KPATKA XAPAKTEPUCTHKA HA ITIPOAYKTA
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1. AME HA JEKAPCTBEHUS MPOAYKT . N3MLAHMTENHA ATEHUMSA NO NEKAPCYBA s
. KDAMKE XRPAKTSINIOMUKE HE NDOTYNITE - fhumuo 7

Humeznn 100 mg rpanysm 3a nepopaliHa CyCHEH3H [
Nimesil 100 mg granules for oral suspension Kbu Pog. Ae 420 0(95 j
wAE/ 1T [Tp- Errof

1 B -01- 2073

2. KAYECTBEH H KOJIMYECTBEH ChCTAB{ 43

Besxo came crappraka: HAMesynna (nimesulide) 100 mg. L
[ToMomiau BemecTra ¢ H3BecTHO AcHcTeHe: 1 805 mg 3axapo3a Ha caiue.
3a OBJIHMS CIHCHK HA MOMOLLHMTE BELISCTBA, BHKTE ToUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

I'paHynu 3a nepopanHa CyCIeH3HA
Beako came ceappoka 2g 6ne AOMKEBATH FPaHyJIH ¢ 8pOMAT Ha MOPTOKAIL.

4. KJHUHHWYIHU JAHHH
4.1 TepanecBTHYHH HOKA3AHHS

Jleuenne Ha ocTpa Gonka (BK. Touka 4.2)
[IvpeHuHa aucMeHOpes
Humesynun e mokasaH 3a BE3pacTHH H IOHOMU Haf 12 roauHH.

Humesynuya Tpabpa 1a ce W3rMcea caMo KaTo IeYeHUE HA BTODPA JIMHHA.
PemieHweTo aa ce MpeArHLIe HUMeYIHT TPAtBa 12 ¢¢ OCHORABA HA OLIEHKA Ha OOIIMTE PUCKOBE NpH
OTAEIHHA TAUHeHT (BK. ToukH 4.3 u 4.4).

4.2 Jdo3upoBKa H HAYHH KA OPHJIOKEHHE

Tpabpa aa ce HINON3BE MHHHMANHATA e(eKTHBHA JO32 33 Fb3IMOXKHO HAH-KpaThK NEPHON ¢ OTIe]
HAMAJIARAHE HA MOABATA HA HEXEIAHHTE eeKTH (BHxKTe TouKa 4.4).
MakcumanHata NpOAB/DKHTENHOCT Ha €jlUH KypC Ha JTeuenue e 15 aHu.

£03H[ JOBKA

Buvpacmnu u onowu wao 12 oounu
ITo egno came (100 mg HaMe3ynHa) ABa HBTH JHEBHO CNieJl XPaHEHE,

Cmapyecka eb3pacm
ITpH NalMenTy B cTapdecka Bh3PACT HE C€ HA/lara HaMaleHHe Ha JHEBHATA 1032 (BHXKTE TOYKA 5.2).

Heouampuuna nonynayus
Humesin e npoTHBOnokasad npy Aeua 1a pbapacT o1 (¢ 7o 12 roguny (BIKTE CBILO TOYKA 4.3).

Karo ce uMa nperdsi KHHETHYHAS NPodun IpH BE3PAcTHA H GapMakoJHHAMHIHUTE CBOMCTBA Ha
HHME3YJIHA, He Ce Hajlara KOpeKIMs Ha 034Ta IIpH IOHOIH Ha Be3pacT ot 12 1o 18 rogunu.

Bv6peuno yepexcoane
Karo ce uma npeneuz ¢papMakoKHHETHKATA, HE CE Hajlara KOPHIHPAHE HA 103aTa MPH
JIEKO 70 yMEPEHO HapywieHa Gu6peusia pyHkums (kpearnHuHoB KiHpbHE 30-80 ml/
TPOTHBOIIOKA3aH [IPH NALMEHTH ¢ TEKKO HapyweHa 0u6peyna dynkums (<30 ml/ }‘(BW
431n5.2)

Heproopobuo yapesicoare



IIpunoxeHHeTo Ha HUMe3An e NPpOTHBONOKA3HO NP MALMEHTH C HEPHOAPOGHO yBpek/IaHe (BHHTC
TOYKa 5.2)

Hauns Ha OpunoxkeHue
HacurieTe ChIBPKaHHMETO HA TIAKETYETO B Yalla ¢ HerasupaHa poja. PasGhpkaifte ¢ mhkuba, 32 42

[OJIYIHTE CYCIIEH3HA C BKYC Ha mopTokan. HanuifTe cycriensHsTa BEAHATA cl1e] pa3bbpKBaHeTo H.
4.3 TIporHBoHOKaA3aHAN

®  CBPBXUYYBCTBHUTENHOCT KBM 3KTHBHOTO BEUIECTBO HWIH KBM HAKOE OT NOMOLHHTE BEILECTBA,
uz0poeHH B TOYKa 6.1;

*  aHaMHE3a 33 PEAKLUHM HA CBPLXIYBCTBHTENHOCT (Halp. GPOHXOCNAIbM, PHHHT, YPTHKAPHS) B

OTTOBOP HA ALETHIICAMIHIORA KUCEIIHHA MIIH JAPYTH HECTEPOUIHH NIPOTHRORBINAHTEIHH

CpeJCTRa,

aHamMHe3a 3a XerraTOTOKCHYHH PeaKiiii KbM HHME3YJIH]L,

eIHOBPEMEHHO M3JIaraHe Ha AefCTBMETO Ha IPYTH MOTERLHATHO XellaTOTOKCHYHY BEIIECTBA;

ANKOXOJIH?BM, HAPKOTHYHA 3aBHCHMOCT;

aHaMHE3a 32 CTOMALIHO-YPEBHO KbPBSHE WIH Nepopaliis, CBbP3aHH ¢ NpeRHICCTRalla TePanHs ¢

HCIIBC;

aKTHBHA MENITHYHA A3Ba, agaMHE3a 32 CTOMALIHO-YPEBHO KBPBEHe, YiLepaLa Win nepgoparius;

MO3BYHO-CHAOB KPBROM3IME WK APYIH AKTHBHH KPBBOH3/IMBH HIH XeMOPariYHu HApYIUCHHA;

TEXKH HAPYUICHHA B KPBROCHCHPBAHETO,

TEKKA ChHPAEHHA HEAOCTATHYHOCT;

Texxko OB0pedHo yBpexnane;

4EpHOAPOOHO YBpeXIaHe;

MAIMEHTH C TIOBUILEHA TEMNEPATYPa W/HIH ¢ TPHITONOA00HH CHMITTOMH;

Jena 0o 12 roauIHa Be3pact;

TPETH TPHMECTBP OT GPEMEHHOCTTA H 110 BpEMe Ha KhpMeHe (BIDKTE Touka 4.6 H 5.3)

4.4 CoenmalHH IpeXyIpexNenns U IpPeINa3Hd MePKH NpH YHoTpeba

PHCKBT OT HEKENAHH PeaKLiii MOKE /1a C& HAMAITH, aKo ce H3TI0N3Ba Hal-AxckaTa epeKTHBHA 11032 33
BHIMOKHO Hali-KpaThK MEPUOJ OT BpeMe, HeoOXOIMM 3a KOHTPON Ha CHMITOMMTE (BibkTe TOYKa 4.2 1
HAPOPMALIHATA 32 CTOMAIITHO-4PEBEH B ChPASIHO-CBAOB PHCK TMO-AOIY).

[Ipu nunca Ha GnarompHATHO MOBIMABAHE JIEYeHHETO TPAOBA 1a C& NPEYCTAHOBH.

EnnospeMenHoTo npuinoxkenne na Hamesun ¢ apyru HCIIBC, BKIIOUHTEHO LHKIOOKCHMeH3a-2-
CeNeKTUBHH MHXMOMTOPH, TpAGBa na ce u3barea. [1o BpeMe Ha JieueHne ¢ HuMe3nn nauieHTHTS
TpaGRa fa 6bIAT MOCHBETBAHM Ja ce BB3ABDXKAT OT ynoTpebaTa HA APYTH AHAJITCTHLIH.

HiMa penKH cho0mEenHs 38 CEPHO3HHE YePHOAPOOHH peakLK TpH NpwioxkeHHe Ha Hamesurn,
BIUTIOYHTENHO M MHOTO PCIIKH ciiydau ¢ daraneH u3xon (Buwkre TouKa 4.8). [1pn naunenTH, IpH KOKTO
o Bpeme Ha neuerue ¢ HAMesmn ce HabMoaBaT CHMIITOMH, CHOTBETCTBAILA HA YEPHOAPOGHO
yepexnane (Hanp. Oe3aneTuTye, raaeHe, NOBPHILAHE, KOpeMHa 60MKa, OTHAKHANOCT, TBMHA ypHHA)
¥INM TIPH TIALMEHTH, TIPH KOMTO ce HabIoNaBaT OTKIOHEHHS B HePHOIPOGHH (QYHKIMOHATHY TIpoGH,
neuexueTo TpaORa fa ce npeycraHosy. Te3n nauxeHTH He TpAOBa A Ce JIEKYBAT MOBTOPHO C

VBpeXKIaHHUA, B IOBEHETO C/Tyuad OOpATHMH.

AKO TIpH TIALIAEHTH, JIEKYBAHH ¢ HUIME3YIK], Ce MOBHILM TeIeCHATa TeMIeparypa
rPUHONOAO0OHH CHMIITOMH, TepanuaTa Tpa6Ba 13 ce NPEyCTAHOBH.




KbpeeHe OT CTOMALIHO-YPEBHHA TPAKT HIH yauepauus/nephopai, KouTo Moxe 1a Obaar datanuu,
ca JIOKNTaJIBaHHM 110 BCAKO BpeMe Ha neyenueto ¢ ek HCTIBC, ¢ win 6e3 npenynpeanrenHu
CHMITTOMH H TIPE/IuIeCTRAIIA aHAMHE3a 33 CEPHO3HH aCcTPO-HHTECTHHAIHM HEXENaHH ChOUTHS.

© PHCKBT OT CTOMAUNIHO-YPEBHO KbPBEHE, 4382 N Nepdopaliid € Mo-BHCOK ¢ NOBHINABaHE Ha N1034Ta
Ha HCTIBC, nipH nanpeHTH ¢ aHAMHE3a 3a A384, 0CO0EHO aKo € YCIOKHEHA ¢ KPbBOW3/IKE UH
nepdopaiks (BHxTe Toyka 4.3) M B cTapuecka BL3pacT. Tesr nallMenTH TpAOBA Ja 3aMOYHaT
JIeYEHHETO ¢ Bb3MMKHO Hali-HHCKaTa 103a.

KomOuHspaHara Tepanus ¢ NPOTEKTHBHE CPEACTBA (HAIIPHMED MH30NPOCTON IH HHXUOHTOPH Ha
NPOTOHHATA nonna), Tpf[ﬁBa Ja c& AMa MpeBU 3a TE3H MNAIHEHTH, a CHILO H 33 TIALHCHTH, NPH KOWUTO
ce HaJlara eAHOBPEMEHHOTO NPHIOKEHHE Ha BHCKM JI03H aCNEPHH HITH IPYTH JIEKAPCTBEHH NMPOAYKTH,
KOHTO TIOBHIIABAT FACTPO-HHTECTHHAIHHA PHCK (BHKTE NO-7I0NY M TOUKa 4.5).

ITpH MatHeHTH ¢ aHAMHE32 33 TACTPO-UHTECTHHAIHA TOKCHIHOCT, 0coGeno B cTapuecka BE3pacT,
TpabBa Jia ce IOK1aaBa BCeKH HeoOnIacH abIOMHMHANEH CHMIITOM (M HO-CMeLHAIHO CTOMAIIHO-
9UPEBHO KBPBEHE), 0CO0EHO B HAHAIHHTE CTAWH Ha TCpalThsTa.

H3uckea ce BHUMaHUE [PH NAIHEHTH STHOBPEMEHHO JIEKYBaHH C JICKAPCTEA, KOHTO MOXKE 13
HOBHILIAT PHCKA OT YIEPAlLHA HIIH KbPBEHE, TAKHBA KaTo NMEPOPATHU KOPTHKOCTEPOH/IH,
AHTHKOATYJIAHTH KaTo BappapHH, CelIeKTHBHY UHXHOMTOPH Ha 00paTHOTO 3aXBalllaHe Ha CepOTOHHH
WK AHTHTPOMOOLMTHY CPeICTBa KaTO aCIIMPHH (BIKTE TOYKa 4.5).

I1pu nosBa Ha CTOMAILHO-YPEBHO KBPBEHE HITK 5384 NPH NPHIOKEHAe Ha Himeann nedennero Tpabea
7la ¢e TPEeyCTaHORH.

HCTIBC Tpg6Ba ga ce npanarar ¢ ocofeHO BHEMAHHE NPH NAIMCHTH C AHAMHE34 3a TacTpo-
MHTECTHHAITHY 3a60MABaHEs (yueparuseH Konut uiH 6onect Ha Kpon), Thi Karo TAXHOTO
CHCTOSHHE MOXeE J1a ce BIIOmH (BwkTe Touka 4.8 Hexenanu nekapcTBeHH peaKiyH).

MHoro paako BEB Bpb3ka ¢ ynorpebara Ha HCITIBC ca oIMCaHH TEXKH KOKHH PEaKIHY, HAKOH OT
TAX QATATHH, BIIIOYHTE/HO eKCOTHATHBEH JEPMATHT, CHHAPOM Ha CTHEBLHC-JDKOHCHH M TOKCHYHA
enuIepMaTHa Hexponusa (Buxre Touka 4.8). PHCKET 3a DANHCHTHTE OT NPOABA HA TE3H PEAKIHH €
Hal-BHCOK B PaHHUTE TEPHOAH Ha tedenmero. Humeswn tpabea na ce mpeycTaHOBH HPH MEPBA
HpPOARA HA KOXKHH OOPHBH, MYKO3HH JIC3HH HJH IPYTH IPH3HALM HA CBPBXYYBCTBHTENHOCT.

Ilpu namyenTH ¢ 656PEYHO WK CHPAEUHO YBpEXIane € He0OXOIHMO BHUMAHHE, ThH KaTo
npuioxenneTo Ha Humesnn moxe na qoeeae 10 Bromasane Ha 6s0peunara yHxums. B ciyyaii na
BJIOILABAHE, JISUEHHETO TPAGBA /i C€ MPEYCTAHOBH (BIDKTE CBIIO Todka 4.5).

TNalKMeHTHTE B cTapdecka BB3pacT ca 0coGeHo noaasy Ha Hexenanute edextd va HCIIBC, u mo-
CIEHRATHO CTOMALLHO-YPEBHO KBPREHE WK nepdopauus, KOUTo MoraT Aa 6baaT Garainu, HapyleHa
OubpeuHa, cbpreyna U epHoapobHa GyHkuua. [Topany ToBa MPH TAX ¢ MPENOpPLYBa MOAXOMAIL0
KIHHHYHO HaOmoaeHue.

Toif KATO € BL3IMOKHO HHME3YITHJL Ia TIoBAMAe TpoMOoLMTHaTa GyHKIWMs, TpAOBA 1a ce mpuiara ¢
BHMMAHHE TIPY NALMEHTH ¢ XEMOPAarHdHa HaTe3a (BIDKTE CbIo Touka 4.3). He3aBHcuMo OT TOBA,

CHPACTHOCHIOBH 3a00IABAHHS,

MpunoxeHneTro Ha HAMesmn MOke Aa HapyIUH GepTHAMTETa HA XKeHaTa U He C
KOMTO ¢€ OTHTBAT 12 3abpeMenesTt. [TpH sketn, KOUTO UMAT NPOOIIEMH CBC 3a4€



w3CNeaBadHe Ha MpHYWHATE 32 Ge3rnomneTo, TpAOBa j1a ce HMa NpeaBH NMPEYCTAHOBABAHE HA
nevennero ¢ Humesun (suxre Touka 4.6).

HeofxomMMo € fa ce OCHTYPAT MOAXOAAII0 HAO/ICICHME H KOHCYIITAIIHA 34 [IAlMeHTH ¢ aHaMHe3a 3a
XMIEPTOHHA H/HH fieka 0 YMepeHa 3acTolHa ChpAeYHA HETOCTATHYHOCT, Thil KATO HMa CHOOILeHUS
32 OTOLM M 3aJ{PbKKA Ha TEUHOCTH, CBBp3aHH ¢ tedeHuero ¢ HCTIBC.

KNIMHHYHE OpOYy4BaHHA W €TTHACMHUONIOIHYHE TAaHHH NOKa3Bat, 4e yrnotpebara Ha HAKOH HCIIBC
{ocofeHo BB BHCOKH 03K H IIPH NPOABDKHTENHO IPHIOKEHHE) MOXe [ia Obe CBbP3aHa C JIEKO
TOBHIIIEH PHCK OT APTEPHATHM TPOMOGOTHYHH HHLMACHTH (HANPHMEp MUOKapAeH UHGapKT WK
HHCyNT), HiMa ZoCcTaTh%HO NaHHK, 33 Aa C& H3K/IIOYH TAKBB PHCK IIPH HHME3YINHIL.

IManyeHTH ¢ HEKOHTPOIHpPAHA XMIICPTOHHA, 3aCTOHHA ChP/IEUHA HENOCTATPYHOCT, YCTAHOBEHA
MCXeMH4YHa GOMECT Ha CHPLETO, 3a60/aBane Ha neprUdepHHTE apTePHH H/IWIH MOIBYHO-ChAOBA boecT
Tpa6Ba Ia ce NeKyBAT C HUME3YITH/ caMo ciell BuuMaTenHo obmucisne. Taxopa oOMHCIIHE TpAOBa
Za ce TIPABH NPeH 3aN0YBaHE Ha THITOCPOYHO JIEYSHHE HA TIAIMEHTH C PHCKOBH GQakTopH 3a
CHPCUHO-CHAOBH 3ab0naBanus (HANp. XHNEPTOHHS, XHMePITHITHAEMHAA, 3aXapeH nuaber,
THOTIOHOITYLIEHE).

JlekapcTBEHUMAT NPOEYKT CHALPXA 3aXapoza.

TIaLMeHTH ¢ peaKH HaceACTBEHH MpobieMH Ha HENOHOCHMOCT KbM QpPYKTO3a, IIIFOKO30-TaIaKTO3Ha
MaTabcopOLHA HITH 3aXap030-H30MaTA3HA HEOCTATEYHOCT He TPA0Ra [1a MpHEMAT TOBA JEKAPCTRO.
Humezun Moe na yBpeaH 3nburte.

4.5 BaaumoelicTEHE C APYTH JIEKAPCTEEHH HPOXYKTH H ApYTH (opMu Ha B3aHMO/eHCTBHE

PapMaKoOURAMUYHY G3AUMOJeTHCMBUR

HCTIBC Moske ia YCUTAT edeKTa HA HAKOM AaHTHKOATYIAHTH kaTo BapdapuH (Brokre Touka 4.4). Ipu
MALIMEHTH, JIEKyBaIlH ce ¢ BapdhapHH UM noao0HM aHTHKOATYIAHTH, KaKTO H alleTHICATHLHIORA
KHCEIHHA, € HAITHIIE NOBHILIEH PHCK OT XEMOParH4HH YCIIOKHeHHA NpH siedeHue ¢ Humeswn. Tlopanu
TOBA Ta3H KOMOKWHALHS HE CE TIPENopHHBa (BYDKTE ChIHO TOUKA 4.4) K € MPOTHBOMNOKA3aHa NIPH
NaLMEHTH ¢ TEXKH KOAryJIALBOHHH HapylieHHs (BHKTe CBIIO TouKa 4.3). AKO NIPIIOKEHUETO HA TasH
xoMOMHALMS HE MOXKe J1a ¢e m30erHe, ¢e Haymara CTpor KOHTPOJ Ha aHTHKOAryJIaHTHAaTa AKTHBHOCT.
KopTHKoCTepouauTe, aHTHTPOMGOLIMTHHTE JIEKAPCTBa H CeNeKTHBHHTE HHXHOMTOPH Ha 00paTHOTO
3axpaulase Ha ceporoHuHa (SSRIs) Morar ga yBeIHYAT PHCKA CTOMAIIHO-YPSBHA A3Ba HIIH KbPBCHE
(BkTe TOUuKa 4.4).

DAPMAKOOUHAMUYHY PAPMAKOKUHEMULHY 63aUMOOETCTEUR ¢ QUYPEUYY

Tpu 3xpaBy HHAMBAIIA, HAME3YJIH]] BPEMEHHO HAMATABA ePekTa HA QypO3eMH]I BEPXY SKCKPeLHATa
Ha HaTpuil U, B I0-MaJIKa CTeNEH, BBPXY €KCKPELIHATA Ha KajlHi, H HaMallssa OTrOBOPA KbM
AHYPETHKA.

ENHOBPEMEHHOTO TIPHIOMKEHHE Ha HHMe3YITH B hyposemu/l BOAH 10 HamaneHue (¢ okoao 20%) Ha
AUC (mnomra rmoJ KpMBaTa) H KyMy.JIaTHBHATa eKCKPeLMA Ha yposeMu], 6e3 MOBTMABaHe HA
6uOpeuHHs My KIHPBHC.

EnHoBpeMeHHOTO mpHitokeune Ha Gypozemun 1 HuMesmn H3HCKBa BHHMaHHWe NpH ALIHCHTH C
HapyIneHa 6s0peuna Wik chpiedHa HyHKLMA, KAKTO € OTTHCaHO B TO4YKa 4.4.

DapmaxoruHe MuUHY 3aUMOO0CHCIMEUR C OpYeU AeKaApcmeda

Hma aannn, ve HCTIBC noHmwkaBaT KIMpBHHCA HA JTUTHH, KOSTO BOAM JI0 [TOBH
HA IMTHA ¥ HHTOKcHKalmA. ITpu npeanuceane Ha HUME3HIT Ha MAIUEHTH, JIeK,
HHBATA Ha JINTHA TPAOBa PeqoOBHO 43 ¢€ ApOC/ISIARAT.



In vivo ca npOy4Y€eHH H BeposSTHH HapMaKOKMHETHIHH B3aUMOICHCTRUA ¢ rMbeHIIaMK]l, TeO(WIHH,
Bap(apHH, AHTOKCHH, LHMETHHH 1 aHTHALMAHH /icKapeTBa (Hamp. KOMOHHALIHA OT ATyMHHHER H
Marne3nes xuapokcun). He ca HaGmioqaBaHy KIMHEYHO 3HAYHMHE B3aHMOJIEACTBIA.

Humesymun urxubupa CYP2CY. {InasMenyTe HHBA HA T1eKapCTBATA, KOUTO ca cyGeTpary Ha TO3H
€H3HM, MOTAT 14 C€ TIOBMILIAT TIPH eJHOBPEMEHHOTO UM NpuiokeHue ¢ Humesun.

HeobxompMo € BHHMaHHE, aKO HUME3YJIHJ Ce [IPHJIara No-paHo oT 24- 9ac mpeJy WM ClIe]| IEHEHHEe
¢ METOTPEKCAT, Thil KATO MOXE /1A ce MTOBHIUIAT TUIA3MEHHTS HHBA HA METOTPEKCAT H CIICIOBATETHO ~
Jla ¢€ YBe/IM4H TOKCHYHOCTTA Ha TOBA JICKapCTRO.

B pesystrar ot ebekTa CH BLpXY GBOpeuHHTE NPOCTANAH/IHHE, HHXHOUTOPUTE Ha
NpOCTArIAHIKHOBATA CHHTE3a, KATO HUME3YJIHI, MOTaT ja NOBHILAT HEQPOTOKCHIHOCTTA Ha
IHKIOCTIOPHHHTE,

Edbexm na Opyeume aexapcmed 6bpxy HUMe3Vato

In Vitro NPOY4BAHMS OKAIBAT HIMECTBAHE HA HEME3YJIHI OT MECTATa Ha CBBP3BaHE OT TONOYTaMuz,
CaNHIIH/IOBA KHCEIHHA H BANpoeRa KuceinHa. He3apneuMo oT BB3MOMNEH eEKT BBPXY UIA3MCHATS
HHRA, Te3H B3aHMOJEIICTBHA He TIOKA3BaT KIMHUYHO 3HAYCHHE,

4.6 DepTHANTET, OpeMEHBOCT H KBPMEHE

Mprioxkennero Ha HAME3w e MpOTOBONOKA3aHO 110 BpeMe Ha TPETHSA TPHMECTHp OT SpeMEeHHOCTTa
(Buxk 1. 4.3)

bpemeHHOCT
HuxuOHpaHeTo Ha HPOCTAINIAHAMHOBATA CHHTE3a MOYKE Jla HaBpeAH Ha OpeMeHHOCTTa Wi Ha

embpuodeTanHoTo passuTHe. [JaHHH OT eMHASMHOIOTHYHH MPOYYBaHHA HOPAOKAT CEMHCHHETO 34
TOBHIIEH PHCK OT CIIOHTAHEH aGopT M OT chpreusa ManOpMalMA M racTPOLIM3KC criell ynoTpebara
Ha HHXHBHTOPH Ha IMPOCTATAHIMHOBATA CHHTE3a B PaHHWTE CTaauu Ha GpeMenHocTTa. AGCOMOTHHAT
PHCK 32 CEPAEYHO-CHA0BA Maa(OPMALIA € IORHILIEH OT N0-MaJIKo oT 1% Ha okono 1,5%. Cuwra ce,
4e PUCKBT Ce NOBHINARA C J03aTa H NPOXH/DKHTEITHOCTTA Ha Tepanuata, [1pw sKHBOTHH [IPHIIOKEHHETO
Ha HHXHOWTOPH Ha [IPOCTArNIAHAHMHOBATA CHHTE3a BOIH 10 3aryba npey H el MMILUTAHTHPAHETO Ha
wnoaa # eMOpHoeTaina cMEpPTHOCT. B N0IMB/IHEHHE HA TOBA, YBETHYCH Opold Cly4au Ha pasiIHyEH
BHIOBE MaIQOPMAIIHHM, BKIHOYHTETHO ChPAEYHO-CBA0BY, ¢a cho0LIaBaly [[PH XHBOTHH, MPHEMAUIX
HHXHOMTOPH HA TIPOCTATNIAHHHOBATA CHHTE3a [0 BpEeMe Ha NepHola Ha opraHorenesa. [1o Bpeme Ha
NBPBHA M BTOPHA TPHMECTHP Ha OpeMeHHOCTTa, He TpaOBa lia ce TIpHeMa HUME3YIH,I, OCBEH aK0 He €
CTpOro HeoOXOAMM. AKO Ce HATAra TEpamHsi ¢ HUMEe3YJIHJL [IPH JKeHa, KOATO CE ONUTBa fa 3abpemMenee
WM € B TPBH HJIH BTOPH TPHMECTEP 0T GPeMEHHOCTTa, fo3aTa TpADBA /1a € BB3MOMKHO Hail-HHCKa 32
BB3MOKHO Hali-KpaTKO BpeMe,

[IpunokeHHeTo HA BCHYKH HHXUGHTOPH Ha MPOCTAarIaHAMHOBATA CHHTE3a 110 BPEME Ha TPETHA

TPUMECTHP OT GPEMEHHOCTTA MOXKeE a IPHYMHM HA IU10/1a:

e  XapAXO-TYJIMOHAHA TOKCHUHOCT (MpexaeBpeMeHHO 3aTRapaHe Ha ductus arteriousus u
GenoapobHa XMNepTOHUA);

e Gp6peuna quchyHKUHA, KOATO MOXKE JIa ipepacHe a0 Ob0peyHa HeAOCTATEYHOCT HIH 10
OTMT OXHIAPOAMHHOH.

TTpuioxkeHHeTO B Kpas Ha GpeMEHHOCTTa MOYKE 1a IIPHYHHH Ha MaiKaTa U Ha TUTo/Ia:

¢  BE3MOXKHO YIBIKABAHE HA BPEMETO HA KEPBEHE, aHTHATPEraHTeH edexr, KOHTo MOXe J1a ce
TPOSBH JOPH H TIPH MHOTO HUCKH J03H;

® MOATHCKAaHe HA POAKIHUTE KOHTPAKLIHH, KOETO BOAH 10 I0-TPYAHO U 20 No-
paxIane.

Kspmene



He e W3BeCTHO Jani HUME3Y M Ce eKCKpeTHpa B MaiyiHaTa kbpma. HuMesu e npoTHBONOKa3aH NpH

KbpMeHe (BuKTe Touka 4.3 u 5.3).

4.7 EjexTn BbpXy cnocofHOCTTa 32 modHpane H paboTa ¢ MAIHHH

Jluncear npoyusanus 3a edexra Ha Humesun Bbpxy cnocoGHOCTTa 3a modupane 1 paboTa C MALIKHH.
He3aBHCHMO OT TOBA MAlMEHTHTE, TIPH KOHTO ce Habo1aBa 3aMasHOCT, CBETOBBPTEX WIH CHHIHBOCT
cnen npuioxenue Ha Humesun, TpabGea na ce Bb3ABPAKAT OT WodHpaHe U paboTa ¢ MALIHHK.

4.8 Hexenann NekapcTBeHH peaknuH

H36poeHHTe HEXENaHH PeakiMH ca Bb3 OCHOBA HA KOHTPOJIMPAHH KIMHHYHH Mpoy4BaHus™ (OKOII0
7800 nauueHTa) ¥ OT NOCTMAPKETHHIOBH HAG/IOIEHH, KATO CMOpe/| 4ecToTaTa ce KiacHuuupar
karto MHOTO yecTH (>1/10), wectn (>1/100, <1/10), neuectu (=>1/1000, <1/100), penxu (=1/10000,
<1/1000), Muoro pemku (<1/10000), ¢ Heu3BecTHa YecTOTa (OT HAJIMYHHUTE NaHHH HeMOdxe jia Obae

HarpaBeHa OLEHKa).
Hapywenua na kxpvema Penxu Anemus*
Eosunodunus*
Muoro peaku TpomGouuTonenus
[Manumronenus
[Typriypa
Hapywenus na umynnama cucmema Penku CBpPBXUYBCTBHTENHOCT *
MHoOro peaku Aunadunakcus
Hapywenus na memabonuzma u Penku Xunepkanuemus™*
Xparenemo
Heuxuunu napywenus Penxu TpeBoxHocT*
HepeHocT*
Kommapu*
Hapywenus na nepgnama cucmema Heuectu 3amasHocT *
MHoro peaku ['naBoGonue
CobHMBOCT
Enuedanonarus (cHHApoM Ha Reye)
Hapywenun na ouume Penxu 3ambrieHO 3peHue™*
MHoro peaku 3puUTesTHA HapyLIEHHs
Hapywenua na yxomo u rabupunma MHoro peaku CBeToBbpTEXK
Covpoeunu napyuenus Penxu Taxukapaus *
Cwoosu Hapyuwenus Heuectn Xuneproxus*
Peaku KpbBousiiue*
Kone6auus B KpbBHOTO HanAraHe™*
Topemy BBIHU*
Pecnupamopnu, epvonu u meoucmunaniu |Heyectu ucnHes *
Hapyuenua Muoro peaku ActMma
bponxocnazem
CmoMawiHo-4peenu Hapyuienus YecTH Huapus*
lanene*

[ToBpbiane™®




Heuectu

CromaiuHo- YpeBHO KbpBEHE
SI3Ba Ha NBaHA/IECETONPBLCTHHKA H
nepopanus

CromaiuHa sa3ea U nepdopaums
3anex*

®naryneHuus*

lactput*

MHoro peaku

Kopemna 6oska
Jucnencus
CromMarur
Menena

Xenamubunuapnu napyuenus

npeAna3sHy MepKH NpH ynotpebda")

(Bxk. 4.4."CrietManiy npeynpexieHus 1

Yectu

[NoBHIIEHH YePHOAPOOHH EH3HMH

MHoro peikn

XenaTur

@yaMUHAHTEH XeTIaTHT (BKJIFOUYUTENHO C

baranen u3xon)
XKuarenuua
Xonecraza

mMbKaH

Hapyzueu uA Ha Kodcama u nOOKodCHama

Heuectu

Copbex*
O6pus*
[MoBumeHo u3noTapaHe*

Penku

Epurema*
Jepmartut*

MHoro peakH

Vprukapus

AHIHOHEBPOTHYEH OTOK

DanuaneH 0TOK

Epurema Mmyntudopme

Cunapom Ha CTHBBHC- JDKOHCBH
Tokcu4Ha enuaepMalHa HEKpOJIH3a

nvmuya

Hapywenusa na 6vbpeyume u nuxounume

Penku

Jusypus*
Xematypus*
PeteHims Ha ypuHa*

MHoro peaku

brOpeuHa HeIOCTaTBYHOCT
Onuroypus
HnrepcTuimanes Hepur

Obwu napyuwenus

Heuectu

Orok*

Penku

O6m1o Hepa3nosnokeHHe™*
Actenus*

MHoro peakH

XunorepMus

*yecmoma ce OCHO8ABA HA OAHHU OM KIUHUYHUME RpoyU8aAHUA

Haii-uecTHTe HEXeJlaHH JIEKapCTBEHH PEaKIMH ca OT raCTPO-HHTECTHHAJIEH MPOU3XO/,
HalbJio1aBaT nenTu4Ha A38a, nepQopaLHs WK raCTpo-MHTECTHHAITHO KbpPBEHE, MO
0cobeHO B cTapyecka Bb3pacT (BHxkTe Touka 4.4). Cries npuioxkeHHe ca choOmas, eH

NoBpbILAHe, THapHs, (GraTyJIeHIHs, 3aneK, JUcrencus, kopeMHa 6onka, MeJeHa, ™ wﬁa

AT

yJILEpaTHBEH CTOMATHT, ek3auepbais Ha konuT U Gonect Ha KpoH (BHXKTE TOYKA fEAR\CﬁgﬁH % i

TnpeaynpexAeHAs H TpeAnasHu MepkH npu ynorpeba). ITo-paaxo e Habmonasan Kﬁfﬁpﬁlf‘

—
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By/103HH peakuny, BKIOYHTENHO CHHAPoM Ha CTHEBHC-/PKOHCHH H TOKCHYHA £THAepMAaTHa
HEeKpoJin3a (MHOTO PAAKO).

HAMa cHOORIGHHS 38 OTOLM, XHITEPTOHHA H Ch/IeUHa HEAOCTATHHOCT, CEBP3aHH C ynoTpebata Ha
HCIIBC.

K/ 1HAYHM TIPOYYBAHMSA H eMHIeMHOJIOrHYHN JaHHH [10Ka3BaT, Ye YNOTpedaTa Ha HAKOH HCIIBC
(0cofeHO BbB BUCOKH 03H H NPH NPOJHDKHTETHO IEYEHHE ) MOXE J1a Ce CBBPIKE C MOBHILEH PUCK OT
ApTePHANHH TPOMGOTHYHH HHIMISHTH (HATIPHMEP MHOKAPCH HHOAPKT WK WHCYT) (BUKTE TOYKA
4.4).

CpofinaBane Ha MOAQ3NPAHH HEHETAHH PEAKIHH
C106maganeTo Ha NOJO3HPAHH HEXKETAHH PeaKuHH CIIg pa3peLIapate 3a ynorpeba Ha JIeKapCTBEHHs

TPOMYKT e BaxcHo, ToBA MO3BOIABA /1A IPOXBIKH HABIIONEHHMETO HA CHOTHOLEHHETO [I0J13/PHCK 33
NeKapcTBeHHs MPOAYKT. OF ME/IHLIMHCKUTE CHELMAIHCTH Ce H3HCKBA Na chobiasaT Beska
TIOZIO3MPAHA HEXEIaHA PEAKIAA Ype3 HALMOHATHATA CHCTEMA 32 chODIIIaBaHe:

H3ne/IHATE HA aTeHITHS 110 AeKapCTBaTa

ya.“Jlamsau ypes® Ne8

1303 Cotpus

Ten.: +359 2 8903417

Vebcaitt: www.bda.bg

4.9 IIpenosupane

CHMITTOMETE crief ocTpo npenosupane ¢ HCIIBC ce orpannyaBat 0OMKHOBEHO [0 N€Taprus,
CHHIIMBOCT, TaJIcHe, MOBPbINAHE U GOKA B eNMracTpHyMa, KOHTO M0 IPHHLMI ¢a 00paTHMH C1ej
NpuIaraHe Ha MOATBpKANH Mepki. Moxke f1a ce Habmoaaea KbpBEHE OT CTOMALIHO-YPEBHAS TPAKT.
Pa1Kxo MoTaT Ja ce NPOABAT XMNEPTOHHSA, 0cTpa OpOpeYHa HEOCTATHYHOCT, NOTHCKAHE HA JHIIAHETO
¥ koMa. AHa(HIAKTHIHH PeaKIiM ca JOKIaIBaiH clell ynoTpeba Ha TepaneeTuuny go3u HCIIBC,
KATO MOraT Jia ¢e MOABSAT U ClIefl MPefo3upaHe.

Caen npenozupane ¢ HCIIBC tpsfsa a2 ce NMPMIOKH CHMITOMATHIHO H [TOJBPHKAIL0 JeHCHHE.
Hsama cneupdrans aHTHaoTH. HaMa uropManing Nand HEME3YITHJ MOXE J1a Ce OTCTpaHy 1pe3
XeMOAKAIN34, HO TIOPAH BHCOKATA CTeeH Ha CRhP3BaHe ¢ ILIA3MCHITE NpoTernH (10 97,5 %) ce
CHMTa, Ye IIPH NpeO3UpaHe JUANTH3aTa HAMa 1A ¢ eexTurHa. Moxke /ia ce NPeA3BHKA NOBPBIAHE
W/HITH 13 ce TIPHJIOXKM aKTHBeH BhrieH (60 go 100 g NpH BE3pacTHH) WITH OCMOTHYHY [TypraTHEH
TpY MALMEHTH CHC CHMITTOMH 10 4 9aca Cliel IIPUJIOKEHHETO WK CJIE/ IPE]03HPpaHe ¢ BHCOKH J03H.
dopcrpana Tuypesa, alKaTH3aLKs Ha yPAHATA, XeMOAHAIH3A HTH XemonepysHa MOraT J1a e Obaar
e)eKTHBHE 10PAJM BHCOKATA CTETIEH Ha CBBLP3BAHE C IUTasMeHHTe npoTeuty. TpaGea 1a ce
npocaenssar GuOpevHaTa 1 yepHoApOOHaTa GyHKIIMA.

5, ®APMAKOJOTHYHH CBOMCTBA
5.1 DapMaAKOIHHAMHYIHH CBOHCTBA

GapMmakoTepaneBTHYHA rpyna: Jpyrd NIpOTHBOBE3NATHTENHH H AHTHPCBMATHYHY JIEKapCTRa,
Hectepounnd, ATCkon: MO1AX17

MexaHu3sM Ha JeHCTBHE
HHMCB}U[PI,E[ 154 HCCTEPOPI,{[HO HpOTHBOB'BBﬂBJ’IHTGJ’]HO J]eKapCTBO C aHaAIreTH4YHH H aHTH]'l]fI]JeTH‘[HH

cnoﬁcrna, KOETO AeHCTBa KaTO PIHXH6HTOp Ha eH3MMA Ha NPOoCTarjlaHadaHOBaTa CHHTE3A -
LHKIIOOKCHICHA3aTa.

5.2 DapMaKoKHHETHIHH CBOHCTBA

Abcopbiua ‘
Humesynun ce abecopbupa zobpe ciea NepopaHo MPHIOKEHHE. B

Crejl elHOKpaTHO ipuiokeHue Ha 100 mg HEME3yIH NPH B3PACTHH, MAKCHM kagng%‘_
ot 3-4 mg/] ce mocturar caexn 2-3 waca. AUC = 20-35 mg h/L. Hama cratuctHiec cﬂiﬁ’i&m




pasIMKH MEXTy TE3H CTOHHOCTH H Tesu, HaOmoaBaHK ciiefl Npuioxkenue Ha 100 mg HAME3yAnA nBa
NETH AHEBHO B MPOIbIDKeHHE Ha 7 JHU.

PasnpepeseHve
CehpaBale ¢ IU1a3MeHHTE NpoTerHy 1o 97,5 Y.

Buotpaschopmalns

Humesyuzn ce metafonH3Mpa eKCTEH3HBHO B MepHUA Jpob No MHOKECTBO NIBTHINA, BKJIKOYBALIH
iuroxpoM P450 (CYP) 2C9 usoersumu. Eto 3aimo Tpsbea fa cc BMAa NPE/IBHI BB3MOKHOCTTA 33
NEKAPCTBEHH B3aMMOCHCTBHA B Cly4aii Ha ¢/IHOBPEMEHHO MPHIIOKEHHE C JICKAPCTBA, KOUTO ¢
meTaGomusupar upes CYP2CY (Bmxre mo-gony Touka 4.5). TaHAAT MeTabONHT € Napa-XHAPOKCH-
POM3BOIHO, KOETO CHILO € PApMaKonOru4HO aKTHBHO. JIATeHTHHAT MEPHOZ 34 NOABABAHE Ha TO3H
MeTaGOIHT B LMPKYNAIMTa € KpaThk (okono 0,8 1aca), HO KOHCTaHTaTa My Ha oBpasyBaHe He €
BHCOKA H € 3HAYMTETHO [0-HUCKA B CpaBHEHHE ¢ KOHCTAaHTaTa Ha pe30pOuma Ha HUME3YIIHI,
X4APOKCH-HUME3YIH] € eUHCTBEHHAT MeTaboNHT, KOHTO Ce OTKPHBA B IU1A3MATa H € NIOUTH HAM'BIHO
komtorupad. Tiz e mexay 3,2 u 6 gaca.

EnumMunupane
Humesymmuy ce eKCKpeTHpa IMAaBHoO ¢ ypunaTa (okomno 50 % oT IipUiokeHara 103a).

Camo 1-3 % OT BemECTBOTO Ce eKCKpeTHpa HellpoMeHeHo. XHIPOKCHHHME3YT|, [NIaBHAT
MeTabONHT, Ce OTKPHBA Camo Kato rmokypoHaT. Okxono 29 % oT 103ara ¢e eKCKpeTHpa Cliel
Merabonuaupane 868 deleca.

KuHeTHUHHAT Mpodmn Ha HUME3YJIH He ce NPOMEHs NPH X0pa B HallpeJHana Bb3pacT CNejl 0CTpo
HWIH XPOHHYHO NPHIOKEHHE.

TTpH OCTPO NPOBENEHO EKCTIEPUMEHTATHO MPOY4BaHe IPH MAIHEHTH ¢ JIEKO 10 yMepeHO GhOpeuHo
yBpexaaHe (KpeaTHEHHOB Kupbac 30-80 ml/min) cnpsamo 3apasy AOGPOBOIIIIH, MAKCHMATHUTE
NTA3MEHH HUBA HHMEZYTH M HETOBHTE OCHOBHH METa0OIMTH He Ca MO-BHCOKH, B CPABHCHHE CBC
snpaei HHIUBHAH. AUC U T1nbews ca ¢ 50 % no-BHCOKH, HO BHHAIH B PAMKHTE Ha KAHETUHHUTC
CTOMHOCTH, HAONIOMABAHN 38 HAME3Y/IHI MPH 34paBH A00POBOIIH. MHOTOKPaTHOTO HPHIOKEHHE HE
BOAH 0 aKyMYJIHpaHe.

Hume3yana e IpoTHBOTIOKA3aH NIPH MAIHEHTH ¢ YepHOIPOOHO YBpesxaaHe (BIKTE To4Ka 4.3).

53 TpeaTHEHYHA A2HHH 33 6€30HACHOCT

TpeIKIMHMAHHTE JAHHH, BL3 OCHOBA HA KOHBCHIMOHAIIHH MPOYYBaHMA 3a (HapMaKOIOTHA Ha
6€30MacHOCT, XPOHHYHA TOKCHYHOCT, TéHOTOKCHYHOCT H KAHLIEPOTeHEH OTEHIMA, HE NOKa3eaT
cnielMUIEH PHCK 3a Xopa.

ITpy npoyHMBaHHs 32 XPOHHYHA TOKCHYHOCT, HUME3YNKJ| [10Ka3Ba racTpo-HHTeCTHHATHA, Gp0peuna i
yepHOpoOHa TOKCHYHOCT. B npoyuBamns 3a pempoayKTHBHA TOKCHYHOCT, TIPH 3al1IH, HO HE H IPH
UTEXOBE, ¢a HabJMonaBant eMOPHOTOKCHYHH H TEPATOreHHH efekTr (MandopMalii Ha CKEIeTa,
JMNIATALMS HA MO3BUHHKTE BEHTPHKYIH) TIPH 03K, KOMTO HE Ca TOKCHYHH 3a Maiikata. IIpH mrbxose
ce HAOMIOJaBa MOBHIIEHA CMBPTHOCT HA NOKOJIGHHETO B PAHHHA MOCTHATA/ICH NEPHOA U HEMESYITH]L
OKAa3Ba HeXeNaHH e(eKTH BBpXY depTHIHTETS.

6. OAPMATIEBTHYHHA JAHHHN

6.1 CnHCLK HA IOMOIWBATE BEIIECTBEA
3axapo3a,

TlopTokanoea eCeHIHA,

JIumoHeHa KUCSITHHA,

ManTonexkcIpHH,

LeroMaxporot.




6.2 HecbBMecTHMOCTH

Hama.

6.3 Cpok Ha rogHOCT

3 roguny.

6.4 CoennajHH YcI0BHA Ha ChXPaHEHHE

Jla ce mas3u OT CBETIMHA, BJara U U3TOTHHITH Ha TOTUIHHA,

6.5 BHI R cChIbPKAHAE HA ONAKOBKATA

I'pany:iu 32 nepopaiua cycrniehsus, Callera OT XapTHa/amyMHEHIVnoneTuneH. Camerata u
JHCTORKATA 33 MAlLHEHTA ¢4 TOCTABEHH B KaPTOHEHa KyTHs, BeAka KyTHS cpiabpika 9, 15 nim 30
cameTa ¢ no 100 mg aumMesynus.

He BCHYKM BUIOBE ONAKOBKW Morat aa Obiar IycHaTH B npogaxGa.

6.6. CuenHAJAE NpeANA3HA MEPKH NPH HIXBLpJAANE 4 padora

Hsma ciennaniy H3HCKBAHMA 3a M3XBBPILIHE.

Heunsno:3BaHKAT JIEKAPCTBEH IPOAYKT HAY OTHIAIBYHHTE MATEPHANH OT Hero TpsabBa jla ¢e U3XBBPIT
B CHOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. IPUTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA
Laboratori Guidotti S.p.A.,

Via Livornese, 897
56122 Pisa- La Vettola (MTanus)

8. MPUTEXKATEJI HA PASPEIIEHHAETO 3A INAPAJIEJIEH BHOC
»~becta Mea“ EOOJ, yn. ,.Kenao Cxopues® Ne§, 5350 Tpaena, buirapus
9. HOMEP HA PASPEHNIEHHETO 3A YIIOTPEBA

20000819

10. JTATA HA ITEPBO PA3PEHIABAHE/MIOAHOBSIBAHE HA PA3PEIIEHHAETO 3A
YIIOTPEBA

Jara sa mepeo paspemaBase; 21.12.2000r.
Jlata Ha niocnenHo nomHOBaBaHe: 27.05.2011r.

11. JAATA HA AKTYAJIM3UPAHE HA TEKCTA

03/2021




