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JOJIOPEH 200 mg ¢gunmupanm Tabnetku i R e e
DOLOREN 200 mg film-coated tablets

1. HME HA JEKAPCTBEHHS ITPOAYKT i Paspeiscrile e

JAOJIOPEH 400 mg dhuamupann tabnetku
DOLOREN 400 mg film-coated tablets
2. KAYECTBEH H KOJIMYECTBEH CBCTAB

Bceska tabnetka JIOJIOPEH 200 mg cnawpixa 200 mg ubynpoden (ihuprofen)
Besaka rabnerka JJOJIOPEH 400 mg chabpaka 400 mg ubynpoben (ibuprofen).

IMoMouHM BellecTBa:
Bceaka tabnerka JIOJIOPEH 200 mg chabpska 8 mg 1akTo3a MOHOXHIpAT,

Bcaka rabnerka JJOJIOPEH 400 mg coanpika 16 mg nakrosa MoOHOXHApAT.

3a MbAHMA CNHCHK HA NOMOLIHHTE BELIECTRA, B, TOuka 6.1.

3. JIEKAPCTBEHA ®0OPMA

Mdunmupana Tabnetka

JOJIOPEH 200 mg ca 6enn, kpbriu, IBOHHO-MIMLKHANH PHIMUPaHH TabIeTKH.
HOJIOPEH 400 mg ca Geny, mpoabIroeartu, ABOHHO-H3TEKHATH (HIMHPaHH TabIeTKH.
4, K/IHHWYHU JAHHHU

4.1 TepaneBTHYHH ROKAIAHHA

Hbynpoden e nokasaH 2a ievenue Ha:

. Jleka no yMepena 6oika, Hanp. rnaeoGonKe, BKITIOUUTENHO MHTPEHO3HO r1asoGonue, 3660001,
PeBMATHYHH K MYCKYNHH 50AKH, NyMO0-cakpaTHH OONKY, HeBPATTHs, MbPBHYHA THCMEHOpES
. (DeOPHITHH CBCTOSHHSA, CHMITTOMH HA PHIT M MPOCTYAa

4.2 Jlo34pOBK:A H HAYHH HA NPAJICKEHHE

EO?:PIQOBKa:

Bu3pacTuu v neua Haa 12 rogunu (1oHOWMK): 200-400 mg kaTo eaHOKpPAaTHA AHEBHA 1034 3-4 MBTH
JHERHO TIpe3 HHTepBan oT 4 1o 6 4aca, Xato He TpAOBRa Ja ce MPeBHIUARA MAKCHMAJIHATA JIHEBHA 1033
ot 1200 mg.

[Tpu HeOOXOAHMOCT OT NPUEM HA N1EKAPCTBEHHS NPOAYKT 3a MOBEYE OT 3 AHH HNH BIIOLIABAHE HA
CBCTOSHHETO, MAUMEHTLT TPAGBA 2 ce KOHCYITHPA ¢ JieKap.

HauyurH Ha npHIoXKeHHe:

IMepopanno npunoxkeHHe U caMo 3a KpaTKOBpeMeHHa yrnoTpeba.

Hexenanure JICKAPCTBCHH pe€aKUHH MOraT Ja ¢ CBCIaT 10 MHHHMYM, dKO CC H3N0,
e)eKTHBHA 1032 B NPOIRIKEHHE HA BB3MOKHO Hal-KpaTbK CPOK, HEOOXOAUM 32 0
CUMMTOMMUTE (B3. ToUKa 4.4).



Heduampuyna nonyrayus
AKO NpH I0HOIIY ¢ HEODXOAMMO ASHEHHETO /i Ce MPOIBIKH NOBEUE OT 3 AHH WK CHMNTOMHTE Ce
BJOLIAT, TPSOBA fa ce HANPABH KOHCYJITALMS C JIeKap.

Hayuenmu e cmapuecxa evspacm

[Ipu naunentH B cTapuecka BL3pacT He € HEOOXOAUMA NPOMAHA HA JI03aTA.

HCIIBC TpﬂﬁBa [a ¢e mpHnaraTt ¢ nNOBHUWEHO BHHMaHUE [IPpH NaHEHTHTE B CTAPYECKA BB3IpACT, KOHTO
Ca Mo-CKJIOHHK KbM HEKENaHH JIEKAPCTREHH PEAKUHH H IPH KOHTO HMa MOBKLUEH PHCK OT
MOTEeHUHATHO BaTaneH CTOMALUHO-YPEREH KPBBOMIIHE, YILEPauns Wik nepdopaums (Bx, Touka 4.4).
Ako € Heobxoaumo sievenne ¢ HCIIBC, tpsbsa na ce H3N0/13Ba Haii-HHCKATa 1034 B MPOIL/DKEHHE HA
HaH-KPATKKA [eprost, HEoOXOHM 3a OBIaJABaHe Ha cHMNTOMMTE. JledeHneTo TpabBa aa ce noaiara
PEOOBHO Ha NPeoiieHKa U Aa 6b/ie IPeyCTaHOBEHO, AKO He Ce HabMaaBa MogodpeHHe HiIH HACTBIIH
HETNIOHOCHMOCT KbM NIEKapCTROTO.

Yepedena 6vbpeuna gynryun

[Ipn nauneHTH ¢ fiexo 10 yMepeHo yBpesieHa OnOpeuHa GyHKIMS 103aTa Tpabea 1a 6be BL3MOKHO
HAH-HMCKA H J1a ce NpHIara 33 BE3MOXKHO HAli-KpaTKuA 1epHo, HeoOX0AUM 34 OBIAJABAHE HA
CHMITTOMHTE, KATO CbUWEBPEMEHHO € HEOOX0aUMO fa ce cneay 3a Ob0peunaTta dyHkuMA (BXK. TOUKa

4.3)

Yepeoena wepnodpobua hyniyun

Ilp1 naureHTH ¢ neko 10 yMepeHo YBpeacHa yepHoapoGHa dyHKuus go3arta Tpsabea na 6bae
BH3MOXHO Haii-HHCKa W [1a Ce [PHIAara 33 BE3MOXKHO Hal-KpaTkus Nepuoj, HeoOXOMHM 3a oBaiiBaHe
Ha CHMITTOMHTE, KaTO ChIUSBPEMEHHO € He0OX0aMMO [1a Ce CNISOH 3a 4epHOOpoOHaTa QyHKIMSA (BK,
Touka 4.3)

4.3 IIpormBonokazanua

HbynpodeH e nporHeonokazan npu MAUHWEHTH Che:

- CBPBXYYBCTBUTETHOCT KM aKTHBHOTO BELIECTBO HIH KbM HAKOE OT NOMOLIHHTE BELLECTRA;

- NpeMiliHK PeaKUHMH HA CBPBXYYBCTBHTETHOCT (Hanp. acTMa, YPTHKAPHS, aHMHOSAEM HIIH
PHHHT) KbM alleTHACANHIMNOBA KHCEHMHA WIH apyru HCIIBC;

- aHaMHE3a Ha CTOMALIHO-YPEREH KPHBOH3THE WIH NMepdopalii, CBbp3aHa ¢ MPEJHLIHA Tepanus
¢ HCIIBC;

- aKTHBHA WJIH HEOT/IaBHA NPEKAPAHA MENTHYHA A3Ba WM FACTPOMHTECTHHAMNHA XeMoparus (aBa
HJIU [10BeY€ H3ABEHH €MH30/1a Ha A0Ka3aHa yJILepallia WiliH KbpPBeHe),

- TEKKA YepHOAPOOHA WM Texka Ob0peyHa HeIOCTATBYHOCT;

- TEXKKa ChbpeYHa HEROCTATBUHOCT WK KOpoHapHa SoJecT Ha ChbpUETO;

- TPETH TPUMECTBP OT HpeMeHHoCTTa (B3K. TouKa 4.6);

- 3HaYHTe/HA JexupaTalds (IPHYMHEHA OT NOBPBILAHE, AHAPHA FIH HEAOCTATBYEH NIPHEM HA
TEYHOCTH);

- nepebposacKyapHH HIM JPYTH AKTHBHH KPbBOWI/IHEH,

- HEH3ACHEHH CMYLLEHHA B XeMOIIOe3aTa;

- Aeua nox 12 roguiliHa BB3pacT €3 Iekapeko NpeanucaHue

4.4 Creuna/IHH IpeIyNpexACHHS U NPEINAZHH MEPKH OpE ynoTpeba

Ennoepemedunara ynorpeba va uGynpoden ¢ HCTIBC, BKIKOUMTENHO CENCKTHBHH MHXHOUTOPH Ha
LUHKJIOOKCHIeHa3a-2, TpsabBa Aa ce u3bArsa nopaaM Bb3MOKHH aJIHTHBHH edeKTH.

bonnuTe 0T actma TpAbEa fa ce KOHCYITHPAT ¢ JIeKap npeau aa npuemar ubynpodeH,

e(heKTHRHA N103a B MPOABKEHHE HA BH3MOXKHO HAH-KPaThK CPOK, HeoDX0auM 3a
CHMITTOMHTE (B To4Ka 4.2). [lauueHTHTe, EKYBAHH MPOIBIKHTEIHO BpeMe ¢ H
A3CIEABAT PENOBHO 3 M0ABATA HA HEKEJIAHH PEaKLH.



HUbynpodien ce npuiara camMo ciie/l OLEHKA HA CHOTHOIIEHHETO M10/13a-PHUCK B CICAHHTE CIIyYaH:

- CHCTEMEH tynyc epHTemaToaec (SLE) nin cMeceHo cheiMHHTETHO-ThKAHHO 3a00/159BaHE —
NOBHLUIEH PHCK OT aCeNTHYEH MEHHHTHT (B Touka 4.8 Hemenanu nekapcTBeHH peaxi#n)

- BPOAEHO HAapylleHHe Ha MeTabonu3Ma Ha nopdupHH (Hanp. ocTpa HHTEPMHTEHTHA NOpdHpHsn);

- npes [IbPBH W BTOPH TPHMECTBP 0T OpeMeHHOCTTa,

- KbpMEHe.

HeobGxoanmo e cnenranHo BHUMAHHME B CHEHHTE CITyHaH:

- racCTPOMHTECTHHAIIHH 3a00NABAHUS, B TOBA YHCJIO XPOHHYHH BL3NATHTETHA HHTECTHHAIHH
3abonasanus (ymueposer KT, Gonect Ha Kpow);

- ChpllcYHa HEQOCTATBYHOCT H XUIIEPTEH3HA;

- HamasieHa Ou0OpeuHa dyHKipa

- yBPEICHA YepHOApoOHa DYHKINA;

- HapylleHa KoaryJlaiuus Ha KpbBTa,

- aNeprux, CEHHa XpeMa, XpOHHYEH OTOK HAa HOCHATA AMTaBUUA, aACHOMIH, XPOHHYHA
00CTpyKTHBHA OenoapobHa HOMECT WK GPOHXHAIIHA acTMa;

- BEAHAra CIe/l CEPHO3HA XMPYPriuHa MHTEPBEHIIMA.

Tacmpounmecmunanno xepeene, yiyepayus u nepopayus

3a raCTPOHHTECTHHAHO KbPBEHE, YiLepalus H nepdopauus C BbIMOKeH (DATaieH H3XO/ ce
cboOrasa npH ynorpeba Ha Bendkd HCTIBC 110 BCsko BpeMe Ha NeYeHHETo, Che Kk 6e3
IPEAYNPEANTENHH CHMITOMH MJIH aHaAMHE3a 33 CEPHO3HH FaCTPOMHTECTHHANIHM HHUHICHTH B
MHHAJIOTO.

PHCKBT OT racTPOHHTECTHHATHO KBPBEHE, YIluepaLs Wik nepgopauua ce 3acH/IBa NPH YBeTHUABAHE
no3ure Ha HCTIBC npu maumenT ¢ anamHesa 3a a38eHa G0mecT, 0c00EHO aKo € ChINPOBO/IEHA OT
YCNOXHEHNS KaTO XeMopards unu nepoopaiiia (8. Touka 4.3), KaKToO H NpH NALHEHTH B cTapiecKa
Bb3pacT. Takupa NanueHTH TPsAOBa 43 3aII0MHAT JIEYEHMETO C HAH-HHCKATA HAJTMYHA /1034.

3a KoMOMHHpaHa Tepanus Cbe 3alUHTHH CPeCTRA (HAMP. MU3OMPOCTON WM HHXUOHTOPH HA IPOTOHHA
nomna) Tpadea Ja ce MOMUC/H KAKTO TPH TE3W MALMEHTH, TAKa H MPH MAIMEHTH, KOUTO MOTYUaBaT
€IHOBPEMEHHO ALETHICAIHLIHIOBA KHCE/IHHA B HUCKH JI03H WM APYTH JCKApCTBa, KOHTO MOTAT Ja
3ACHIIAT FaCTPOMHTECTHHAIHHA PHCK (BHK No-aouy To4ka 4.5).

ITauneHTHTE C aHAMHE3A 33 racTpOUHTCCTHHAIHA TOKCHYHOCT, OCOOCHO aKo Ca B HalpeaHana Bbu3pacT,
TpaGBa 1a chobILIARAT 32 BCHYKH HEOOHYAHHN KOPEMHH CUMMTOMH ([10-CMELMAJIHO 33
racTpOHHTCCTHHAIITHO K’prEHE), oCcOoDEHO B HAYANHHTE CTaadHH Ha JICUCHHETO.

Heobxonumo € noBHIIeHO BHUMAHHE NPU NAUHEHTH, KOUTO CE JIEKYBAT €/JHOBPEMEHHO C JICKApPCTBa,
KOHTO MOTaT [1a MOBHINAT PHCKA OT YILEPaUMA HIH KBPBEHE - MEPOPATHH KOPTHKOCTEPOHTH,
AHTHKOArY/IaHTH KaTo BapyapiH HITH XENAPHH, CeJIEKTHBHH HHXMOHTOPH Ha 0BpaTHMS 3aXBaT Ha
CEPOTOHHHA HJTH aHTHTPOMOOLMTHH CPEACTRA KATO aLUETHICATHLIMIOBA KHCEnHHA (B Touka 4.5).
AKO HAaCTBTIH FaCTPOHHTECTHHAIIHO KbPBEHE HIIH YJILEpALIUsA TiPH MALKEHTH, JIeKyBanu ¢ ubynpoden,
JIeueHHeTO TpaOBa aa ObAe NpeyCTaHOBEHO,

HecteponanuTe NpOTHBOBB3NANMTENIHH CpeACcTRa TPAOBA 1a C& MPHIIATAT ¢ NOBHLICHO BHHMAHKWE TIPH
NauHCHTH ¢ AHAMHE3A 38 FACTPOHHTCCTHHAMHO 3a00/1sBaHe (YILepaTHBEH KONHT, Donectra Ha KpoH),
Thil KaTO CBCTOAHHETO UM MOXe N1 ce 000cTpu (Bk Touka 4.8).

ITayuenmu 6 cmapuecka 6w3pacm:
[launeHTHTE B HanpenHana Bb3pacT NO-YECTO NO1YYaBAT HEMKENIAHH peakuuu cabpsanu ¢ HCIIBC,
0co0eHO racTPOUHTECTHHAIIHO KbpPBeHe W nepdopaLus ¢ BhIMOKEH (paTancH H3xoa (8K To

TE4HOCTH H OTOK BbB BPB3Ka C TSpanui ¢ HCHBC.



EnuaeMHONIOrMYHH JaHHH NOKa3gar, ye ynorpebara Ha ubynpodeH, 0cobeHo BbB BHCOKK 103H
(2400 mg qHeBHO) K 3a NPOALIDKHTENEH IEPHOA MOJKE I3 € CBbP3aHa C JIEKO MOBHIIEH PHCK OT
apTepuanHu TpoMOOTHHHH CEOMTHA KaTO KH(PAPKT HA MHOKap/a MITH uuCyIrT. Karto 1o,
eNHASMHOIONMYHHATE NPOYYBAHHS He NMOKazBaT, e MOynpodeH B HHCKH 103M (Hanp. < 1200mg
AHEBHO) Ce CBBP3BA € NOBHLIEH PHCK OT apTepHaiHi TPOMOOTHYHH ¢BOUTHS, ocobeno undapkT Ha
MHOKapaa.

[MalyeHTH ¢ HeoBTAAAHA XUMEPTOHNMS, 3aCTOMHA ChPAEUHA HEJOCTATRYHOCT, MOTBLPAECHA HCXEMHYHA
DonecT Ha chpLETO, NepudepHa aprepuaina Gonect W/win uepebposackynapHa Gonect Tpadsa na
ObaaT nekysanu ¢ ubynpoden camo cnen BHUMaTenHa npeueska. Takasa npeuerka Tpabsa na ce
HATIPABH H NIPEJIM HAYANIOTO HA AbJINOCPOYHO JIEYEHHE HA IALIMEHTH C PUCKOBH (aKTopH 3a
KapAHOBACKYJIAPHH CHOUTHUA (HAMNP. XMNEPTOHHA, 3aXapeH AHA0ET W nmyLeHe).

Tedicku KOJICHU peakyuu

CepHo3HH KOXHH PEaKUMH, HIKOH OT KOMTO ¢ (haTaneH H3X0[, B TOBa YMCNO eKcOoNMaTHBCH
JEPMATHT, CHHAPOM Ha Stevens-Johnson v TOKCHUHA eNUICPMATHA HEKPOJI3a ca NOKNA/IBAHH MHOTO
pAAKO BBB BpB3Ka ¢ ynotpebara Ha HCTIBC (Bx Touka 4.8). [lauMeHTHTE H3IIEK 4 ca ¢ OBHILEH
PHCK OT TaKHBa peaKLHM B HAYAIIOTO Ha TEPanHUATa, KaTO PEaKLHHUTE HACTBINBAT B IOBEYETO CIIy4aH
npes MbpBHA Mecel] Ha JeyeHHeTo. Crobluaea ce 3a 0CTpa reHepaTMIMpaHa ek3aHTEeMaTo3Ha
mycTyno3a (acute generalised exanthematous pustulosis, AGEP) BbB Bpb3Ka ¢ NPOAYKTH, ChABPHKALIK
noynpoden. I[puemtT Ha nbynpoden rpadea na Obae NpeyCcTaLOBEH NPH MLPBATa [104BA HA KOXHA
peakius, JIE3UH 10 JIMTaBHLIATA WK JPYTH MPH3HALM HA CBPbXYYBCTBHTETHOCT.

Edherxm avpxy bvbpeyume

HGynpoden Moxke na npeausBHKa 3aibpkaHe Ha HATPHH, KATHI H TEYHOCTH NIPH MALMEHTH, KOHTO He
Ca CTpajiaii B MUHANOTO OT Ob0peuHn HapylueHus, Nopaay HETOBHSA e(hekT BbpXy Ob0peunara
nepdysun. Tosa MOXe la MPHYHHYM OTOK HIIK JAXKE A3 A0BE/E 10 ChpAevHa HEAOCTATHUYHOCT HIIH
XHMEPTOHHA NPH [IALIHEHTH ¢ TAKOBA NPEIPA3NOJI0KEHHE,

Kakro u nipu apyrute HCIIBC, npoas/ikuTenHOTO NpunokeHRe Ha ubynpodeH npy *HBOTHH BOAH
no 6bOpeyHa NanuIapHa HEKPO3a U APYrH MATONOTHYHH NPOMEHH, cbp3any ¢ Grbpeuute. [Tpn xopa
ce cho01IaBa 32 OCTHP HHTEPCTHUMANIEH HehpHT ¢ XeMATYPH, IIPOTESHHYPHA H NOHAKOra Xe(poTHIeH
cuHaposm. Habmonaeanu ca ciryyan Ha 666pedHa TOKCHYHOCT NPH NaLMEHTH, IPH KOHTO
NpOCTarJiaHIMHHTE HIPasT KOMIEHCATOPHA POJIA 33 NOLAbPXkKaHe Ha OnOpeuHata nepdysud. [1pu Te3u
nauneHTH npunaraneto Ha HCIIBC mosxke na nosene Ao 40303aBHCHMO HaMmaneHo obpa3yBane Ha
OpPOCTArIAHMHH H HA BTOPO MACTO, B OBOPEUHHA KPBBOTOK, KOETO MOXKE /14 MPEAH3BHKA ABHA
O10peuna aexomnercanus. [lauMeHTUTE ¢ Hal-rOMIM PUCK OT TAKaBa peakumsi Ca TE€3H ¢ HapyIleHa
OpOpeuna GyHKIHA, CHPASUHA HEAOCTATHYHOCT, HAPYLIEHA YepHOAPOOHa (HYHKLIHSA, NALUEHTH
npHemaiiy 1uypeTHUH H ACE nHxuOuTopu v mauveHTH B HanpeaHana su3pact. Crield Kato
neuenHeto ¢ HCTIBC 6bae npeycraHoBeHO, IALMEHTHTE C€ BPLLIAT KM ChCTOSHHETO CH OT NMpeIn
JIEHEHHETO.

ChbLUecTBYBa PHCK 0T OB0peUHO YBpekKIaHe MPH FOHOIIH ¢ AeXHUAPATALIMA.

Macrupane na cumnmomume Ha nodaexcamyume uHpexyuy
Hbynpoden moxe na MacKMpa CHMIITOMHUTE Ha HHQEKIIHA, KOETO MOXKeE [a JOBEAE 10 3abaBaHe Ha
3aM0oYBaHe Ha MOAXOAAIIO JeYEHHE H MO TO3M HAYXH Ja BIOWH H3Xoaa oT Hudexunata. Tosa ce
Haboasa npu SaKrepuaina THEBMOHHS, MPUIOGHTA B 00LIECTBOTO, KAKTO W NPH DaKTepHANHUTE
YCA0XHEHHs Ha Bapruena. Korato ubynpodeH ce npunara 3a JiedeHHe Ha [IOBHIIECHA TEMIICPATYpa
1K 32 00NekyaBgane Ha 60NKaTa BbE BPB3Ka ¢ HH(EKUM, C& NPenopbusa HabmIOeHHE Ha
HHbexuMaTa. I1py H3BLHOONHWYHH YCIOBHS MALHEHTLT TPAOBA Na ce KOHCY/ITHPA C JIeKa
CHMNTOMHTE NEPCUCTUPAT HWNH CE BJIOLIABAT.

Apyeu npeonazuu mepru

AACHOMAHY HAH ANEPruM.



HpH ABATICCPOYHO IEYECHHE ¢ BHCOKH N0O3H aHANMeTHLIM MOYKE 14 HAaCTBENH I"J'[aBOGOHHe, KOETO HE
TpAOBAa fia C€ IEKYyBa ¢ BHCOKH 03H OT NeKapcTBeHHA NPOAYKT. Q6o B3eTo, 00MUaiiHUAT MpHEM Ha
aHANreTHUH, ocobeHo Ha KOM6HHHpaH NpHEM HA aHANTCTHYHH Cy6C‘TaHI_{l/IH, MOXKE 13 NpelH3BHKa
MOCTOAHHO YBpelKAaHe Ha ObOpeLTe H puCK OT OBOpEeYHA HEAOCTATBYHOCT (2HANTETHYHA
HetponaTus).

[To Bpeme Ha neuenue ¢ HOynpoden ca HaOMIOAABAHN CNYYaH ChC CHMNTOMMH HA acenTHYeH
MEHUHTHT, KATO CXBALIAHE Ha BpaTa, rasobomnue, raaeHe, NoBpoluade, heOpHIHTET UITH
AC30PHCHTAUNA 1IPH MALIMEHTH ChC ChIICCTBYBALIHM ABTOHMYHHH HAPYLUEHUA (CUCTEMEH JIYTTyC
€PUTEMATOIEC, CMECEHA ThKAHHO-CheANHMTEMHA BotecT).

Hma orpanuuen 6poii qoka3aTescTsa, 4e AeKapcTea, KOMTO 3aXbPKaT CHHTE3a Ha
LIMKIIOOKCHI€HA3aTa/IPOCTArNaHIHHUTE, MOraT [Ia IPHUHHAT YBpekKaaHe Ha hepriurera npu
ACHHTE Ype3 Bb3ACHCTBHE BbPXY OBYAaLIMATA. Topa € 00paTHMO NpH NPEKLCBAKE HA JICUEHHETO.

HbynipodeH Moxe BpemeHHO 12 HHXMOMpa TPoMOOIMTHATA arperaums H 1a YIb/IKH BPEMETO Ha
kbpBeHe. ETo 3all0, naugeHTHTe ¢ HapyIeHHS B KOAryTal{HATa WK HA IEUSHHE ¢ AHTHKOATYNaHTH
TpabBa BHUMaTeNHO aa 6baat Habnoasany.

[pn npoasLKUTENHO JleueHHe ¢ ubynpodeH € HeoOXOAHMO PEFOBHO MOHHTOPUPAHE Ha
wepHoApoOHaTa M 6LOpevHaTa QYHKLHK, KAKTO B HA KPbBHATA KAPTHHA, 0COGEHO [IPH
BHCOKOPHUCKOBH MALMEHTH.

Tpatea na ¢ u364rea KOHCYMaLMATA HA AITKOXOJ, Thid KATO TOH 3aCUABa CTPAHWYHKTE e(DeKTH Ha
HCIIBC, ocobeno korato ce yBpekaa racTpOMHTECTHHANHMS TPAKT WITH LIEHTPAIHATA HEPBHA
CHCTEMA.

ITaumenture Ha uSynpoden Tpabea na cLobLIABAT HA TeKaps H TeYeHHEeTO Aa Objae NPEeKpaTeHo, ako
3aenekaT NPA3HAUK W CHMIITOMH Ha FACTPOUHTCCTHHAHA YAUCPALMA HIH KbPBCHE, 3aMBIIIEHO
BHXKAAHE KITH IPYTH CHMITTOMH, CRBLP32HH € OYHTE, KOkeH OOpUB, MOBHILARAHE HA TEJECHOTO TEr10
HAH eleM.

IMauueHTH ¢ PE€OIKH HACIEACTBCHH npoﬁﬂemn Ha ranaKkTro3Ha HEeIIOHOCHMOCT, Lapp—naKTaseH nec]murrr
HITHA TTIOKO3C0-TAIAKTO3HA MaJ'laﬁCOpﬁHHH He OHBa Ila MpHEMaAT TOoBa JICKapCTBO,

ZonopeH chabpxka HATPHH
Toea nekapcTBo chABpPKA NO-Manko oT | mmol Hatpuii (23 mg) Ha TabneTka, T.€. NPAKTHYECKH He
CbAbpaa HATPHH.

4.5 B3anmopeHcTBHe ¢ IPYIH A€KAPCTBEHH NPOSYKTH H APYTH OPMH HA B3aHMOAeHCTBHE

Eonogpemennama ynompeba na ubvapoghen u crednume gewecmea mpabsa oa ce uzbazed.

Ayemurcaruyunoea Kuceaund, OCBSH aKO HHCKA 71032 aUeTIWICANMLUKIOBA KucenuHa {non 75 mg
JAHEBHO) € OWNTa (peanncaHa OT Jiekap, Thi KaTo TOBA MOKE /14 OBHILIH PHCKA OT HEsKeNaHH peakLuu
(px Touka 4.3 INpoTHBoNoOKazaHus). EKciepHMeHTaNHH JaHHH noka3ear, ye HoynpodeHn Haxubupa
eheKra Ha ALETHNCANMLIUIOBATA KHCEIHHA BPXY TPOMOOLIWTHATA ArPEraums pH €AHOBPESMEHHATA
ynotpeda, OrpandueHuTe 1aHHU obave,  HECHIYPHATA CKCTPAMNONAIMA Ha TAaHHHTE eX Vivo B
KITHHMYHA CHTYallMA TOKA3BaT, Ye He MOTaT Aa ce NPaBAT TEbP/M 2aKII0YEHHS OTHOCHO peaoBHATA
ynotpeda Ha HOYTIPOeH M HAMA KIHHHYHO 3HauuM eekT npu ceoboaHaTa ynotpeda Ha
(B TOUKA 5.1).

Apyzu necmepoudnu npomueosvInarumennu cpedcmea: B pesynrar Ha curepr
€HOBPEMEHHOTO [PHIATAHE HA HAKOJIKO HECTEPOMAHH MPOTHBORL3NANMTEIHH
NOBHIOK PUCKA OT FACTPOHHTECTHHANHH A3BH M KPLBOHTHBH, [10 Ta3H npuumHa| BEEMp!
npunoxenne Ha uoynpodeH ¢ apyru HCIIBC tpsdBa na ce n3bsarsa (Bx Touka ﬂ'l\\4‘§>‘,’\\”|r g
A



Anmuxoazyaaumu. HecTepOHAHNTE MPOTHBOBB3MAIMTENHH CPEICTBA MOTAT 4 3aCHIIAT edeKTa Ha
AHTHKOATY/IAHTHTE KaTo Baphapuu Wi Xenapun (Bx Touka 4.4). B ciyuail Ha eHOBpeMeHHO
NPHIOKEHHE CC NMPENnopLYBa Aa ¢e MOHHWTOpPHPA CHCTOAHHETO HA KOAryJlalms.

Turronuoun:
HecTeponanuTe NpOTHBOBL3NATHTENHH CPENCTBA HE TpadBa 13 ce KOMOUHMPAT ¢ THKIOMHIHH
MOpan PHCK OT AHTHBEH €EKT IPH HHXMOHpaHe Ha TpoMGOUKTHATA PYHKLHS,

Memompexcam: HCTIBC 6nokupar TyOynapHaTa cekpeLids Ha METOTPEKCaT H MOFaT J1a HACTBIAT
HAKOHM METAGONHTHY B3aMMOEHCTBUA B PE3YNTAT HA HAMAJICHMA KIHPBHC HA METOTPEKCAT.
IIpunowennero Ha nbynpoden 24 vaca npeaw wiK Caea NPUIAraHe HA MCTOTPEKCAT MOXKeE A3 JOBCIE
A0 NMOBHLICHA KOHUEHTPALNA Ha METOTPEKCAT M 10 3aCHIBaHE HA TOKCHUHHTE My edextn. ETo 3awo
Tpadea a ce n3dATBa eiHOBpeMenHaTa ynotpeGa Ha HCTIBC 1 MeToTpekcaT BLB BHCOKH JO3M.
Ocgeti ToBa, TpAbBa /a c& B3CME 1101 BHHMaHHE MOTEHLMAIHHA PHCK OT B3AHMOACHCTRHE C HHCKH
AO3H METOTPeKcar, 0CoDEHO MPH MaLMEeHTH ¢ yBpeeHa 0L0peuna gynxuus. [pu komGunHpaHo
Nevenne TpsibBa Aa ce MoHHTOpHpa GbOpeunata QyHKIMs.

Hovnpogen mpatisa da ce npuiaza ¢ arumManie 6 KOMOUHAHUA CbC CIEOHUME 8EeCmIBd,

Moxnobemud: 3aciunea edexta Ha GynpodeH.

@enumoun, aumuil: EqHOBPEMEHHOTO npuioxedne Ha MGynpoden ¢ eHUTOMH KM JIHTHEBH
JIEKapCTBEHHM MPOAYKTH MOXKE 4 MOBHLUIM CEPYMHATa KOHIICHTpauMusa Ha nocheaHure. Heobxonumo e
A ce CACAH CepyMHaTa KOHUEHTPALKA Ha JIMTUH H Ce NPenopbysa Aa ¢e CI/AH HUBOTO Ha CepyMHaTa
KOHILIEHTpaLHA Ha (HeHHTOHH.

Copoeunu 2nuxosuou: HCIIBC morat aa 060cTpar chpaeuHata HelocTaTYHOCT, 1a noHmwkaT GFR u
7la MOBHILAT MJ1a3MeHATa KOHUCHTPAUKA HA ChPACUHHTE IIFOKO3KAH. [penopbuBa ce MOHUTOpHpaHe
Ha CEPYMHUS JHIOKCHH.

Huypemuyu u anmuxunepmenzusnu cpedcmea: Juypetnuute n ACE-uaxuGutopure Morar aa
MOBHLIAT HE(GPOTOKCHUHOCTTA HA HECTEPOHIHHTE IPOTHBOBBL3NAIHTENHH cpeactsa. HCTIBC morat
Aa HamanAT eeKTa Ha AHYPETHLHTE H AHTHXHNEPTEHIHBHATE CpeAcTBa, BTIouMTenHO ACE-
HHXHOWTOpY M GeTa-6m10KkepH. ITpH naumenTH ¢ HamaseHa Gu6peuna GyHKUMA (Hanp. AeXHAPATHPAHH
NALHEHTH MITH MIAUHEHTH B HAlIPeAHANA BB3PACT ¢ HaMaieHa Ob0petHa GyHKLHA) eNHOBPEMEHHOTO
npunoxeHue Ha ACE-uHxubuTop H aHTaroHucT Ha aHruoteHzun I ¢ nexapcTBeH MPoaykKT —
HHXMOHTOP HA UMKIOOKCHIEHA3A MOKE 1a N0Be/E 10 NO-HATATBLIHO YBpexaaHe Ha 616peunara
yHKuUMA 1 crieq ToBa 10 ocTpa Gb6pedna HegocTaThuHoCT. ToBa 0BHKHOBeHO € o6paTnmo. ETo 3awo
TpaA0Ba a ce BHUMMABA C TAKHBA KOMOHHALIMM, OCODEHO MPH MALMEHTH B HANpPeIHANA BH3PACT.
[auuenture Tpabpa na ce HHCTPYKTHPAT 712 NOEMAT AOCTATLYHO TEYHOCTH H CTORHOCTHTE HA
6nOpeunara ¢yHKUM TpAGBA PEOBHO 14 Ce CEAAT BE/IHATA CE/ HAYAIOTO HAa KOMOMHHpaHaTa
Tepanys, -

Eaxospemennoto npunoxende na Hynpoden u kanuii-coxpansapaim guyperuud uin ACE-
HHXHOHTOPH MOXe a NoBeae A0 Xunepkanuemus. HeobxoanMo e BHUMATENHO Ja ce MOHHTOpPHpa
HHBOTO Ha KaJIHH.

Kanmonpua: Jlauau o1 npoy4saHus nokasear, 4e uGynpodeH npoTusoneicTsa Ha edeKTa Ha
KarToMpHJI 32 1I0BUIICHA €KCKPELMA HA HATPHIA.

Amunozauxosuou: HCTIBC Morat 1a 3a6aBST eNMMHHEPAHETO HA AMHHOTITHKO3M,
YBEAHYAT TAXHATA TOKCHYHOCT.

Cenexmuenu unxudumopu Ha oGpamuus saxeam Ha cepomonuna (SSRI):
FaCTPOMHTECTHHAIHO KbpBEHE (B TOUKa 4.4),



Huxnocnopun: Prckwt ot 6u6pevHo yepexaaHe, NPHUMHEHO OT UMKIOCNIOPHH, CE 3aCH/IBA OT
¢IHOBPEMEHHOTO npunaraHe Ha Hakow HCTIBC. To3u edexr He MOke n1a ce #3KM04H H 38
KOMOHHAIHATZ OT IMKIOCHOPUH H uGynpodet.

Xoaecmuparun: EJHOBPEMEHHOTO JIeYEHHE C XONECTHPAMHH M HOYNPOhEH BOAM 10 YIhIKEHA 1
HamaneHa (25%) abeopOurs Ha HGynpoden. JlekapcTseHnTe MpodyKkTH TpAGEA 1a ce npunarar npes
HHTEpBA OT HaH-MaJIKO eAHH Yac.

Taxpoaumyc: [loBHLIEH DUCK OT HEPPOTOKCHUHOCT.

3ucogyoun: Hma naHHM 3a MOBMILEH PHCK OT XeMapTpo3a H xematom nipu HIV—nonoxutensu
XeMO(UIHIH, KOHTO Ca HA KOMGMHHMPAHO JIEUCHHE ChC 3HAOBY/IMH W uOynpoden. ITpu
eaHOBpeMeHHaTa ynoTpeba Ha 3unoyans # HCIIBC morxe na ce HabmioaBa MOBHLIEH PUCK OT
XeMaTOTOKCHUHOCT. [IpenoppuBa ce HicneBaHe Ha KPbBTa -2 ceAMMIM CJTe, HAYANOTO Ha
€HOBPEMEHHOTO NPWIDKEHHE.

Pumonasup: Mowe na nosunm rna3meHute konuentpauus va HCIIBC.

Mugpenpucmon. Axo HCIIBC ce npunarat 8-12 OHH citen npUIcKeHHETo Ha MH(]ENpPHCTOH, TE MOraT
Aa HaManAT edekTa Ha MUDENpPHCTOH.,

Ipotieneyuo wiu cyagunnupazon: Moxe na 3abakn eamuaupaneto Ha uGynpoden. Hamanssa ce
YPHKO3YPHUYHOTO JISHCTBUE Ha TE3H BELIECTBA.

Xunononosu anmubuomuyu: Iaupenry, kouro npuemat HCTIBC H XUHONOHM ca W3TOKEHH HA
MOBHILEH PHCK OT KOHBY/ICHH.

Cyngponunypeitnu cpedcmea: HCIIBC Morat 1a NOBHLIAT XHTIOTIMKEMHYHHS eleKT Ha
cynponnTypeinuTe cpeactra. ITpu eIHOBPEMEHHOTO IPHIIOKEHHE Ce MPEMOPHUBA 1A Ce
MOHHMTOPUPAT HHBATA HA KPbBHATA 3aXap.

Kopmuxocmepouou: TloBuieH PHCK OT racTPOMHTECTHHAHA YIILIEPALIMA MM KbpBeHE (BX TOUKa
4.4,

Aumumposboyumunu azpezanmu (wanp. kronudozpea u murxionuoun): [IOBHIIABAT PHCKA OT
FaCTPOMHTECTHHATHO KEPBEHE (BX TOuka 4.4).

Anxoxon, bucghoconamu u oxcnenmuurun (nenmoxcugurun): Morar a Ipean3BIKaT
FacTPOWHTECTHHAIHH HEXKENaHH JICKAPCTBEHH PEAKIIMH U PUCK OT KEPBEHE H YIIepalHs.

baxnoghen: Ilopuinena TokcHuHoCT Ha GaknodeH,

4.6 @epTHANTET, DPEMEHHOCT H KhpMeHe

bpemennocm
BroknpaHeTo Ha MPOCTArEaHAUHOBHSA CHHTE3 MOXKE 13 HMA HEXe1aH eeKT BbpXy OpemMeHHOCTTa W/

HIH eMOPHOHAIHOTO/(eTanlo pasBuTHE. JatiHu OT eMMAEMHOTOTHYHH MPOYYBAHHS [OKa3BaT
NOBHILEH PHCK OT CIIOHTaHeH abopT, CBINO TaKa ChPACHHH MAN(OPMALIMM M IACTPOHIM3HC Clie/l
ynmotpeba Ha MHXHOUTOP Ha MPOCTArNaAHHOBHS CHHTES B HAYANOTO HA GPEMEHHOCTTA. AGCOMOTHHAT
PHCK OT ChPIEYHOCHI0BA MAN(OPMALHA CE 3aCHIIBA OT 0-ManKo OT 1% 10 npubausurento 1,5%.
PHCKBT ce yBe/lH4aBa ¢ 103HPOBKATA H MPOLBIKHTETHOCTTA Ha JeueHueto. [1pu )KUBOTHH
IIPHNONKEHHETO HA HHXMOMTOP Ha MPOCTArIAHAMHOBKSA CUHTE BOAM 10 3aryba Ha 110
PazIHYHA MAT(YOPMALKH, BIITIOUHTE/IHO H ChPAEYHO-Ch/I0BH NPH JKMBOTHH, Ha KO .
HHXHOMTOD Ha NPOCTArIAHAHHOBHS CHHTES 110 BPEME HA OPraHOreHesa. " &
O/IMrOXHAPaMHHMOH B PE3YJITAT OT ¥Bpexaane Ha 6bOpeunaTa dynkuus. Tosa Mowe ffg, é”gi'lﬁu :
K_/

HMIUTaHTaAuna 1 EMGPHO/(beTaJTHa CMLPTHOCT. OCBCH TOBa C¢& C'BOﬁLUaBa 34 HapacCTE.
1 3—: U
YHOTPCGETH Ha HGyrlpO(beH cAcn ApajeceTara ceagMHLa ot 6peMeHHOCTTa MOGKE }1#‘ @ “I[’Iw



CKOpO CJie] 3aN04BaHe Ha ICHEHHETO H OOHKHOBEHO € 00paTHMO Clled NpeKpaTasaHeTo My, B
AONBIHEHHE, HMA NOKIIATIBAHH CITy4aH HA CTECHEHHE Ha ductus arteriosus cnefl NeveHue Mpe3 BTOpHa
TPHUMECTBP, MOBEUETO OT KOHTO Ca & BL3CTAHOBUIY Cliel NPeKpaTABaHE HA NEUSHUETO.
Creposarenyo, npes NLPBOTO M BTOPOTO TPHMECEUHE OT GPEMEHHOCTTa, ubynpoden He Tpadea 1a ce
IpUAara, OCBCH IPH ACHH MCAMLIMHCKH MOKa3aHuA. AKO uOynmpodeH ce H3n0a3Ba OT JKeHa, KOATO ce
OnHTBa 12 3a0pemMeHee HIH MPE3 IPBOTO H BTOPOTO TPHMECEUHE Ha GPEMEHHOCTTA, OO3MpPOBKATA
TpaOBa A2 ObAe Bh3MOKHO Haii-HHCKA, 4 IPOABIKHTENHOCTTA Ha TEYSHHETO - Bh3MOMKHO Hai-kpaTka.
Tpabea ma ce 0OOMUCIM MOHMTOPHHF Ha NJI0AA 34 OIMTOXHAPAMHHOH H CTECHEHHE Ha ductus
arteriosus CNell eKCnosuuus Ha ubynpoden B NPoIbIKEHHE HA HAKOJKO AHE Cleld ABAAeCceTa
recrauronHa ceamuua. lpremsr Ha nBynpoden TpaGea na Obje npexpareH, ako ce HabNOIABAT
QJIMFOXHAPAMHHOH WAH CTECHEHUE Ha ductus arteriosus.

[lpe3 TpeTrs TpUMECTLP Ha GpeMEHHOCTTa BCHUKH HHXMOMTOPH Ha NPOCTAr/aHAMHOBHS CHHTE3

MOT'aT 12 H3N0XKAT MUI0/1A Ha CIIENHHTE PHCKOBE:

- KapaHo-1yIMOHapHa TOKCHYHOCT (NPeX<IeBPEMEHHO CTECHCHHE/ 3aTBapsHe Ha ductus arteriosus
H IIYIMOHApHA XHIEPTOHHA);

- yBpeskaaHe Ha OnOpeunata yHkums, KoeTo MOxe Aa nporpeckpa 1o Gu6peuna
HEIOCTATBYHOCT € OIUTOXHMAPAMHHOH (BK. AO-TOpE),

a MaHKaTa u HOBOPOJEHOTO B Kpas Ha GPEMEHHOCTTA, Ha PUCK OT:

- BEIMOKHO YL/DKABAHE HA BPEMETO HA KbPBEHE — aHTHArperauTeH edexT, KoHTo MoXe aa
HACTBIH JaXKE NPH MHOMO HUCKH JO3H;

- Gsoxupate Ha KOHTPaKUMHTE HA MATKATA, KOETO BOJIH 10 3a6ABEHO HIH YAbDKEHO PAKIAHE.

Crenosarento uGynpodeH ¢ NPOTHBONOKA3aH NO BPEME HA MOCTEIHHA TPHMECTBP Ha OpeMEeHHOCTTA.

Kvpmene
HBynpoden ce oTaens B kbpmata, HO NPH TEPANICBTHYHH Q03K MO BPEME HA KPaTKOCPOUHO JICYCHHE

PHCKDLT OT €QEKT BhPXY KbPMAUETO H3MTIENK/A MATKO BEPOATEH. AKO BCE TAK € LIPEANHCAHO 110-
MPOABLIDKUTENHO JICHEHHE, TPAOBA [Ia CE IOMHCITH 33 PAHHOTO OTOUBAHE HA KHPMAUETO.

Depmurumem

Ynotpebara na Ubynpoden Moxke ga yepean QepTHIHTETA M 3aTOBA HE ce NpenopBYBa IIPH HeHH,
KOWTO Ce ONUTBAT Aa 3aueHar. [Ipu skeHn, KOUTO HMAT NPOBIEMH ChC 3aUEBAHETO HITH CE HACISABAT
3a Gesnnoaue, TpaGBa 1a ce NOMHCIH 33 NPEYCTAHOBABAHE NpHeMa Ha UGy podeH.

4.7 EdexTn pbpxy cnocobnocTra 32 wodnpane u pabora c MamHun

ObukHosero nOynpoden He MORNHABA cIOCOGHOCTTA 3a IOpHpaHe 1 paboTta ¢ Mawuay. H Bee nak,
TbH KATO B rO/IeMH 03K MOTAT J1a Ce Hab/0AaBaT HeXeNaHH PeaKUMH KaTo yMOpa, ChHITHBOCT,
CBETOBBPTEX (34 HEro ce ChobLIaBa HECTO) H 3PUTENHH CMYHIEHUA (HEUECTO), B OTACTHU CITYYaH Te
MOTaT Aa NOBIHAAT CNOCOOHOCTTA 32 Wodupane U paboTa ¢ mamuun, Tozu edekT ce 3acHBa OT
€IHOBPCMEHHATA KOHCYMALMA HA AJTKOXOJL.

4.8 Hexenann JeKapeTBeHH peakuna

Haii-uecTure Hexxenanu nexapcrsenu peakuuu (HJIP) ca ractponntecTHHanHaTe CMYLUEHHA.
HaGmonagart ce: nentuuna s38a, nepdopauus WIH raCTPOMHTECTUHAIHO KbPBEHE, TOHAKOTA C
hataieH H3X0A H 0cOGEHO MPH MALKMEHTH B HANPEIHATA BB3PACT (BXK. TOUKA 4.4). Hma cpobluenusn 3a
rajicHe, IOBPBIIAHE, AHAPHA, HNAaTy/ICHIHA, KOHCTHITALIMA, MCAENCHA, KOpPeMHa 6ok, MeJeHa,
XeMaTeMesa, y/ILepaTHBEH CTOMATHT, 000CTpeH KOAHT it DomecT Ha Kpou (Bx. Touka 4.4). Kato
He4ecTa peakilus ce HabnoaaBa racTpyT.

HJIP ca B noeueto cnyuan nososaeucumu. OcobeHO PHCKBT OT [ACTPOHHTECTHHAN
3ABHCH OT JO3HPOBKATA H NPONBIDKUTENHOCTTA HA JIEYEHHETO. 32 APYTH PHCKOBH




TOBHLUCH PHCK OT apTepPHANHK TPOMOOTHUHH CHOWTHA (Hanp. MHOKApaEH HHMAPKT Wil HHCYNT) (BIK.
Touka 4.4),

Bue BPB3Ka € JICHEHHETO ¢ HECTEPOH/THH MPOTHBORB3NATHUTEIHH CPEeACTBE HMa C'bOﬁHlEHHH 3a €aeM,
XHIICPTOHHA M ChpAeHHA HEAOCTATEYHOCT.

HJIP He ca Tonkosa uectu npu Makcumanna goza 1200 mg nnesno.

HexxenanuTe peakuuu ca noapeneHu no 4ecTora, CTOpe/ CIIeAHATA KOHBEHIHA: MHOTO HecTH (>1/10);
uectd (Z1/100 o <1/10); newectu (>1/1000 zo <1/100); penxu (=1/10000 xo <1/1000); MHOTO penku
(<1/10000) Brirounteno otaenHu cboGwenns. [Ipn BeAko rpynHpaHe B 3aBHCHMOCT OT 4eCTOTaTa
HEXKCTAHHTC JICKADCTBEHH PEAKLMH Ce H30POABAT B HH3XOAALL DS/ 0 OTHOLIEHHE HA TAXHATA
CEPHOZHOCT.

JlabopaTophu u3caenpauun

Penku: [ToBuiueHn HUBA Ha A30T B KPBBHATA YPEs, HA CEPYMHHTE TPAHCAMHHAM 1
ankanuara docdarasa, NOHWIKEHH CTOHHOCTH HA XEMOTIOOHUH H XEeMaTOKPHT,
Gnoxupane Ha TPOMOOLMTHATA arperaums, ybIKEHO BPeMe Ha KbpBete,
HAMAJICHO HUBO HA CEPYMHHS KANUMH, NOBHIIEHHE HA CepyMHaTa
KOHLICHTPALHA Ha HKOYHATA KMCETHHA,

Chpaeudn napymenns

Muoro peaxu: [lanmuTaumy, chpaevHa HEAOCTATEYHOCT, MHOKAP/ICH HH}ApKT, OCTHP
oenonpoben enem, enem

Hapyuienns Ha KpLBTa H TuMdEATA CHCTEMA

Muoro penxu: AHEMHS, JICBKOTICHHA, TPOMOOLUTONEHH S, MAHIMTONEHHA, ATPaHYJIOLHTO34.
ITbpBuTE CHMNTOMHE HITH NPHU3HAUM MOTAT /1a BKIIOYBAT; (heOPHTHHA ChCTOAHHS,
Bb3IANCHHE HA IBPJIOTO, NOBbPXHOCTHH A3BH B YCTHATA KyXHHA,
MPUIIONOIOOHH CHMIITOMH, TEXKKa YMOpPa, KbPBEHE OT HOCR H KOMKATA.

Hapymennna Ha HepBHATA CHCTeMa

YecTu: ['naeoGonve, CHLHAHBOCT, CBETORLPTEK, YMOpa, asKHTALMA, 3aMaliBane,
Oe3chHYMe, pa3apasHUTENHOCT

MHoro penku: AceNTHYEH MEHHHIHT

OunH Hapymenns

HeuecTn: 3pHTENHH CMYLIEHHS

Peaxn: TokcuuHa ambnuonarus

Hapymienns Ha yXoTo n 1aGHPHATA

Muoro penku: f Tunutyc

Pecninpatopun, rpbaus H MEIHACTHHANHN BADYICHHN

C nenssecTHa PuHHT, Sponxocnazbm

HECTOTA:

CroMamHo-4UpeBHE HAPYIIEHHS

MHoro uecru: CromawiHy KucenuHM, THCHIeNCHS, KOpeMua GoNKa, rajiene, MoBpbIIAHE,
aaTyNeHUHs, AMapHs, KOHCTHIALHA

YecTu: I'acTpOMHTECTHHANHY A3BH, MOHAKOTA C KbPBEHE ¥ nepdopaums (B3K. TOUKA

4.4), ckpura KpbBO3aryGa, KOATO MOJMKE /1a AORE/IC A0 AHEMHS, MeJIeHa,
XeMaTeMesa, YILEPATHBEH CTOMATHT, KOIUT, 00OCTPAHE HA YpEBHA
HENPOXOAHUMOCT, YCIIOKHEHHS OT TUBEPTHKY/IH Ha 1e6ea0To uep,

(nepdopaums, ducryna)

Hegectn: lactpur /i _,:1_57/ PR
MHoro peniu: Ezodarur, naHKpeaTHT, HHTECTUHANHH CTPHKTYPH (UpeBHH cfn{e%i:@éﬁfl)‘-""w‘
Hapymenus Ha 0b0penaTe H NHKOYHHTE WHTHINA R

Heuectn: Enem, 0cobeHo npu nauMeHTH ¢ apTepuanta XMnepToHHs WiH 05Gpeura R

.
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HEJOCTATBYHOCT, HEPPOTHUEH CHHIPOM, HHTEPCTHLHANIEH HEDPUT, KOHTO
MOKe a Obae cBbp3aH ¢ GbOpeyHa HeIOCTATHUHOCT.

MHuoro pengku: BuOpeuna nanunapua Hexposa npu Npoa/kHTENRHA yriotpeba (Bx. Touka 4.4)
Hapyiennsa HA KOXXAaTa H NOAK0KHATA ThKAH

Heuecru: PoTtoceHcHOUAH3aHs

Muoro penku: Texn popMu Ha KOKHH peakUun (eputema MynTH(GOPME, eKCHOTHATHREH

ACPMATHT, BYNO3HY peakuk, BKIOUBAIIH CHHIPOM Ha CTHBBHC-JHKOHCHH 1
TOKCHYHA €MHAEPMATIHA HEKPOJIH3a, ANOTELHs, HEKpOoTH3HpaLL (hacumT)

C HenssecTHa Jlexapcreena peakuus ¢ €o3nHOGMIMA U cucTemuu cumntomu (DRESS

4ecToTa CHHJIPOM), OCTPA FeHepaNu3MpaHa exsaHTeMarosHa nycrynosa (AGEP)

Crn0oBH napyilienus

Mtoro peaku: l Xuneprouns

HapymenHs Aa HMYHHATA CHCTEMA

HeuecTu: Peakunu Ha CBPBXYYBCTBHTEIHOCT — YPTHKapHS, Chpbex, mypypa u
CK3aHTEMAa, KAKTO H acTMaTHYHU NpHUCTHIIK (HDHHKO]"& C XPII'IOTOHHSI)

Peaku: CuHApoM Ha Jynmyc epHTEMaTOAEC

MHoro pemku: Texku peakiiuu Ha cBpbXUyBCTBUTENHOCT. CHMNTOMHTE MOFaT 1 BKJIIOUBAT:

THLEB OTOK, HAOLOBAHE HA e3MKd, BHTPEIIHO TAPHHIeaTHO HabbOBaHE Che
CBHBAHE HA AMXATENIHHTE IILTHILA, JUCITHEA, TAXHKAPIHSA, TIOHHAKABAHE HA
KPBBHOTO HAIATAHE JIO TOHKATA Ha YKMBOTO3aCTpALLABALL LWOK.

XenaTo-GHNHAPHH HApPYIIEHHSH

C Heu3BecTHA Hapywena uepHoapobHa ¢pyHKuUMsA, 4epHOAPOOHA HEAOCTATLYHOCT, XENATHT U
4eCTOoTa: XBITEHHLA

TlcHXHYHM HApYIICHHA

Penkn: ’ Henpecus, o0bpkBane, XamoLMHALMH

CboﬁgaBaHe Ha NONO3HPAHH HEKETAHH peakLHH

Crob1uaBaHeTo Ha MOAO3HPAHH HEXKENAHH PeaKLUMH CIel PaspeluaBaHe 3a ynotpefa Ha leKapcTBEHHS
MpOAYKT ¢ BawHO. ToBa mo3sonssa 1a NpoaB/KH HaGIIOAEHHETO HA CHOTHOILCHHETO JTO3a/PHCK 3a
JIEKAPCTBEHHA MPOIYKT. OT MEAMIIMHCKUTE CIIELHANMCTH C& H3HCKBA Aa chOOLIABAT BCAKA
NOJ03HpaHa HEXKETaHM peakuus KbM: Hanbanurenna areHuus no nekapcrsara, yn. ,,Jlamat I'pyes”
Ne 8, 1303 Codms, Ten.: +35928903417, yebeaitt: www.bda.bg.

4.9 IlIpenosupane

HNornblanero Ha noseye ot 400 mg/kg oT Aeua Moxke 1a ce NPOABH Ype3 pasinuuHy cHMITOMH. [Tpu
BB3PACTHH PEaKLUMHTE Ha 1IPeNO3UPAHE He Ca Taka M3paseHH. [lepuonsT Ha NONyXUBOT MpH
npenosupade e 1,5-3 vaca,

ipui cepuo3HO oTpaBsHe MOXe [1a HACTBLIIM MeTabOAUTHA ALMA03a.

Cumnmonu
CumnTomuTe Ha npen03upaHe BKIIOYBAT raaeHe, OBPbLIAHE, 5oaKY B EMTHracTPHyMa WIIH NO0-pAAKO
AHapus. BLamoxkHO € na HacTenAT THHHTYC, rnaBobonue, 3amaiirane, CBETOBBPTEK H
racTpouHTeCTHHANHO KbpBeHe. [Ipu no-ceprozHo oTpasane ce nabnropasa TokenuHoer B LIHC, kosto
Ce M3pa3fBa B ChHIUBOCT, MIOHIKOTA BL30YAa U 1e30pHEHTALMA WK KoMa. [ToHAKora maLpeHTHTe
H3MajzaT B KOHBYNCHH. [1pH nena mMomxe a ce nabmonasa MHOKIOHYC ¢ kpammy. [Tpu cepHosHo
OTpaBAHe MOKe [1a HACTBIN MeTabONHTHA aLM203a H NPOTPOMOHHOROTO BPEME MOKE 1A C€ YALIDKH,
BEPOATHO NOPaJM ACHCTBHETO H aLMPKY/IHPALUHTE KPBBOCHCHPBAILM (PakTOpH. Bb3MoskHH
OBOpeHIa HEOCTATEYHOCT, YEPHOAPOGHO YBPEKAAHE, XHMOTOHMSA, HOTHCKAHE Ha M
uxanosa. [Ips acTMaTHIKTE € BE3MOXKHO 0BOCTPAHE Ha aCTMATA.

Hevenue
JleuenneTo € nogALPXKAIG H CHMATOMATHYHO, KATO BKJIKOYBA NOAABLPKAHETO Ha




IIpenopbusa ce npoMusKa Ha cTOMaxa iu NEPOPAIHO NPHIOKEHHE HA AKTHBEH BBIJICH B CPOK OT |
Hac, aKko NaUHeHTBT € npuen nosede ot 400 mg/kg TenecHo Terno. Ako Hobynpodden peue ¢
abcopOupaH € HeoGX0aHMO NpHNarane Ha afKATHH cyBeranugy, 3a 13 ce YCKOpPH eKCKpeLMaTa Ha
KWCEMHHHNA HOynpoden B ypunata. TIpH HaHume HA YeCTH HIH NPOAB/KHTEHH KOHBYJICHH, TE
TpAOBa fa Ce NEKYBAT ¢ HHTPABEHO3HO NPHIAOKEH AMAZENIAM HIH Jopasenam. B cnyqaii Ha actma na ce
usnonsear bponxoamnaratopu. He CBILECTRYBA CreLH(Huer aHTHOT.

5.  ®APMAKOJIOIHMYHH CBOMCTRBA
5.1 <PapmakoamHaMH4HH CBOiCTBA

DapMaKkoTepaleBTHYHA FPYIa: HECTEPOHIHH NPOTHBOBL3MANIHTENHH H AHTHPEBMATHYHH JIEKaPCTBEHH
MNPOIYKTH, NPOHIBOIHH Ha MPONMOHOBATA KUCETHHA
ATC koa: MO1AEO]

Hbynpoden e HecTeporano npoTHeOBL3NATHTE IHO CPEACTBO, KOETO MPUTEXABA AHAJITETUYHO,
NPOTHEOBDLINATHTEHO H AHTHIMPETHYHO AeHcTBHE. JKHBOTHHCKH MOZE/H 33 50AKA U BbINA/ICHHE
NoKa3ear, ye noyrnpodeH eheKTHBHO HHXHOHPA CHHTE3a Ha npocrarnanaunuute. [Tpu xopa,
ubynpoden obnekuasa Sonkara, IPUIMHEHA OT Bb3NATSHUE HIKH CEBLP3aHA ¢ HEro, 0TOK Y OBHLIEHA
Temnepatypa. Hoynpoden nma unxuburopen €(eKT BLPXY NPOCTArMAHAHHOBHA CHHTE3 KATO
HHXHOMpa AKTHBHOCTTA Ha LUMKIIOOKCHTeHasaTa. OCBeH ToBa ubynpodeH uMa HHXHOUTOpEH edeKT
BppXy ADP (aneHosuH nuocdar) wim Konaren-CTUMynupaHa TpoMOOLIMTHA arperasms.

ExcnepumenTannu nannu mokassar, ue nOynpotden Moxe a Goknpa edexTa Ha ACTIUPHH B HUCKH
TI03H BbPXY TPOMOOLMTHATA arperawys, KOrato ce mpilarar enHospeMeHHo. B eaHo npoyusane, ipu
KoeTo efHOKpaTHa 103a nbynpoden 400 mg e npunoxeHa 8 uaca npeaH vl 30 MUHYTH ciien
TMpHIAraHe HA AUCTH/ICATMLMIOBA KMCEIIHHA C He3abaBHO oceoGokaaBane (81 mg), ce Habmopaga
HaManeH eeKT Ha aLeTHICATULHIOBATA KHCETHHA BBpPXY 00pasyBaHeTO Ha TPOMOOKCAH WIH
TpoMOouMTHa arperanis. OrpaHHYeHHTE JaHHH 1 HECHI'YDHOCTTA OTHOCHO EKCTPAnonalMaTa Ha
A2HHH €X VIVO KbM KJIHHHYHA CHTYALIHS [I0KA3BAT, Ye HE MOraT Ja C€ NPABAT TEBPAH 3aKIIOUCHHS 32
penoBHaTa ynorpeba Ha UOYNPodeH H Ye KIHHUUYHO 3HAYHM e(heKT e ManKo BEPOSTEH NpH
ceoboanara ynorpe6a na ubynpoden.

H6ynpoden nuxubHpa npocTarnaHAMHOBHA CHHTE3 B MaTKaTa, ¢ KOETO HAMATABA OTMYCKAHETO HA
MaTKaTa H aKTHBHOTO HAIATaHE, IEPHOTHYHHTE KOHTPAKLIMH HA MATKAT2 H KOJIHYECTBOTO
NpOoCTariaHiHHH, KOUTO ce ocBoboKIaBaT B kKphBoOGpaleHHeTo. C Te3H NMPOMEHH ¢¢ 00sSCHABA
O0NEKYaBAHETO HA MEHCTPYATHHTE BONKH. H6ynpoden Groknpa 6L6peuHns npocrarianauios
CHHTE3, KOHTO MOXE /ia 10Beae 10 GBOpedHa HeOCTaATHYHOCT, 33AbPXKaHE HA TEUHOCTH H ChPACYHA
HEAOCTATLHHOCT MPH PHCKOBH NAUHEHTH (BK. TouKa 4.3).

Hpocramal-mﬂﬂme ca CBBbpP3aHH C OBYJIaLIHATA H 3ATOBRa yrIO'[peGaTa Ha HEKapCTBeHH [IpOOYKTH,
KOUTO 6HOKHpaT NpOoCTarnaHIUHORHS CHHTE3 MOTAT A4 NMOBJIHAAT d)ep’rpmme'ra HA JKCHHTE (B}K. TOYKa
44,46 u53).

5.2 ®dapmMakokHHeTHUHE CROMCTBa

Abcopbyus:
Hbynpoden ce abeopbupa 6bpzo or FaCTPOMHTECTHHANIHHA TPAKT, MAKCHMATHHTE CEPYMHH

KOHLICHTPALMK C€ AOCTHTAT 43 MHHYTH CJiell IPHEM Ha riajiHo 1 1-2 yaca [IPH NPHEM CJIea XpaHa.

Pasnpederenue:
Hoynpotpen ce paznpenens 6bp30 B uetus opraHu3eM. CBBP3BAHETO C M1A3MEHHT
oKoso 99 %.
f Dl
Memaboauzvm: 4 £ _ .
Hoynpoden ce metaGonusupa B uephus npo6 (xuapokcunupane, KapGOKcanupaHé)_ \: . = 4
‘\._. ﬁfr/.""“ . .d,;b?,_"ff‘



Excxpeyua:

ETHMMHALMOHHHAT NONYXHBOT € NpubnE3uTeNHO 2,5 yaca MpH 31paBy HHAKBHAH. PapMaKOAOrHYHO
HEAKTHBHUTE METABONHTH ce eKCKPeTHpAT ocHoBHO (90 %) npes GGpenTe, HO CHLIO H npes
MUTBYKATA.

5.3 IlpeakaHnaYHn JaHHH 33 Ge30MacHOCT

Twit xaro ubynpodeH e 105pe MO3HAT H IWMPOKO HINON3BAH, NpeaKiHHHYHHTE JAHHH Be30nacHocT ca
JOKYMEHTHPAHH.

CyGxpoHHUHATA 1 XPOHHYHATA TOKCHYHOCT Ha HOYNpodeH € NoKa3aHa rJIaBHO B MPOYYBAHMA ¢
*KHBOTHH KaTO YBPEXKAaHe HA XPAHOCMHIATENHHA TPAKT H A3BH.

Tectosete in vitro v in vivo He NoKa3BaT KIAHHWYHO 3HAUUMY NPH3HALK Ha MYTarcHeH MOTeHUMAN Ha
noymnpoden.

He ca HabionaBatu kapuMHOTreHHM eeKTH MPH MMILIKH H IUTBXOBE.

Hbynpoden nnxuGupa oBynauusTa npu saiium u YBPEXKAA MMIIAHTALIMATA IPH PA3IM4HH
KHBOTHHCKH BHI0BE (3aiiuM, urbXxose H Muwiky). [lpu penpoayKT4sHu TecToBe, NMpOBEAEHH C
ILTBXOBE H 3aiiLH, HOyMpodeH npeMunasa npes nnauentara. Korato ce M3noa3sar ToRCHUHH 3a
MakKkaTa 1034, 10-4ecTo ce nabmonasar MandopMarity (r.e. BeHTPHKYNapeH cenTanen aedekT).

6. PAPMAIIEBTUYHH JAHHHA
6.1 CoMcbk Ha HOMOMME BemecTBa

Aopo na madremrama
Mukpokpuctanna uenynosa (E460)
JlaxTo3a MoOHOXMapaT

Kpockapmenosa Hatpuii

Konousen cunnumer nuokcun, 6esgonen
IHonuBuHun nuponusoH

HapesuuHo HHIecTe

Hatpues naypun cyndar

Marnesues cteapat (E572)

Duimoeo noxpumue

XuapokcHNPONWI Lemyao3a

Xunpomenosa (3 cps) (E464)

TTonnerunex raukon 400

Xunpomenosa (6¢cps) (E464)

Turanoe anokcux (E171)

6.2 HecnBMecTHMOCTH

Henpunosxumo.

6.3 Cpok Ha roamoct

3 roguHH

6.4 Coenua/mu ycioBus HA ChbXpaHeHHe
Ma ce cbxpanssa npu Temnepatypa noa 25° C.

6.5 Bua H chALPXKAHHE HA ONAKOBKATA

PVC/Al 6nucrepn




Onakosku:

JOJIOPEH 200 mg dunmupanu tabnerks - 10 niau 20 TabraeTky.
JOJIOPEH 400 mg duamupany TabneTky - 12 uau 24 tabnetkH.
He Bcuukyn BMAOBE ONakoBku MoraT 4a ObaaT MycHaTH Ha nasapa.

6.6 CneunanHH npeanasHH MepKH NPH HIXBBPJIsAHE H paboTa

Hsima crieupantiu H3HCKBaHHE,

7.  TIPUTEXXATEJI HA PA3PEUIEHHETO 3A YIIOTPEBA

EKC®APM IPYII AJ]

yi. Atanac Jlykos Ne29, e1. 3,
1407 Codwug, brarapus

Ten.: (02) 906 90 70

(baxc: (02) 906 90 71

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEGA

HOJIOPEH 200 mg dbunmupanu tabretku — Per. Homep 20120534

JOJIOPEH 400 mg dunmupanu tabietky — Per. nomep 20120535

9. JIATA HA ITHPBO PA3PEIHABAHE/TIOJHOBSIBAHE HA PAZPEINEHUETO 3A
¥IIOTPEBA

Hara na mepro paspemarane: 09.11.2012 r.
JaTta Ha nogHOBABAaHE Ha pa3peuleHUHeTO 3a yrorpeda: 07.11.2017 r.

10. TATA HA AKTYAJIH3IUPAHE HA TEKCTA




