonosupana uau notswpaesa BTE nan ATE, ynotpebara wa IKXK tpaGea aa ce
npeycranosu. B ciyuai, e € 3anounana Tepanus ¢ aHTHKOAryAaHTH, Tpadea aa Obae 3anounara
NOAXOAALLE ANTEPHATHBHA KORTPALENIHS, NOPALH TEPATOrEHHOCTTA HA AHTHKOATY IaHTHATA
TEPAnHA (KyMapiHi ).

Unprynatopii sapytueHus

Puck o1 Bexoina Tpomboembonnsa (BTE)

Ynorpebara Ha Beekil KOMGHHIIPaH XopMoHaneH korTpauentis {KXK) noBiwasa pucka ot 8BeHo3HA

TpoMBoemGonng (BTE) B cpaBHesite ¢ TO3M NP1 IHLATA, KOHTO He ynoTpedasat K
KONTO ChALPKAT JIEBOHOPreCTPeT, HOPreCTHMAT WM HOPETHCTRPOH, €A CB
nuckua puck or BTE. Bpyru apoaykrs, karo HKauru morart aa Hoear ao




pick. Peweniero 3a ynorpe6Ga na BeeKy HPOAYRT, PasauyeH 0T HAKOI OT Tes3l ¢ Hail-HICLK
puck oT BTE, Tpsabsa aa ce Biema camo c1ea oGenaaane ¢ KeHATA, 32 14 ce rapaHTHpa, Ye Ta
pa3Gipa pricka ot BTE nipn JKanru, kax velinnTe Hacrosmy pickosu GakTopit BANKAT BLPYY
TO3MH PHCK H TORA, 4e pexsT oT BTE e waii-iicok B mepBaTa roanHa ua ynorpeda. Uma chme
H3IBECTHN JAKHIL, e PHCKLT ¢ YBENHYaBa, KoraTo npuembt ua KXK 3amoune otoro cien
NpexbeBane HY yioTpeda oT 4 ceaMUEUN AN DOBEYE,

ITpu xenn. kouTo He 3non3satr KXK n xe ca Spementn. oxono 2 ot 10 000 we passuat BTE 3a
nepHoj OT enHa roAnHa. Bohripeku TOBA. Npu BCAKA OTARNHA KEHA PHCKLT MOKE Aa Obae 1aney no-
BUCOK. B 3BICUMOCT OT HEltHITE CHIMECTRYBAN PHCKOBH (BAKTOPH (E3K. NO-J00Y ),

Haumcneno e.' ue ot 10 000 wenn, konro nnomsat KXK, chabpialiy ApochHpeHoH, Mexay

9 1 12 skenu we pazsuat BTE B pamwuTe Ha eaHa FOAHHA: TOBA € CPABHIMO C OKOMO 67 [PH KeHH.
kouTo minonieat KXK, cvabpmautn neBoHopracrpen.

W B nsata cayyan, 6post Ha cyyante Ha BTE roamuHo e no-Mansk oT Gpos. OUakBsaH npH KeHit Ho
BPEME HA OPEMEHHOCT WAl B C/ICAPOAHAHNA NEpHOIL.

BTE moxe na Gbae datanen 8 1-2% o1 caysante.

Bpoit cxysan ua BTE ua 10 000 kenu 8 pamkute Ha eana rognna

Bpo# cnyvau
Ha BTE

A
12 4

0 L T }1
Hewanonssalum KXK KXK, Coabpral NeaoHaprectpen KXK. ChgbpHalm [pochMpeHO
(2 criyas) {5-7 cnyuas) ‘ (9-12 cnywan)

Hnma u3knioanTento peaxu cboltieHna 3a TpomGo3a 8 APYTH KPLBOKOCHW CBIOBE. HAMP. YePHOAPOGHIL,
Me3CHTEPHARNN. DBOPEUHH WIH PETUHATHH BEHH H apTEPHi. NPU Keuii, inoiseawn KXK.

MPOTVE T, CpasHenn ¢ KX K. Chabpekaum aesonoprectpe.
P Cpetna TOUKL B LHTEPBIT OT 5 -7 0T 10 000 5ehu, 13 GCHOBS MO OTLOCHTETHHA phck 3a KXK. chanpsaln
KOO He sieasar KXK. ot npudawmwreno 2.3 10 3.6



Puckosn daxtgpy 3a BTE

PHCKBT oT BeHO3HN TPoMBOeMBOMNYKE YCIOKHEHHS NP KeHi, ii3nomssad KXK. moxe
CHUWECTBEHO 12 €€ YBENHYN NPY HKEHA C NOMBAHHTRIHI PHCKOBI (JAKTOPN., 0CODEHD aKo HMa
MHOMKECTBO pHCROBY hakTopy {BK. Tabrinuara).

JKanru e NnpoTHBONOKA3AH, ako AAAE€HA KEHA HMAQ MHOMECTBO PHCKOBH (JakTOPH, KOUTO S H3maraT Ha
BHCOK PHCK OT BEHO3HA TpomBoembonta (B:k. Touka 4.3). AKO 1a/1eHA JKEeHA HMa [MOBeHE OT &Mid
PUCKOS (IiﬁKTOp. BbIMOKHO € YBCNIHYCHHETO Ha PHCKA 04 € NO-ToNdAMO OT CyMaTa Ha OTASHITE
thakroput — 8 To3u cayyail o6wngT pick ot BTE 3a nesa Tpadea 1a ce npeuerin. AKO ChOTHOWICHHETO
nro3a/puck ce cunra 3a otpunatenuo. KXK ne rpabsa na ce npeanucsar (mx. Touka 4.3),

Tadanua: Puckosu gakropn 3a BTE

Pruckosn daxrop Komenrsap

HaaHopmeno Terno (HHIeKe Ha PHCKBT IHAUNTENHO C& YBEIHYUABA C ]

TenecHa maca naa 30 kg/m’) NOBHLIABAHETO HA HHISKCA Ha TeJeCHA Maca
{BMI).

Ocofeno BaskHO € 1a ce NPeusHH. 2KO Ca HANULE
U ApYTH puckos dakTopu,

IMpoabnxyuTenya Hpu tesu ycosua e npenopwunrento
UMoDUITHZALMA, FoNAMA ynoTpebara ha xanuerara Ia ce npekpard (8
XHPYPTHYHA HAMECA, BCAKAKBA cnyuvail Ha NAAHORA OTNIEPALUA [TOHE YETHPH
XHPYPrUtHa HAMEC Ha KpaKaTa CE&AMMLIK N0-PaHO) H IPHIOKEHHETO HM A3 HE
HITH Ta3d. HEBPOXHPYPTHYAHA 3aNoUBa OTHORO 10 WITHYAHE HA ABE CEAMUUM
HaMeca iJTh oJiIMa TPABMA clen, bJIHOTO pasasixeane. TpaGea aa ce

WINOUIIRA APYT METOA 33 KOHTpaUenuma, 3a Aa ce
usberne newenana GpementocT.

TpsbGsa na ce obmuenn aHTHTPOMBSOTHUHO
neueHne, ako ynorpebara Ha JKauru He e
npekpaTeHa NpeiBapHTEITHO.

3aldenewka: BpemMenHa
HMOGHAN3AUMA, BRIFOYHTENHO
MbTYBaHE Che caMoneT >4 vaca
MOZKE CBUO A4 ObAe PHCKOB
daxrop 3a BTE. ocoGeno npn
WEHU ¢ APYIH PHCKOBH QaKTopH

Hanunuue #a Gamusina aHamuesa AKO HMa CbMHEHNE 33 HACNEACTBEHO

{Bero3Ha TpoMOoamBonus npy npeapaznonoxenye, werara Tpabiea aa ce
Gpat/cecTpa uan poauTa. HACO4H 33 KOHCYATAUHA CBC CASUHANUCT NPEAN
acobeno B CpaBHMTENHO MAaLa Ad peilu Janu ga isnonea KXK.

BBLIPACT. HAND. Npean

50 roguuu).

Apyru 3abonsaeaHus, cebpiasit ¢ Pax. cHeTeMen ynyc eputeMaronec,

BTE XEMOJMTHYEH YPEMHUEH CHHAPOM, XPOHHYHA

BL3NanANTeNHa (onecT Ha Yepeara (oaecT Ha
Crohn uan ynueposed kot u
CLPNOBHIHOKACTBHHA aHEMIUHA

Hanpegsauia BL3pacT Ocobero Hat 35 roanRu

Hsama kOHCEHCYC OTHOCHO BL3MOIKHATA PONS HE BAPIKOZHHTE BEHH B NOBLD
TpoMOoheGHT B NoABATA 1M MPOTPECHPAHETO Ha BeHo3Ha Tpombosa.



MNosuennsT puck o1 TpoMGoemGoitin o speme Ha GPEMEHHOCT §1 0COGEHO HA 6~-CeaMUUHIIA
flepiton Ha nyepnepnymMa Tpadsa 1a ce uma apeasia (3a iHdpopmauns oTHocHo ..BpemerHocT it
KbpMeHe™ B&. Touka 4.6).

Cumuroms #a BTE (1pnboxa Benozna vpomGo3a u Gexoapodua emboaus)
B cnyuaii va cumntomi. senute Tpabsa 1a 61,1aT NOCHBETBAHN Ja NOTLPCAT CNEILHA METHIMHCKA
noMoul N 12 nHQOPMIIpAT MEAHUHHCKHA CREUHANNCT, ue npuemat KXK.
CumnromuTe Ha nbiiGoka sevoina TpomOosa (JIBT) Morar 4a BxMOUBAT:
= €QHOCTPAHEH OTOK HA KPAKA H/HITK XOTHROTO. HAH 10O NPOILIKEHNE A BEHA B KpaKa:
— BonKa unH TeKECT B KPAKA, KOSTO MOKE 1 C€ YCeWa CaMo NPH CTABAHE MN
XofeHe,
— 3aTOMAAHE HA 3aCETHATHA KPak: 3a4ePBABAHE WY NPOMAHA B ([BETA HA KOKATA HA KPAKE,

CumnTomuTe Ha Senonpobua emboniig {BE) morar na skniousar:

= BHE3ANHA N0ABA HA HEOOSCHUM 331X HAM YHECTEHO AMIUAHE;

~ 8HE3anHa Kaulliua, KoTo Mowe Aa Obae CBLPIAHA ¢ XEMONTH3A;

~ 0cTpa 0onKa B IPBAHMS KOW

~  TEXKa 32MaFHOCT WM BUEHE Ha CBAT,

—~  YOKOPCH WAW HenpasuaeH CppicyeH PHUTBM.
Hskou 0T Te3u cumntomu (Hanp. .3aayx”. .kaunuua™) ve ca crieuududsy u Guxa morau fa Guaar
NOrpeiiHO HHTEPNPETHPAHH KATO NO-HECTO CPELaH HAY HE TONKOBA TEHKH ChOHTHA
(Hanp. nuderuny Ha TUXATENRHHTE THTHILA).
Hpyri npusnaum #a cha0Ba OKAY3Hs MOTAT 42 BKIHOYBAT: BHE3anHa BOnKa. 0TOX U NEKO NOCHHABAMHE
Ha kpalHuK,
AKO OKY3HATA CE NOTYUH B OKOTO, CHMNTOMHTE MOTaT 42 BApHpPaT OT HEOONE3HEHO 3aMbIisBaNe Ha
3PEHHETO, KOETO MOKE 2a nporpecupa A0 3aryda na apeue, Mouakora sarybara ua spesue Moske na
€€ NOAYUH MOHTH BeAHAra.

Puck ot aprepuanna tpomboembonun (ATE)

Mpu ennaemuonoritybu Npoy4BaHHA € YCTAHOBEHA BPBIKA MEKAY YnoTpeSata va KXK YBEAHYCH
pHCK OT aprepranda TpomboemGonus (WH(aPKT Ha MHOKZPJAA) MM OT MOTBYHO-ChAOB HHUHAEHT
(Hanmp. TpexoaHa HCXeMHYHA aTaKa, MHCYAT). ApTepuankiTe TpomGoemDoaHuHN CBBUTHS MOFaT a
6baar darannu.

Pucxosy daxropu 3a ATE

Puckny oT apTepnansi 1pomMGoemGouUHI YCIOKHEHNS KN OT MOILUHO-CHIOR HHLHACHT MPH
xen, npremalin KXK, e yseanuen api xeHuTe, KONTO MMAT PHCKOBY (hakTopy (8x. Tabanuara),
HKanrn e npoTHBONOXA3AM, AKO JANEHA KeHa HMA HTH CEPHOISH HITH MHOKECTRO PHCKOBY daktopu
3a ATE, k0eTo 5 NocTass PLB BUCOK PHCK OT apTepsanna Tpombo3a (s, Touka 4.3). Ako najeHa
KEHA HMA NOBEYE OT eMH PHCKOB (BAKTOP, BLIMOKHO € YBETHUSHHETO HA PHCKA 18 € NO-TONSMO OT
CymaTa Ha HHAHBHAYaTHATE akTopy — B TO3M CayHali TpadBa Aa ce npeueHu oBWMAT PUCK 3a Hes.
AKO ChOTHOWEHUETO MO3a/prCK ce cunTa 3a oTpuuatento. KXK e Tpadsa 1a ce npeanncsar {Bxk.
TouKa 4.3).

Tabanua: Pucxosu $axropu 3a ATE

Puckos daktop Komenrap |
Hanpeasaiua pu3pact OcoBeno Han 35 ronutin
ToTiononyllene Henure Tpabea ga GbAaT CLBETBAHY A3 He

nyinar, ako wenaar na winonzeat KXK, Heuu
HA 33 roAnHi, KOWTO NPONLIKABAT 14
Tpadea Hacroii4Hee 4a GbaaT ChBeTs




HINOMIBAT PAITHYEH METOT Ha KOHTpauenuns.

XHIepToHuS

Hannopmeno Terno (nugexe 1a PHCKBT 3HAUNTENHO Ce YBEANYaBa ©
TenecHa maca naa 30 kg/m?) NIOBHIUABAHETO HA HHAEKCA HA TenecHa maca
(BMI).

OcoBeno BaKHO NPH KeHH ¢ TONBAHHTETHHU
pHCKOBH akTopu

Hamuuie na Gpamuinna anamuesa AKO HMa CbMHEHHE 32 HACEICTBEHO
(apTephanna TpomboemGonns 1pe ApasnonoKeHie, keHata Tpabdsa na ce

npan Bpat/cecTpa WK poauTe, HACOMi! 38 KOHCYATAUHY CbC CNELNANUCT. Npeay
0ocoeHO B CPABHHTESHO MIAA4 Ja pewsn gany aa winonsea KXK.

BBIPACT. HANP. N0 50 roauHy),

Murpeda VBenuuaBaHeTo Ha YeCTOTATA UK TEKECTTa Ha

MHIPEHO3HUTE NPHCTBAN MO BPEME Ha NPHEMANe
Ha KXK (koeTto Moxe Ja e npoapoManto
CBCTOAHHE HA MOTHYHO-CHIOB HHLIEHT) MOWKE
la cTane npHunHa 1a He3abaBHo npekpaTtasaHe

HA NIpHEMA.
Hpyru 3abonsasaqua. CBbpPIaHu ¢ 3axaped AHaGeT, XHUMEPXOMOUNCTEHHEMHA,
HEKENaHH CbA0BH CHOUTHA KNAMHO ChpaeuHo 2a00AARAHE i IPEAChPAHO

MBHKAEHE, AUCTHNOMPOTEHHEMHA 1 CHCTEMEH
NYNYC epHTEMATOoNEC.

Cumpromu ua ATE
B cayuail Ha cumnTomu. sennte TpaGea 12 651aT NOCLBETEAHH A3 NOTHLPCAT CNEIIHA METHUWHCKA
MOMOLY, ¥ Aa tIHQOPMHPAT MELNLHMHCKHS CleunanneT, ye npiemar KXK,

CHMATOMHTE HA MOYBUYHO-CBAOR HHUMISHT MOraT A4 BRNOUYBAT!
—  BHE3ANHO W3TPBMBAHE WITH C1abOCT HA AULETO. PBLETE WM KPAKATA, 0CODeHO OT
eNHATA CTPAHA HE TAOTO,
—  BHE3ATHO 3ATPYAHEHHE NPH XOJEHE, 3AMAAHOCT. 3ary0a Ha pasHoBecHe MK
KOOpAHHAUMS,
—  BHe3anha o0bPKAHOCT, 3aTPYIHEH FOBOP HITH 3aTPYAHEHO pasbupane;
~  BHE3aIHO 3aTPYJAHEHO BIKAAHE C eAHOTO HiH # ¢ ABETE OUU;
—  BHE3AMHO, TEKKO WK NPOSLIKHTETRO rAapobonne He3 H3BECTHA NPHUMHA;
—~ 3ary0a Ha Chb3HAHHE M APUNARBK CbC Hny 063 repu.
Tpexoannte cumMnToMi Npeanoarar. 4e CHOHTHETO € NpexoaHa ucxemuuHa ataka ([THA).

Cumnrosmite Ha nHpapkT na muoxapna (MM) morar na sxiousart:

~  Donka. auckoMBopT. HANPEKEHUE, TEKECT, yoelaHe 38 CTHIAHE HAH TERECT B
FBPIHTE, PbKATA WIH NOA MYbHATA KOCT;

—  ANCKOM(OPT, pa3npocTpaHsBaty ¢e KM rupba, YemneTTa, FbpIoTo. PhKaTa,
CcTOMAKA!

—  YCEllaHe 3@ CHTOCT, HAHYHE Ha OO XPAHOCMUIAHE AN 3anaBAHe;

—  H3NOTABAHE. FAACHE, NOBPBLIAHE N 3aMaAAHOCT;

— npekomepHa cnaboceT, Ge3nokoiicTBO HAK 3aAYX;

—  YCKOPEH HJIN HETIPABHIEH CBPICUEH PHTBM.

Tymopn




B nsikou entiaeMHONOriYHIt IPOYHBAHIA € ChODILABANO 32 YBEAHHEHUE HA PHCKA OT LEPBHKAIEH
KapURHOM NP NpoabNKITEnHO yroTpedasaut KOK (> 5 roanHn). Ho fanuirte ca npotHeopewisn no
OTHOWEHNE HA ChNBTBALLH eEKTH KATO CEKCYANHO NOBEAEHHE 1 1Py Ty (aKTOPH KATO HOBEIIKI NANIIOMA
sipye (HPV).

Meta-ananiis o7 34 ennieMHONOrHYHN TPOYUBAHIS MOKA3RA. Ye CHILECTBYBA NEKO YBENNUYEH OTHOCHTENCH
puck (RR = 1,24) 3a ycTanopsBase Ha PaK Ha MbPIATA NPU KEHH, KOHTO NoHacTosueM ynoTpebgeat KOK.
lMoBuwennsT puck MOCTENEHHO H34EIBA B NPOLIKeHHe Ha 10 rotHHH crea npekpaTtaBase ynoTpeGara Ha
KOK.Toil kato pak #a rbpaata ce cpeilta paako npy xkeny non 40 roTuwHa Bb3pact. yeeaHsenns Spoil Ha
ANarHO3a Ha PaK HA bPAATa (PH KeH, yoTpebapalm unn nackopo ynorpedasant KOK, ¢ mansk B
cpasHeHHe ¢ oDIURS PUCK OT pax Ha rbpaaTa. Tes NPoyuBaHus HE 1aBAT A0KAIATENCTSA 34 (IPHHHHHATA
Bpbi3ka. HabaonananoTo yBeNM4EHHE Ha PHCKA MOXKE Aa C8 TbI/EKH HA 110-PAHHA NATHOA HA PaK HAa
rbpaata npit kenu, ynotpebapaimn KOK, Ha Guonornuuute edexty na KOK unn Ha koMGuHaums ot
agere. Pakst Ha MbPAATA, IHArHOCTHLNPAN NPH AKEHH, KOHTO HAkora ca ynotpebspanu KOK. ¢ B no-paten
CTAAHIT OTKOMKOTO AHATHOCTHUMPAH FIPY JKEH, KOWTO HUKOra He ca ianomssann KOK.

B peaku cnyuan. gobpokanectserit veproaposHI TYMOPH, & B OLUE NO-PEIKH CAYVHAH H 3I0KaYeCcTBENH, ¢a
noknangasn npu ynotpedssauiite KOK. B w3onipann cnyyan, Tesn TyMOpH ca 10BeIn A0 KHBOTO-
3aCTpaaBall WHTpaadroMutanan xemoparni. Tpabsa na ce 1Ma NpeaBHA TYMOP Ha Yephna apod npu
AneperLHanra AHATHOIA, KOTATO Ce MOABAT CHIIHK BOAKH B FOPHATA YACT HA KOPEMA, yBETHYCHHE Ha
HEPHHA 2APod 1K NpH3BALK Ha UHTPaallOMHHANHA XeMOparia, Npk xeny, npuemawn KOK.

Tpu n3ntoassane Ha Bicoko-103081 KOK(50 ug eTuHuecTpaiion) ce kaManasa pHCKbY OT
EHAOMETPHANEH #t OBapuated Kapushom, OcTasa na 6bag NOTELPAEHO Aain Tora Baxh 1 33 KOK ¢ Hucka
ao3a.

. Apyra ceeronnusg

Hporectinoparta CheTasKa Ha JKaury € an30cTEPOHOR aHTAFOHHCT ¢ KANWH~ChXpaHABALU CBoficTRa. B
MOBEHETO CTYUAN HE Ce OYAKBA YBETHUEHHE HA HIBATA HA Kamiti. Bbnpexy TOBa. B KIMHHYHM NPOYHBAHNMA.
Mpit HAKOM TALMEHTH C JEKO NI yMEPEeHo ObOpeyHo yepexaane i e1HOBpEMErHA YnoTpeba na kanuii-
ChXPAHABAULN JEKAPCTBEHH HPOIYKTY CePYMHUTE HUBA Ha Kanuil ce yBeanyanaT cabo, HO HE3HAYNTENHO,
npu ynoTpeSa 3aeAHO ¢ Apociupexon. FIopann ToRa € NPENOPLYUTEAHO A2 C& IPOCIENTBA Cepy MHHA
Kanui npes MbPBis LHKBI Ha NEYEHHE NPH DALKEHTH ¢ GbOPeYHa He10CTATHYHOCT H CEPYMHHS Kanuii
npeay NeveHneTo B FOPHHTE HHBR HA pedePeHTHHTE CTORHOCTH, U 0CO0EHO MpH €AHOBPEMEHHATA
ynoTpeba Ha kanuii CbxpausBaluy JlekapeTseHn NpolyxTH. Bk chiilo Touka 4.5,

Ketin ¢ xunepTpurnuuepiIeMns uin GamuaHa aHaMHEsa 32 TOBA, MOTAT Na ¢a ¢ YBENHUEH PHCK OT
nagkpeatut npy ynorpeba Ha KOK.

Berpekn de npii Muoro xeuu, npuemautid KOK. uma chobiuena 3a A6ko NoBULIEHN CTOIHOCTH Ha
KPbBHOTO HAMAraHe, KNHHAUHO 3HAYIMA XHIIEPTOHUA € pAaKocT. CaMo 8 TE3H pedkM cayyan ce
npenopb4sa Hesabasro cnipane Ha npnema na KOK. Ako no spevie Ha npuema va KOK, npu Hainyna
XUNEPTOHNA, CTONHOCTHTE HA KPBBROTO HANATAHE NTOCTOSHHO C€ YBENHUABAT HiTH IHAHATEAHOTO
YBEJHYEHHE HA KPBBHOTO HANATAHE HE OTFOBAPA AAEKBATHO HA AHTUXHIICPTEHIHBHA TEPAMIHA. RpHEMa HA
KOK Tpatea aa ce npexpari. AKo ce npetieHt. 4e € noaxoawo, npueMa Ha KOK Moxe 1a ce Bb300HOBH
2KO HOPMOTEH3HBHH CTORHOCTH MOraT Aa 06447 A0CTHIHATH ¢ aHTHXMNEPTEH3HBHA TEPAMKA.

Creannre cheToanns e cboOUaBAHO 1A ce NOABABAT K BAOIWABAT NPt SpeMenHoCT i ynotpeGata Ha

KOK, o spn3kata um ¢ KOK He ¢ noxasana: wbATEHIUA WK [IPYPHTYC. CBBPIAH C XOACCTA3A! HAbUHN
KAMBHU. MOPDIHPHH, CHCTEMEH NTYNYE €PHTEMATOIYC. XEMONHTHKO-YPEMUUEH CHHAPO
Sydenham. recrauuonen xeprec, 3aryba Ha ciyxa, CBbP3aHA C OTOCKIAEPO3a.




Exzorenuure €CTPOTeHH MOTaT na Npean3IBUKaT HITH OGOCTPRT CHMITOMHTE HA HACNCACTBEH H l'lpl‘l.ElOGHT
aHrioeaeM.

[1pit OCTPI 1K XPOHUYHY HAPYLIEHNA HA YePHOIPOGHATA (yHKUIA MOMKE 12 C& HANOMKI! IPEeKPaTABAHE Ha
ynotpebara Ha KOK 1nokaTo He ce HOPMann3upa 4epHoapotnara QyHiuna, Peusiiip Ha XonecTartnuna
KBATEHIUA /I XONECTA3HO CBBP3aH MPYPHTYE, KOHTO C& C& MOKBHAN NPEAH TOBA N0 BPEME Ha

OpeMEHHOCT 111 NP NPEIILIHA YNOTpeGa Ha MONOBI XOPMOHH, HANATAT NPEXPATABAHE HA yToTpedara Ha
KOK.

Boapexn, ue KOK mosxke na okaieat edekt Bbpxy nepudepHaTa HHCYANHOBA PE3HCTEHTHOCT H [MIOKO3HUA
TOACPARC. HAMA Z0KAZATENCTBA, He € HEOONOAIIMA MPOMAHA Ha TEPANeBTHYHHA PEXHM NPU AHabeTIUKH,
w3nonseatn Hiueko-103081 KOK (chabpiauin < 0,05 mg etinsnectpaioa). Benpekn Tosa. KeHuTe
Anaberhukn Tpa6ea aa ObaaT BHHMATENHO HaGT0AaBaH . ocofeno nph janoupane Ha npuema na KOK.

Cvobuasano e no ppeme Ha ynotpeta Ha KOK Browarade Ha eHzorenna aenpecns, ennunencus,
3a60naBane Ha Crohin i yALEPO3EH KONUT.

HoGpe u3pecTHn Hexenany peakuun npu ynotpeGata Ha XOPMOHAIHH KOHTPALETTHBA CA NENPECHBHO
HacTpoeHHe h Jenpecus (BX. Touxa 4.8). [enpecuara mowe 2a Gbae cepuosna n e 100pe UIBECTEH PUCKOR
thaxtop 32 cynun1Ho noseaeHue H camoyGuiictso. Xeuire TpaGea 1a 6baaT CHBETBAHMN 1A Ce CRBPKAT ¢
JIEKapA CH B CNyuall Ha UPOMEHH B HACTPOSHUETO i ASNPECHBHI CHMITOMH, BKIHOHHTENHO W CKOPO CAeh
3a110%BaHE HA NEYEHHETO.

[Tonaxora Moske Na c& NOABK XJ0a3Ma, HAH-BEUE NPH KEHNTE, KOHTO €3 MMATH XN0a3IMa 10 BPpeMe Ha
Bpemennoct. Hennre. NpeapasnonoAkeHu KbM Xitoasma. Tpa6sa Ja u30ArBaT UINATAHE HA CABHUE Wil
YATPABHONETORO OOMbURAHE. A0KATO H3noa3sat KOK.

Kanrn chABPAS NAKTO3A W HATPHIT

To3u nexapcTreH NPOAY KT Cuabpika 44 mg naxTo3a B eada TabneTka. JTALMEHTH ¢ PEAKY HACAEICTBEHH
npodAEMY Ba HENOHOCHMOCT KbM FANAKTO3a, HBIEH NAKTA3eH ASPHLNT WIH FIOKO30-raMaKkTo3Ha
manabcopbung He TpaOBa fa Npuemar TOBa 1eKapPCTBO.

Tora nekapeTBo ChabPAA 110-Manko oT | mmol natpuii (23 mg) ha Tabnetka, T.e. MOKe 1a ce KaKe, 4e
NPAKTHYECKU HE ChIbPHKA HATPHiA.

Mennnuscku niperyen / KOHCYyATal KA

Tpeny 3anouBaHe WM NOAHOBABAHE Ha pHema Ha XKanry TpsOBa 1a ce cHEME hAHA aHaMHesa
(BRIIOUNTENHO (amMisiHa aHaMHesa) U TpRGBa 2a ce n3knoyH Gpementoct. Tpadsa Na ce H3MEPH KPbRHOTO
HansArake v Na ce nanpask Q3NKaney NPeraea. PLRoBOAEH OT NPOTHBONOKAIAHMATA (B, To4Ka 4.3) 1t
npedynpexnernata (K. Touka 4.4). BaiHo € BHUMAHHETO HA XKEHATA Ja Ce HACOYH KbM HHOpPMALHATA
33 BEHO3HA 1 apTepnana Tpombosa, BRAKHHTEHO pHcKa Nph JKanru, cpaBHeH ¢ To3u npr apyrute KXK,
cumnTomute Ha BTE u ATE. useecTHuTe piekosn GakTopy W KAKBO 1a C& NPaBH B CAY4ait Ha ChMHEeHNE
33 Tpomdosa.

JKenata Tpadsa b0 Aa 6bae HHCTPYKTIPAHE BHIMATEIHO 12 NpoUeTe JIHCTOBKATA 3a MOTPeOHTENA 1 A3
Ce MPUIbPKA KbM JAJCHIHTE CBBETH, HECTOTATA H ECTECTBOTO HA NperieanTe Tpabsa 4a ce oCHOBaBAT HA
YCTAHOBEHHTE NPAKTHYECKH YKAZARUA 1l Ja C& aJaNTHPAT 33 BCAKA OTAL/IHA KeHa.

JKenure TpaGsa na Gvaat npeynpeaeHii, 4e XOPMOHAIHHTE KOHTPAUSNTHBY He NPemil
nsdexuun (CTIIHH) u ot apyru 6onecTu, KOHTD C& NPeIABAT NO NONOB MTbT.




Hamanena edextusnoct

Ediexrunnoctra na KOK moke aa Obae namanena npu aponyckane Ha Tabnerky (B, Touka 4.2),
CTOMALLHO-YPEBHI HAPYILEHUS (8K, TOUKA 4.2) HIN €THOBPEMEHHO NPHEMAHE HA APYTH MEAHKAMEHTI
(B, TO4xA 4.5).

BromeH KOHTPOA HA MHKBA

Mpu Benurn KOK mo%ke 1a ce noAsi aUiKNIMHO KbpBeHe (3aLANBALL0 WK NPOGHBHO KbPBEHE ). 0COBEHO
npe3 MbPBHTE Meceul Ha ynotpeba. Tlopany ToBa. MPELEHKATA HA BCAKO AUHKITHHYHO KbPBEHE € OT
3HAYEHHE CAMO CAeD aTaNTAUHOHHHNA NEPHO OT OKONO TPH LIHKBIA.

B cnyyali. ve aunkau4HOTO KbPBEHE NEPCUCTHPA WITIT CE NORBABA C/1€1 PEROBHN LHKAN, TPOBa 1a ce
npeaBiian HEXOPMOHAMHA OPpHYHAA U fa 613,5.&'1' OpeanpHeTy aacKeaTHH AHArHOCTHYHY AeicTaHA 2a hace
H3KNIOUH 30KaYecTBeHo 3afonasane it SpeMeHHocT. Moke 1a ce HanoKi ANArHOCTUYEH KIOPETaK.

[Tput 5AKOM JKEHU MOKE 1A HE CE MOABH MEHCTPYANHO KbPBEHE B CBODOAHNA OT TalNeTKH HHTepsat, AKo
KOK ¢ w3nonisau cnopen ykasaniara, onncani B Touka 4.2, MaAKoO BEPOATHO € JKeHATA Aa € OpeMenHa,
Ofaue, ako KOK He € n3nonssan cnopes Te3s yKasanus npeiu NhPBOTO AHTICBAWIO OTHAAHO KbPBEHE HIH
ako Z MbTH He ce MOABH TaKkosa Kuppee, TpsOBa 1a ce WKWK GpemMeHHOCT, Mpean Aa ¢& NPoIbIkH
m3nonseageto Ha KOK,

4.5 BsanmonedcTRie ¢ IPYTH NeKapCTBEHI GPOAYKTA H APYrH GopMi Ha B3anMoaeiicTene

3abenexxa: MuadopmaunaTa 3a eIHOBPEMEHHO NPeINHCaHH NEKAPCTRa TPAGBA Na ce BIeMe MPeaRi 3a da
C& WACHTUGHUMPAT MOTEHUHARRY B3aHMORECTRHS.

o dapmMakoAHHaAMHYHH B3aHMOREHCTRHA

[lo Bpeve Ha KAKHHHHN H3MUTBAHNA TIPH NAUMEHTH, NCKYBalii cpeily HH@eKuna ¢ aupyca #a xenathy C
(HCV) ¢ nekapcTaeny npoayKTH. ebabpAkaliv oMOUTacBHp/ naputanpestp/putonasup 1 nazabyrup, ¢
Bes puamuplin, NOBHLIEHIS Ha TpaHcaMmuHaTe (AJIT) noBede OT 5 MbTH ropHaTa rpaHKLA HA HOPMATa
(I'TH ) ce cpewmsar 3HAUNTENHO NO-YECTO NPH KEHH. H3TOM3BALM NEKAPCTRA ¢ STHHHAECTDAIHON. KATO
KoMBuHNPanH XopMoHanHy KouTpauentusu (KXK). Cuiio Taxa. npH nausenTH, NeKyBaHH ¢
raexanpesup/nudpenTacsup uau codochysip/sennaraceup/BokCuaaNperup. ce HabNI01aBAT MOBHLIECHHA
Ha AJIT npy eHu, WINOA3BAUH TEKAPCTEA, CHILDPKAILH eTHHUNECTPAANON. kaTo KXK (B:x. Touka 4.3).

[lopanu Tosa xenute, winoassawn XKanry, TpabBa 1a NPEMUHAT KbM aNTEPHATHREHR METOR Ha
KOHTpauenuus (Hanpumep CaMo NPOrecTared Wil HEXOPMOHANHH METOAH ), TPelit 12 3aN0YHaT JeUSHNE ¢
Te3u komBuHaiii OT NexapeTa. Mojke 1a ce 3anoune oTHOBO npues Ha JKanru 2 ceaMuum cnen
3agbpUIBAHE HA NEYEHHETO C Te koMOHHALNN OT nekapersa. [Tpu naunenTen Se3 6u0peuna
HEMOCTATLHHOCT ESHOBPEMEHHOTO Npunokenne a apocnupenor # ACE uaxuturopy win HCITBC ne
OKa3Ba 3HAYNM eeKT BbPXY CEPYMHUR Kanuil. He3aBucHMO OT TOBA, E1HOBPEMEHHOTO NPHIOKEHHE Ha
JKanru ¢ annocTepOHORH AHTATOHHCTH HITH KaAHIl ChXPaHABALIM ABYPETHLN e € GUA0 npoyyeno. B Tosu
cayuail cepyMHusT kanuii tpadea aa ce uscneasa npe3 bpeug gededen unkbi. Buwkte ¢uiuo rouxa 4.4.

. Edextn Ha apyrst niekapeTBeHin ApoayKTi Bopxy JKanry
BianmoaeiicTaua Moe a BLIHHKHAT C© SIEKAPCTBA. KOHTO HHAYLHPAT MHKPOSOMAIHI EH3HMH, KOETO
MOKE Aa 10BCAE B0 MOBHUIABAHE KIHPBLHCA HA NONOBUTE XOPMOHH i 10 NOKBA Ha NPOOHBHO KbPBEHE

U/vni HeycHeliHa KoHTpalenums,

Koutpon




En3umua ukiykuns moxe na ce Halalonasa Beve cie HAKONKO AWM HA NeveHie. MakcHMatHaTa eH3IMEa
NHAYKLst 00HKHOBEHO Ce HabnI012BA & PaMKIITe HA HAKONKO ceamuun. Criea mpexpaTaBane Ha
NeKAPCTBEHATA Tepanua eHINMHATA HHIYKUHSA MOMKE N3 Ce NOATbPKA 33 OK0A0 4 ceaniiun.

KpaTxocpouno aevedie

KeHute Ha ACHEHHE C NEKAPCTBA, HHIYLUNPALH CH3NMY, TPAGBA BPEMEHHO 1a H3N0A38aT GApHEPEH MeTon
HAH ApYT METOR Ha KOHTpaUenUis B Jofibavenne koM KOK. bapiepen meroa vpabsa na ce H3noniea npes
UASIOTO BpeMe Ha EUHOBPEMEHHO fleueHne 1 20 28 NHu CAel HeroBoTO npeKkpaTsBane. AKO JIeKkapeTBeHaTa
TEPanHA NPOIbL/KU M chel kpas Ha TadneTkiive 8 onakoskata KOK, eneasauiata onakosxa KOK tpaGea
N2 3anoyHe seaHara ched npeaxonHara, Hes HidaksaHe Ha oOnuaiiung HaTepsan Ges npuem Ha TabneTku,

TpoabAKHTENHO NeYeHue
Ipy xennTe Ha NPONBLAKHTENHO IEUEHIE C AKTHBHH BELLECTSA, HHAYHPALLM YePHOIPOSHIUTE CHIHMA. C&
NPENOpPLURA HINOIIBAHETO HA APYT HAASHKIEH HEXOPMOHANEH KOHTPAUENTHBEH METO],

B nutepatypata uma coobitenus sa creaHuTe B3aMoaeicTBy

Bewecmea. nouwasaiyu Krupoiea na KOK (nonucena edpexmusnocm na KOK nopadu enzunna
unavyus), Hanpuvep: bapbutypatn. 603eHTay, kapGamasenut. PEHUTORH, MPUMHIOR, pHDAMIHLNH i
nekapersara 3@ HIV putonasiip, nesnpanns 1 edparupedy u BepoaTHO cbiiio genbamar. rpuzeoynsuy.
oKckapbaselit. TONUPaMar ¥ FPOAYKTH, ChALPKALLN GUITKATA KBAT KaHTapHOR (hypericum perforatum),

Betyecmad ¢ RPOMCHIUGH ehekml @bpXy KTupbHCed Ha KOK:

Korato ¢e npuaarar eanospemerto ¢ KOK. muoro komGuuatun ot HIV-npoTeasHu nHHXHBATOPH 1 He-
HYKACo31aHN HHXHOHTOPK Ha 0OpaTHaTa TPAHCKPHIITA3A, BKTFOUHTENHO kombBuHaumy ¢ HCV
HHXUBHTOPH, MOTAT /12 NOBULIAT ITH NOHIKAT [Ia3MEHATA KOHUSHTPALNA HA ECTPOTEH MM NPOTECTUH.
Oxonuarenunat edekT oT Te3N NpoMeHy MO%e A& 6B KAHHIYHO 3HAYNM B HAKOW CAYYaAH,

Cnenosatenno, Tpsabea na Gbae npoyHena HHOPMALHATA 33 eNHOBPEMEHHO TipeankcRare na HIV/HCV
JeKapcTea, 3a na ce HLIGHT[»[(IJHquaT MOTEHIHAMHHTE BIAUMOISHCTBHS U BCHYKH CBbP3aHH € TOBA
npenopbry. B cnydai Ha KakBOTO H 1@ € ChbMHEHHE, JONBIHNTENEH DapHepeH METOA 33 KOHTPALIENUH
TPAGEA /1A C¢ U3MOM3BA (IPH IKEHH HA AEUEHHE C NPOTea3’eH HHXUGHTOP WK ¢ HEHYKAEOSHACH HHXHOHTOP
Ha o0paTHATa TPAHCKPHITASE.

Bewecmea, nownuncasaiyy kaupwrea ne KOK fensuwnu unxutumopu).
Knuuituoro JHAHYCHHE Ha NOTEHUUANHATE B3al1M0ﬂeﬁCTBHE C SHIUMHH HHXHﬁHTOpH HE & H3BECTHO.

EQHOBPEMEHHOTO NPUNOKEHNE KA CHIAHU UHXKOUTOPH Ha CYP3IA4 Moxe Aa NOBHLIH NAAIMEHNTE
KOHUEHTPAUNH HA €CTPOreH HIIH MPOrecTHH Wk U ABETE,

B w3nnTaane ¢ muOrokpatHU 1034 Ha xomGHHAUNA OT Apocnuperon (3 mg/nenYeTninaectpaiuon (0,02
Mg/neH). €1HOBPEMEHHOTO Npunoketie Ha cliius CYP3A4 uuxubuTop xeTOKOHA30N B NPOIbIKEHHE Ha
10 ann yeenyuapa AUC (0-24h) na npocniupeHon # eTuHuaecTpa uos choTseTHo 2,7 u 1.4 nuri.

lpunoxennero na etopukoxeuS B 1034 07 60 20 120 mg/1en noxazea NoBuLIEHUE HA NNATMEHITE
KOHUEHTPALHH Ha ETHHHIECTPATHON CBOTBETHO 1.4 30 1,6 NBTH. KOraTo ce npHeMa eIHOBPEeMEHHO C
KOMOHHHpaHA XOPMOHATHA KOHTpALERUNA, Chabpkawa 0.035 mg eTHHUNECTPAANO.

OcHosHuTe MeTA0OMUTH HA APOCTIHPEHOH B HOBLLIKATA NA3Ma ce 00pazyBaT 63 y4acTHe Ha [HTOXPOM
P450 cuctemara. [Mopadil ToBA € HEBBIMOKHO HHXNEUTOPH HA TA3W CHINMHA CUCTEME Aa
METa00NH3ME HA APOCAHPEHON.




. Edextn nva Hanrn sbpxy apyris fexapcraenil IpoiyKTH

KOK morar 13 nosiiasT MeTaboniima Ha 1pyrh nekapeTeeHn BelecTra, ChOTBETHO MAAIMEHIITE i
ThKAHHH KOHUCHTPALHI MOT'aT 18 €& NOBHILAT (HANP. UMKIOCTOPHH) Il HAMATAT {(Hanp. NaMOTPHINH).

Cnopen in vive npoyysanus 3a R3auUMOERCTBHATA (IPH sKeHII-200POBOKH, 1F3N013BAUIH OMENPA3ON.
CHMBACTATIHH WK MILTA300aM KaTo Mapkeper cyOCTpar. KniHITYHO 3HAUHMO B3aUMOoaeiicTaue Ha
APOCTIHPEHOH B A03H OT 3 Mg ¢ wiitoxpom P450 meannpanna MeTabonussm Ha Apyri aKTHBHIE BELIECTRA
€ MaJKo BEPOATHO.

Kansnunite nanuy nokaspar, ve eTuHnsecTpanion uixudupa kmipsrca Ha cvberparnte na CYPIA2,
KOETO BOOH 10 €1abo {HanpuMep Teo(HAIH) HITH YMEPEHO (HANPHMED TH3AHHTHH) NMOBHILEHNE HA THXHATA
NNa3sMeHa KOHUEHTPAUKS,

. Jpyru dopmu Ha szaumoaeiicTars

Jlaboparopuu Tectose

Ynotpefbara Ha KOHTPAUSATHBHU CTEPOUIN MOXKeE 14 MTOBHAE ONPEACienIi 1a6opaTOpHIs TECTOBE, BKI.
GHOXHMHYHN YepHOAPOCHN NapaMeTPH, WHTOBKHIHATA, HaabLOpeunaTta i 6bOpeunaTa dyHKuMS.
NN23MEHNTE HilBA HA (TPAHCTIOPTHHTE ) MPOTEHHH. BKJI. KOPTHKOCTEPOHA-CBLPIBALLMA rNOSYANE U
TAMATHK/ IWNONPOTEHHHH GAKTOPI, RapaMeTPH HA BLIMeXHIAPATHHA METabONHYbM, KOArYNaLHATa i
$ubpunosnuzara. fipomennte Kato Y10 OCTABAT B HOPMATHHTE nabopaTopku HiBa. pocnipeHOH
YBENH4YABA NAAIMEHATA PEHHHOBA W ANLIOCTEPOHOBA AKTHBHOCT, KORTO C€ AbJDKH HA yMEpeHaTa My
GHTHMHHEPATKOPTHKONAHA AKTHBHOCT,

4.6 depTuauTeT, GpeMEHHOCT H KbpMeHe
bpemennocr
Kattry He e nokasan no BpeMe Ha GpeMenHoCT,

AKO HacTBiiK OpPeMEHHOCT Mo Bpeme Ha Apiema Ha JKanru, npoyxTbT TpsGea HezabasHo na Gbie cripsH.
[Ipu NPOTBAKKTENHH eNHASMHOTOTHHANI NPOYYBAHHS He € OTKPHT HITO MOBHILEH PHCK OF BPOASHY
AeekTd ¥ Acila, porenn oT makixy. w3nonspann KOK npean SpemMednocTTa, HHTO TepaToreHen edekr,
korato KOK ca npuemany no HEBHUMAHHE NO BPEME HA OPEMEHHOCT.

TTpoyu4Banua ¢ )MBOTHH Ca NOKAIANM NPOABA HA HEXENaHH PeakUUy NIo BPEME Ha GPEMEHHOCT K KbpPMEHS
(BHx Touka 5.3). basupaitkit ce Ha Te3d JaHHH, HEKENAHY PeaKLNM NOPALH XOPMOHAIHATA AKTHBHOCT Ha
NEKAPCTBEHHTE BELUECTRA HE MOTAT Aa Gbaar wikmoyenit. Bunpexu ToBa, Hann4HHTE JaHHM 3a ynoTpeda
ua KOK no apeme Ha OpeMeHHOCT He 1aBaT 40KA3aTENCTBA 34 PEAllHHTE HeweAaHt epekTH NpH HOBEKA.

Hannunute nauny 3a ynoTpeara va JKanru 1o speMe Ha GpeMeHROCT ¢a THLPAE OrPAHHUEHH, 32 1A ce
HAMNPABY 3AKMOYEHNUE 32 HETATHRHOTO BAHAHNE HA A anri BEPXY BPEMEHHOCTTA, 3APABETO HA NA0AA HAH
HOBOPOJEHOTO. KbM MOMEHTA, He Ca HAAHUHK STHAEMHONOr UYHI NAHHN.

[Tpit sb300HOBABaNE HA npHema Ha XKanry TpAGBa 1a e LMa MPeaBH I MOBHUIEHHAT PHCK OT BEHOIHA
tpombBoembonia (BTE) no peme Ha cneapoaosis nepuos (s#. Toukit 4.2 1 4.4),

Kxpmene




13UAN0. Mankh KoNn4ecTBa KOHTPALENTHBHI CTEPOIIIL HIaH TeXHN MeTaBomIT MoraT 1a ce
EKCKPeTHPAT B KhpMata no Bpeme Ha ynotpeda Ha KOK. Tein konnyecTBa MOTaT 13 NOBIHSAT HA JALTETO.

4.7  EdexTn Bopxy cnocoGHOCTTA 3a trodpane i pabora ¢ Mamnny

He ca nposexnany npoy4eanus 3a ederTiTe BoPXY CNOCOBHOCTTA 33 Wwodnpane u pabota ¢ mairnuu. He
ca bnan nabmonasani edexTn BePXY criocodHocTTa 3a toduipate 1 paioTa ¢ MaWHHK NPH yIoTpeda Ha

KOK.

4.8 HekeaaHu JeKapcTBEHM Peakuiu

3a ceplio3HM HexeNaky peakLnii npy weH. npuemaid KOK smre Touka 4.4.

Onucapue Ha H30pany Hekenani JNEKAPCTBSHU pPeakiiiy

Habamonasau € NOBHWEH PUCK OT apTEPHAIHH H BEHO3HH TPOMBOTHYHY H TPOMBOEMBORNYHM CHBIfTHS.
BK/IO'HITENHO HHDAPKT HA MMOKAPAA, HHCYAT, PEXOIHI HCXEMUUHK ATAKH, BEHO3HA TPOMB03a 1
benospobua emBonua. npu Keuu, n3nomsauih KXK, Kouto ca obenaenn no-noapodHo B Touxka 4.4,

Cheannte HexenaHn JeKapcTBEHM peakiuu ¢a chodwasaHy fo Bpeme Ha ynoTpeGa va Harru.

B Tabaunara wo-goay ¢a n3GpoeHH HesKeTAHU PeAKUMH RO CHCTEMAO~OPraHAN KAacoBe Ha MedDRA
(MedDRA SOCs). YeetoTuTe ce Ga3upaT Ha JauHH 0T RANHHIHD NPOYYBAHNA,

CncremMHO-0pranun
KacoBe

Hectota Ha HEKENAHHTE PeakLIH

UecTr Heuectu Penk C HeuszBecTHa
YecToTa (0T
1100 oo <t/10 >1/1 000 2o <1/100 | =10 000 no <1/1 HAMHYHHTE TaHHH
000 He Moe 1a Hvae
HanpaeeHa
OoLgHKa}
Hudexnnn n Kaxaunosa
RAdgecTatny Xepnec cHMIAKC
Hapyuternus ua AnepriuyHu AcTtma ObocTpate Ha
AMYHHATA CHCTEMA peakLu CUMITOMHTE Ha
HACNEACTBEH H
npunoduT
AHTHOEIEM
Hapyuwenus na YBenHUeH aneTHT
meTaloasnimMa i
XpaHeHeTo
Henxuvau napymenus | Emounonanua Jenpecus
nafunnocy Hepenoet
HapyieHns na
CbHA
Hapywienun ua Frasobonue Napectesna
HEPBHATA CHCTEMA Bepruro
Hapyiieniia aa yxoro u Xunokysue

J90HPHHTA

Hapvmenns na ouite

3putensn




HapY LI HHA

Chpaedsn Hapyweans

EkcTpaciictonn
Taxikapaus

Craosn HapymeHns

Benoapoben
eMBoRIILM
XitnepToHus
XHROTOHHA
Murpena
Pajwiipenn senn

Benosen
TpomMboeMOonNILM
(BTE)

ApTtepuanex
TpomOoeMO0mIiThM
(ATE)

Pecnupatopun, rpuasu
H MEIMACTHHATHI
HAPYDICHHA

dapunrut

CroMamHo-upesuY
HAPYWEHHS

Abromuranta
boaka

Fanene
[ToBpbLlaHe
FacTpoeHTepyuT
Huapus
Konctunauus
CromaulHo-4YpeBHH
HapyweHus

Hapymenua Ha Koxata
H NOAKOMKHATE TEKAH

AxnHe

AHrHoeaeM
ARoneuHa
Ek3ema
Npypuryc
O6pus

Cyxa woxa
Cebopesn
Hapyiuenls Ha
KOXATa

Epurema HoposyM
Eputema
MynTHopMe

Hapywienua ua
MYCKYNHO~CKeJTHATS
cHeTeMA H
CBENHHHTENHATE THKAN

bonka BB Bparta
Boska 8
Kpalfiynuure
MyCcKyRHN KpaMmIi

Hapyurenus ma
On6penHTe B
NHKOUHHTE RBbTHINA

Linctur

Hapywenng na
BL3NPOHIBGAHTEAHATA
cHeTeMa B ILpRaTa

Bosika B repanTe
Yeenyuenue Ha
repanTe
YypeTsutenuoct
HA [bPANTE
Hncmeropes
MeTpoparus

Heonnasma una
repaata
DuGporHCTO3HI
CbpaK
[anaxropes
OBapnania KucTa
Uopelzn BLAHY
Mencrpyanun
HAPYIUEHHS
AmeHopes
MeHoparus
Barunanna
KaHAHA03a
Baruuur
[enuTanua
cekpeus




Byagosarnusanun
HapyLEHs
Barwuanua cyxora
Tazosa Gonka
ChMHUTENHH

A3HHH OT
LHTOHAMA3Ka
NMonuweno nudbuae
OO0uIM HApYIHEHHA |’ Enem
e(peKTH HA MICTOTO Ha AcCTeHn4
TPHIOMKEHIE Bonxa

CunHa xaxia
Veepuyedo norete

Hacneasanus YBeanuenne Ha Hamanseaue Ha
TErnOTO TECNOTO

Hali-noaxoasnmst MedDRA Tepyun @ H3M0.138aH 33 ONRCIRHCTY HA DRPEICICH PEOKLUMA U HEHHATC CHIOHHMU H CBLDIIHH
CLETOSHMUSA.

Onxcapue Ha w3dpanu HekenaHu peakiuu

[Ipun xenwu. kouto n3namssar KXK, e nalmozasan nosulues pHck OT apTepuasiiy M BEHO3HN TPOMBOTHYHI
# TpoMBOEMBONYHY CHOHTHA, BRIOUNTENHO HHGOAPKT HA MUOKAP/A. HHCYJIT. [IPEXOAHH HCXEMHYHM
aTaku, BeHo3Ha Tpombo3a u Genoapobua emGonts, KOUTO ca pa3rneaasy no-noapobHo & Touka 4.4,

CnenuHure cepHo3Hy HeXENaHH peakuui ca cbodLiasanu npH xeni. ynorpebapawn KOK, kouto ca
ofchaeHH i B Touka 4.4

* Beno3nn TpomBoemGonuunm HapylueHus;

* ApTepuanui TpomOoeMGonH R HAPY WEHNR;

* XUnepTonus;

* Yeproapobuu TyMopH,

+ lossa wm BACWIABAHE HA CBHCTOSHHS, 38 KOVTO HE € CHIYpHA Bpb3kaTa ¢ ynotpeba sa KOK: Ganect Ha
Crohn, ynueposen KoanT, enunencus, MaTouHa MHOMA, TOPQHPIIA, CHCTEMEH NYTTYC EPUTEMATO3YC,
recTauHoHed Xepnec, Xopea Ha Sydenham, XeMOAHTHUEH YpeMHUeH CUHAPOM, XONECTATHYHA KBATCHHLA;
v Xnoasma,

* OcTpH N XPOHUYHH HaPYLIEHHA HA HepHOAPoDHATA GYHKLIMA MOTAT 1a HANOKAT

cnupare Ha KOK nokato 4epHoaApoGHHTE NapaMeTpu & BbPHAT A0 HOPMATHHTE CH

cToliHOCTH.

*

HecToTaTa Ha AMATHO3M HA PaK Ha rbPAATa € MHOMO ¢aabo yeennueHa cpe ynorpebasawmnrte KOK. Twii
KATO paK Ha MBPAATA €€ Cpeila pAaKo npH kenk nol 40 roftunu. yeennueHunt 6poii e MambK, OTHECEH KbM
o0WNS PUCK OT pak Ha repaata. [MpuunHata npu ynotpedasawute KOK e neusrecTna. 3a noseye
vindopmauus BuKTe Touka 4.3 u 4.4,

Biauatooeticmeus
{1poGiuBHO KbpBEHE H/HAN HEYCNELIHA KOHTPAUSNUNS MOTAT 1A Bb3HWKHAT KATO Pe3yaTar oT

B3auMOLeliCTBHE HA APYIU IEKApeTBa (eH3IUMHH HHAYKTOPI} ¢ MepopanHi KOHTPALUEeNTHBH (BK. TOYKa
4.5).

ChoduasaHe Ha NoAo3HpaAHM HEKENAHH PeaKUHH
CbobuaraHeTo Ha NOJO3NPAHN HEKENAHH PEAKUNK Cel Pa3pellaBaHe 3a ynoTpeda Ha nekapcTBeHHs
NPOAYKT € BaxHO. TOBa No3BONABA Ja POALIKH HAGTIOAEHUETO HA CHOTHOLIEHUETO

HEMEana peakund upel




H3rbAKHTEAHA AreHUHA MO NeKapCTBaTa
yA. Jaman [pyes™ Ne 8
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4.9 Tlpesoinpaue

Hocera nama lanun 3a npenoznpane ¢ XKaurn. Bazipaiiku ce 1a obuwHTe a0k C KOMBUHNPaHN OpaTHY
KOHTPAUSNTHBY, CHMITTOMWTE. KOKWTO EBEHTYAMHO MOTAT Aa C& NOABAT CA: raleHe, NOBPBLIAHE 1 1EKO
0TNAAHO Kbpsere. OTNagHOTO KbPBEHE MOKE 12 Ce NPOSBY NPH MOMHYETA NPEAH MEHAPXE, AKO ciyuaiino
npHeMaT IEKAPCTEEHNA NPOAYXT. HAMa aHTHIOTH H NedeHHeTo Tpadea Ma Gbae CHMITOMATHUHO,

5. ®APMAKOJIOTHYHH CBOHCTBA
51 dapmakoanHAMHUHY CBOlicTBA

Dapmakorepanestiiida rpyna: [porectoreny u ectporenn, prkcHpana kKOMSUHaUNS

ATC koa: GO3AAL2

Wnnekc Ha Pearl 3a neycnex ua metona: 0,11 (ropen asyctpanen 95% nosepureney uutepsan: 0,60).
OO0w unnexc Ha Peart (Heycnex Ha meToaa + neycnex npu naunenra): 0,31 (ropen apyctpanew 95%
AgsepiTenen HHTepsan: (,L91).

MexaHi3bM Ha aelicTeue
KoutpauenTtusauat edext na XKanry e 6a3upas Ha BIaUMOASHCTBUETO HA PA3AHUHH (aKTOpPU, Hali-
BAXKHHUTE QT KOUTO CA NOATHCKAHE HA osynauuﬂ'ra 4} [IpOMeHH B eH,aomeTpHyma.

DapmakoanyaMusHi edexT

HKauru e komOHHIPaH OpaTeH KOHTPALETITHE ¢ eTHHWIECTPAAHON H POreCTOreHa ApocnupeHoH. B
TEPANEBTHURM 03U, APOCTIMPEHOH ChILO TaKa NPUTEKABA AHTHAHAPOTEHHN U YMEPEHH
AHTHMHHEPATKOPTHKOIAHH CBOHCTBA. HAMa ECTPOreHHa. FIKKOKOPTHKOMIHA N AHTHTNIOKOKOPTHKOMAHA
aKTHBHOCT. TOBa JaBa Ha IPOCNUPEHOH GapMakonoruyet npodun, Gi3bk 40 eCTeCTBEHHA XOPMOH
AporecTepoH.

Hma aaHH OT KNHHHYHE NPOYUBAHYA, Y€ YMEPEHHTE aHTHMUHEPATKOPTHKOMIHH CBOiCTBa Ha WaHru ce
H3IPa3ABaT B YMEPEeH aHTHMUHEPANKOPTUKOUWAEH edekT.

5.2 @apMaAKOKMHETHYHH CBOHCTBA

HMpoenupenou

Abcopduns
Tlepopanno npunoaen, 1pocnuperoH ce abeopbipa 6bp30 1 nOYTH HambAHO. MakcHManHaTa cepyMHa

KOHIEHTPAUHA HA NeKapCTBEHOTO BEIIECTBO B cepyMa, OT 0k00 38 ng/ml ce pocTura 3a 1-2 uaca cheg
eaHOKpaTen npitem. Buonannunoctra e mexay 76 1 85 %,
E,D.HOBPEME'HHHFIT npieM Ha XpaHa He BAHAC Ha CHOHAAKYHOCTTA Ha APOCOHPENOH,

Paznpesenedue
Caen opanuo PPUAOKEHHE CEPYMHITE HItBA HA APOCTIMPEHOH HAMARBAT ¢ NIMIHALHOHEH NOAYXKHBOT OF
31 uaca,
HpocnupeHoH € cBbPIaR CbC CepyMHNA anByMHH 1 HE Ce CBLP3BA ¢ MON0BO XOPMOH ¢
raoGyauys (SHBG) nan xopthkonn cebpisawna riodyans (CBG). Camo 3 - 3 % ot




KOHUEHTPAUNS Ha aKTHRHOTO BELIECTBO ¢a No1 (hopmata Ha ¢eodoneH creponn. Flpeanssnkanoto oT
eTHHUARCTPANWON yBennvenue Ha SHBG He Brige Ha CepyMHOTO IPOTEHHHO CBLPIBAHE HA NPOCTMPEHOH,
OcHoBHUAT 00eM Ha patnpeleneHie Ha apocnupenoH ¢ 3,7 + 1,2 Tkg,

Buorpancdopmaiyg

Hpocnipenon ce MeTabonn3npa 3HALHUTETHO Clea nepopantio npunokerne, OcHOBHUTE MeTabORNTH B
Mna3MaTa ¢a Kucenuunara opMa Ha ApociipeHon, obpa3yBalla ce NpH OTBAPAHE HA NAKTOHEH MPbCTEH i
Ha 4.5-auxiapo-apocnnperon-3-cyndar, obpasyBan upes penyKuus U nocieasawo cyadaripade.
ApocnipeHon chllo Taka € NOAAKEH HA OKCHIATHBEH MeTadonKn3sbM, KaTatusipan o CYP3A4.

In viro, ApocnMpeHoH e B chCToAHME Ja MHXHOUpa ciabo A0 ymepeHo uiroxpom P430 ensumnTe
CYPIA]L, CYP2CY, CYP2ZC19 n CYP3A4.

Enumunupate
CepyMuuaT metabonnted KINpbEC Ha apocnupedon e 1,5 + 0,2 ml/min‘kg. fpocnupeHon ce exckpeTnpa

€amo Karo cieny B Henpomedena gopma, MeraGonkTuTe Ha APOCTIHPEHOH CE eXCKpeTHPAT ¢ deueca H
ypusaTa B cvotHowenne 1.2 koM 1.4, EfuMudauinonins nonyxHuBoT Ha MeTaboNIRTITE ¢ YPUHATA H
feueca e okono 40 yaca.

PagHOBECHU CBCTOAHUA

Ho Bpeme Ha 1kKkbIa Ha NeueHile, MAKCUMATHI PABHORECHH KOHUEHTPaUHH Ha JPOCNHPEHOH B CEPyMa OT
okono 70 ng/ml ce noctwrat caen okono 8 AHH Ha Tepamits. CepyMHNTE HHBA HA 1POCHUPEHOH
aKyMYNHpaT npn hakTop 3 KaTo NOCcReAHLA OT CLOTHOUIEHUETO TEPMHHANEH NONYKHBOT U A030R
HHTEPRA.

Cuenmanyy nonviaLHy

Echexm npu Gudpeuno yepescdane

PaBHOBECHUTE CEPYMHH H1UBA HA APOCIUPEHOH OPH HKEHHN ¢ YMEPeHO BbOPeUHo YBpeK 1aHe (KpeaTHHHHOB
kipbHe CLer, 50-80 mL/min) ca cpaBHEMY € TE3N NP KEHN ¢ HOpManHa GBOpeyHa Gy HKUHA.
CepyMHHTE HIBA HA NPOCTIHPEHOH CPEHO €A ChC CPeaHO 37 % MO-8UCOKK NPH KeHn ¢ YmMepena 6L0pesna
nefocrarbynoct (CLer, 30 - 50 mL/min) B cpaBresue ¢ eHn ¢ RopMaaHa GbOpeuna pyHKLMS.
HApociyipeHoH TepanuaTa e Cbulo J00pe MOHOCHMA OT JKEHH ¢ Aeka 10 yMepeHa Gplpeuna
HEOCTATLYHOCT. TEPANMHATA € APOCMUPEHOH HE € NOKA3ANA HANHYUE HA KIMHAYHO 3HA4UMH eQekTH BbpXY
CePYMHUTE HHBA Ha KanHi.

Echexm npu yepnoOpodHo yepexcdune

MNpy npoyyeake ¢ eaHoxkpaTHa J03a, nepopantus kaupuac (CL/F) e 6un Hamanes ¢ npubansnTtento 50 %
1pu JOGPOBOALIM C YMEPEHA HEPHONPOGHE HEAOCTATHLUHOCT B CPABHEHHME C TAKUEA C HOPMANHA
deproapodsa dyuruaa. HabnoaBanoTo HaMaTeHHe Ha KIMPLHCA HA JPOCTHPEHOH NPH R0GPOBONLH C
YMepeHa CTeNeH Ha 4epHOAPOoOHA HEJOCTATBHHOCT HE TIPEMITHABA B 3HARHTENIHA PalIHKA N0 OTHOIEHNE
Ha CEPYMHHTE KANHEBN HuBa. JIopH npu Hanuuue Ha AHAGET H ChNBTCTBANIO NSYEHNE ChC CNHPOHOIAKTOH
(183 BakTopa, KOHTO MOTaT Ia NPeAPA3NONOKAT NAUHCHTA KbM XHAEPKANHEMHASA) HE ¢ HABMI01aRAHO
YBeNUUEHHE HA CEPYMHUTE KaHEBH HIBA HA TOPHHTE HOPMANHH HUBA. Moxke na ce npueme, ye
APOCTIHPEHOH € 400pe NOHOCHM OT NALMEHTH ¢ IeKa 10 YMepeHa uepHoapodua keroctarsunoct {Child-
Pugh B).

Emuuvecku cpynu
He ca waGnionarany KIHKEUHHO 3HAUNMH PAINKN NO OTHOWEHHE HA PAPMAKOKWHETHKATA Ha
APOCOHPEHOH HAR STHHUIECTPARNON MEX Y ANOHCKUTE W @BPONEHCKIITE JREHH.




ETunnmectpagion

Abcopbusa
Mepopanko npunoxket, eTHHUAECTPATNON ¢e afcopdiipa 6bp30 H Hanbane. FlHkosN CEPYMHH

KOHUeHTpaunn o 33 pg/ml ce nocTirar 8 pamkiite Ha 1-2 yaca cien eJHOKPATHO NEPOPATHO
npuoxediie. AGCOMIOTHATA OHOHAMMMHOCT KATO Pe3y/ITaT OT NPECHCTEMHA KOHIOTALMA W first-pass
MeTadbonniem € npudnuznTenko 60%. EXHOBpeMEHHHAT PHEM HA XPaka HaManaBa GHOHAAMYHOCTTA Ha
ETHHHIECTPATHOS IPH OKONO 25 Y% OT U3CNeABAHNTE THUA, KATO HE ce HAONoaaBa NPOMAHA B OCTAHANHTE.

Paznpeneneuune
CepyMHuTE HIBA HA ETHHUIECTPAMO HAMANABAT B ABE a3y, TepMHHANHATA (a3a HA paInpeieeHite ce

XapakTepu3npa ¢ NOayKiIBOT OT okono 24 waca. ETHHHIECTPANNON ¢e CBLP3IBA B JHAYNTENHA CTENEH, HO
HECHELUMPIUHO Cbe cepyMHus anOymun (npubnusnrento 98,5 %). u npeanssuxsa ysenuenue na
cepyMHuTe KoHueHTpainu va SHBG u xoptikoua cebvpseawns cnoSynun (CBG). [Tpeanonaraemud oben
Ha pasnpeaelicHye e onpeagned Ha oxono 5 1/kg.

BnorpaHchopmauns

Etuunnectpamion e ofexT na sHaudTeneH MeTabonn3bM NpH MHPROTO NPeMHHABaHe NPes YepBaTa K
uepis apod. ETununectpanion ce MeTabomisHpa 0CHOBHO Hpe3 apOMATHO XHAPOKCHIAHPAHE, HO Ce
obpasyBar roasmMo pasHoodpasue oT XHAPOKCHAHPAHH i METHINPAHYU META0ONHTH, W Te TIPUCHCTBAT KaTo
cBOGOAHK META0OHTH H KRTO KOHIOraTH ¢ MIIOKYPOHHAN M cyndaTti. CkopocTTa Ha MeTaBonnren
KAMPBHC € 0Kos10 5 mi/minvkg,

In vitro, erunnnectpanuon e obpatum uaxudutop wa CYP2CL9, CYPLAL u CYPIAZ xakto W Gasupan Ha
MeXaH3Ma Ha aeltctaie uHxnbutop na CYP3A4/5, CYP2C8 u CYP2I2.

Enumunypaie
ETHuutecTpaanon He ce eKcKkpeTHpa B 0CODEHD 3HaYMa CTeNeH B HenpoMeHeHa Gopma. MeTtaGonurute

HA CTHHHNECTPAIHON €& eKCKPETHPAT B YPHHATA H IKITBHKA B ChbOTHOLICHIE 4:6. [TonyxnBoTbT Ha
MeTabOAHTHA SKCKPELIHA & OKONo | aew,

PaBHOBECHY CHCTORHUA
PaBHOBECHH NnasMeHd HUBa €€ NOCTHIraT npe3 BTOpara NoJOBHHA HA TEPpaneBTHYHHA UHKDBI H CePYyMUHTE
HIHBA Ha ETHHHASCTPAANON aKy MY MpaT pK (pakTop oT okono 2,0 no 2,3,

53 IpeaxnHn4Hn Janun 33 6e30NacHoCT

ITpu naGoparopuit ;KHBOTHY eeKTHTE HA APOCHHPEHOH H ETHHIIECTPAARON ca ONN3KN A0 Te3u, CBhp3aHU
€ NOIHATHTE UM PapMaKoNOrkHiHU AeHcTBUA. B HacTHOCT, PenpoayKTHBHH TOKCHKOMOTHUHH POYHBAHHA
PasKpHBaT eMOPHOTOKCHUMHH M PETOTOKCHYHH eDeKTH NPH KHUBOTHH. KOUTO C& CUUTAT 33 BHAOBO
cneunduyny. fpu ekcnosuuua, nanswiuasaia tas npy in3noazsaute Xaurn. ca nabnonapany edext
BBPXY NOJ0BOTO AndiepeHupane npu GeTycH Ha NIBXOBE, HO HE U HA MaliMyHH.

6. OAPMAUEBTHYHH JAHHH
6.1 Cnsichi Ha noMOUIHITE BeIIeCTBA

CrupueBuna Ha TaGaeTkara;

JlakToza moHoXHApaT

TpesxenaTHHUIMPAHO HHWeECTE {UAPEBUYHO)
[Moenaon K30

Kpockapmenosa natphii

Monucopdar 80




Mardesues creapar

Moxpurue:

Hoausnmines ankoxon, YacTHYHO XHAPOIH3IMPAH
Tutanos anoxcna (E171)

Makporoa 3350

Tank

ApaT wenelen oxcug (E172)

HepseH skenezen okcna (E172)

Yepen wenezed oken1 {E172)

6.2 HecpBMecTHMOCTH

He e npunoxumo.

6.3 Cpox ua rogHoer

3 roanHHK,

6.4 CrnenuanH# yCAOBHA HA CHXPAHEHHE

Ja ce cbxpansra noa 30°C.

6.5 [lanHn 32 onAKOBKAaTA

Banctepn ot anymunnero donuo (push-through) w PYC/PVDC nokputue,
Biaose onakosku:

1 x 21 dunamupasnu Tabneru

2 x 21 dunmupann TabneTku

3 x 21 dunmupann Tabnetku

6 x 21 Gunmupanu TabneTku

13 x 21 punmupany tabnetky

He Besiyki BUAOBE ONAKOBKH MOXKeE 1a ¢a B npodaxba,

6.6 Creunajfin HpeANa3HR MePKY IPH H3XBLPIAHE ¥ padoTa
Hewsnonseauuar nexapetsen NPOAYKT WK OTHARBUHHTE MATEPHANK OT HErO TPAOBA 13 ce HIXBBPAAT B
CHOTBETCTRHE C MECTHHTE HIHCKBAHHS.

7.  HPUTEXATEJ HA PAIPEUIEHUETO 3A YIIOTPEERA
Bausch Health Ireland Limited

3013 Lake Drive

Citywest Business Campus

Dublin 24, D24PPT3

pnannus

8. HOMEP(A) HA PASPERIEHHETO 3A YIIOTPEEBA
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9. JATAHA NTbPBO PAIPELHIABAHE/NIOJHOBABAHE HA PAPEWIEHHETO 3A
YIIOTPEBA

Hara wa nepeo pazpelasane: 16.03.2010
Jata na nociienuo noanosasane: 11.07.2016

10. JATA HA AKTYAAUIHPAHE HA TEKCTA
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