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1. HUME HA JIEKAPCTBEHHS ITPOJIYKT

Humesun 100 mg rpanynu 3a nepopainiHa cycneHsus
Nimesil 100 mg granules for oral suspension

2. KAYECTBEH U KOJIMYECTBEH CHhCTAB

Besgko came ebabpika: HuMesynuy (nimesulide) 100 mg.
[lomouHu BeniecTpa ¢ u3BecTHO AciicTere: 1805 mg 3axaposa Ha caiie.
3a MBJIHKUA CNHUCHK HA [HOMOIIHHUTE BEILECTBA BUXKTE TOuKa 6.1.

3. JEKAPCTBEHA ®OPMA

I'panynu 3a nepopanna cycnensns
Bceako came epabprka 2 g 61eR0XKBITH TPpaHyJId C apoMaT Ha IOPTOKalN.

4, KIHHHAYHHA NAHHHU
4.1 TepaneBTHYHH NOoKaAZAHHA

JleueHue Ha octpa 6onka (BXK. Touka 4.2)
IIspBruna nncMeHopes
Humesynuj e nokasax 3a RE3pacTHU M I0HOMM Haj 12 rojauyu.

Humesynua tpadbBa fa ce u3nucea caMo KaTto JICYEHHE Ha BTOPa JIMHUA.
Pemensuero na ce npeanuiie HuMe3ynua TpaGBa Ja ce OCHOBaBa Ha OLICHKA Ha OOLLMTE PHCKOBE NPH
OTAENHHA TalueHT (BxK. Toukd 4.3 u 4.4),

4.2 J03HpOBKA M HAYMH HA HPUIIOKEHNE
Tpabea na ce u3non3Ba MUHHMAaNHaTa ehEKTHBHA /1032 332 BB3IMOJKHO Haif-KpaThK MEpHOo ¢ ornel
HaMalsABaHE Ha 110aBaTa Ha HeXKeJIaHUTe edeKkTH (BHKTe Touka 4.4).

MakcHManHaTa npoABIKHTENTHOCT Ha e/lHH KypC Ha fieveHue € 15 nHu.

JOo31poBKa

Bw3pacmnu u wonowu nad 12 200unu
Ilo egno camte (100 mg ruMe3ynna) ABa NBTH JHEBHO CAEJl XPAHEHE.

Cmapuecka ev3pacm
Ilpn nauneHTH B cTapyecka BE3pAcT He CE Hajlara HamajieHWe Ha IHeBHATa Ao3a (BWKTe Touka 5.2).

Heouampruna nonyaayus
Humesn € npoTuBonokasan npu Jetia Ha Be3pacT oT 0 10 12 roannu (BiKTe b0 TOYka 4.3).

Kato ce uMa npeBHA KHHETHYRHMA NPOQHII NIPU BB3PACTHU W (papMaKOIMHAMHYHHUTE CBOHCTBA Ha
HUME3YJIH]L, HE CC HaJlara KopekKuus Ha J403aTa NPy IOHOINM Ha Bh3pacT oT 12 go 18 roauna.

bvbpeuno yepeoxcoane
Karo ce uMa npeneun fapMakKoOKHHETHKATA, HE CE Hanara KOpUMrdpase Ha 1o3aTa IpH

JIEKO A0 YMEPEHO HapylleHa ObOpeuna gyHkums (KpeaTuHuHOB KNUpbHC 30-80 ml/



MPOTHBOMNOKA3aH NpPH MNAUKMEHTH € TEXKO HapyieHa ObOpeuHa pynkuus (<30 ml/min) (BHKTE TOUKA
4.3 uns.2).

Ueprnoopobro yepeacoane
[Tpunoskenrerc Ha HumesHn € RpoTHBONOKAa3aHO NPH NALUEHTH ¢ YepHOAPOOHO YBpexIaHe (BHXXTE

TOYKa 5.2).

HauuH Ha NpUIOKECHUE
Hzcunere ChABPKAHHETO HA NAKETYETO B Yallia ¢ HerasHpaHa Boja. Pasobpkaiite ¢ ab:xdla, 3a 12
TOJIYYHTE CYCTIEH3MS C BKYC Ha MOopToKan. M3anuitTe cycnensuaTa BeaHara cief paz0bpKkBaHETO H.

4.3 IIpornBoRokaszanns

. CBPBXHYBCTBUTEIIHOCT KbM AKTHBHOTO BELIECTRBO WU KbM HAKOE OT [IOMOIIIHHUTE BELUICCTRA,
H30poeHH B TouKa 6.1;

. aHAMHE3a 33 PEaKIMH HA CBPbXYYBCTBUTENHOCT (Hamnp. GpOHXOCIasbM, PHHAT, YPTHKApHa) B
OTTOBOP Ha aUECTHIICAJIMHMIIORA KUCEIMHA WITH IPYTH HECTEPOUAHH NPOTHBOBB3NAITHTC/IHN
CpeLCTBa,

. AHAMHE3a 33 XeNaTOTOKCHYHH PeaKlIMH KbM HUME3YJIH;

. €AHOBPEMEHHO H3JlaraHe Ha AeHCTBUETO Ha APYTH NOTSHIMATHO XeNaTOTOKCUYHN BELECTRA;

. AJIKOXOJIU3BbM, HAPKOTHYHA 3aBUCUMOCT;

’ aHaMHe3a 3a CTOMAIIHO-YPEBHO KbPBEeHE WM nepdopanys, CBbP3aHH ¢ NpeAecTBalla
tepanus ¢ HCITBC,

° AKTHBHa TIETITHYHA A3Ba, aHAMHE3a 34 CTOMAIIHO-YPEBHO KbpPBEHE, YILepallHa HilH
nepdopauims;

’ MO3BYHO-CBJOB KPLBOM3INIMB WU APYTH aKTHBHH KPBBOHM3TUBH WIH XEMOparunyHu
HapyIICHH;

. TEXKH HAPYIIEHUS B KPBbBOCHCHPBAHETO,

* TEXKKA CHpIeUHAa HEAOCTATHYHOCT;

. TEXKO OBOpeUHo yBRpexkKIaHe;

. 4EPHOAPOOHO YBpeXaaHE;

) NalWeHTH ¢ NOBHIIEHa TEMNepaTypa W/ WIH ¢ rpUIIoNno100HA CUMITTOMY;

. Jena oA 12 roguiina Bu3pacT;

. TPEeTHU TPUMECTEP OT OPEMEHHOCTTA H 1O BpeMe Ha KbpMeHe {BrkTe Touka 4.6 u 5.3)

4.4 Cnenunajui npexynpexiacHns 1 npeanazHl MepPKH OpH ynoTpeda

PHCKET OT HEXKENMAHH peakLHHd MOXKe Jla C€ HaMaliM, ako ¢e M3I0JI3Ba Hal-HUcKaTa eeKTUBHA 71032 3a
BB3MOKHO Hal-KpaTbK MEPHOJ OT BpeMe, HEOOXOAUM 3a KOHTPOJ Ha CUMITOMATE (BHATE Touka 4.2
MHQOpMaLMATA 38 CTOMALHO-4YPEBEH U ChPACYHO-CHOR PUCK MO-A0NY).

Tipn nunca Ha 6naronpusTHO NOBNHABAHE NEUEHUETO TPAOBa f1a C€ NPEYCTAHOBH.

EnHoBpeMeHHOTO npunoxkeHre Ha Humesun ¢ apyrn HCTIBC, BKNKOUHTEIHO IMKIOOKCHIeH3a-2-
CEJICKTUBHH HHXHOUTOpPH, Tpadpa na ce u3bgrea. [1o BpeMe Ha neuenune ¢ Humesnn nalmMeHTHTE
TpadBa na 6bAAT NOCHBETBAHM Ja CE€ BBb3ABPIKAT OT ynoTpebaTa Ha APYTH aHAIT€THLIN.

YepHoapobHy peakuuu
MMa pelikn c»O0LIEHNA 32 CEPUO3HH YepHOAPOOHM peakuK NP NpUIoKeHMe Ha Humesnn,
BKJIFOUHTEIHO H MHOTO PEAKH cnydau ¢ aTaneH nixos (BHxrte Touka 4.8). [Ipy naumenT™
KOHTO MO BpeMe Ha nevyenue ¢ Humesmn ce HabnroapaT CHMATOMM, CHOTBCTCTBALLM Ha
yBpexaane (Harnp. Oe3aneTuTre, rajese, NOBPbIUAHE, KOpeMHa O0Nka, OTNAaAHAJIOCT,




HuMe3ynua. Criell KpaTKoTpaiiHa eKCMO3MLKA Ha JIEKapcTBOTO ca ChoO11aBaHn YepHOApOOHH
YBPEXAaHHKs, B TOBEUETO ClyHaH o0paTHMH.

AKO NpH NAUWEHTH, N€KYBAHH ¢ HUME3YJIK/, CE MOBHLIM TEICCHATa TEMTIEPaTypa H/HJIK CE NOABAT
rpUnonofodHH CHMITOMM , TEPaNMATa TpAOBa Na ¢€ NPEYCTAHOBH.

["acTpoOMHTECTHHANHM PeaKLH

KbpBeHe OT croMalHO-4peBHMA TPAKT WAM YhllepaiMs/nepdopaiius, KOUTO MOoXke a ObJaT QaTajiHm,
ca AOKJ1a/iBaH# TIO BCAKO BpeMe Ha JieyeHreTo ¢ BeHuki HCIIBC, ¢ mnu De3 npeaynpeaUTeNny
CHMITTOMH U MPEAIECTBAINA aHAMHE3a 338 CEPUO3HH MACTPOMHTECTUHAIHH HEXeJlaHu ChONTHA.

PHCKBT OT CTOMALIHO-YPEBHO KbPBEHE, A3Ba 1M Nepdopatms € NO-BHCOK ¢ MOBHILIABAHE HA 103aTa
na HCIIBC, npuy naipeHTH ¢ aHaMHe3a 3a A3Ba, 0COOEHO aKo € YCJIOKHEHA ¢ KPhBOH3IHE WIH
nepdopauus (BUXKTe Touka 4.3) U B cTapyecKa Bb3pacT. Te3u nauueHT! Tpa0Ba ja 3anoyHar
NIEYEHHUETO C Bb3MOXKHO Hal-HUCKATa 103a.

KoMOuHMpanaTa Tepanus ¢ TPOTEKTUBHH CPEACTBA {HANPUMEP MH30NPOCTON MITH MHXHOUTOPH Ha
NPOTOHHATA NNOMIIA), TpAOBa Ja ce HMa NpeABM/I 3a TE3U NAlHeHTH, a ChIIO H 32 NAlHEHTH, IPH KOHUTO
CE€ Hajlara ¢AHOBPEMEHHOTO NPUIOKEHHUETO HA HUCKHU JO3H aCITHPHH WA APYI'Y NEKAPCTBCHU
MPOAYKTH, KOHTO MOBHINABAT TACTPOMHTECTHHAIIHUA PHCK (BHXKTE NO-10Y U Touka 4.5).

Ilpn nauMeHTH c aHAMHE3a 332 FACTPOMHTECTHHATIHA TOKCHYHOCT, 0CODEHO B CTapYECKa Bh3PacT,
TpsA0Ba Na ce NOoKaaBa BCeKH HeoOHueH abJOMHHAIEH CUMNTOM (M MO-CNEUUaiHO CTOMANTHO-YPEBHO
KbpBeHe), 0c0OeHO B HAYAJIHUTE CTAJHH Ha TEPAITHATA.

HsuckBa ce BHMMaHHE IpU NAUHEHTH €JTHOBPEMEHHO JIEKYBAHHM C JISKAPCTBA, KOUTO MOXKE Ja
NMOBHIIAT PHCKA OT YJILIEpaliHd WIH KbPBEHE, TAKMBA KAaTO NEPOpanHH KOPTUKOCTEPOHAM,
aHTUKOATYJIAHTH KaTO Bap(apHH, CeIeKTHBHH HHXHOUTOPH Ha 0OpaTHOTO 3axBalllaHe Ha CCPOTOHHHA
HJIM aHTUTPOMOOIIHTHH CPEACTRBA KATO aciMpyH (BHXKTE To4Ka 4.5).

1Ipu nosira Ha CTOMAaLLHO-YPEBHO KbPBSHE WIM 23Ba IIPH NpWiIoKeHHe Ha Humesnn neueHneTo Tpadsa
Jia e NpeyCTaHOBM.

HCIIBC tpabea pa ce npunarar ¢ ocobeno BHIMaHHe IPH TNaleHTH ¢ aHAMHE3a 3a
racTpOHHTECTHHAIHH 3ab0naBanua (yiuepaTvBeH Koaut WM donect Ha Kpon), Thi KATO TAXHOTO
CLCTOSHUE MOXE 1A ce BNOUIM (BHokTe Touka 4.8 HeskenaHu nekapcTBeHH peakuun).

KoXHM peakuum

MHoro psaako BEB Bpb3ka ¢ ynotpedaTta Ha HCIIBC ca onucaHy TexXKH KOXKHH PEeakKUH, HAKOH OT
TAX PaTaqHy, BKIKYHTENHO eKchOoauaTHBEH AepMATHT, CHHIPOM Ha CTHBBHC-/KOHCBH H TOKCHUHA
eMMACPMAIIHA HEKPOH3a (BHKTe ToUKa 4.8). PUCKBT 32 NAUHCHTHTE OT NPOABA HA TE3H PEAKLUH €
HaH-BUCOK B PaHHHTE NIEPUOAM Ha ieueHHeTo. HumMeznn Tpabra 1a ce npeyCcTaHOBH TpH NbpBa
NposiBa Ha KOXXHH OOPHBH, MYKO3HM JIE3MH HIIM IPYTH MPH3HALK HA CBPBXYYBCTBHTEITHOCT.
CboOluapatr ce cny4a Ha JIOKaH3upaH KOXKeH OOpHB OT JIEKAPCTBA H MEMKAMEHTH IIPH HUMESYHI.
Hwumesynun He TpsOBa f1a ce npuara 0THOBO NPU NAIWEHTH ¢ aHAMHE3A 3a JIOKAJIM3HpaH KOXKeH
0OpMB OT NEKapCTBa M MEAMKAMEHTH, CBbP3aH ¢ HUME3YiIujt (BX. Touka 4.8).

bbbpeyHo yepexxaane
ITpu nauuenTH ¢ OL0PEYHO HIIH CHPAEYBO YBpEKAaHe ¢ HeOOXOAUMMO BHUMAHHE, ThH KaTO

npunoxeHueto Ha HuMesun Moske na noseae no miiownapaHe Ha 6bOpeynaTa ¢yHkums. B ca
BJIOLIABAHE, JEUEHHAETO TPAOBA J1a ce NpeyCcTaHOBH (BHKTE ChILO TO4Ka 4.5).

ITauxenTuTe B cTApUECKa BB3pacT ca 0COOEHO NMOAaTAMBY HA HEXKENAHWTE eeKT Ha
CINELUANHO CTOMAWHO-YPEBHO KbPBEHE WK Nepdopaniua, KOWTO Morat aa obaar ¢a
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6bOpeuna, chpAeuna u vepHoapobHa QyHkims. [lopaau ToBa npH TSX ce NPEnopbUBaA MOAXOAZHIO
KJIMHUYHO HabmoaeHue,

T KaTo e BL3MOXKHO HUME3YNH/ Aa NOBAMAE TPOMOOUMTHATA (PYHKIMA, TpsAOBa Aa CE NpHiara ¢
BHMMaHHUe MpH NALMEeHTH C XeMoparuyHa AvaTtesa (BHkTe cbIno Touka 4.3). HesaBHcHMO OT TOBa,
HuMe3HII He e 3aMECTHTEN Ha aueTUICATMUMAOBATA KUCEJIHHA IPH NPOPHIIAKTHKA HA ChPJACUHHO-
CBJAOBH 3a0019BaHuA.

QOepTUAMTET

IIpunoxennero Ha Humesnn Moxke a Hapyii GepTHIMTETA HA )KEHATA M HE ce IIpenopbyBa Ha
YKEHH, KOMTO c€ ONUTBAT Aa 3abpemenesT. [Ipu keHu, KouTo umat npobdiieMH CbC 3aUEBAHETO WITH
PR U3CTIEABaHE HA IPUYMHUTE 3a OE3MIOAUCTO, TPAOBA Aa C¢ UMa IpEABK NPEYCTAaHOBABAHE Ha
nevenueto ¢ Humesun (BuxkTe Touka 4.6).

KapauoBackynapHH peakluu

Heobxoaumo € Ja ce oCUrypaT noaxonailo HabmoieHHe B KOHCYJITalyd 3a NalMeHTH ¢ aHaMHe3a 3a
XHMEePTOHHA H/WIIH JIEKA JIO YMEpeHa 3aCTOHHA ChpieuHa HELOCTAThYHOCT, Thil KaTo UMa ChOOLIEHHS
332 OTOLM M 33/IpBXKa Ha TEYHOCTH, ¢Bbrp3anu ¢ JeyeHneto ¢ HCHBC.

KnuHuuny npoyuBaHHs M eMTHAEMMOIONHYHA JaHHH NOKa3Bar, 4¢ ynorpedara Ha Hakod HCTIBC
(0co0CHO BBB BUCOKH JI03H H NPH NPOABILKUTEIIHO [IPUIICKESHHE) MOXKe 1a 0Ble CBbp3aHa ¢ JIEKO
NOBHLIEH PHCK OT apTepHaiHd TPOMOGOTHYHHA HHUHMAEHTH (HalpRMEP, MHOKapAeH HH(APKT HIIH
HHCYNT). HAMa NOCTaTRUHO JaHHH, 3a Ad C€ H3K/IKOUYM TaKbB PUCK NPH HUME3YIH/L.

IlanHeHTn ¢ HEKOHTPOJIHPaHa XUAEPTOHHS, 3aCTOMHA ChbpAEYHa HEAOCTATHYHOCT, YCTaHOBEHA
UCXeMHYHa O0J1eCT Ha CHpLETO, 3abosaBate Ha nepudepHUTE apTEPHH W/ MM MO3BYHO-CHJI0BA
bonect TpabBa Na ce leKyBaT ¢ HUME3YJIMJL CaMo Ciie BHUMaTellHO obmucnaHe. Takosa oOMucniaHe
TpsOBa Aa ce MPaBH Mpe/iy 3ancuBaHe Ha JILJITOCPOYHO JIeYeHHE Ha TIAIHEHTH ¢ PHCKOBH (aKTOpH 34
CHPAEYHO-CHAOBH 3a00ngBaHNA (HANp, XUNEPTOHUS, XHNEPITUIIMAEMHS, 3aXapeH quadeT,
TIOTIOHONYHIEHE ).

JleKapCTBEHMAT NPOAYKT ChABPKA 3aXapo3a.

[lauMenTd € peAKYU HACACACTBEH# NPOONICMH Ha HENOHOCHMOCT KBM PPpYyKTO3a, MIOKO30-FalaKTO3Ha
ManabcopOUMA MM 3aXapa30-u30MaliTa3Ha HEJTOCTATHYHOCT He TPAORA Ta NpMEeMaT TORA JIEKapPCTBO.
Humesnn Moxe fa yBpenn 3n0ure.

4.5 B3aumogeHcTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H IPYI'H (POPMH HA B3aAHMOAeHCTBHE

PapMaKoOUHAMUYHY 83GUMOOE HCIMBUA
HCIIBC moske Aa yeunsaT edekra Ha HAKOW aHTHKOATYIAHTH KaTo Bapdapul (BrxTe Touka 4.4). Hpu
NaLMEeHTH, JIEKYBAaIIH ce ¢ Bapdapuy W NOJAOOHH AaHTUKOArYIAHTH, KAKTO H aUETUIICAIHIIHIIOBA
KHACENHHa, € BAJIMIIE MOBHILIEH PUCK OT XEMOpArHuHH yCamkHenns nipu nedenre ¢ Humeszun. llopaan
TOBa Ta3H KOMOMHAIIKMA HE ce NpenopbyBa (BUXKTE Cbllo Touka 4.4) ¥ € IPOTHRONOKA3aHA NPHY
MMALMENTH € TEKKH KOArylauHOHHK HapylueHHs (BHKTe ¢hUlo TOUKA 4.3). AKO NPHIOXKEHHETO Ha
Ta3d KOMOMHa1IMs HE MOXe Jia ce W3berHe, ce Hajlara CTpOT KOHTPOJI HA aHTUKOAryJlaHTHATa
AKTHBHOCT.

Koptrkocrepounure, aHTUHTPOMOOHMTHHTE JIEKAPCTBA W CENEKTMBHUTE MHXMOMTOP# Ha 0OPaTHOTO
3axBallaHe Ha cepoToHKHa (SSRIs) Morat ga yBenuuar pucka OT CTOMALIHO-YPEBHA A3Ba HITH
KBPBEHE (BIOKTE TOUKA 4.4),

DapmaoOuHaMUYHU/PapMaKoKuHe muHY 83AUMOOHCIBUA ¢ QUYPeIUYU
Ilpn 31paBy MHAUBHAM, HUME3YHA BpeMEHHO Hamaspa eekTa Ha PypPO3EMMU] BbP
Ha HATPWH H, B M10-MAJIKa CTENEH, BLPXY €KCKPEUHATa Ha Kanui, U HaMalsaBa OTroB
THYPETHKA.




EnHOBpeMEHHOTO NIPUIOXKEHNE HA HUME3YIIHA H dypo3eMu BoAU 10 HamaneHue (¢ okono 20%) na
AUC (riomra nog KpuBata) U KymyJaTHBHATa eKCKpelius Ha pyposemu], O6e3 NoBnusaBaHe Ha
OBOpEUHHA MY KNHPBHC.

EnrospemMeHHOTO NpunoxeHue Ha gypozemua u Humesnn W3McKBa BHUMaHHE MPU NMALUEHTH ¢
HapylleHa Ob0pevHa UK chpaeyHa QYHKIMS, KAKTO € OIHCAHO B TOYKa 4.4.

Dapmark OKUHEMUYHY 830UMOEOCUHCINGUA C OPY2U AeKAPCNEa

HMma panny, ve HCIIBC nonuxkapat kKnMpbHCA Ha NIMTHIH, KOETO BOAM JI0 NOBHILCHHU ITA3MEHHU HHBa
Ha NWTHA U HHTOKCHKaums. Ilpu npeanuceade na HuMe3un Ha mauMeHTH, eKyBallH ce C JIMTHH,
HHUBATa Ha JIHTHA TpAOBA PeJIOBHO 1a ce TPOoCiIeasaBar.

In vivo ca DpOYYEHH H BepOATHH (PapMAKOKHHETHYHH B3aHMOJIEHCTBUS ¢ ITMOSHKNIaMK, TEOPHIINH,
BapgapHH, AUFOKCHH, LUMETHIAWH W aHTHALIMAHM JICKAPCTRa (HANp. KOMOHHALUA OT AJIYMUHHEB H
MarHesneB Xuapokcuia). He ca HabnoaapaHd KIIMHHYHO 3HAUMMM B3aUMOLCHCTRHUS.

Humesynnp nuxnonpa CYP2C9. [InasMerHTe HHBa Ha I€KapCTBATa, KOUTO Ca CYOCTpaTu Ha TO3M
€H3HM, MOTAT J1a C€ MOBHUIAT NpH €IHOBPEMEHHOTO UM NpuaoskenHe ¢ Humesnn.

HeobxonuMo € BHUMaHKWe, aKo HUME3YIH] Ce TIPHIAra Nno-paHo oT 24-51 yac npeay Wi ciel Jieuenue
€ METOTPEKCAT, Thil KaTO MOXKeE J1a ce NMOBHILIAT NAA3MEHHTE HUBA HA METOTPEKCAT W CNEA0BATEHO —
Jia C€ YBEJIHYH TOKCHYHOCTTA Ha TOBA JIEKapCTBO.

B pesynarar ot edexra cu BbpXy Ob0peUHHTE NpOCTArIaHInHH, WHXUOUTOPHTE HA
NIPOCTariaHAMHOBATa CHHTE3a, KATO HUME3YJIUJ, MOr'aT jia MOBHLIAT HePPOTOKCHYHOCTTA Ha
LUMKIOCTIOPHHUTE.

Edexm na opyzume aexapcmea evpxy numesyiud

In vitro npoy4Banus NOKA3RaT H3MECTBAHE HA HUME3YJIMA OT MecTaTa Ha CBEP3BaHE OT TONOYyTaMun,
CAJIMIMJIOBA KHCETTHHA M BanmpoeBa kucennna. HesaBucuMo oT BE3IMOXKEH e(heKT BbPXY ITa3MEHHTE
HUBA, TE3H B3aUMOJEHCTBHA HE NOKA3BaT KIMHHUYHO 3HAYEHHE.

4.6 PDepTHIHTET, OPEMEHHOCT H KbpMeEtie

bpeMeHHocT
HMuxubupanero Ha nmpocrarnaHAMHOBAaTa CHHTE3a MOXKE Ja HABpeRH Ha OpeMeHHOCTTa W/MIM Ha
eMOprodeTaIHOTC pa3BHTHE. JlaHHM OT €AHACMHONOTHYHHE MPOYUBAHUSR NOpPaXKAAT CHMHEHHETO 3a
MOBHILEH PUCK OT CIIOHTaHeH abopT W OT ¢hpaeyuHa MandopMalis # raCTpOCXU3HC cliell ynoTpedara
Ha MHXWOWTOpHM Ha IpocTarnaHayHOBaTa CHHTE3a B paHHMTE CTaguH Ha OpeMEeHHOCTTa.
AOCONIOTHHAT PHCK 3a CHPAEYHO-CBLAOBA Mandopmaliis € MOBHIIEH OT No-Maako oT 1% Ha OKojo
1,5%. Cunra ce, ye pPHCKBT c¢ MOBHIIABA C [03aTa W TIPOABIDKHTEITHOCTTa Ha TepanuaTa. llpw
JKHBOTHH NPHJIOKEHUETO HA MHXWOHUTOPH Ha NPOCTArIaHAMHOBATA CHHTE3a BOAM A0 3ary0a Npely H
Clle]] UIMILIAHTHPAHEeTo Ha Mnojaa ¥ eMOpuodeTanHa CMBPTHOCT. B JonmbiHeHHWe Ha TOBa, YBEJIHYEH
Opoit ctyyan Ha pazIMYHK BHIOBE Majl(hOpMAaIiH, BKIIOUNTEIHO ChPAEeYHO-CBIOBH, Ca CHOOIABARU
NpH >KHBOTHH, NpUEMallld HHXUOUTOPH Ha NMpocTarlaHgHHOBATa CHUHTE3a MO BpeMe Ha NepHoia Ha
opranorere3a. Ot 20-ta cenmyiia Ha OPEMEHHOCTTA HATATHK, YNOTpedaTa HA HUME3YNUJ MOXKE 1a
NPHYUHM OJIMTOXUAPAMHHOH B pe3yliTaT Ha HapylieHue Ha O6nOpevnaTta ¢ynkuus Ha ¢eryca. Tosa
MOXE [a C€ CAYYH CKOpO clle[l 3aro4yBaHe Ha JieyeHHeTo M OOHKHOBEHO ¢ oDpaTMMO npH
npekpaTaBaHeTo My. B nombiiHeHue, Bma choOlIEHHA 3a CTECHABAHE HA AYKTYC apTepHO3YC Ccllef
JIEYEHHE MPEe3 BTOPHA TPUMECTBLP, TIOBEYETO OT KOWTO OT3BYYABAT CNEJ NMPEKPATIBaHE HA JICYEHHETO.
Ilopagu TOBA, NO BpeMe Ha ITbPBUA W BTOPHSA TPUMECTHP Ha OpeMeHHOCTTa, He TpaOBa Aa Ce npuema
HHUME3YIIHA, OCBEH AKO HE € CTporo HeoOxonum. AKO ce Hajlara Tepanus ¢ HUMe3yJlM IIpH KEHa,
KOATO CE ONMUTBA Ja 3adpemeHee WIH € B ITbPBH WIH BTOPH TPHMECTBP OT OPEMEHHOCTTA, A03aTa
TpsA0Ba Na € Bb3MOKHO Hai-HHCKa 3a Bb3MOXHO HaM-KpaTKoO BpEME.
Cnea eKCro3uilng Ha HUME3YNHA B TIPOALJKEHHE HAa HAKONKO AHHW oT 20-tar
HaTaTbk Tpa0Ba Na ce OOMMCAH aHTEHATANHO NpOCEAABaHE 3a OUTOXUAPaM




ductus artertosus. Humesynun TpsOra 1a ce NpeycTaHOBH, aKko ¢€ YCTAHOBH OJIMFOXUAPAMHHOH HIIH
cTecHABaHe Ha ductus arteriosus.

Ilo Bpeme Ha TpeTH TPHMECTBD HA OPEMEHHOCTTA, BCHUKH HHXHOUTOPH Ha
MPOCTarnaHAUuHOBATA CUHTE3a MOXKE [a U31arar rnjiojia Ha:

. KApJHO-NYJIMOHANHA TOKCHYHOCT (MPEekICBPEMEHHO CTeCHABaHe/3aTBapaHe Ha
AYKTYC apTepuo3yc H 6enoapobHa XMUTIEPTOHUA);
. O0BOpeuHa aMcdyHKUHA (BHK NTO-TOpE),

a MAaHKaTa ¥ HOBOPOJEHOTO B Kpas Ha OpeMEeHHOCTTa J10:

. Bb3MOXKHO YABJDKaBaHE Ha BPEMETO Ha KbPBEHE, AHTHATPETaHTEH €(EeKT, KOHTO MOXKE Ja Ce
NpOSBX LOPH W TIPH MHOTO HUCKH J103H;

. NOATHCKAHE HA POAWIHHTE KOHTPAKLIMK, KOETO BOAM AO MO-TPYAHO H 10 NI0-NIPOJXBIDKHTEIHO
paXkaaHe.

CrenoBaTenHo HUME3YITH/L € NPOTURONIOKA3AH T10 BpEMe Ha TPETHA TPHMECTEP OT
OpemennocTTa (B T. 4.3 U T. 5.3).

KnpmeHe
He € H3BECTHO Nanu HUME3YRK ce eKCKpeTHpa B kbpmaTa. Humesnn € nporusonokasaH rnpH
KbpMEHe (BHKTe TouKa 4.3 1 5.3).

4.7 EdexTn Bppxy cnocofuoctra 3a wrodmupane u padora ¢ MAainun

Jluncear nipoyyranud 3a edekra Ha HuMmesznn rupxy crniocobHoctTa 3a wodupaHe U padbora ¢
MaulMHH. He3aBMCHMO OT TOBa naliMEHTHTE, TIPHA KOKTO c€ HabmoaaBa 3aMasHOCT, CBETOBbPTEX UITH
CHHJIMBOCT cie/ ApuiokeHne Ha Humesun, TpsaOsa fa ce BB3ABpAAT OT WodHpaHe K padoTa ¢
MAaILMHH.

4.8 Heskenanu nekapcrBeHn peakuHu

H30poeHnTe HexeNlaHH peakiiMM ¢a Bb3 OCHOBA HA KOHTPOJHPAHH KIMHHYHH NIPOYYBaHHA* (0KONO
7800 mauyeHTa) ¥ OT NOCT MapKETUHIOBH HAOMIONEHH, KaTO CIIOpe] YeCTOTATa Ce KilacH(pHLMpaT
Kato MHOTO uecTu (>1/10), uectn (=21/100, <1/10), nedectn (>1/1000, <1/100), peaxu (=1/10000,
<1/1000), muoro peaxu (<1/10000), ¢ HensBecTHa YecToTa {OT HANMUYHUTE TAHHW HE MOKEe na Obae
HanpaBeHa OLIEHKA).

Hapywenus na xpvema Penxu Anemus’
Eosanodunus’
MpHoro penku | TpomGouuToneHMus
[TaruMTONCHHA
Ilypnypa
Hapywenusn na umynnama cucmema | Peaku CBpPBX4YBCTBHTENHOCT
MHoro peaku | AHadunakcHs
Hapyuenus na memabonusma u Penku XunepkanHeMus
XPAaHeHemo
Heuxuwunu napyenus Penxu TpepoxnocT
Heperoct
Kommapu
Hapywenus na nepsuama cucmemd HeuectH 3aMasHOCT
Mmnoro penxu | 'magobonue
CBHIUBOCT
Enuedanonatus (cHuapo
Hapywienus na ouume Peaku 3aMbIJICHO 3PEHHE
MHoro peaxH | 3putenHy HapylueHHs
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Hapywenus Ha yxonio u aaoupunma

MHoro pejky

CReTOBLPTEK

Copoeunu HapyuleHus

Penxu

Taxuxkapans

Cvoosu HapyuieHus

Heuecty

XWUnepToHua’

Penxu

KpbBoM3IMB'
Konebanns B KpbBHOTO HANATAHE
[opeiuy BLIHH

Pecnupamopuu, 2pvonu u
MeOUACUHATHY HAPYULEH U

HeuecTH

Jlucnues

MHoro penku

AcTMa
bpoHxocnazsm

Cmomauno-ypeen HapyeHus

YecTH

JMuapus’
lanene”
IloBpbmane’

Hevectn

CTOMAalIHO-YPEBHO KBPBEHE

A3Ba Ha ABaHACCETONPHCTHUKA K
nepdopaums

CroMawna g38a » nepdopanvs
3anex’

Gnarynenuua

Tactpur’

MHoro peakn

KopemMna Gonka
Jyucnencus
CroMaTuT
MeneHa

Xenamobunuapru HapyueHus

(rx. 4.4. “Cneunanau
NpeaynpexASHAA ¥ NPeNNa3HH MEPKH
npH ynotpeba™)

YectH

[loruiieHn YepHOApOOHH €eH3HMH

MHoro penku

Xenarur

QYIMHHAHTEH XENAaTHT ( BKJIFOUHTENHO €
(daTaNCH H3XON)

JKenTennna

XojecTasa

Hapywenus na xoxcama u
ROOKONCHONIE MBbKAH

HewectHn

Crpbex
O6pue’
[ToBHIIEHO H3NOTABAHE

Penku

Eputema’
HepMatut

MHnoro penku

Yprukapus

AHTHOHEBPOTHUYEH OTOK

DayuaneH OToK

Epurema myntudopMme

Cunapom Ha CTHBBHC-/PKOHCEH
Toxcruna envaepmaiina HEKPOJIH3a

C Heu3BecTHA

JlokanuaupaH KoxeH OOpHB OT JICKapCTRa U

4YeCTOTa MeOHKaMeHTH (BxK. Touka 4.4)
*
Hapyuienus na 6vopeyume u Penkwu Huzypns
HUKOYHUME Nomulyd Xemarypus’

PereHima Ha ypHHa

M#uoro peakn

brOpeyHa HEAOCTATHYHOCT
Onuroypns
HMuTtepctunimaien HepHT

Obwu Hapyuwienus

HeuectH

*
OToK

Penkm

06110 HEPA3NOIMKEHHE
ACTEHHS

Mmnoro peaku

XHUNOTEPMHS

YEeCHIOMAmMAa ce OCHOBABA HA OOHHN OM KIUHUYHU RPOYVHGAHUA




Haii-uecTuTe HeKENAHU TIEKAPCTBEHU PEAKLIMKM €a OT rACTPOMHTECTHHAJIEH Tipomsxoa. Moxe na ce
Habmoaaeat NenTHYHA A38a, nepdopaliig UK racTPOMHTECTHHAITHO KbpPBEHE, MOHAKOTa (PATAIIHY,
0CODEHO B CTapuecka BbL3pacT (BHkTe Touka 4.4). Cnen npuioKeHHe ca ¢bodliaBaHu rajicHe,
NOBPBLUAHE, AHAPUS, PAaTyNeHUHA, 3aNeK, NAcNeNcus, KopeMHa DolKka, MeleHa, XeMaTeMe3HC,
yIILepaTUBEH CTOMATHT, ek3auepbaumns Ha konut 1 Sonect Ha KpoH (Brxre Touka 4.4 Cneunaniu
NpeRynpexxAcHUA ¥ Npe/inazHu Mepky npy ynotpeda). ITo-paako ¢ Habaronapan racTpur.

bynosnu peakiH, BKIOUYHUTENHO CHHAPOM Ha CTUBBHC-/[PKOHCBH W TOKCHYHA eNMHAepMaliHa
HEKpOn3a (MHOIO pAaKo).

MMa cbobiirenns 3a OTOLM, XMITEPTOHMA M ChPACYHA HEAOCTAaThYHOCT, CBBbP3aHi ¢ ynoTpebara Ha
HCIIBC.

KiuHUYHY npoyYBaHKMS W €NHACMHUONOIMYHH JaHHH NIOKA3BAT, ve ynotpebara Ha Haxon HCIIBC
(0c0OeHO BBB BHCOKH A03M H NPH IIPOABIKUTENHO JIeUeHHE) MOXKe Aa CE CBbpaKE € [IOBHILICH PUCK OT
apTepyaJHd TPOMOOTHYHE HHUMAEHTH (HanpuMep MHOKapeH HHPapKT WIKX MHCYNT) (BHXKTES TOUKA

4.4).

Cpo0IniaBaHe HAa NOAO3UPAHH HE)KEJIaHH Peaklvu

ChoDIaBaHeTO Ha MOLO3UPAHM HEXXKEJIAaHH PEAKLHHU Clle]l pazpellaBaHe 3a ynorpeba Ha NeKapCTBEHHA
NpoAyKT e BaxxHO. ToBa 103B0JIgBa Aa APOALIKH HabIIOAEHHETO Ha CHOTHOLIEHHETO 10134/PUCK 32
JIEKapCTBEHUA NPOAYKT. OT MEIMUHHCKHTE CIIEIHAANHCTH ¢e H3HCKBA Jla ChoOI1aBaT BCAKa
NIOAO3Mpana HeXXeJlaHa peaklius ypes HallMoHaJIHa CHCTeMa 3a ChoOllaBRaHe:

H3nbnHATENHa areHUMsA 1O eKapeTrara

yi. ,,Jlamsan [ pyce” Ne 8

1303 Codpus

Ten.: +359 28903417

yeOcaiiT: www.bda.bg

4.9 IIpexosnpane

Cumnromute cnen octpo npenosupade ¢ HCIIBC ce orpaBn4yaBat 0OMKHOBEHO 210 JIETAPFHA,
CBHHIIMBOCT, rafieHe, MOBPbLIAHE U O0NKA B ENHUracTpHyMa, KOUTO I10 TIPUHIKI ¢a 00paTHMH cliejl
puJlaraHe Ha nojJUNbpakauiy Mepxu. Moske nia ce Habnro/lapa KEPBEHE OT CTOMALHO-YPEBHUS TPAKT.
Panxo Morar aa ¢€ nposBsaT XunepToHus, octpa OLOpedHa HeROCTATHYHOCT, MOTHCKAHE HA AMIIAHETO
M KoMa. AHa(UIaKTHYHN pPeaKiMH ca NOoKNaABaHH clien ynorpeda Ha Tepaneptudnu go3v HCIIBC,
KaTO MOTAT [a C€ MOSBAT H CJie MPeao3HpaHe.

Cnen npenosupane ¢ HCIIBC Tpabea aa ce npiioku CMMOTOMATHYHO H NOAABPXKALIO JICHUCHHE.
Hsama cneumuuny aHTHaoTi. Hama HdopMalusa najin HUME3YIHIL MOXKE Ja C€ OTCTpaHH upes
XeMOAHanu3a, HO NopaJld BUCOKATa CTENCH Ha CEbP3BaHe ¢ IIa3MeHHTe npoTeMHn (o 97,5 %) ce
CYHTA, Y€ fIpY NpeAO3Hpale AHaH3aTa HAMa J1a € eQeKkTHBHA. Moxe Ja ce NIpeAu3BHKa NOBPBIIAHE
W/MNK J1a ce IPUJIOKH aKTHBEH BbIieH (60 no 100 g npu B3pacTHU) W/HIM OCMOTHYHH ITypraTHBH
NpH NalMEHTH CbC CHMIITOMHU 10 4 Yaca Cliel IPHNOKESHUETO WM CNeJl IIPEI03HPaHe ¢ BACOKH 03H.
dopcupana Anypesa, alkalld3alus Ha yPUHATA, XeMOAWAIM3a WIA XemMonepgysusa MoraT f1a He 6baar
e(peKTHBHH NIOPaHM BHCOKATA CTENEH Ha CRLP3BaHE C INTA3MEHHUTE MMPOTEenHH. TpadBa fa ce
npocnenssat ObOpedHara n yepHoapobHaTa PyHKUMA.

5. GAPMAKOJIOTUYHH CBOHCTBA
5.1 PapMaKoAHHAMHAYHH CBOHCTBA

®apMmakoTepaneBTHUHA rpyna: JIpyru NpoOTHROBL3INANHTE/IHK M aHTHPEBMATUUHM JIeKap
HecTepouauu, ATC kon: MO1AX17

MexaHH3BM Ha JcHcTBHE




HuMe3ynua € HECTEPOMIHO NPOTHBOBLINAIUTENHO JIEKAPCTRBO ¢ AHANMETHUHH U aHTHITMPETHYHHA
CBOHMCTBA, KOETO ACHCTBA KaTO MHXHOWTOP HAa €H3HMa Ha NpoCTarjaHiHHOBaTa CHHTE3a -
LHMKJIOOKCHI€HA3aTa.

5.2 DapMaKOKHHETHYHH CBOHCTBA

AbcopOiius

Humesynuzg ce abcopbupa nodpe cnen nepopanHo NpUIOKEHHE.

Cnen eqHokpaTHO npuiokeHue Ha 100 mg HUMe3yIua Npy BL3PACTHH, MAKCHMAaJIHU I171a3MEHH HHBA
oT 3-4 mg/l ce nocturar cnena 2-3 waca. AUC = 20-35 mg h/L. HaMa cTaTHCcTHUECKH 3HAYHMH
PA3NUKH MEXAY T€3H CTOMHOCTH M Te3U, HabMoAaRaHM criel npuiiokeHke Ha 100 mg nuMe3ynua aea
IIBTH JHEBHO B NIPOALIIKEHHE Ha 7 JHH.

Pasnpepenedue
Cpbp3Bate ¢ NIa3MeHMTe NpoTentn 1o 97,5 %.

Buorpancdopmating

HHM€3YHHH ce Me’raﬁonmupa CKCTE€H3HBHO B UCPHUA ,ﬂpoﬁ O MHOXKECTBO ITbTHINA, BKIIKOYBAIIH
uuroxpoM P450 (CYP) 2C9 uzoensumu. Eto 3amo Tpabea na ce MMa nNpeaBHA BE3MOKHOCTTA 34
JIEKapCTBEHH B3aUMOJCHCTRBUA B Cliyyaii Ha eIHOBPEMEHHO MPHIOKEHHE C JIEKAPCTBA, KOUTO C¢
meTabonuzupar upes CYP2C9 (BuxkTe no-nony Touka 4.5). I J1TaBHHAT META0OIHUT € napa-XHAPOKCH-
NIPOM3BOAHO, KOETO CHILO € (hapMaKoJOrU4HO aKTHBHO. JIATEeHTHHUAT NMEpHO/ 3a NOABABAHE Ha TO3M
META0OJIMT B LIMPKyJlanMaTa ¢ kpaTbk (0kono 0,8 yaca), Ho kKOHCcTaHTaTa My Ha 0Opa3yBaHe He €
BHCOKA U € 3HAYUTENHO NIO-HUCKA B CPABHEHUE ¢ KOHCTAHTATA HA PE30pOLIHA HA HUMEIYINA.
XHUAPOKCU-HUMEIYIHJL € €IHHCTBeHUAT MeTa0OHT, KOHTO ce OTKPHBA B M/1a3MaTa W € MIOYTH HAN'BLJIHO
KOHIOTHpaH. 11,2 e Mexay 3,2 n 6 yaca.

EnuMunupaHe

HuMmesynua ce ekckpeTHpa rinapao ¢ ypudara (okono 50 % ot npuiioxkenara 103a).

Camo 1-3 % OT BEIMECTBOTO C& eKCKPETUPA HEMPOMEHCHO. XHAPOKCHHUME3YIIU, MAaBHUAT
MeTaboNMT, C€ OTKpHBA caMo kaTo rmokypoHaT. Okono 29 % ot ao3ara ce eKcKpeTHpa cne
MeTaboNM3HpaHe BBE deueca.

KuHeTHuHnAT 1Ipodut Ha HUIME3YNH He CE€ POMEHsA NPHU XOpa B CTAPYECKa Bb3pacT Ciiefl 0CTPO WM
XPOHHYHO MPUIIOKEHHE.

I1pH ocTpo NpOBEACHO EKCTICPHMEHTAHO NIPOYYBAHE IIPH MALMEHTH C JIEKO 10 YMepeHo 0BOpeyHo
yBpexkaaHe (KpeaTHHHHOB KnupbHC 30-80 ml/min) cnpaMo 3apaeH A00pOBOJILM, MAKCHMAJTHHTE
MJ1a3ME€HH HHBA HUME3YJIH] U HETOBUTE OCHOBHH MeTaDOTMTH HE Ca TO-BHCOKH, B CPABHEHHE ChC
sapasyd HHAUBUAN. AUC U T12 vera ca ¢ 30 % 110-BHCOKH, HO BHHArd B PAMKHUTE HA KHHCTHYHHUTE
CTOMHOCTH, Ha0MIOAABAHH 32 HUME3YITH TIPH 34paBy 406poBosi. MHOroKpaTHOTO NPUAOKEHHE He
BOAH A0 aKYMYJIHpAHE.

Humesynun e npoTHBROIoKa3aH NpH NallMeHTH ¢ 4epHoapobHO yBpexaaHe (BHKTe Touka 4.3).

5.3 IIpeAKITHHHYHN JaHHH 32 0e30MACHOCT

IpeakiHHHYHHTE JaHHU, B3 OCHOBA HA KOHBEHIIMOHAITHH NPOYYBaHus 3a (papMakosorid Ha
De30nacHOCT, XPOHUYHE TOKCUYHOCT, FEHOTOKCHYHOCT U KaHIEPOT€HEH NOTEHLMAN, HE NTOKA3BAT
cneuudrueH pUCK 3a Xopa.

I1pn npoyusanus 3a XpOHUYHA TOKCHYHOCT, HUME3YJTH/| FIOKA3Ba FaCTPOMHTECTHHAIIHA, O
uepHoApoOHa TOKCHYHOCT. B npoyuBanni 3a penpoJiykTHBHa TOKCHYHOCT, TIPH 3aHLL
TUTEXOBE, ca HAaDMOAaBaHH eMOPHOTOKCHYHHU W TepaToreHHH edekTH (Mandopmarl
AWaTalUHs HA MOZBYHUTE BEHTPHKYIIM) MPH 03U, KOUTO HE ¢a TOKCHYHM 3a Maii
ce HaOJII0AABA MOBHILEHA CMBPTHOCT Ha MOKOJICHHETO B PaHHHS MOCTHATAJIEH ne]j@
OKa3Ba HeXENaHH eeKTH BbpXY GepTHIHTETA. BN Sk
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6. PAPMAIIEBTUYHHA JAHHHA
6.1 CHHMCBK HA NOMOLIIHHUTE BellecTBA

3axap033, [IOPTOKATOBA CCCHLWA, THMOHCHA KHCCITHHa 6&3BOHH3, ManToOACKCTPHH, MaKpOIroll
KCTOCTCapun €TEp

6.2 HecnBMecTRMOCTH

Hsama.

6.3 CpoK Ha roanocT

3 rOAHHH.

6.4 CnensalHH YCIOBHSI HA ChXpaHenHe

Ja ce na3u OT CBeTNMHA, BlIara ¥ U3TOYHMIIM HA TOIJIMHA,

6.5 BHa H cbABpKaHAE HA ONIAKOBKATA

['panynu 3a nepopanna cycnensus. Cairera oT XapTua/anyMuHHi/ nonueTwien. Calerara v
AMCTOBKATA 3a NAl{MEHTA Ca MOCTABCHM B KapToHeHa KyTHs. Beska xyrua cpabspxa 9, 15 min 30
caiera ¢ o 100 mg uumesynua.

He Bcuukm BUJI0BE OnakoBKH Morat aa 6bAat MycHaTH B npoaaxoda.

6.6 CrenHa/HH IPeANa3HH MepKH NPH H3XBLPJsiHe u paboTa

Hsima crienmanun M3HCKBaHUS 34 U3XBbPIISIHE.

HewnznoizpaHuar JCKAPCTBCH NPOAYKT HNH OTHAABYHHTS MATEPHAIIH OT HETO T[JHﬁBa na cc
W3XBBPJIAT B CHOTBCTCTBHE C MCCTHHUTC USMCKBaHUNA.

7. INPUTEXATEJ HA PABPEILIEHUETO 3A YIIOTPEBA
Laborator1 Guidotti S.p.A.

Via Livormnese, 897
56122 P1sa — La Vettola, Mranus

3. HOMEP HA PASPEIIEHHETO 3A YIIOTPEBA

20000819

9. HATA HA IIBPBO PASPEHIABAHE/ITOJHOBABAHE HA PA3SPELI
YIHHOTPEBA

Hata Ha nbpBo paspewasane: 21.12.2000 r.
Harta na nocnenno nogHoesaBaune: 27.05.2011 r.
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10. JAATA HA AKTYAIIN3UPAHE HA TEKCTA

09/2022




