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Awntpenn 15 mg tabnerku
Antrend 15 mg tablets

O

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
Bcesika Tabnetka cbappxka Menokcukam 15 mg.
Antpenn 15 mg Tabnetku chabpKat 126 mg nakTo3a MOHOXHAPAT.
3a MBJIHKSA CIIHCHK HA MOMOIHHUTE ChCTABKH BIK T. 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnetkn

CBeTNOXKBITH, KPBITH, TBOKHO H3ITBKHANM, ChC CKOCEH PB6 TabneTky, ¢ uspssanu B u 19 ot
ABETE CTPAHH Ha JCNIMTENHATA JIMHUS Ha €/(HaTa CTPaHa U C INajika MOBBPXHOCT OT Apyrara
cTpaHa.

4. KIIMHWYHU JAHHN
4.1 TepaneBTHYHHN NOKAZAHMS

KpaTkocpodno cUMITOMaTHYHO JieueHue npu 060CTpAHE Ha 0CTe0apTpPo3a.
JBNrocpouHo CUMHOTOMATHYHO JICYEHHE IPH PEBMATOUJIEH apTPUT WITH TIPH aHKWJIO3UPAI]
CIIOHAUJINT.

4.2 J{03MpPOBKA M HAYHH HA NPHJIOKEHHE.
Ilepopanna ynorpeba.

O6wara nHeBHa n03a TpAGBa fa ce B3eMa KaTo eAMHMYHA 71033 C BOJA MJIH JIPYra TEHHOCT 110
BpEMe Ha XpaHECHE,

Hexenanute niexapcTseHH peakiyy Morar Ja ObIaT HAMAJICHH KaTo 3a KOHTPOJIMpaHe Ha
CUMIITOMHTE C€ ynoTpebsaBa BE3MOXKHO Hail-HUCKaTa e(eKTHBHA 032 33 BH3MOXKHO Haii-
KpaThK NEpUOJ OT BpeMe (BrokTe T. 4.4).

Hy>xnute Ha naunenTa 3a CHMITOMATHYHO OOJIEKYEHHE M OTTOBOP Ha JIeYeHHeTo TpsabBa 1a
Ce NpepasriexaT NEPUOTHIHO, OCOOEHO MPH MALMEHTH C OCTE0APTPO3a.

Obocmpsane na ocmeoapmposa: 7.5 mg eJHOKPATHO AHEBHO (e/Ha TabyieTka oT 7.5 mg win
nonoBuH Tabnetka ot 15mg ). Ilpu nunca Ha edekT, fo3aTa MOXKe /1a ce yBenudasa 1o 15 mg
€IHOKPATHO THEBHO (ABe TabneTku oT 7.5 mg wim exHa tabnetka ot 15 mg).

Pesmamouden apmpum, ankunozupawy cnonounum. 15 mg eAHOKpaTHO THEBHO (J1Be TaGITeTKH
oT 7.5 mg wunm exna tabnerka ot 15 mg ). (Brxre chino ¥ “CleuHaiHy rpyny NauueHTH”).

B 3aBucumoct ot neuebuus edexr, nosata Moxxe fa Gbae peAylmpana 1o 7.5 mg BeAHBK
AHEBHO (e1Ha TabeTka oT 7.5 mg WiIn nosoBuH Tabnetka ot 15 mg ).

JA HE CE INPEBUIIIABA THEBHATA JJO3A OT 15 mg.




4.3

Hosara Tpabra na ce HpHEMa €THOKPATHO AHEBHO C BOAA ITH ¢ Apyra TeYHOCT No BpeMe Ha
XpaHeHe.

Creunamuu TPYIH DALHEHTH

Hayuenmu 6 nanpeonana 6v3pacm wiu maxusa, npu Koumo puckem om nosea na Heoicenany
peaxyuu e no-eucox (BIXTe T. 5.2):

Bbvopeuna neoocmamvunocm (BMXTE T. 5.2):
Hpu nuanusupann nanpenty ¢ Texka ObOpedna HenocTaThPYHOCT AHCBHATa 103a He Tpa6Ba

KpCaTHHUHOB KIHPBHC Ha/l 25 ml/min) He ce Hanara PCAYKIHA Ha Ao3aTa. (32 nandeHTy ¢
TexkKka 656peyna HEOCTATEYHOCT, KOMTO HE Ca Ha XeMOIHAIH3a BUYKTE T. 4.3).

epnoopobua nedocmamvunocm:
He ce nanara penykums na nosara TpH ALIMEHTH ¢ JieKa 10 yMepeHa YepHOAPOOHa
HEAOCTATBYHOCT. (3a GONHH ¢ TEXKKO HapylUeHHe Ha YepHOAPOGHATa DYHKIMS BHKTe T. 4.3).

Heya:

AHTpeH] He TpsibBa na ce Tipuiiara npu Aeua Ha Bb3pact noa 15 roguuy.
IlpornBonokaszanus

AHTpen)| € npoTUBONIOKa3aH TIPH CIENHUTE CilyYau:

- bpemennoct u kppmene (BrXTE T. 4.6).

- CBpBXuyBCTBHTENHOCT KBM AHTPEHT HITH KbM €HO WIIH HIKOJKO OT IIOMOU[HHUTE
BCLIECTBA, WU KBM BELIECTBA ChC CXOMIEH edexr, Hanp. HecTepongHM
NPOTHBOBL3NAIMTEIHU CPECTBa (HCTIBC), auernncanummnosa KHCEIINHA. AHTpeH A He
GMBa na ce npunara TP NALMEHTH, IPH KOUTO Cliel MPHIIOKEHHE Ha ALCTHIICATHLIIOBA
KucennHa unu Ha apyru HCTIBC ca ce TIOABUIM CHMIITOMH Ha aCTMa, HA3ATHH MoJTHNH,
aHTHOHCBPOTHYEH €/IEM MITH YPTHKAPHS.

- AHamHe3a 3a KbpBeHe OT FaCTPOMHTECTUHAIIHUS TPAKT WU nepopanus, cBbp3aHu ¢

NpeuIuHO jieyenue ¢ HCIIBC

- AxTHBHA win PCLIHIMBHpAlIA NENTHYHA 5382/ XeMOparus (mBa MM MoBeve gokazanu
CIH30/IM HA y/ILIEpaLKs HilH KbpBeHe)

- Texka yeprompoGua HEeIOCTATHYHOCT.

- Texxa 666peyna HEJI0CTATEYHOCT, IIPH KOATO He Ce MpoBexk/a XEMOUaNM3a.

- Kepsene ot ractpounrectianis TPaKT, UepeOPOBACKYIAPHH KPBBOMITHBH UITH Ipyru

XCMOparu4Hu JUaTe3 .

4.4

- Texka chpaeuna nenoctatbunoCT.
Cnennannn TPENYNPEKACHHS H NPEANAIHA MepPKH HpH ynorpeba.

Hesxxenanure nexapcreenu p€aKkunu Morar fa 6bRaT HaMaJIeHH KaTo 3a KOHTpPOJINpaHe Ha
CHMIITOMHTE Ce ynoTpebata Bh3MOXHO Hal-HucKaTa e(eKTHBHA [103a 332 BBE3MOMKHO Haii-
KpaTbk Cpok ot BpeMe (BuxTe T. 4.2 1 no A0JTy TIOCOYEHUTE racTPO-HHTECTHHAIHU |
CBPIEYHO-CHIOBH PHCKOBE).

He 1psi6Ba na ce HA[XBBPIS NPENOPBLUNTEITHATA MAKCHMANIHA THEBHA n033,B Ciiyyaii Ha
HENI0CTaThueH eyebeH edekT, HUTO fa ce KOMOHHHUpa ¢ pyru HCIIBC, Thif kato mosxe na
YBEJIMYIH TOKCHYHOCTTa My 6€3 11a € JOKA3aHO HaTHIHe Ha TepaleBTHYHa I10/13a OT TOBA. ,_
Tpsab6sa na ce u36area TIPUIOKEHUETO Ha AHTPEH]| eIHOBPEeMEHHO ¢ HCTIBC sxaounrenno
CCJIEKTHBHM MHXHOHUTOPH Ha IMKJIOOKCHIeHa3a—2. '



Ilpu nunca wa nopoGpenne na cumnToMuTe CIEJ HAKOJNIKOAHEBHA ynioTpeba, TpsabBa 1a ce
HalpaBH MPEOLEHKa Ha KJIMHUYHKSA €eKT OT JICYEHHETO.

HeoGxoaumo e Hacoueno topcene na anamuesa 3a €30(aruT, racTpuT /MK NenTHYHa s3Ba,
34 J1a Ce OCHrypH TAXHOTO HbJIHO H3JIeKYBaHe MPE/H 11 Ce 3aMOUHE JICYEHHETO ¢ AHTpens.
Tps6sa pyTuaHO 11a ce 06pbiya BHUMAanHHE Ha BB3MOXKHOCTTA 3a I10SBa HA PELM/IMB NIPH
HALUEeHTH JICKYBaHHW ¢ AHTpEHA B aHaMHe34 33 HallMyHe Ha TOpPHHUTE 3a0019BaHus B
MHHAJIOTO.

Cmomamno-upeenu epexmu -

ITpu ynotpe6a na seuuxu HCITBC no Besko BpEME OT 3ar104BaHe Ha JICYEHHETO, C WTH Oe3
ajlapMHUpaly CHMITOMH HIIH NPEIX0/IHA aHAMHE3a 3a CEPUO3HH CTOMAIIHO-YPEBHU
MHUMAEHTH ca ChOOIIABAHH CllyYau Ha KbPBEHE OT CTOMAIIHO-YPEBHUS TPAKT, II0sABA Ha S3B4
1M nepdopanus, Kouro GMXa MOrH a 6baaT ¢barannu

Pucket ot nosisa Ha xupBene oT CTOMAaIIHO-YPEBHHUSA TPAKT, Pa3BUTHE Ha S3Ba WK
nephopaums e no-BUCOK NPH yBeNMYaBaHe Ha no3ata Ha HCTIBC TIPH NALUECHTH C aHAMHE3a
3a s3BeHa GonecT, 0cobeHo ako T4 € 6una yclIoKHeHa ¢ XeMoparus unu nepdopaims (BUKTE
T. 4.3), KAKTO ¥ HPH N0-BB3PACTHHTE XOpa. Ipu TakuBa nanueHTH € HEOOXOMMO 1a ce
3aI0'IHE JICHCHHETO C HaH-MallkaTa Bb3MOXHa J03a. [Ipu Tx Tps6Ba na ce Mma B ipenBHz
KOMOMHHpaHa Tepanus ¢ IPOTEKTOPH (HATIp. MU30MPOCTON WIH HHXHOHUTOPH HA MPOTOHHATA
TIOMIIa), & CBIIO U NPH NALUEHTH, PH KOUTO Ce HAAra ChIBTCTBAIIO JICUEHHE ¢ HUCKH O34
ACITUPHH WIH IPYTH TIPOYKTH, 32 KOUTO € U3BECTHO, Y€ MOTAT J1a YBEAMYAT CTOMALIHO-
YPEBHHUSL PUCK (BHKTE MO-10MY | 4.5).

Ilpu manpeHTH ¢ aHAMHe3a Ha CTOMAIHO-YPeBHA TOKCHYHOCT, 0COBEHO aKo ¢a B 110~
HarnpeAHalia Bb3pacT, Tp:A0Ba Na cboOLUaBAT BCHYKH HETHITHYHY aGqOMHUHAIHE CUMITTOMHU
(crieunanHo KbpBEeHe OT raCTPO-MHTECTUHATHUSA TPAKT) OCOGEHO B HAYAHUTE €TAIIH OT
JICYEHHETO,

Io-ronsmo BHUMaHue TpsAGBa Ja ce 00pbLIA TIPU ALIMEHTH, 110JTyYaBAllH ChITTCTBALILO
JICUCHHE C JIEKAapCTBA, KOMTO MOTaT J1a yBE/IMYaT PHCKa OT NI0SBA Ha S3Ba WJIH KbpBEHE,
KaKBUTO Ca MEPOPATHATE KOPTHKOCTEPOHIH, aHTHKOATYJIAHTH KaTo Bap(papyH, CeTeKTHBHA
MHXHOUTOPH Ha 0GPAaTHOTO 3aXBalllaHE HA CEPOTOHHHA MJTH AHTHATPErHpALLH HOPOAYKTH KATO
acrupuH (BxkTe T. 4.5).

Koraro Bb3nuKHeE KbpBEHE OT CTOMALIHO-YPEBHHS TPAKT NPH GOMHE IIPHEMALIH AHTpenn,
JIEUCHHETO ¢ Hero TpsibBa fa Oblie MpPeKpaTeHo.

HCIIBC tps6Ba na ce npuiarar ¢ NOBHIIEHO BHUMAaHKE NPU GOJIHU ¢ aHAMHE3 3a
FaCTPOUHTECTHHANIHH 3a00NABanus (yNLepo3eH KOIuT, Gonect Ha KpoH), Thil KaTo Te3u
CBCTOSHMA MoraT Aa 6snaT o6ocTpenu (BuxTe T. 4.8 — Hexxenauu JIEKAPCTBEHU PEAKLIMHU).

Copoeuno-cvoosu u Mo3v4HO-Cb006U ehekmu

HeoGxonanmo e ia ce ocHrypsaT noaxoasiio HabmoIeHHe ¥ ChBET 3a MAlMEHTH ¢ aHAMHE3a 3a
XUMEPTOHHS W/WIIM JIEKa JI0 yMEPeHa KOHIeCTHBHA ChPAEYHA HEOCTATBYHOCT, Thil KATO HMa
CBOOLUEHHMS 32 OTOLM M 33/IPBHXKKA Ha TEYHOCTH, CBBP3aHH ¢ Jtederuero ¢ HCTIBC.

KiuunyHuTe NpoyyBaHHs M €MMIEMHONOrMYHH JaHHH NOKA3BAT, Ue YIoTpe6aTa Ha HAKOH
HCIIBC (oco6eno BbB BHCOKH 1037 M IIPY ABATOTPAHHO IPUIOKEHHE) MOXKE 12 Obie
CBBP32HO C JIEKO NOBHUILICH PHCK OT apTepUaiHU TPOMOOTHYHH CHOUTHS (HanpuMep
MMOKap/IeH MHGApKT WK HHCYNT). HAMa HOCTAaTBYHO AaHHHU, 32 /1A ce U3KITIOUH TAKEB PHCK
MPH MEJIOKCHKAM.

TaweHTuTe ¢ HEKOHTPONMpPAHa XUIIEPTOHMS, KOHFECTHBHA ChPIEYHA HEJOCTATHUHOCT,
YCTaHOBEHA MCXEMUYHA ChpJeyHa boect, 3aboaBaHe Ha nepudepHuUTe apTepry WU
MO3BYHO-CB/I0Ba GoJiecT TPAGBA /1a Ce JIEKYBAT C MENOKCHKAM €aMo clie/l BHUMATEIIHO
obmucasne. Takoa oGMucisHe TPsAGBa Na ce MpaBy NpeM 3ar04BaHe HA JBJITOCPOYHO |



JICYCHHEC TIPH NALIUCHTH C PHCKOBHU (paKTOpI/I 3a CBP/ICYH-OCHAOBU CHLOUTHSA (Hanp.
XUNEPTOHUS, XHIEPIUMNUAEMUA, 3axapeH I[I/Ia6eT, Tl-OT}OHOHyIHeHC).

Kooicnu peakyuu

Cepuo3HH KOXKHH peakiyu, HIKOU OT KOHTO atanny, BrOUHTENRHO ekcdonmuaTrBen
ACPMATHT, CHHAPOM Ha CTHBBHC-JDKOHCHH M TOKCHYHA eMUepMaITHa HEKPONH3a, ca
CHOOIIABAHH MHOTO PAKO BbB BpBb3Ka ¢ ynorpeba na HCTIBC (Buxkre . 4.8). BepostHo
PHCKET OT 1OSIBATA UM € NO-BUCOK B PAHHHTE €TallM OT JIEYSHHETO: B [O-TOJISIMA YacT OT
CITy4auTe peakLusTa Bb3HHKBA B ITbPBUS MECEL| OT JiedeHueTo. IIpuembT Ha AHnTtpenn tpsabsa
Aa C€ TIpeyCTaHOBH NpU IIbPBUTE MPOABH HA KOXXEH OOPUB, JINTABMYHU JIE3UH MK ApyTH
IPH3HAIM HA CBPBXYYBCTBHTEITHOCT.

Kaxro u npu noseuero HCIIBC ce cvo6mapar peaxy cily4ad Ha NMOBULIEHHE B HUBATA Ha
CCPYMHHTE TPaHCAMHHA3H, COPYMHHsi OMIIMPYOHH WM IPYTH MapaMeTpH OTpassBald
HepHOAPOOHATa PYHKLMA, YBEIMUCHHE HA CEPYMHHS KPEaTHHUH U Ype#Hus a30T B KPbBTa,
KaKTO U Apyru nabopaTopHy HapyueHus. BONMHHCTBOTO OT Te3u CITy4au BKJTIOYBAT
TIPEXO/IHHU U JIEKM aHOMATHH. AKO Ce CMETHE, Ye eIHO TAKOBA HAPYILCHHE € 3HAYHMO HITH
TIepCHCTHPA, IPHEMBT Ha AHTPeH] TPAOBa Jla ce NPEYCTAHOBH M /A Ce HATIPABST
HEOOXOMUMHTE U3CIIEIBAHMA.

Dynkyuonanna 6v6peuna HedocmamovuHocm

HCTIBC morart f1a npenussuxar ¢yHKIMOHaHA 656pedHa HeAOCTATHYHOCT TOpaaH peayKLHUs
Ha riiomMepyiHaTa GuITpaLms Ypes NOTHCKAHe Ha ChI0PasIMPABAIIHS eeKT Ha 6B0peynnTe
npocTarnanfiHy. Tosu crpanuueH edekt e no3o3aBucuM. ITpu 3amouBaHe Ha IeYEHHETO WM
TIpH yBEIN4aBaHEe Ha 1103aTa ¢ HEOOXOAMMO BHMMATETHO MOHHTOPUPAHE Ha AUYPE3aTa 1
ObOpeunata QyHKIMs NPy GOJIHU ChC CIIEAHNTE PHCKOBH (hakropu:

- Bn3pactau xopa

] Cerbrersamo neyenne ¢ ACE-unxuburops, anruorensus-11 peLenTopuu
aHTaroHUCTH, CAPTaHH, THypeTULN (BHXKTe T. 4.5.)

= XunosoneMus (HE3aBUCHMO OT NPUYHHATA)

= 3acToiHa ChpIeYHa HEAOCTATHYHOCT

= br6peuna HegocTaThUHOCT

. Hedposen cunapom

= Jlynycua Hedponatus

a Texxa uepHonpo6Ha muchyHkuMs (cepymen anbymuH <25 g/l win uageke Ha Child-
Pugh >10).

B penxu cnyqan ynorpedara Ha HCIIBC moxe 1a 6b/1e nprumHa 3a nosisa Ha
MHTEePCTULHA/ICH HedPHT, TIIoMepyToHeppHT, 6B6pedHa MeayIapHa Hekpo3a WiK HedposeH
CHHJIpOM.

3adpvocka na eéooa u conu

HaGmonaBa ce 3apbkKka Ha HATPHH U BOJA C BB3MOXHA MOSBA HA OTOLM, XUTICPTOHHS HIIH
BJIOLIABaHE HA W3BECTHA TAKaBa, 3aCAABAHE HA OIUIAKBAHUATA OT ChPEYHA HEJOCTATHYHOCT.
Heobxoanmo € KIMHH4HO HAb/I0OIeHHe Ollie TPH 3aII04BAHE HA JICYEHUETO B CITydauTe Ha
XUNEPTOHHUS HIIH ChpJIEYHA HEJOCTaThYHOCT. BE3MOXHO € HaMansBaHe Ha edexTa OT
AHTUXHUIEPTEH3UBHOTO JIeueHne (BUXTe T. 4.5).

Jleuenuero ¢ HCITBC moxe ga noeene no 3aJpBKKa Ha HATPUH, Kauii ¥ Boza, u
BBL3NPEILITCTBAHC HA HATPUYPETUYHUTE €(DEKTH HA TUYPETHIINTE C TIOCIEABALIO Bh3MOMKHO
BJIOLLIABAHE HA CHCTOSHUETO HA OOIHUTE CHC ChpAEYHA HEMOCTATHYHOCT HITH XHNEPTOHHSA
(BxTe T. 4.2 1 4.3).

Xunepranuemusn

XunepkainemusTa Moxe 1a ce 61aronpusATCTBa OT AMAGET WM CHITHTCTBALLO JIEIEHUE C
TIPOZTYKTH, 38 KOMTO € M3BECTHO, Y€ MOraT [ia yBEJIHYAaT Kanemusra (Bwxre T. 4.5). B te3u
Cily4aH e HeoDXOAMMO N1a ce MPOBEKA PE/IOBHO MOHUTOPHPAHE Ha CEPYMHHTE KATHEBY HHBA.



4.5

CTpannunuTe peakupm vecto ce nonacst HO-TCKKO OT T0-BE3PACTHH, MO-YyBCTBUTETHHN H
USTOLICHN HHAMBUAH, KOUTO NTOPAZH TOBA M3UCKBAT [o-BHAMAaTesiHo HabmoneHne. Kakto u
Tpu ocranamure HCIIBC ce najara ocobeno BHuManme IIpH MO-BB3PAaCTHUTE NALMEHTH,
KOHTO 4HeCTO ca ¢ Hapyiuena GpyHKis Ha 6b6penuTe, uephus 1po6 u cbpuero. Ipu
MaLMEHTHTE B HANpe/{HAJa BB3PACT € IIOBULIEHA YeCTOTaTa Ha HEXEJIAHUTE PEAKLMU KBM
HCIIBC, oco6eno kppaene u nepQopanys Ha CTOMAUIHO-YPEBHUS TPaKT, KOUTO OGHXa MOTITH
na Obaat Qaranuu (BWKTe T. 4.2).

AHTpPEHJI, KAKTO M BCEKH €IHH OT TpeAcTaButenute Ha HCTIBC moske na Mmackupa
CHMIITOMHUTE Ha CKPHTO MH(EKLHO3HO 3a60/IsBaHE.,

Ynotpebara Ha AHTpena, kakTo 1 Ha APYTH JIEKApCTBA, 33 KOUTO Ce 3Hae, 4e HHXUOHpaT
IHKIIO0KCUTeHa3aTa / MPOCTArTaHAMHOBATA CHHTE34, He CE NPETIOPBYBAT IPH XKEHH MPABELLH
onuTH 3a 3abpemensieane. [1pu sxenw, TIPA KOUTO € 3aTPYTHEHO 3a4€BAHETO HIIM MPH KOHTO ce
TIPOBEXKIAT H3CAE/IBAHUS BBB BPB3KA ChC CTEPHIINTET, TpsibBa na uMa B npesBu CIIHPaHETO
Ha AHTpeHs.

HaI_II/ICHTI/I C PAOKO CpellaHu HacJICACTBEHU Hp06J'leMI/I Ha rajakTo3Ha HEIIOHOCHUMOCT, ¢
)le(I)I/II_II/IT Ha Jlan-nakraza HJIH TJTIFOKO3HO-T: aJ'IaKTO3Ha—MaJ'Ia6COp6I_[H$I HE Tpﬂ6Ba Ja npuema
TOBa JIEKapCcTBO.

Biaumoneiicreue ¢ apyrn J€KAPCTECHH NPOAYKTH M APYrH GopMH Ha B3anMoaeiicTBHe.

q)aDMaKOI[I/IHaMI/I"IHH B3aHMOJAECHCTBHS:

Hpyeu HCIIBC, séxniouumenno CAnuUYUnamu (ayemuncanuyunoea Kuceauna > 3 g/d):
EnnoBpemenHOTO npMnosenue Ha HiIxo1Ko HCIIBC Mmoxe na ysennuu pHCKa OT pa3BUTHE Ha
TaCTPOMHTECTHHATIHH SI3BH M KbPBEHE, KATO PE3yJITaT OT CHHEPIrU4eH edexr.
EnnoBpemennoto sneuenue ¢ Awntpenn u npyru HCIIBC ue ce apenopbuBa (BUXKTE T. 4.4).

Kopmuxocmepouou:
1losuwen puck om CIMOMAUIHO-YPEBHU A36U U KDBEOUZIUGU (BUKTE T. 4. 4).

Huypemuyu, ACE unxubumopu u Aneuomenzun-II peyenmopuu anmazonucmu :
HCIIBC marar na namanst edexra Ha AMypeTHLTE B APYFUTE aHTUXUNEPTEH3UBHI
JIeKapcTea.
Jleuennero ¢ HCIIBC e CBBP3AHO € PUCK OT OcTpa Gb6peyHa HEAOCTATHIHOCT, 0COBEHO apu
ACXUApaTHPaHHU NauueHTH. [Ipy HaKoM nmauyeHTH ¢ HapyuLIieHd 6b0peynu dyHKmumn (marp.
ACXMAPATUPAHH NALFIEHTH WIIH BB3PACTHH MALMEHTH C HapymieHn 6s6peyutn ¢GyHkimm)
CBBMECTHOTO My npuitarane ¢ ACE unxuburops wnm Anruorensun-Il peUEenTOpHU
aHTarOHMCTH I BEIIECTBA, KOMTO HHXMOHPAT LHKIIO-OKCHICHA3aTA MOSKE [1a [oBeJie O 10~
HaTATBIIHO BIOIIaBaHe Ha GBOPeIHUTE DYHKUMH, BKITIOYUTENHO ocrpa 660peyna
HENOCTATEYHOCT, KOATO YecTo € obpatuma. ETo 3auio chBMecTHaTa ynotpeba TpsbBa ga ce
Tpuiiara ¢ BHHMaHHe, OCOGEHO NPH BB3PACTHH.
Haunentu nexypanm ¢ Aurpenn u AvypeTuuy Tpsa6Ba na GbAaT ageKBaTHO XHIIpaTHPaHH 1
OvOpeunaTa pyHkums crespa na Oblle MOHMTOPHpaHa IIPEAU HAYANIOTO Ha JICYCHHUETO, KaKTO
1 TIEPHOJUYHO CJIEA TOBA (BHXKTE T. 4.4).

Ilepopannu anmuxoazynanmus:

=

Tpombonumuyu u AHMU-MPOMOOYUMHU NeKkapcmea.: IR T S
Hanune e nosumen PHCK OT KbpBEHE, IOPA/IM MOTHCKAHE HA TPOMOOLMT T&‘@S{H}(mm.n
YBpeXKAaHe Ha racTpoayoAeHAIHATA JINTABHLIA. NS

A




Cenexmuenu unXubUmopu na o6pamnomo noemane na cepomonuna (SSRIs):
Hoswiuen puck or CTOMALIHO-YPEBHH KPBBOMITUBH (BHIKTE T. 4.4).

Hpyeu QHmuxunepmensusnu nexapcmea (nanp. bema-6aoxepu):

Kakro v npu nocnequure TOpECIIOMEHATH BELIECTBA, MOJXKeE 1 ce Hab/roaBa HaManenne na
AHTHXHUIIEPTCH3UBHUS e(heKT Ha 6eta-6nokepure (koero ce ABIDKU HA ITOTHCKAHETO Ha
CHHTE3a Ha NPOCTarIaHAUHY Che CBIOpasLInpsBaly edekT).

Luxnocnopun:
HCIIBC wmorar na YBEIHYAT HEPPOTOKCUYHOCTTA Ha UHMKIOCTIOpHHA Ype3 6b0peunu
TIpocTarnanaun-onocpencreany edexru. o BpeMe Ha KOMOHHUPAHO JieyeHHe e Heobxonumo

TNOTBBPIKIAECHUE 33 TOBA.

q)aQMaKOKI/IHCTI/I‘IHI/I B3aHMOOCHCTBUS (Edexr Ha MEJIOKCUKaM BBLpPXY d}aQMaKOKI/IHeTI/IKaTa Ha
APYIH JiekapcTBa ):

Jlumuii:
Hma cpobuienns, ue HCIIBC MOrar ia NpeAM3BHKBAT YBETUUEHHE Ha KPBBHHTE HUBa Ha
JMTHSA (Ype3 OHHKeHa 6p6peuna exckpenns na JIUTHH), KOHTO MOJKe 714 T0CTHIHe TOKCHYHH

Memompexcam:

HCIIBC morar ga namanst TyOynapHata ekcKpelus Ha METOTpPEKCaT, KaTo 1Mo TO3H HAYUH
YBEJIMHAT M1a3MeHaTa My KOHUeHTpauws. ClieJ0BATeHO €AHOBPEMEHHOTO JICYEHHE Ha
TIAlMEHTH HA BUCOKH 03H METOTpEKCaT (Han 15 mg/cenmuma) ¢ HCTIBC we Ce NpenopbyBa
(Buxre 1. 4.4)

PUCKET 0T B3auMoneiicTere MEKAy nponykrH, ceaspxamu HCIIBC u METOTpeKcaT Tpa6Ba
Aa 6bJIe OTYHMTAH CHUIO B TIpH MALHEHTH Ha HUCKH 03H METOTPEKCAT, 0coGeHo HIPH NauueHTH
C yBpenieHa 6ubpeuna ¢ynkuus. B Cilyyai, 4e KOMOUHMPAHOTO JleUcHMe e HaNOXHUTETHO,
Tpsi6Ba fa ce MOHHTOPHpa KpbBHATa KAPTHHA U ObbpeyHara GpyHkps. Tpsb6aa na ce pzemar

Benpekn, ge hapmMakoKuHeTHYHHITE 0COGEHOCTH Ha MeroTpekcar (15 mg/cenmuna) we ca
OHITH 3HAYMMO NOBJTHAHY oT CAHOBPEMEHHO JIeYeHHe ¢ METIOKCHKaM, TpsiOBa 1 ce OTueTe, 4e

TPOAYKTH (Brk MO-rope) (BHXTe T. 4.8).

DapMakOKHHETHYHH Baumorneiicteus (Edextu Ha npyru JIEKAPCTBA BbPXY
dapmakokunetuxara na AHTpeHn):

Xonecmupamun: A

XOJECTHPAMHHET YCKOPSBA eMMMHHALHATA Ha MEJIOKCHKaM Ype3 NPeKbCBatie MY eHTepo--
BOSPAS

XenaTajlHaTa UMPKyanus, KaTo 10 TO3H HAYUH KJIMPBHCBT Ha MEOKCHKAM. HapacTsa ¢ 50% u

3HAYMMO.



He ca Ha6JIIOﬂaBaHH KIIMHUYHO 3HaYUMH q)apMaKOKHHeTI/I‘-IHH J'lCKﬂpCTBeHO—.HCKapCTBeHI/I

B3aHMOJICHCTBUA T10 OTHOLIEHHE CAHOBPEMEHHOTO HIOPHUITOXKEHHE Ha aHTHallUOHH CpCACTRAa,
IIMMETHIAHH M JUIOKCHH.

4.6 Bpemennocr u KbpMeHe

Bpemenocr

ToTrckaneTo Ha CHHTe3a HA NPOCTATNAHIHHE MOsKe 213 TOBNHs€ HeOIaronpusaTHO
OGpemeHHOCTTa W/HiH eM6puo/detantoro pazsurhe. JlaHHuTe OT eMUAEMHOIOrHYHHTE
TpOY“BaHHs NPETOIaraT NOBULIEH PUCK OT aGOPT KAaKTo ChpICYHH MandopManum 1
TacTpocxusa el ynorpeba Ha MHXMOHTOPH Ha NPOCTATTAHAMHOBHS CHHTES B PaHHHTE eTarH
Ha OpeMeHHOCTTa. AGCOMOTHHAT PHCK 3a CBPACYHO-CHAOBH MallpopmaLiuy € Gl yBennuen
OT 1O-MaJIKo oT 1% 1o npubnusurenHo 1,5%. Cmsra ce, ue PHCKBT HAPACTBa C HapacTBaHe
Ha 71034aTa H NPOABJDKUTEHOCTTa Ha NIpUiIoxenue. TIpH suBoTHH e JIEMOHCTPHpPAHO, 4e
TIPUIIAraHeTo Ha MHXHOMTOPH Ha MPOCTAIIAHAWHOBHS CHHTE3 MMa 3a pe3ynTar yBenudeHu
TIp€- K MOCT-UMIIIAHTALIMOHHH 3ary6H M eMOpuo-deTaneH neraieH edekt. B nonsianenue uma
CHOOLUEHHS 3a MOBHIIIEHA YECTOTA HA PasiuHH Man¢opManuH, BKIIOUHTETHO ChPACUHO-
CBIOBH, TIPH KMBOTHH, Ha KOMTO Ca laBaHH MHXMOHTOPH HA CHHTE3a Ha IIPOCTATIAHIHHH 110
BpEME Ha nepuofa Ha opraHoreHesa. [lo Bpeme Ha bpBust M BTOpHA TPHUMECTHP Ha
GpemenHOCTTa He TpsGBa Ma ce Npmara MEJIOKCHKaM, OCBEH aKO TOBA HE € HE/IBYCMHCIICHO
HAJIO)KHUTENTHO. AKO MEJIOKCHKAM Ce MpHUJIara IIpH XeHa, KOSTO Ce OIIHTBa na 3abpeMenee uim
1O BPEME Ha TbPBHS MIIM BTOPHSI TPUMECTED OT OpEMEHHOCTTa, TO n03aTa Tpabsa na 6bae
TIOIbpKaHa BE3MOXKHO Hal-HHMCKA, a POABIDKUTENTHOCTTA — Hall-Kbea.,

Ilo Bpeme Ha TpeTHsi TPUMECTBP OT GPEMEHHOCTTA BCHUKH HUHXMOHTOPH Ha CHHTE3a Ha

IIPOCTArJIaHAUHHUTE MOTAT [1a M3JIOXKAT TUTO/A Ha:

e Copaeuno-6enonpobaa TokcHuHOCT (C TIPEXKICBPEMEHHO 3aTBapsiHe HA IyKTYC
apTepro3yc U OestofpobHa XuIepToHns);

*  bwbpeuna nucdyukums, kosto Moxke na nporpecupa 5o 60peyuHa HENOCTATHYHOCT C
OJTMIO-XMIpaMHHOH; NPH MalKaTa W MJI0/1a, B Kpasi Ha GPEMEHHOCTTa BOAH 110:

*  BESMOXHO y[b/DKaBaHE Ha BPEMETO Ha KbPBEHE, KATO aHTHATPEraHTHUAT eeKT MoKe Jia
BB3HUKHE JOPH U IIPY MHOIO HUCKH JO3H.,

e  MHXHOUpaHe Ha MATOYHHTE KOHTPAKLMH, KOETO BOIH 10 3a6aBsHe Wiy YABIDKAaBaHE Ha
paxxaaHeTo.

CrnieoBaTeNIHO, MeJIOKCHKAM € NPOTHBONOKA3aH 110 BpEMe Ha TPETHS TPUMECTHpP Ha
OpeMeHHOCTTa.

Kbpmene
HCTIBC npemunaear B kbpmara. Ilo Tasu npuumna, karo MIPEBaHTHBHA MSPKA NPHIATaHETO
UM Tps0Ba na ce u3bsrBa IPH KbPMEIIY YKEHHU.

4.7 EdexTH BBpXy cniocoGHOCTTA 32 modupane H paéoTa ¢ MANIHHA

Jluncear kOHKpeTHH NpOyYBaHUs BBPXY CNOCOGHOCTTa 3a WWodHpane U pabota ¢ Mammuy. Ha
OCHOBa (apMaKOIHHAMUYHHUS NPOGBII U CHOBIIABAHNTE HEeKeENAHU €(eKTH, MeJIOKCHKaM
BCPOATHO HAMA HITM MIMa MHHMMAJTHO BIMSHHE BBPXyCIIOCOGHOCTTA 3a odupane 1 pabota ¢
MatiHH. BBrpeku ToBa, KOrato B3HHKHAT HAPYIIEHUS B 3pEHUETO, CBHJIMBOCT, CBETOBBPTENK
W Apyry Hapymenus Ha LTHC, ce npenopbuBa na ce n36srsa mwodupaneTo u YIPaBJICHUETO HA
MaIlHHH.

4.8 Hexe/1aHH JIeKapCTBeHH peaKmuH

a) Obwo onucanue v
Knuuuinu npoyusanus v enmuaeMHonoruuny naHHu TIOJICKA3RAT, Ye yrnoTpebara Ha HIKOU
HCIIBC (0co6eHo BB BHCOKH JI03H H TpH IPONBIDKUTETHO NIPHIOKEHHE) MOXKE Ha ce'’



CBBPIE C JICKO NOBHLIEH PHCK OT apTepHaniu TPOMOOTHYHU CHOUTHS (nanpumep muokapnen
HH(APKT MM MHCYNT) (BHKTE T. 4.4).

HMma crobmenns 3a orouy, XMINEPTOHUA H CbP/ICYHA HEAOCTATHHIHOCT, CBLP3aHHU C
ynotpebara na HCIIBC.

Haii-uecro nabnronasanure Hexxenanu JICKapCTBEHN PEAKLIMHU Ca OT racTPO-HHTECTHHAITHO
€CTeCcTBO. Morar na Be3HHKHAT MenTHYHM A3BH, NepbOpaliHi HIIH TaCTPO-HHTECTHHAIIHO
KBPBEHE MOHAKOTA C (haTajieH M3X0H, 0cOBEHO 1pH BB3PaCTHU MauueHTH (ke T. 4.4). Cren
JieueHue ce CpobIaBa 3a rajeHe, NoBpbLaNe, AUApHA, OTAENISIHE Ha ra30Be, KOHCTHIIALMS,
Aucnencus, KopeMHa 6olika, MeJleHa, XeMaTeMesa, YILNEPO3€H CTOMATUT, ODOCTPAHE HAa KOTHT
1 Gonecr Ha Kpown (Buxre T. 4.4). Io-psinxo e Habmonasan TacTpUT.

Hanennte no-momy yectortu Ha HexxenanuTe JIEKapCTBEHU PEaKIIMK CE OCHOBABAT HA
CBHOOLUEHHTE HEXKENAHU PeaKIIUH B TIPOBEACHNTE KIIMHUYHU M3NUTBaHKs . UndopmanmsTa e
0asupaHa Ha KIHHHYHY U3UTBAHHS BbpXY 3750 naumenty ¢ aHeBHM NEPOPanNHM 103 OT 7,5
mg # 15 mg tabnerku win Karcyjix MenoKcHkaMm 3a nepuox Ao 18 mecena (cpenna
TPOABIDKUTENHOCT Ha JieuenneTo 127 mun).

Tyk ca BIIOYeHH M Hexenanu JIEKapCTBCHHA PEAKIMH, YCTAHOBEHH KaTo Pe3yJITaT OT
CBOOLIEHHS Ha ClTyyYau Bb3HUKHAIH CII€/ paslpOCTPaHEHHETO Ha NPOIYKTa Ha Nasapa.

Hexenanure peakumu ca KaTerOPH3HpaHH B 3aBUCUMOCT OT YECTOTATAa MM, U3MOJ3BANKH
CJICAHOTO OGLIONPHETO paszfeneHHte:

MHoro yectu (> 1/10)

Yectu (> 1/100. < 1/10)

Hewecrn (> 1/1.000, < 1/ 100)

Penxu (> 1/10.000, < 1/1.000)

M=oro penku (< 1/1 0.000), c HeusBecHa yecToTa (OT HanMYHUTE KaHHHM He MOXe 1A Obae
HAIIPaBEHA OLICHKA)

6) Tabnuya na nescenanume egpexmu

Hapymenus na kprBra n mumduara crctema

Yecru: AHemus.

Heuecrn: Hapywenus B 6pos Ha xpbsuuTe KNIeTKH: JIEBKOLIUTOTIEHH,
TPOMOOLMTONEHYS, arpaHyJ/IOLMTO3a (BrKTE T. B).

Hapyuienus na umynnara cucrema
Penxu: AHadunaktuynu/aHadHIAKTOUTHN peakiuu.

Heuanuny HapyINeHus Ha

Penku: CMenM Ha HacTpoenueTo, Ge3chHME U KoIIMapH.

Hapyinenuns na Hepsrara cucrema

Yecru: 3amasHocT, rmaroGoue.,

Heuectn: CBeTOBBpTEXK, UIyM B yLUHTE, CHHIHBOCT.
Penxu: O6w1pranocr.

Hapymenus na ounte
Penku: 3purennn CMYLUIEHHUS], BKIIIOYMTETHO HESCHO BHKIaHE.

Coprieynu Hapymenus
Heuectn: CopuebucHe.

Cob10BH Hapymenus e
Penxu: TloBuineno kpbBHO Hansrane (Bwxre T. 4.4), ropeny BbaHu.

PCCHI/ID&TODHH, I'PBIHU U MEAUACTHHAITHH HapyImieHus
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Penkn: Hpy Hakon nanuenTn anepruany kbm AUCTUIICAMINIOBA KMCETHMHA HITU
Apyru HCTIBC ca nabmonasanu NPUCTBNH HA acTMa.

CTOMaIHHO—'-IDeBHI/I HapyumieHus

Yectu: I[HCHGHCHH, raacHe, noBpsbLIaHE, KOpEMHa 6OHKa, KOHCTHUIIAU M, IIOBUIIIEHO
rasooTAensHe, Auapus.
Heuecn: CTOMaIHHO-‘IpeBHO KBPBCHE, NeNTUYHA A3Ba, e30(barnT, CTOMAaTHT.

Penxu: Cromammno-upepna nepQopanusi, FaCTPHT, KOJIMT.

Henraynure s38u, neppopanuure unu FacTpO-MHTECTHHAIIHUTE KPHbBOU3IMBY, KOMTO MOTAT
A2 BE3HMKHAT, MOTaT Jia 6bIaT TeXKH, 0CO6EHO NpH BB3PAaCTHH (BWXTe T. 4.4).

Xenaro-OWIHapHu HapyIIeHuUs!

Heuectu: Ipexonnu Hapyienus Ha GyHKIHMORATHHTE 4EpHOAPOOHH TecToBE (T.€.
TIOBULIICHH TPAHCAMHMHA3H WK GHITHPYOUH).

Penxu: Xenarur.

Hapywenns na koxkara u nojkoxuara Thkau
Yectu: Crp6esx, 0Opus.

Heuecru: Vprukapus.

Penxu: Cunapom Ha CtuBbHC-J[)XOHCHH H TOKCHYHA EMUACPpMalIHAa HEKPOJIn3a,
aHruoesieM, 6yJI03HH peakiluM KaTo eputeMa MyaTudopme, PeaKLHH Ha
doTouyBCTBHTENHOCT.

Hapymienus Ha GbOpeluTe M MUKOYHUTE TETHINA

Heuectn: OtxJioHenHs B 1aGOpPaTOPHH TECTOBE, U3C/IEBALIM 6p0OpeuHara GyHKLs
(T.e. NOBMIlEH KPEATHHUH WIH ypest)

Penxu: BrOpeuHa HemocTaTHYHOCT (BHIKTE T. 4.4)

OO61uy HapyiieHus u edekTH HA MACTOTO Ha NPUJIOKEHHE
Yectu: OTOK, BKIIIOYUTEIHO TAKLE HA JOJTHUTE KpaiHHLH.

Hacnensanus

Heuectu: Ilpexonnu oTKIIOHEHNS B 4epHOAPOGHHTE bYHKUMOHATHH TECTOBS (tT.e.
NOBMIIIEHH TPAHCAMUHA3H WM OUIUpPYOHUH).
Heuecrtu: OTKI0HeHN: B 1aGOpPaTOPHU TECTOBE, H3CIEABALII 6b0peunara Gynkuys

(T.€. NOBHMILEH KPEATHHHH UK ypes).

8) Hughopmayus, xapakmepusupama Konkpemmu mexcku uw/ui Yecmu nexcenanu
JIEKAPCMEEHU PeaKyUl.

ITpy naumeHTH IeKyBaHU ¢ MENOKCHKAM H JPYTH MOTEHLHANHO MHETOTOKCHUHM JIeKapcTRa
MMa eIMHUYHH CbOOLLEHUS 32 CITyYaH Ha arpaHyJIoLHTO3a (BHXKTE T. 4.5).

&) Heogicenanu peaxyuu, xoumo ece owe ne ca nabmodasanu npu mo3u nPoOyKm, HO 3Q KOUMO
Kamo ysno e npuemo, ue Mo2am 0aQ ce C6wbpaucam ¢ Opy2u RPOOYKMuU Om Couyus KIAc.
OpranuyHo yBpexnaHe Ha GLOpeLMTe, BEPOSTHO BOEIO [0 octpa 660petHa
HEAOCTATBYHOCT: CHOOILCHU Ca H30/TUPAHM CIly4aH Ha HHTEPCTHIMATCH HedpHT, ocTpa
TyGy/Ha HEKPO3a, HepPO3eH CHHAPOM U TaITHIApHA HEKpO3a (BIKTE T. 4.4).

IIpenosupane

Cumnromure cnempamy octpo npenosupane ¢ HCIIBC o6ukHOBeHO ca OIpaHUYEHHU 10
BAJIOCT, CBH/IMBOCT, IaJieHe, NOBPEIIAaHe M 6OJIKa B €ITHracTPUyMa, 32 OBIAABAHETO, HA
KOMTO KaTo 11410 Ca NOCTaThYHH NOUTbXKAIM FPHKK. BB3MOXHO € 1a HACTBIM cTOMAINHO-
HPCBCH KPBHBOU3HUB. B CilyyanTe Ha TeXKO OTpaBsHE MOXe Ja ce pa3BHe XHIEPTOHHS, OCTpa
OBOpeyHa HEIOCTATEYHOCT, YepHOAPOGHA AHCPYHKINS, OTHCKAHE Ha JMIIAHETO, KOMa,
T'bpPH0BE, CHPCUHO-CHIOB KOJIANC H ChpAeyeH apecT. MMa cbobiuenus 3a anaduiakTonasu



peariu npy TepanesTHyeH npuem Ha HCTIBC u Takusa Morar na ce Habmonagar pu
npeo3rpane.

Ipu npenosupane na HCTIBC ce NpeAnpuemMar CHMITTOMAaTHYHH U TIOUIBoKaluy MepkH. B
IJIMHHHO HpOYHBAHE € IEMOHCTPHPAHO YCKOPEHO M3BEXK/IAHE Ha MEIOKCHKAM OT OpraHH3Ma
1pe3 TPUKPATHO AHEBHO NEPOPAIIHO NPHIIOKEHHE Ha 4 g XOJIECTHPAMHH.

S.PAPMAKOJIOTTYHU CBOMCTBA

5.1

5.2

®apMaKkoIAHAMAYHE CBOHCTBA

®apmakoTepanerTHyHa rpyna: Hecrepounnu HNPOTUBOBB3NAIMTENH ¥ aHTHPEBMATUIHH
cpencraa.
ATC xon: M 01 AC 06

MenokcukaM e HecTeporieH NPOTHBOBB3MAIHTENCH JiekapetBo (HCIIBC) ot okcukamorara
Ipyna, ¢ NpOTUBOBB3NATMTEIHH, aHAITETUYHU H AaHTHITUPETHYHHU CBOMCTBA.

IIpoTHBOBB3NANHTEIHHTE CBOMCTBA HA MEJIOKCHKAM €2 TIOKA3aHH TIpH KJIACHYECKH MOJEIIH Ha
Bu3najenne. Kakro u npu napyru HCIIBC HeroBHAT TOUeH MEXaHM3BM Ha IeHCTBHE ©
HEHM3BECTeH. BBIpeku ToBa MMa [OHE e1MH MeXaHH3bM Ha JelicTBre o611 3a Benuky HCITIBC
(BKITFOYHTETHO MEJIOKCHKAM): IOTHCKaHe Ha GHOCHHTE3a Ha NMPOCTarJIaHAuHU, KOUTO ca
no6pe U3BECTHH MeMAaTOPH Ha BB3IIAJIEHHUETO.

PapMaKOKHHETHYHH CBOHCTBA

AbGcopbuus
Menoxkerkam ce pesopGupa 106pe B racTpo-HHTECTHHAIHUS TPAKT, KOETO € OTPa3eHO OT

BUCOKaTa My abcomoTHa 6uoHanuHocT ot 89% crien nepopalieH npuem (xancyna). Tlokazano
€, 4e TabsieTHaTa opma, NepopaHaTa CyCIEeH3Us M KANCyIHaTa popMa ca GHOCKBHBAIICHTHH.
Crnien npunoskeHue Ha eIMHUYHA 032 MAKCUMAJTHUTE TUIa3MEHH KOHLIGHTpaLWH ce JIOCTHTaT B
PaMKuTe Ha 2 yaca 3a CyClleH3UATa M Ha 5-6 uaca 3a TBBp/UTE GOPMH 3a IIEPOPATHO
NpUJIOXKEHHe (Karcynu 1 TabneTkn). Crest IOBTapsL ce IPUEM Ha JI03aTa, YCTOHUHBO
PABHOBECHO CHCTOSHHE CE I0CTHIA 32 3 10 5 HU. EMHOKpPAaTHOTO AHEBHO /103MpaHe BOIHM 10
TI1a3MEH! KOHUEHTPALMH C OTHOCHTENHO MAJIKH KoJleGaHus NUK/miato B paMkute Ha 0.4 - 1.0
pg/ml 3a nosa 7.5 mg u 0.8 - 2.0pug/ml 3a 103a 15 mg (Cpin ¥ Cnax MPH PaBHOBECHO
CBCTOSHME, CHOTBETHO). MakCUMaIHUTE ITa3MEHH KOHUEHTPALMK Ha MEJIOKCHKAM TIPH
PaBHOBECHO CBCTOAHUE Ce OCTHTAT 3a 5-6 4aca 3a TabJeTKH, KalCysu U lepopaiHa
CyCIeH3Hs, CHOTBETHO. JIeueHHe 3a IepHOIM MO~IB/TH OT €HA FOAMHA MMa 32 Pe3yJITaT
ICKapCTBEHH KOHLEHTPALWK [IOA0OHM Ha Te3H NPH PaBHOBECHOTO CHCTOsIHUE. AGcopOusiTa
Ha MEIOKCHKaM IIpH MIEPOPaICH NPUEM He Ce MOBJIUSBA OT €HOBPEMEHHO MPHEMaHe Ha
XpaHa.

Pasnpenenenne

Menokcukam ce CBBP3Ba CIITHO C TUIA3MEHHTE NPOTEHHH, OCHOBHO C anbymuH (99%).
MenokcukaM NPOHHKBA B CHHOBHMAJIHATA TEYHOCT, KATO JOCTHIA KOHIIEHTpAIuH
OpUOTH3UTETHO HAIIOJIOBUHA OT ITa3MEeHHUTe.

O6embT Ha pasmipenenenne e Masrbk, cpeano 11 nurpa. Bapuanusra MEXTY OTACTHHUTE
HHIUBHIH € OT nopsabka Ha 30-40%.

Buorpanchopmanms e
MernokcrkaM NpeTHpIIsABa 3HATHTENHHA OHOTpaHCHOPMALIMOHHH IPOMEHH Bgﬁéﬁ;}ﬂﬂpoﬁ B
YPHHATa ca UACHTUDUIIMPAHH YeTHPH (apMaKOAUHAMHYHO HEAKTHBHM Me/f4 Gohura. s
I'maBuusaT merabomut 5’°-kap6oken MenokcukaM (60% ot no3ata) ce ¢po " 4 f;"a(/l{pe's

OKHCJICHHETO Ha MEXIMHHHS METabONNT 5’-XHAPOKCHMETHIMETOKCHKa, Kofifo chirio ce
€KCKPETHpa, HO B MO-Mailbk 06eM (9% ot nosara). Mpoyusanus uw 8UMP0 APETIONATar, ye
CYP 2C9 u nio ussectHa cteneH uzoensumst CYP 3A4 urpast paxHa POVt B FO3H -




53

MeTaGONUTEH IIBT. Bepodrno 3a apyrute nsa MeTaboIHUTa, KOUTO ce dopMupar cLOTBETHO
karo 16% u 4 % ot npunoxenara 7103a, € OTTOBOPpHA NEPOKCHIA3HATa AKTUBHOCT HA
namueHTa.

Enumunupane or opranmsma

Mejiokcukam ce exckpeTnpa rasHo moa GopMaTa Ha METaGOTHTH B eHAKEH KONHYECTEA C
ypuhata u ¢ dekanuure. ITo-Manko ot 5% ot no3ara ce eKCKpeTHpa HepOMeHeHa c_.
U3MpaXKHCHUATA, JOKATO CaMO CJIE/IH OT H3XOJHOTO BEINECTBO CE EKCKPETUPAT B yPHHATA.
OOwuAT rmasMeH KIMpBHHC € cpeaHo 8 ml/min.

Jluneiinoct/He-nuneitHocT
B TepanesTHunus no3os unrepsan ot 7,5 mg 110 15 mg cieq mepopanHo WK MycKyJTHO
NPUIIOXKEHHE MEJIOKCUKAM NOKa3Ba JIMHEHHA (apMaKOKUHeTHKA.

Crnenyanyu rpynu naugeHTH

Yepnoopobra/6vbpeuna nedocmameynocm:

Huto yepnompoGHara, HHTO JiekaTa WM yMepeHa 6B0peyuna HeAOCTATBYHOCT UMAT
3HaYUTeNeH €PEKT BbPXY (papMaKOKHHETUKATA Ha MEJIOKCHKAM. B cTamuii Ha TepMUHAIHA
6B6peyHa HeIOCTaTHYHOCT YBENHYEHHETO Ha 06eMa Ha pasIpe/ieNieHHe MOKe J1a HMa 32
Pe3yITaT MOBMIIABAaHE Ha KOHLICHTPALMATA Ha MEJIOKCHKAM M Jio3aTa OT 7,5 mg He TpsA6Ba aa
OBae npesuinaBana (BuKTe T. 4.2).

Hanpeonana ev3pacm:
CpenHust nnasMeH KIMPHHC MPH ChCTOSIHUE Ha PABHOBECHE Y BH3PACTHH HHIMBHIM € GHn
MaJIKO MO-HHCHK OTKONKOTO TO3H IPU MO-MJIA/IH.

IlpeaxkanHa9HH JaHHH 3a Ge30MaCHOCT

B npenxiMHUYHI NPOYYBaHHS € YCTAHOBEHO, Y€ TOKCUKONOTHUHHA IPodHI Ha 6€30MacHOCT
Ha MeJIOKCHKaM € 1ofo6en Ha apyrid HCIIBC: racTpOMHTeCTHHANIHM S3BH M €PO3HN,
nanunapHu 6b0peuHH HeKPO3H IIPH /IBa BHAa )KHBOTHH CJIE/l XPOHUYHO NMPIIOKEHHAE HA
BHCOKH J0O3H.

PenponykTHBHH Mpoy4BaHHst IPH NEPOPATHO MPUIIOKEHHE TIPH IUTBXOBE Ca MOKA3aH
HaMaJisiBaHe Ha 6pos Ha OBYJIALIMHTE, OTUCKAHe HA MMILIAHTALMHTE U eMOPHOTOKCHYHH
eexTH (yBenMuaBaHe Ha Pe30POUMUTE) IIPU MATEPHOTOKCHYHH {O30BH HHBA OT 1 mg/kg 1
T10-BUCOKH. [IpoyuBanus Ha TOKCUYHHTE €peKTH BHPXY PENPOMYKIMATA IPH IUTHXOBE 1
3aiiiM He [I0Ka3BaT TePaTOreHHOCT N0 Mepopaiy no3u ot 4 mg/kg npu mrexoee u 80 mg/kg
TpH 3aiiLy.

Mznonssanute HUBa Ha 103UpaHe ca NMPEBUILABANM KIMHMYHATA f03a (7.5-15 mg) c dakrop
10 o 5 Ha 6aza mg/kg (3a mHAMBHL, Texawy 75 kg). Onucanm ca (eTOTOKCHYHM edexTu KM
Kpas Ha reCTallHOHHHS NMEPHOJI, KOUTO Ca M3BECTHH IIPU BCHYKH HHXHUOMTOPH Ha
npocTarJanavHOBHA cHHTe3. He ca HamepeHu 10Ka3aTeNICTBa 3a MyTareHeH e(eKT HUTO uH
6460, HUTO un 6umpo. Ilpy u3non3BaHe Ha [03H 3HAYHTEITHO NPEBUILABALH KITMHHYHO
NPHJIOKHMHTE IIPH MHLIKH M IUIXOBE HE € YCTAHOBEH KAPLIMHOTEHEH PHUCK.

6. ®APMAIIEBTUYHHU JAHHH

6.1

Cnuchk na NOMOIIHHTE BEIECTBA

Harpues uutpar

JlakTo3a MOHOXHApaT
MukpokpucTanHa nenysosa
KpOCHOmeH

Kononpanen cunuupes anxuapvn
Marse3sueB creapar



6.2 HecsBMecTumocTu

He e mpunoxumo

6.3 Cpok na roguocr
3 roaunu
6.3 Cuenuannm yciiosns Ha chbxpanenne

Hsama cnenuannu ycnoeus 3a CBEXpaHeHHe.

6.4 Jannn 3a onakoBKarta

PVC/PVDC/anymunueru GnucTepw, B onmakoeku ot 1, 2, 7, 10, 14, 15, 20, 28, 30, 50, 60, 100,
140, 280, 300, 500 umu 1000 TabneTky.

Bw3moxHo € He BCHYKH ONIaKOBKH JIa Ce NIPE/IaraT B ThProBCKATa Mpexa.
6.5 Crnennannu npefnasHu Mepku MPH H3XBhPJIsSHE

Hsama cnenu¢uunn usuckpanust.
7. IIPUTEXXATEJ HA PASPEIIEHMETO 3A YIIOTPEBA

LABORMED-PHARMA S.A.

44B Theodor Pallady Blvd., 3" District,

Bucharest, PymbHus
8. HOMEP (A) HA PASPEIIEHUTO 3A YIIOTPEBA

20080213

9. MATA HA TBPBOTO PA3PEHIABAHE/TIOJHOBSIBAHE HA PA3PEIIEHUETO
3A YIIOTPEBA

24/10/2008
10. AATA HA IOCJTEJHA PEJAKIIMS HA TEKCTA

22/11/2010



