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' To3M JIeKkapCcTBEH NPOAYKT NOIEKH HA AONBIAHKUTENHO HaOaoaeHue. Tosa e no3posin 0Obp30TO
yCTaHOBSIBAHE Ha HOBA MH(popMaLMs 0OTHOCHO Oe3onacHocTTa. OT MEIMIIMHCKUTE CTIEIIMATIUCTH Ce

M3MCKBA J1a cbOOLIABAT BCAKA MN0103MPpaHa HEXKElaHa peakiivs. 3a HauMHa Ha choOlllaBaHe Ha
HEe)KeJIaHU pPeakLMK BUXKTE TOYKa 4.8

1. HUME HA JJEKAPCTBEHHUA INIPOAYKT

Ckynekca 75 mg/25 mg ¢uamupanu tabneTku /9 L&D /7;2
Skudexa 75 mg/25 mg film-coated tablets

A0427  17-0- N

2. KAYECTBEH U KOJIMMECTBEH CHCTAB

Besika Tabnetka chbabpaka: 75 mg Tpamanonos xuapoxiopuz (tramadol hydrochloride) n 25 mg
nekckeronpoden (dexketoprofen).
[lomouiHHM BellecTBa ¢ U3BECTEH e(peKT: BCaKa TabseTka cbabpxa 33,07 mg KpockapMeno3a HaTpUH U

1,83 mg HarpueB creapusdymapar.

3a IMbJIHUA CITUCBK HA NMMOMOLLIHUTE BELIECTBA BHIKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmMupana TabneTka.

Ckyaekca: no4ty 0enu 10 01ea0KbATH, MPOABLIATOBaTH, (PUIMUpPaHHU TAONETKH C ACTUTE/IHA YepTa OT
e/lHaTa cTpaHa U BAJIbOHATO peliehHo o3HaueHue ,,M™ ot apyrara. Pazmepure Ha ¢puiMupaHara
TabseTka ca IbJDKHHA OKOJIO 14 mm M luMpyHa 0Kos10 6 mm.

JlenuTtenHara yepra € caMo 3a YJeCHsIBaHE Ha CUYNBAHETO C L€ M0-JIECHO MNOIJIblaHe, a He 3a

pas3/ie/isHe Ha paBHH JI03H.

4. K/IMHUYHU JAHHH

4.1. TepaneBTHYHH NOKA3AHHUA

CUMNTOMATHYHO KPATKOCPOUYHO JIEYEHUE HA YMEPEHA J10 CHJIHA ocTpa D0JIKa MPH Bb3PACTHH
MalMeHTH, NMPH KOUTO DOIKaTa U3UCKBA KOMOMHALIMS OT TPamMaji0Jl U eKCKEeTOnpodeH.

4.2. J103MpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3npoBka

[IpenopbunTenHara j103a € eaHa puiaMupaHa tablieTka (EKBUBaJICHTHA Ha 75 mg Tpama0/10B
XUAPOXJIOpUA H 25 mg nekckerornpoden). [Ipu HeoOxoaumoct Moke 1a ce npuemat J0NbJIHUTETHH
J1034 Mpe3 MUHHUMAaJIEH uHTepBaj oT 8 yaca. Obuiara jiHeBHa 103a He TpsOBa a HaJ/IBULLIABA TPH
(unmupanu TabneTku AHEeBHO (KOETO ChOTBETCTBA Ha 225 mg TpaMa0JI0B XHAPOXJIOpHUI M 75 mg
NEKCKETONPO(EH).

CKy/ieKca e npe/iHa3HayeH 3a KpaTKoCpoUyHa yrnorpeda v JieYeHHETO TpsaOBa CTPUKTHO J1a C€ OrpaHHYH
110 NEepHoa, Npe3 KOWTO KMa CUMIITOMHU, U BbB BCUUKHM CJlyvau Jla HE IpeBHllIaBa 5 1HHU. B
3aBUCUMOCT OT MHTEH3UBHOCTTA Ha OoJIkaTa ¥ TepaneBTHYHHA OTIOBOP Ha NnauueHTa TpsdBa Aa-ce-
OOMHMCIIM NpeMUHaBaHe KbM 00e300/19BaHe ¢ MOHONpeEnapar. 7P\ AUl
HeskenanuTe JieKapCTBEHHW peaKLIMK MOraT J1a ce CBeJaT 10 MUHMMYM 4pe3 M3I10J13BaHe ﬁ’a"ﬁaﬁ—ﬁiﬂnm

OpPOH Z103H 3a HaH-KpPaTbK NEPHO, HEOOXO/IUM 3a KOHTPO.1 HA CHMNTOMUTE (BK. TOUKa 4.4).
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Hayuenmu ¢ cmapuecku gv3pacm:

[1pu naumneHTH B CTap4ecka Bb3pacT HAYaHaTa NpenopbyYKuTeHA A03a € €aHA (puIMUpaHa TableTKa;
ako € HEOOXOAUMO, MOKE [1a ¢ NPUEME AOMBbIHUTENHA 1032 MPe3 MUHKMAJIEH HHTEepRan OT 8 yaca,
KaTo He ce npeBUlIaBa ob1aTa IHEBHA 103a OT 2 punMupaHu Tabnetku (cboTsBeTcTBaluM Ha 150 mg
TpamMagoyios xuapoxiopua v S0 mg aekckeronpodgeH). Jfozara Moxke faa ce yBeaUun 10 MaKCHManHara
ot 3 ¢unmMupaHn TabneTkn AHEBHO, NPENOPBYHTENHA 32 o0lnara nonynauus camo Clej KaTo ce
MOTBbPAU J00Opa 0611a NOHOCHMOCT.

HanvyHWTE JaHHKW NpU NALUEHTH Haa 75 rOQUHKU ca orpaHyueHH, eTo 3aulo Ckynekca TpadBa ga ce
H3MO/3BAa ¢ BHUMAHME TIPH TE€3H NAaUMEHTH (BX. TOUuka 4.4).

Yeproopobro yepescoane:

[aunenTuTe € N1€KO A0 YMEPEHO HapyLUEHUE Ha yepHOAPOOHaTa pyHKuMA TpAOBA Ja 3anovHar
Tepanuara ¢ no-mansk 6poit 203U (0buia AHeRHA no3a OT 2 punMupanu Tabnerku Ckynekca) H aa
Obaat HabnlonaBaHH BHMMATEHO.

Ckynekca He TpaOBa aa ce U3NO0MA3Ba MPU NALMUEHTH ¢ TEXKH HapyLlieHNA Ha YepHOAPOOHHUTE PYHKLIMH
(XK. TouKa 4.3).

bvbpeuno yspescoane.
Hauannara obia nHeBHa ao3a TpabBa aa ce Hamanu Ao 2 tabnetku Ckyaekca NPy NaLMEHTH C JIEKO
yBpexaane Ha ObOpeyHaTa GpyHKUMS (KpeaTHHUHOB KIUpBLHC 60 — 89 mi/min) (Bx. Touka 4.4).

Ckyaekca He TpsaOBa [a ce U3N0A3Ra NP MALUEHTH ¢ YMEPEHOo A0 TEXKKO HapylueHHe Ha OnOpeuHara
¢yHKLUS (XpeaTHHHHOR KIHpBHC < 59 ml/min) (Bx. Touka 4.3).

Ileouampuuna nonysayus.

be3zonacHocTTa H epkacHOCTTa Ha CKyAeKca NpU Aeud W IOHOWM He ca ycTaHoBeHW. Hama Hanuunu
NAHHH.

ETo 3amo Ckynexca He TpsORa fa ce NpHiara npH Jeua ¥ IOHOMIH.

HaydH HA NpUIOKEHUE

[lepopanHo npunoxenue.

Ckyaekca TpsaOBa ha ce NONTbLIA C AOCTATEHHO KOJIMYECTBO TEHHOCT (Hamp. €AHa Yatlia Boja).
EnHOBpeMEHHOTO NpHNIokKEHHE ¢ XpaHa 3a0aBs ckopocTTa Ha abcopOiuus Ha JIeKapCcTBOTO (BX.
Touka 5.2). 3a no-0bp3 edekT TabneTkuTe MOXKE Aa ce NpueMar Hai-Manko 30 MUHYTH npeny
XpaHeHe.

4.3. IIpoTHBONOKA3AHNSA

Tpabsa na ce B3eMaT npeasua NpoOTHBONOKA3aHUATA, CHOOLIEHH 32 AeKCKeTONPOdEH U TpaMaloJl
KATO OTAEJIHH KOMOTTHEHTH,

Hexckeronpogen He TpAbOBa Aa ce npuiara B CNEAHHUTE CYYaH:
® CBPBXUYBCTBHUTENHOCT KbM NEKCKETONPO(EeH, KbM HAKOE APYTO HECTEPOUAHO
npoTHBORB3NANUTENHO cpeacTBo (HCTIBC) nnu xuM HAKOE OT NOMOLIHHUTE BELLECTBA,
U3bpoeHu B Todka 6.1;
® MAHWEHTH, NPH KOUTO BEWECTBA CHC CXOAHO AeHCTBHE (Hanp. aUSTHICANUMLIUIIOBA KUCENHHA
niu HCIIBC) npoBokupar npucTbhny Ha actMma, OpoHXocnazbM, OCTbP PHUHHT WM IPHYHHABAT
IMOJIKIIK B HOCA, YPTHUKAPHUA WK AHTHOHEBPOTHYEH OTOK;
® M3BECTHH pEaKUUWM Ha poToaneprus HaN GOTOTOKCUYHOCT MpH JIeueHHe ¢ KeTonpodeH wim
(ubparu;

® [aUHEHTH C aKTUBHA NENTHYHA A3Ba/CTOMALLHO-YPEBEH KPBBOM3IUB WIH C aﬂamg@@qq@, "
. PJ [
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WJEH NeEp@opaLns, CbNPOBOACHN CbC CTOMALIHO-UYPEBHO KbPBEHE;

® TMAUMEHTH C aHaMHe3a 3a CTOMALHO-YPERHO KbPREHE WK nepdopauus,
npeaxoana tepanua ¢ HCIIBC,;




ALHEHTH C XPOHHYHA AUCTIENCHS;
NallHEHTH C IPYTrO aKTHBHO KbPBEHE MM HAPYLIEHHUA B KPBbBOCHCHPBAHETO;
naireHTH ¢ Honect Ha KpoH wnn ynueposeH konur;
NaLHEHTH € TEXKKA ChpASHHA HEAOCTATHUHOCT;
IALHEHTH C YMEPEHO 10 TEXKO HapylleHHe Ha 61nOpeuHaTa pyHkLYsa (KpeaTHHUHOB KNHPBHC
< 59 ml/min);
® [ALMEHTH C TEXKKO HapylieHa yepHoapobOHa ¢pyHkuua(Child-Pugh C);
® [ALMEHTH C XeMOpariuHa AMaTe3a Wian Apyru HapylleHnus Ha KpbBOCHCHPBAHETO;
® TIAUHEHTH C TeXKKa JeXHaparauus (MPUYMHEHA OT NMOBPbUIAHE, ANAPHUA UITH HEAOCTATHUCH
NPHEM HA TEYHOCTH).

(A ® ® ® @

Tpamanon ne TpsbBa Aa ce npunara B CIEIHUTE CAYYaH:
® CBPBXUYBCTBUTEIHOCT KBbM TPaMaJon UIIH KbM HAKOE OT FIOMOILLHHTE BERIECTBA, U30OPOEHH B
Touka 6.1].
® 1pH OCTPA HHTOKCHKALIMA € aNKOXOM, XHITHOTHLH, aHANITeTHLH, OMHOXUAN UK NCHXOTPOITHH
JIEKAapCTBEHHU NMPOAYKTH;
® [IpH NAaUMEHTH, KOUTO npreMaT MAQO HHXHOUTOPH WK ca TH NpHEMau Npe3 NPeaxXOaHHTE
14 aum (BK. TOUKS 4.5);
® NpPHU NALUKEHTH C EMTHJIENCHS, KOATO HE € ONTHMANIHO KOHTPO/MpaHa ¢ neucHUe (BXK. ToUuka
4.4),

® TEXKA pECIUpaTOpHA AenpecHs.

CKyneKkca € NpOTUBOIIOKA3aH NO BpeMe Ha OPEMEHHOCT M Ipe3 1epuoaa Ha KbpMeHe (BXK. Touka 4.6).
4.4. Cneunnannu npeaynpexaeHns H NpeAna3Hd MEPKH NIpH ynoTpeda

TpaGea Aa ce B3eMar npeaRHA CrieLHAIHUTE NPEAYNPEKASHHA U NPEANa3HH MEepkH, ChOOLIIEHH 32
JeKCKeTonpodeH B TPaMaaoJ KaTo OTAEIHH KOMITHEHTH.

Hexcremonpodher

Jla ce npunara ¢ NOBULIEHO BHUMAHUE NMPHU NALIHEHTH C aHAMHE3a 3a aJlepriiHu 3a00n14BaHMA.
Yniorpebara Ha aekckeronpoden ¢ apyrd ceneTerBaii HCIIBC, BxitounTenHO cenekTMBHH
HHXHUOHUTOPH Ha LIUKIOOKCHreHasa 2, TpabBa na ce u3barea (Bk. Touka 4.5).

HesxenaHnvte nekapcTBEHH peakLMH MOraT J1a C€ CBEAAT A0 MUHMMYM 4pe3 W3MON3BaHE Ha Haii-
HUCKaTa €PEKTHBHA 034 3a HAH-KPaTKH NepHoi, HeOOX0AMM 34 KOHTPON Ha CUMNITOMUTE (BX,
TOouKa 4.2 U ,,CTOMAIHO-YPEBHH U CHLPAEYHOCHIAORBH PHCKOBE™ 11O-A0MY ).

CroMmamno-upeBHa 6e30N1aCHOCT
CToMalHO-4pEeBEH KPbBOU3/NB, A3Ba WK nepdopallis, KOUTO MOXKeE /ia ca (paTajiHu, ca chobillaBaHu
npx Bcuukyd HCIIBC no Bcako BpeMe Ha neyeHHETO, ¢ B Oe3 npeaynpeauTeNnHH CUMNTOMHU UITH
NpeALIeCTBALLA aHAMHE3a 32 CEPHO3HU CTOMALIHO-4YpeBHH HapyLueHnd. [Ipy Bb3HUKBaHE Ha
CTOMAWIHO-YPEBHO KLPBEHE WM A3Ba NMPU MALHEHTH, MPHEMALLN NEKCKETONMPOGEH, IEYEHHETO TpAbBa
Aa 6bJe npeyCcTaHOBEHO.

PUCKBT OT CTOMAIIHO-YPEBHO KHPBEHE, A3Ba UAH Nepdopalys ce YBEIU4aBa ¢ HapacTBaHe HA I03HUTE
HCIIBC npy naumedTi ¢ aHaMHe3a 3a A3Ba, OCODEHO C YCIOXKHEHUA KaTO KPbBOU3NHB WU
nepdopatiug (Bx. Touka 4.3), ¥ NpU NaLMEHTH B CTapveCKa Bb3pacT.

Kakto npy Bcnukn HCIIBC, Tpabsa BHMMAaTENIHO Aa ce TbpCcH aHaMHe3a 33 €30(QaruT, racTpuT WHuan
IENTHYHA A3B&, C LIeJ TAXHOTO MBJIHO H3NE€KYBaHE NPEAN 3aM04YBaHE Ha JIEUeHUE ¢ AeKcKeTonpodeH
TpoMeTtamon. [lauuenTuTe Che CTOMAIHO-UYPEBHH CHUMITTOMH HITH ¢ aHAMHE3a 3a CTOMAMIHO-YPEBHO
3abonaBaHe TpaAOBa na ce HabMONaBaT 3a XpaHOCMWIATEIBH HapyILIEHHs, 0COOEHO 3a CTOMALLIHO-
YpEBHO KbpBEHE.

HCIIBC tpsabea na ce npunaraT BHUMATERHO NMPK NALHEHTH C aHAMHE3a 32 CTOMAILIHO-4peB RN {_" >
3abonsasaxe (YNuepo3eH konuT, boaect Ha KpoH), Thil KaTo TAXHOTO CHCTOAHME MOXKE 13 € 6j@‘t;;p§--- ~.
(Bxk. TOuka 4.8). s /-;,}- i
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YpPEBHHS pHCK, TpAaORBa aa ce OOMHCIIN KOMOHHUPAHO NEYEHHUE C NPOTEKTHBHY areHTH (Harmp.
MM3OMNPOCTON WK UHXHOUTOPH Ha TIPOTOHHATA NOMINA) (BXK. NMO-A0aY H TouKa 4.5).

[TauyeHTHTE ¢ aHAMHE3a 33 CTOMALIHO-UpeBHA TOKCHYHOCT, 0cODEHO NauyeHTUTE B CTapuecKa
Bb3pacT, TpAORA na cboOLaBaT BCHUKH HEOOKYaHHN KOPEMHH CUMINTOMH (0CODEHO CTOMAIUHO-UPERHO
KbpPBEHE), 0CODEHO B HAYAJIHUTE €TANH Ha NICHEHUE.

[TpenopbuBa ce€ BHUMaHHME NpH NALKMEHTH, KOUTO NPHEMAT €10BPEMEHHO JIEKApCTBa, KOMTO MoraT Aa
YBEJIHUYaAT pUCKa OT YJILEpaUMs Y KbPBEHE, KATO NMEPOPA/IHH KOPTHKOCTEPONIN, AaHTHKOAryNaHTH, Hanp.
BapdhapHMH, CEJICKTUBHU HHXHOMTOPH HAa 0OpaTHOTO 3axBallaHe Ha CEPOTOHHHA UNH
AHTUTPOMOOLIMTHU NEKAPCTBA, KAaTO alleTHICANMLIKIOBA KUCENMHA (BXK. Touka 4.3).

buOpeuna OezonacHoCT

BHuMaHHe ce U3MCKBA NPH NalMEHTH ¢ HapyleHa 0L0peuna gpynkuns. Hpu tezn naumenTu
npunoxkenueto Ha HCTIBC moske na noeeae Ao BioiuapaHe Ha 6b0peunara GyHKUHMA, 3a1PBXKKA Ha
TEYHOCTH M OTOLM. BHMMaHuWe ce Hanara ¥ Npyu NauMeHTH Ha AUYPETHUHA TEpafnsa UK TIPH PUCK OT
XHUMOBOJIEMMA MOPaJAN MOBHLIEH PHCK OT HE(POTOKCHYHOCT.

[To BpeMe Ha neueHUeTo TPAORA 1a Ce OCUTYPH NOCTaTHUEH MPHEM Ha TEYHOCTH, 32 [1a CE
NpefoTBpaTH ACXHAPATalliA WK Bh3MOXHOCT OT aCOLIMHpaHa nosulleHa ObOpeuHa TOKCHYHOCT.
Kakro npu Bcuukn HCIIBC, Moke na ce noBMILAT MJIa3MEHUTE HUBA Ha ypeaTa M KpeaTiHUHA, KakTo
PH JIPYr¥ HHXHOHTOPH HA NpOCTAraHAWHOBATa CHHTE3a, TOBA MOXKE 1a € CBLP3aHO ¢ HEXENAaHH
peaKLUH OT cTpaHa Ha ObOpeunTe, KOUTO Aa ZOBEAAT A0 INOMEPYNOHEPPUT, HHTEPCTHLUHKAIEH HEDPUT,
ObOpeyHa nanuiapHa HEKpo3a, HeMPOTHYIEH CHHAPOM U OocTpa OBOpeyHa HeAOCTATHYHOCT.

YepnoapoOHa 6e3onacHoOCT
BHuMaHHe ce H3MCKBA MIPH NAUKEHTH C HapylieHa yepHoapodHa ¢yHkuma. Kakro apyrute HCIIBC,

JIEKapCTBOTO MOXKE Jla IPEAM3BHUKA NPeXOAHO NEKO YBEIUMEHHUE Ha HAKOM YepHOoApoOHH napaMeTpH,
KaKTO H 3HAaYMTEHO YBEJIHYEHHEe Ha acnaptart TpaHcamMuHaszata (ACT), no3HaTa chLUO KaTO cepyMHa
riyraMaT-okcanauetraT TpaHcamuHasa (CI'OT) u ananvH TpancaMuHa3sara (AJIT), no3Hara cblo KaTto
cepyMHa ryramMar nupysaTr-Tpancamunasa (CI'TIT). B cnyuait Ha 3HauMTENHO YBENHUEHHE HA TE3H
napaMeTpH, JIeYCHHETO TpAOBa Aa ce NPeyCTaHOBH.

ChpaeuHo-CHA0BA H MO3BHUYHO-CHAOBA 0€30MaACHOCT

[1py nauyeHTH Cc aHAMHE3a 3a XUNEePTOHHA W/MIIN JIeKa 1O YMEpeHa 3aCTOHHa chpaeuHa
HEJI0CTAThYHOCT C€ M3MCKBA NMOAXOAALIO HAOOAESHHE U NMPENIOPBKH, ThH Kato BbB BPb3Ka C
tepanuita ¢ HCIIBC ca cro0luaBanu 3aabpikaHe Ha TEUHOCTH M 0TOK, Ocobeno BHUMaHHE €
HeoOX0AYMMO NP NalUEHTH C aHAMHE3a 3a ChpAeHHO 3abonaBane, 0cobeHO NpH NpeRECTBALH
CHMIITOMH Ha CbpAeYHa HEOOCTATHUHOCT, NOPaaH HaJJHYHUE HA NMOBHLUEH PHCK OT FIpedH3BUKBAHE Ha
ChpAEeYHAaTA HEROCTATHbYHOCT.

KinHMHHYHH npoy4BaHHUA ¥ eNMUASMHONOMMUHH IaHHW NOKAa3sart, ue yrnorpedara Ha Hakou HCIIBC
(0coOeHO BbB BUCOKM J03H U NIPH NPOABIKUATENHO NMPUIOKEHHE) MOXKE Aa Obe CBLp3aHa ¢ JIEKO
TIOBHLLIEH PHCK OT apTepHalIH¥ TPOMOOTHUYHM chOUTHA (HarpUuMep MHOKapAeH HHGAPKT HAY UHCYIT).
HsamMa noctaThbuHO JaHHMU, 32 12 C€ M3KJIIOUM TAKBB PUCK NPH AEKCKETOMNPOQEH.

[TaLMeHTH ¢ HEKOHTPOJIKpAHA XUIIEPTOHUA, 3aCTOKHA CHPACHHA HEAOCTAaTBLYHOCT, A0Ka3aHa
HcxemMmuuda 6onecT Ha cbpLeTO, 3abonasaHe Ha nepudepHUTE apTEPUH WHAU MO3BUYHO-CBAOBA Bonect
TpadBa [1a ce NeKyBaT ¢ AeKCKETONpodEH ¢aMo cnen BHUMaTeNTHa oucHka. Takaepa ouleHka Tpabea pa ce
[paBy M Npeau 3ano4eaHe Ha QBIArOCPOUHO JICUEHHE NPH NAUMEHTH ¢ PUCKOBU (PaKTOPHU 3a CHPAEHHO-
ChAOBH 3a00onaBaHUA (HAMNp. XMNEPTOHUS, XUITEPANNTHAEMHUA, 3aXapeH AnabeT, TITIOHOMYLIEHE).
Bcyukn Hecenexktnsny HCIIBC morat na uexudupar tpoMbouunTHaTa arperauuds M 1a yabKaT
BPEMETO HA KbpBEHE Upe3 KHXUOMpaHe Ha npocTaniaHauHOBHA cuHTe3. ETo 3a110 He ce npenopbusa
NPUIOKEHHETO HA IeKCKeTONpodheH NpU NAUMEHTH, KOHTO NOJYHABAT APYTH JIEKapCTBa, TIOBRNUABALIH
XeMOCTa3aTa, Kato BapdapvH UM APYTrH KYMapUHU Uiy XenapuH (BX. Touka 4.5).

KoxxHH peaKknnn

CepHO3HH KOXXHH peaKkiluM, HAKOW OT T9X (paTallHH, BKIKOUHTENHO eKchOoNHaTHBEH AEpMATHT, TN
cHHApoM Ha CTHBBHC-JDKOHCHH M TOKCUUHA eNUiepMalHa HEKPOIH3a, ¢a CboOLlaBaHH M ‘r.gp_i Xa, _:

BbLB Bpb3ka ¢ npulioxkeHneTo Ha HCTIBC (Bxk. Touka 4.8). PUCKBT OT TE3M peakuuy € Ha FE-"C < pzmo R
B KYpCa Ha JICUCHHNETO, KaTo B MO-TOMAMATA YacT OT CNYYANTE HaYaNioTO HA peakuMHTe ¢/Iipes nePeus = & = 1‘.
Mecel OT TepanusTa. [IpneMbT Ha aekckeTonpodeH Tpadea fa ce NMPEeyCTaHOBHU NPH I éniir:‘aﬁﬁp‘dnpa L
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Ha KOXKCH DﬁpHB, MYKO3HH JIE3HH WIK APYT NPH3HAK Ha CBPbLXHYBCTBHUTCITHOCT.

HauxHenTH B cTapuecKa BL3IpACT
FIpyu nauMeEHTHU B cTapuecKa Bb3pacT HMA MOBUIUEHA HECTOTA Ha HEXKenaHM peakumu kbmM HCTIBC,

0c0o0EHO Ha CTOMALLHO-YPEBHO KbLPBEHE N nepdopaums, KOMTO MOraT aa ca gatanHm (Bx. Touka 4.2).
Te3n nauneHTH TpsAOBa a 3aMOYHAT JIEYEHHE ¢ HAW-HUCKATA Bb3IMOMHA 034.

[TaltMeHTHUTE B CTapyEeCKa Bb3pacT € MO-BePOSTHO J1a CTPaAaT OT YBPEXAaHHA HA ChP/IEUHO-ChROBATA
nin 6bOpeuHa Gynkuus (Bk. Touxa 4.2).

Apyra nndopmauun:
OcobeHo BHUMAaHME ¢€ U3UCKBa MPYU NALMEHTH C:

- BPOJIEHO HapylueHHe B MeTabonn3Ma Ha noppupHHHTE (Hanp. OCTpa HHTEPMUTEHTHA NopdHpPHS)
- Jexuaparauns
- HENOCPEACTBEHO CJIEH roisMa onepaums.

B MHOro peakH cnydau ca HabntogaBaHH TEKKH OCTPH peaKUMH Ha CBPBXUYBCTBUTENHOCT (Hanp.
aHadunakTHueH WokK). [1pyu nbpByTe NPU3HALM Ha TEIKKH peakLiUy Ha CBPBbX4YBCTBUTEIIHOCT Clej
NMpHEM Ha AekckeTonpodeH TeuyeHueTo TpadBa ga Obae rnpeycraHoBeHo. B 3aBUCUMOCT OT
CHMIITOMUTE BCHYKH HeOOXOAUMU MEAMUMHCKH nNpoueaypy Tpabsa na Ob4aTt U3BbPLIEHH OT
MEIULIHHCKH CMEeLNannucTH ¢ ONIUT B CHOTBETHATA 001acT.

[TauuenTHTe C acTMa, KOMOMHHpaHa C XPOHHYEH PUHHUT, XPOHHUHEH CHHY3WT W/ MM Ha3aJIHa MOUI03a,
ca ¢ [IOBUUIEH PUCK OT ajieprua KbM aueruiicanuuwioBa kucennda w/unu HCTIBC B cpaBHenye ¢
obwara nonynauua. FlpunoxeHHeTo Ha TO3M NEKAPCTREH NPOLYKT MOXE Ja NPHYHUHH aCTMATHYHH
NPUTHIHM UK OpoHXOCNa3bLM, 0COOEHO NpY NalMEHTH, aIEPrUiyHA KbM aLIETHICAIMLHUIIOBA KHCEIUHA
unu HCTIBC (Bx. Touka 4.3).

[To H3KIOUEeHHe BapHLIENaTa MOXKE [1a € B OCHOBATa Ha CEPHO3HH UHPEKLHO3HH YCNOXKHEHUs Ha
KOXKaTa U MEKHTE TbKaHH. JIo MOMEHTA He MOXe fa ce u3kmouy, ye HCIIBC nponpuHacaT 3a
BJIOLIaBaHe Ha Te3d HHekunH. ETo 3a110 ce npenopbysa aa ce u304rsa NpHIGKEHUETO Ha
AEKCKeTonpodeH B cyyail Ha BapyLea.

HexckeronpodeH Tpadea ga ce npwuiara ¢ NOBHIIEHO BHUMAHUE MPH NALHEHTH C XEMOTNOETUYHH
HapyilleHUs, CHCTEMEH JIYITYC EpUTEMATOAEC MIIH CMeCeHa Che IUHHUTENTHO-THKaHHA DomecT.

[lono6no Ha apyrn HCIIBC, aexckeronpogeH Moke aa MackMpa CUMNTOMHTE Ha HHEKLIHO3HH
3ab0oNABaHUA.

IleanaTpH4HA NONYJIallHeA
bezonacHocTTa M eprkacHOCTTa Ha Ckyaekca NpM Aela M IOHOILX He € ycTaHoBeHa. ETo 3aio

Ckyaekca He TpaOBa Aa ce W3NON3Ba NpH JIella ¥ FOHOLIH.

Tpamaoon
Tpamanon Tp2OBa aa ce N3Non3Ba ¢ MOBUILLIECHO BHUMAHHE MNPH 3aBUCHMH NALUEHTH, NAIHEHTH C

HapaHSBaHHUA Ha IIaBaTa, WOK, HAMAJIEHO HUBO HA CB3HAHUETO IO HEU3ACHEHA NPUYHUHA, HAPYLUEHU

Ha IWXaTeNTHUA LEHTLP UK AUXaTenHaTta QyHKIHU, HIH NOBHILIEHO BbTPEUYEPENHO HaNSITaHe.

[poaykTbT Tpsabea na ce U3noN3Ba BHHMATENHO NPH NaUUEHTH, YYBCTBUTENTHH KbM ONHATH.,

Tpabsa na ce BHUMaBa NpH JieHEHHE HA NALUEHTH C peCIHPATOPHA ACNIPECKS WA NPH €AHOBPEMEHHO
NpHIOkKEeHHe Ha nekapcTea, kouto notrckat LIHC (Bxc. Touxa 4.5), unn npu 3HaUMTENHO HaABHINIABAHE

Ha npenopy»4uTeHaTa no3a (Bx. Touka 4.9), TbH KaTo B TE3U CUTYALMH HE MOXE 11a C€ U3K/THOYH
Bb3MOXKHOCTTA 32 pECNUpaTopHa Aenpecus.

Mma crobuieHus 3a KOHBYNICHH NPU NALIMEHTH, NPUEMAlLIE TPamMaaoi B MPENOPHYUTENHHTE NO3H.

PUCKBT MOXke [a ce NOBHILH, KOTaTo A03UTE TPaMaaon HaJBULIAT NpenopbyYUTEIHATa ropHa rpaHHLa

Ha AHeBHaTa no3a (400 mg). //’:: TS

B nonmbinenue TpamMaznon Moxe Na MOBHILK PUCKA OF MPHNAAbLM NPH NALMEHTH, NPHENHLIEAD “..N o
JIEKaPCTBEHH NMPOAYKTH, KOUTO NOHHXKABAT Nnpara Ha npunaasumTte (BX. Touka 4.5.), e *H AP
EMUIENCHA WK NalWeHTHTE, MOAATIMBY Ha NpHNaabuH, TpAaOBa Aa ce NeKyBaT ¢ Tpa é,[;d ca‘.ua lﬁpH -
HA/I0)KHUTENHH 0OCTOATENCTBRA.




Bb3MOXHO € pa3BUTHE Ha& TONEPAHC, NMCHXUYECKA H (PU3HUECKA 3ABUCUMOCT, 0COOEHO cnef
abaArocpoyHa ynorpeba. [pn mauyeHTH ¢bC CKIIOHHOCT KbM 3710YNOTpeda CbC WITH 3aBUCHMOCT OT
JIeKapCcTBA/HAPKOTHHHM BEUIECTBA, JICUEHHETO € Tpamajion TpsOBa 1a ce NpoBeXAa 3a KpaTKH NEPHONK
101 CTPUKTHO MEAMUMHCKO Habmonerue.

Koraro nauueHTsT Beue HE Ce HYKNA€ OT TEpanys ¢ TpaMaaodl, € NPenopbUHTETHO NOCTENEHHO
HaMaJiIBAHE Ha J103aTa, 3a Ja ¢€ NPeJAOTBPATAT CHMIITOMH Ha OTHEMAaHE.

Puck npu eanoBpeMenta ynorpeda ¢bC CEJATHBHH JeKAPCTBEHH NMPOXYKTH, KATO
OcH30AHA3ZeNMHH HIH nofoOHK Ha TaX: EnHoBpemennaTa ynotpeba Ha Skudexa ¢be cegaTHBHH
JIEKapCTBEHH TIPOAYKTH, KaTo OeH30AHA3ENHHM WIIK NOAOOHN Ha TAX, MOXKE [1a A0BEAE 10 cealms,
pecrupaTopHa aenpecus, koMa v cMbpT. [lopanu Te3n pyckoBe, €AHOBPEMEHHOTO NpeANHCBaHe Ha
T€3U CEAaTHBHH JICKApCTBEHH NMPOAYKTH TpAOBa Aa ce M3MON3Ra 3a MalLMEHTH, 32 KOUTO HE ca
Bb3MOXXHH AITEPHaTHBHH BapHAHTH 3a TEpanui. AKO € B3eTO pelueHue na ce npeanvue Skudexa
€AHOBPEMEHHO CBbC CEJIaTUBHM AEKapCTRa, TPAOBA Aa ce U3MOJ3Ba HAH-HHCKaTa edeKTHBHA 103a U
NPOABLDKHTENHOCTTA Ha JiedeHueTo TpadBa a Obae Bb3MOKHO Hal-KpaTka.

[laumentute TpabBa Aa ObJaT BHUMATENIHO NPOCEASBAHM 3a PU3HALIM W CUMITTOMM Ha pecrupaTopHa
nenpecyvs U ceaupane. B Tasy Bpb3Ka € CHIHO MPENnOpbYHUTENHO MALMEHTHTE M JTMLATA, FPHIKELLH CE
3a T4X, Ja ObaaTt nHgopMupaHH 3a Te3n cumntomu (Bx. Touka 4.5).

JduxareNHn HapylleHud N0 BpeMe Ha ChH

OnuonauTe MOraT Aa NPUYMHAT AUXATEITHN HApYyLUEHUS 110 BPEME Ha ChH, BKJIKOMUTEIHO LIEHTPANIHA
cbHHa anHes (LICA) n BouHa xurnokcemusa. Ynorpebara Ha ONHOUWIMN BOAN A0 N0303aBUCHMO
yBenHueHue Ha pucka ot LICA. Ilpu naumentH ¢ LICA, obMuciieTe HaMaisaBase Ha obljara ao3za
OITHOM/IH.

Hanot.0peuna HeaoCcTaTbYHOCT

OnHoMAHHTE aHANNEeTULIM NMOHAKOra MOTaT Aa NpUYHHAT oOpaTuMa HanOBEOpeUHa HENOCTATBYHOCT,
H3HCKBALLlA TIPOCTICAABAHE H IMIOKOKOPTHKOHHA 3aMECTUTENHA Tepanya. CUMITTOMHTE Ha OCTpa MITH
XpOHHYHa HanOBEOpEeYHa HEOCTATBYHOCT MOTAT a BKJIIOYBAT, HAaNPHMeEp, CHMHA KopeMHa oka,
raficHe U NMOBpPbillaHe, HUCKO KPBBHO HaJIAraHe, npekoMepHa yMopa, HaMaJleH aneTuT U 3aryba Ha
TErIO.

CYP2D6 meraboauzsm
Tpamanon ce Merabonusupa dpes yepHoapoOHHus eHzuM CYP2D6. Axo nanmMeHTHT uMa JePULIMT HITH
TbJIHA JIMNICA HAa TO3H €H3HM, BB3IMOXHO € ]a HE C€ MOCTHIHE aJCKBAaTE€H aHaNreTHUEH edeKT.

H3uncnennaTa couar, ue 10 7 % OT eBpoNneHHaTa NomynauMsa € Bb3MOKHO Aa UMAaT TaKbB APHLIUT.
Axo obaye nauMeHTHT € ynTpadnLp3 MeTabonu3aTop, CHIIECTBYBA PMCK OT Pa3BUTHE Ha OMMOMAHA
TOKCHYHOCT JIOPH NpH 00H4aHHO NpeANHCBaHUTE N03M.

OOI1IHTE CHMIITOMH Ha OMTMONAHA TOKCHYHOCT BKIKOYBAT OObPKAHOCT, ChHIMBOCT, NOBLPXHOCTHO
AMlIaHe, CBMBaHE Ha 3€HULIMTE, raieHe, MOBPBLLIAHE, 3aMeK W JInnca Ha anetuT. [1py Texkun cnyyau ca
Bb3MOXHH ¥ CHMNTOMH Ha LUPKY/IaTOPHA U PECAUPATOPHA ASNPECUA, KOHTO MOTAT J1a Cca
KHBOTO3acTpalliaBalllH H MHOTO pAAKO JeTalHH. M3uncneHoTo paznpocTpaHeHHe Ha yaTpabbp3u
MeTabONN3ATOPU B pa3NUUHHATE NONYIalUK € 060611eHo 0-301Y:

[Tlonynauus Pasnpoctpanenne %
Adpukaruu/Ernonuu 29%
Adpo-amepuKaHLM oT 3,4 % 00 6,5 %
AznaTum oTi,2% 102 %
HMHupoeepponeiiiu ot 3,6 % 00 6,5 %

I vpun 6,0 %

YHrapuu 1,9 %
CeBepHOEBPONENLIH oTl % no2%

IlocTroneparnsHa ynoTpeba npu nena




B nuTepaTypara nMa nyONHKYBaHW ChOOUIEHUS, Y€ NOCTONECPATHBHOTO NIPUJIaraHe Ha TPaMaaon npu
Aela cliel TOH3HNEKTOMUS W/ WM aleHOUREKTOMUA, Nopaau oOCTPYKTHBHA CbHHA anHes, BOAH 10
PENKH, HO XKMBOTO3ACTpaLlaBally Hexenany csbutug. Heobxoamnmo e na ce obpwiua ocobeHo
BHMMaHHe, KOraro TpaMazon ce npuiara Ha Jeua 3a NocTonepaTiBHO obyexyaBaHe Ha 00JiKa,
NPUAPYXKEHO OT HETMIOCPEACTBEHO NPOCACAABAHE 32 CHMITTOMMU Ha ONUOK/HA TOKCUYHOCT, B TOBA
YHCIIO pecnupaTopHa ACNpecHs.

dena ¢ KOMNpoMeTHPAHA AHXaTeIHA PYHKUNS

Tpamanon He ce nmpenopbuBa 3a yrnoTpeda Npu Aeua, NpU KOUTO AUXaTenHaTa QyHKLHUS MOXeE [1a €
KOMIPOMETHPaHA, BKIKOYHTETHO /iella ¢ HEBPOMYCKYTHH HapyLIeHUs, TEXKHU ChPAEYHHA WU
AHXaTenHH 3abonaBaHng, HHPEKUNH Ha TOPHUTE AWXATENHN NbTHINA WK OenuTe 1podoBe,
MHOXKECTBEHA TPABMa WIIH TOJIEMH XHPYPruyHH onepaunn. Tean GakTopyu MOrar Aa Bioluat
CHMMIITOMHTE HA ONMTMOHWIHA TOKCHYHOCT.

To3u nexkapcTBEH NMPOAYKT CbAbPXA MO-Manko oT 1 mmol Hatpwui (23 mg) Ha no3a, T.€. NPakTHYECKH
HE CBhADbPIKA HATPHUH.

4.5. BianmoaeHcTBHE ¢ APYTH J1eKAPCTBEHH NPOAYKTH M APYrH (OopMH Ha B3aHMOAeHCTBHE

He ca npoBexxaaHM KIHHWYHHA IPOYUBaHHMA 33 OLEHKA HAa NOTEHUHANHOTO Bb3AeHCTBHE HA
JIEKApCTBEHUTE B3aUMOACHCTBHA BLPXY Npoduna Ha 6e3onacHocT Ha Ckyliekca. Brnpeku ToBa
TpsaOBa a ce B3eMaT MPEIBHA B3aUMOACHCTBUATA, CHhOOLLEHH 3a AeKCKeTONpOodeH W TpaMaloi KaTo
OTAENHHA KOMITHEHTH.

Lexcxemonpoghen

CnenHWTe B3aMMOAEHCTBHA BaXkaT 3a HECTepOMIHHTE npoTiBoBb3nanutTenHu cpeacrtsa (HCIIBC) no
APUHLMIL:

Eonospemennomo npunodicenue ne ce npenopvieaq.

e Jlpyru HCIIBC (BKNHOUMTENIHO CEIEKTHBHU BRHXUOMTOPH Ha LMKJIIOOKCUIeHasa 2),
BIUIIOMHUTENHO BHCOKH JIO3M CaNHUHIATH (> 3 g/neH): eAHOBPEMECHHOTO NMPHIOKEHHUE Ha
Hsakonko HCITBC Moxe na yBenuHu pucKa OT CTOMALLHO-YPEBHA A3BA UM KPHBOM3JINB
NOCPEACTBOM CHHEPrHUEH €(EKT.

» AHTrKOarynanTtu: HCIIBC morar aa yeunaT 1eHCTBHETO HA aHTUKOAryl1aHTHUTE, Harp.
BapdapHH, 1nopaaM BUCOKATa CTENEH Ha CBbP3BaHE C MNIa3MEHHUTE MPOTEUHH Ha

neKkckeTonpodeH, Kakro M nopaau HHxHOHpaHe Ha TpoMOOUMTHATA PYHKLNA H YBpPEKIaHE Ha

AWUraBuiia Ha CTOMaxa M JBaHaAeCEeTONPBbCTHHKA. AKO KOMOUHHPaHOTO JleYeHHe He MOXKe fa
ce u3berte € HeoOX0AUMO CTPHKTHO KIHHHUYHO HAaOMOAEHHE H NPOocieAdiBaHe Ha
nabopaTOpHHTE NapamMeTpH.

e XenapyHH: NOBULIEH PUCK OT KbpBEHE (Nopaan HHXHOMpaHe Ha TpomOouMTHATA PYHKLHA M
YBpEXKJaHe Ha JIMraBuLIaTa Ha CTOMAaxa U [IBaHAIECETONPBLCTHUKA). AKO KOMOUHHPAHOTO
JIe4eHHe He MOXKe aa ce u3bderte, € HEOOXOANMO CTPHKTHC KIIMHHYHO HabmoaeHue U
npocnensaBaHe Ha J1abOpaTOpHUTE NapaMeTpPH.

¢ KopTHKOCTEPOKIIM: HaNHLIE € NOBKILEH PUCK OT CTOMALLIHO-YPEBHA 93Ba MJIH KPbBOH3/IHB.

¢ Jluruii (onucano e ¢ Haxkonko HCIIBC): HCTIBC nosuimmaear HURaTa Ha AUTHH B KPBHBTA,
KOWTO MOTaT [ia AOCTHTHAT TOKCHYHH CTOMHOCTH (NOHMKEHA OBbOpeyHa eKCkpeLiva Ha JTIUTHIA).
ChnenoBarenHo To3H napaMeTbp TpAOBa fa ¢e npocaeadasa npu 3anodyBale, aJanTHpaHe
MPEYCTAHOBSBAHE Ha JICHEHUETO ¢ NEKCKETONPOdEH.

e MetoTpekcar, U3no3Bal BbB BUCOKH A03HW OT 15 mg/ceaMuuia vy noeeve: 3acUjieHa

X€MATOIOTMYHa TOKCHYMHOCT Ha METOTPEKCAT NopaaH NMOHWXKeHHe Ha OB0peyHus M/y/ KIHPEAT
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Kovbunayuu, usuckeauju npeonasiu MepKu.

JInypeTHLH, NHXWOUTOPH Ha aHTHOTEH3UH-koHBepTHpauius eH3uM (ACE), antnbaxrepuantu
AMUHOITIMKO3UAW M aHTaroHMCTH Ha aHrMoTeH3uH 1l penentopuTe: aekcKkeTonpogeH MoXe Na
NOBUKH e(PEKTUTE Ha NUYPETHLIMTE ¥ HAa aHTHXUNEPTOHHYHUTE nekapcTBa. I1pn nakon
NalMeHTH ¢ HapyuleHa OnOpeuna dyHxuMs (Hanp. AexuapaTHpaHy NAUWEHTH HIIN NALKEHTH B
cTap4ecka Bb3pacT ¢ HapyllieHa Ob0pedHa pyHKUHA), CNIHOBPEMEHHOTO NPHIOKEHHE HA
BELECTBA, KOWTO HHXUOMpaAT uMKI0oKcHUreHaszata U ACE-nHXNOMTOpH, aHTHOTEH3KH I
pelieNTOPHH AHTAOHUCTH MW aHTUOAKTEPHAIHK AMHHOTTIMKO3WAN MOXKE [a JIOBE/E 10
NOMBIHUTENHO HapylueHHe Ha ObOpeuHa pyHKUHA, KOeTo OOMKHOBEHO € 0OpaThmMo. B cnyuai
Ha KOMOMHUPaHO NPUNMKEHHE HA AEKCKETONPO(EH U AUYPETHK € BAXKHO [a C€ OCUTYPH
aNCKBATHO XHMApaTHpPAHE HA MALKEHTA W Aa ce U3cnensa ObOpeuHara QyHKUMA NPH 3aMOUBaHE
Ha JleueHHeTo. EAHOBPEMEHHOTO NMPHIOKEHHE HA NEKCKeTONpOodeH H Kanui-ChXpaHsBallH
NUYPETULIH MOXKE 1a AoBeje 10 xunepkanuemus. Msucksa ce HabnioneHue Ha
KOHLIEHTpaLMUTE Ha Kalnui B KpbBTa (BX. Touka 4.4).

MeTroTpekcar, H3NOJI3BAaH B HMCKHU [103H, [10-Manko OT 15 mg/ceamuua: XeMaTroJloruyHara
TOKCHYHOCT Ha METOTPEKCAT MO MPUHLIKN Ce 3aCHIIBa NTPH NTOHHKEHHE Ha ObOpeuHHs My
KAWPBHC OT NPOTHBOBBLINAIMTENHH CPEACTRA. ExxeceaIMUYHO H3cNieIBaHE Ha KpbBHaTa
KapTHHa Npe3 MbPBHTE CEAMHULM OT kKOMOUHMpaHoTO JeyeHue. [lo-akTuBHO Habmonenue npu
HaJIM4ME JOPH U HA JIEKO YBpexxaaHe Ha ObOpeuHaTa QpyHKLHUA, KAKTO M B CTapuecka Bb3pacT.
[TenTOoOKCHMDHUAKH: NOBULIEH PUCK OT KbpBeHE. [10-aKkTHBHO KIMHHYHO NTpOCNENIBAHE H NO-
YECTO U3CNEABAHE HA BPEMETO HA KbPBEHE.

3HIOBYIHH: PUCK OT 3aCHJIBAaHE Ha TOKCUYHOCTTA BbPXY €PUTPOLMTHATA peauvlia NOCPEACTBOM
NEHCTBHE BBPXY PETHKYJIOUMTUTE C Bb3HUKBAHE HA TEXKKA aHEMMs €Ha ceaIMMia cnel
zanouBaHe Ha HCIIBC. [Iporepka Ha nbnHAaTa KpbBHA KapTHHA H 6pOA Ha PETHKYJIOLIMTHTE
¢ZHa A0 ABe ceAMULM cneq 3ano4dpaHe Ha nieyeHueto ¢ HCIIBC.

Cyndanunypeiiny nekapctea: HCIIBC Mmorar Aa 3acHIAT XHIONNIMKEMUYHHS e(eKT Ha
cyndaHKIypeHUTE JIEKAPCTBA [IOCPEACTBOM U3MECTBAHETO UM OT MECTATA 3a CBbP3BaHE C
UTa3MEHUTE NPOTEUHH.

Kombunayuu, koumo e Heobxooumo 0a ce 83emam npeoguo.

berta-6nokepu: neuennero ¢ HCIIBC moxe na noHH»XH aHTHXHNEPTEH3IHBHOTO UM IEUCTBUE
ype3s MHXHOUpaHe Ha CHHTE3aTa Ha FIpOCTalNIaHAHHHTE.

L{MKI0CNOpHH M TaKpONUMYC: HepOTOKCHUHOCTTA MOXKe Aa ce 3acunu ot HCIIBC,
OCPEACTBOM MENMUPAH OT NpocTarnaHankHuTe edekT Bupxy 610peuyre. [1o Bpeme Ha
KOMOHHMpaHO neueHne TpabBa na ce uicnenpa ObOpeuHara GyHKUMA.

TpoMOOAUTHLIN: NOBHLIIEH PUCK OT KbPBEHE.
AHTUTPOMOOLIMTHH NEKapCTBa M CENIEKTHBHH HHXUOUTOPH Ha 00paTHOTO 3axXBalllaHe Ha
ceporoHMHa (SSRI): noByvieH PUCK OT CTOMALIIHO-YPEBHO KbpBEHE (BX. TOuKa 4.4).
[TpobGeHeuna: nnasMeHUTE KOHLEHTPALMK Ha AeKckeTonpodeH MoXKe Na ce nosHwar. Tosa
B3aHMOIENCTBHE MOXKE J1a Ce IBJIXKH HA MHXWOHpaHe Ha MACTOTO Ha ObOpeunara TyOynHa
CeKpeLHs W Ha MTIOKYPOHOBAaTa KOHIOraLKsa 1 M3NCKBa aJarTHpaHe Ha 103aTa Ha
OEKCKETONpOdEH.
Copaeunn rmuxosznan: HCIIBC morar ga yBenuuar nia3smMeHaTa KOHLEHTpAaLMs Ha
IMTRKO3HANTE.
MudenprucToH: nopaan TEOPETHYHHA PUCK OT NNpoMsAHa B €PEKTHBHOCTTA Ha MHDENPHCTOH
OT HHXUOUTOpHUTE Ha npocTarnaianHosata cunresa, HCIIBC He Tpabsa na ce usnonaear 8-12
IHHU clie]l NPHACKEHHETO HA MHQENPHUCTOH.
OrpaHHYeHUTE NaHHH COYAT, Ye €QHOBpeMeHHOTO npunoxenne Ha HCIIBC B geHa Ha
NpUIaradHe Ha NPOCTariaHANH He NOBJIMABA OTPHUATENHO AEHCTBUETO Ha MU(ENPHUCTOH WK Ha
NPOCTArNaHAXH BbPXY y3psABAHETO Ha MaTOYHAaTa IMMIAKA WK MarouyHaTa KOHTPAKTHNHOCT U HE

HaMmasiBa KIMHHYHaTa €(hUKACHOCT NPU MEANUHWHCKO NPeKbCBAHE HA OpeMEHHOCT. o

¢ XHHOJIOHOBM aHTHOMOTHLM: JaHHUTE NPU )KUBOTHU MOKA3BAT, Y€ BUCOKUTE JI03H Wf@u Hﬂh .
komOnnauma ¢ HCTIBC morar na yBenu4aT pucka OT pa3BUTHE Ha KOHBYIICHH. /7 rf‘i_}f RN
¢ TeHodosHp: enHospeMeHHOTO npunoxenrne ¢ HCTIBC moxe na noBuiny xapOaMus si.,,ﬁﬂ' no
KpeaTHHHHA B nnasmara. bnOpeunara dynkuus TpsOBa aa ce cneiu, 3a 1a ce Ko a . .

NOTEHUHATHOTO CHHEPrHYHO BH3AEUCTBHE BbPXY HER.
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e [ledepaznpokc: enHoBpeMeHHOTO npunoxerHne ¢ HCTIBC moxke na noBuinn pucka or
CTOMAlHO-4peBHA TOKCHYHOCT. M3uckBa ce BHUMAaTENHO KIMHWUHO HabmoaeHe npw
KOMOHWHMpaHe Ha aedepasHpoKe ¢ Te3H BELLECTRA.

¢ [lemerpekcen: enHoBpemenHoto npunokeHue ¢ HCIIBC moxxe na Hamanu enMMuHUpaHeTo Ha
neMeTpexcel, Nopaau ToBa ¢e NpenopbyYBa BHHMAaHUE NPH NPHIOKEHUE HA NMO-BUCOKH JI03H
HCIIBC. Ilpn nauMeHTH ¢ JIeko 0 YMEPEHO HapylLueHHe Ha ObOpeuHaTa PyHKIINA
(KpeaTHHHHOB KIHPBHC OT 45 A0 79 ml/min) Tpadsa na ce n30area e1HOBpEMEHHO NMPHNOKEHHE
Ha neMeTperceA ¢ 1o3u HCIIBC B npoabmxenue Ha 2 1HM npeay M 2 HK chell NpUoxKeHye Ha
MIEMETPEKCEN.

Tpamaoon

EonogpeMennomo RPWioncenue He ce NPenopviea.
e Tpamanon He TpaGra na ce koMOMHKPaA ¢ HHXHOUTOPH HA MOHOoaMHuHooKcKaa3aTa (MAQ) (Bx.
Touka 4.3). [Ipu naunenTH, nekyBanu ¢ HHXubuTropu Ha MAQO 14 nnu npeau NpUNOKEHHETO Ha
ONHOHJA NETHAKH, ca HAOMIORABAHM KMBOTO3aCTpaLlaBaLLK B3aHMOACHCTBUA € €(DEKTH BbPXY
IICHTpANTHaTa HEPBHA CUCTEMA, AUXATENTHATa M ChpACHHOCHAOBaTA GyHKUHUA. [1pU neveHue ¢
TpaMaa0/ HE MOTAT Aa C€ U3KIIoUaT ChLUUTe B3auMoaeicTeua ¢ MAQO unxuburtopn.
o TpsaOBa fa ce BHUMaBa NP €AHOBPEMEHHO JICUCHHE C TPaMaao/ H NPOU3BOAHH HA KyMapHUHa
(Hanp. BapgapHH) nopany ChoOUICHUA 3a NOBHULIEHHE HA MEKAYHAPOAHOTO HOPMAJIM3UPAHO
croTHOLUeHKe (International Normalized Ratio, INR) ¢b¢ cepro3HO KbpBEHE B €KXHMO3H TpH
HAKOH NMallWeHTH.
e KomMOnHauusTa oT cMeCeHH arOHUCTH/AHTATOHUCTH HAa ONMUOAHUTE PeUEnTOPH (Hanp.
Oynpenophun, HanbyPuH, NEHTA30LHMH) U TPaMaaoa He Ce NPenopbUBa, ThiH KaTo
aHaANr€THYHOTO JEeHCTBHE Ha NBIHUA AaTOHHCT TEOPETUYHO MOXKe Ja ObAe HaMalleHo NpH TaKHBa
ofcToaTencTra.

Kombunayuu, uauckeauyy npeonazHu MepKu.

e TpamManon MoXe Aa UHAYLMpa KOHBYJICHH H [a YBEJIHUYH TOTEeHLHaNa 3a NpUUMHABAHE Ha
KOHBYJICUM Ha CEACKTHBHUTE HHXHOMTOPH Ha 06paTHOTO 3axBalaHe Ha cepoTtoHuHa (SSRI),
MHXHOUTOpHUTE Ha 0OPATHOTO 3aXBalaHE Ha CEPOTOHUH-HOpenuHeppruna (SNRI),
TPULUHMKIIMYHHATE AHTHIACTIPECAHTH, aHTHIICUXOTHLNTE N APYTUTE JIEKAPCTREHH MMPOAYKTH,
MOHWKABAIKM ITpara Ha npunagbuuTe (Kato OynponuoH, MHUpTa3anuH, TeTpaxuapokaHadbuon).
¢ EQHOBpEMEHHOTO TEpPanNesTHYHO NPHUNOKEHHAE HA TPaMaao)l U CEPOTOHMHEPTHYHH JIEKAPCTRA
KAaTO CEJIEKTHRHM HHXMOUTOPH Ha 00paTHOTO 3axBallaHe Ha cepoToHWHa (SSRI), nnxuburopu
Ha oOpaTHOTO 3axBatiaHe Ha cepoToHHWH-HOpenuHedpuHa (SNRI), MAQ nuxuburopu (Bx.
TOuka 4.3), TPHLMIKJIHYHH aHTHAENPECAHTH U MUPTa3anuH MOXE Ja AIPHYHHH CEPOTOHHHOBA
TOKCUYHOCT. CEpOTOHMHOBHUAT CHHAPOM € BEPOATEH, KOraTo ce Habnroaara eIHO OT CNEJHUTE:
CMOHTAHEH KIOHYC, HHAYUHpaH WIH 04€H KIOHYC ¢ OKUTAUUA v avadopesa, TpMop U
XHneppegekcus, XUNepTOHUS U TenecHa Temrneparypa > 38°C, ¥ HHAYLHpaH OUEH KJIOHYC.
[IpeycTaHOBRBAHETO HA NpHEMa HA CEPOTOHUHEPTHUYHUTE IeKapcTBa OOUMKHOBEHO BOAU A0
Obp30 nogobpenre. JleueBNETO 3aBUCH OT THUMA U TEXXECTTA HA CHMITOMMTE.

e EaHoBpeMmeHHarta ynoTpeba Ha ONHOMAH CbC CEeAATHBHH MEIUKAMEHTH, KaTo OeH30AHA3ENTUHH
WK NoA0OHU MEeIHKaMEeHTH, MOBHIIaBA pUCKa OT cealusd, PECNMpPATOPHa AeNPeECHS, KOMa H
CMBPT, NOpaAy A0NbIHUTENHUA epeKT Ha aenpecua Ha LIHC. [lo3ara ¥ npoab/mxkuTenHocTTa Ha
exHOBpeMeHHaTa ynoTpeba tpabea na 6vaat orpasnyensm (Bx. Touka 4.4).

Kombunayuu, xoumo e neobxodumo 0a ce szemam npeoguo.
¢ ENHOBpEeMEHHOTO NPUNOKEHUE HA TPAMaaoN ¢ APYIrH NEKAPCTBEHH MPOAYKTH, MOTUCKALLH
UEHTPANHATA HEPBHA CUCTEMA, UITH ANTKOXO0JI MOXKE 1a NOTeHUMPa ePeKTHTE BbPXY LIEHTpaJIHATA
HepBHa cucTeMa (BXK. Touka 4.8).
¢ Pe3yntarute oT PapMaKkOKMHETHUHUTE MPOYYBAHUSA 10 MOMEHTA NMOXa3BaT, Y€ NpH ,f»-—""‘ i
€HOBPEMEHHO UITH NPEAXOAHO MPHIIOKEHUEC HA LIUMETHAHH (EH3UMEH HquﬁuTop){/Eqaﬁm
BEPOATHO 1a BL3HUKHAT KIIMHMYHO 3HAYUMHU peakLIMHi. v,
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e B orpannuex Opoi npoy4BaHMs NPEAONePaTUBHOTO WK CIIEAONEPAaTHBHOTO NPHUIOXKEHHUE Ha
5-HT3 anTaroHucra oHaaHCETPOH, KOWTO UMa aHTUEMETHYHO AEHCTBUE, YBETMUABA HY)KAaTa OT
TpamManoi Npy NaUMEHTH Cbe clieJoneparisHa doka.

e /Ipyru akTUBHHK BENIECTBA, 33 KOUTO € N3BECTHO, e MHxuOupar CYP3A4, kato KeTOKOHa30/ H
EPUTPOMMUIMH, MOTaT Ja UHxUubupaTt Metabonnusma Ha Tpamanon (N-geMeTunupane), BeposATHO U
mMeTabonu3Ma Ha akTneHUA O-aeMeTuaIupaH MeTabonnt. KnMHHYHOTO 3HaYeHWe Ha TakoBa
B3aUMONCHCTBHUE HE € NPOYUEHO.

4.6. ®PepTnanTeT, OpeMEeHHOCT H KbpPMeHe

bpeMeHHOCT
[To Bpeme Ha KIHHMYHOTO pazpaborBaHe Ha CKyaekca He e kMano cinyyad Ha OpemeHHocT. [Tpoduasr

Ha 6e3onacHoCT Ha CxyaeKca no BpeMe Ha OpeMEHHOCT HE € YCTAaHOBEH B KIIMHUYHHUTE NPOYYBAHUA,
BKJIKOUEHHM B Ta3H Touka. Tpabea aa ce B3eMart npeaBW JaHHUTE, CbOOLLICHH 3a ASKCKeTOnpodeH U
TpaManoJl KaTo OTIEITHU KOMIOHEHTH.

Lexckemonpogen
MuxubupaneTo Ha npocTamiaHAHHOBATa CHHTE3a MOXKE 1a NOBNUge HeOnaronpuaTHO OpeMeHHOCTTA

n/ninn eMpbno/derannoro pazsutve. JlaHHK OT eNHAEMHUONOTHYHH NPOYUBAHHUSA NMOPAXKIAT ONACEHMS
33 IOBULIEH PUCK OT CMIOHTaHEH abopT M cbpAe4Ha MaIpOpMaliig ¥ TaCTPOCXH3HC CIIEH NPUIIOKEHHE
Ha HHXUOUTOPH Ha MIPOCTArNIaHAKRHOBATA CHHTE3a NpU paHHA OpeMeHHOCT. AGCOMIOTHHAT PHCK 3a
CbpAEHHO-CHAOBH MatpopMantum ce yeeanyasa ot nox 1 % no okono 1,5 %. Cuura ce, ue pUCKDbT ce
YBEJIMYABa C YBEAUYABAHE HA 103aTa H MPOABLIKUTENHOCTTA Ha ASYEHUETO. [1pH )KUBOTHH ¢
NEMOHCTPHUPAHO, Y€ HHXUOUTOPUTE Ha NMPOCTATNAHAMHOBATA CHHTE3a BOOAT N0 YBEJIMYEHHU Mpe- U
MOCTHMIUIAHTAL{MOHHH 3aryOH ¥ eMOpHO-(ETANIEH NETANUTET. B A0NBbIHEHHE NPH NPUIIOKEHHE Ha
WHXUOHUTOPH Ha nNpocTarfiaHAUHOBaTa CHHTE3a NPH XKUBOTHH 10 BpeME Ha OpraHoreHesara ce
chOOIIABA 3a [TOBUILEHA YECTOTA HA Pa3/IMYHK Man(OpPMaLIHK, BKIIOYMTETHO U ChPAECYHO-ChAORH.
He3aBucuMO OT TOBa, MPOYYBAHUATA MPH XHUBOTHH C JEKCKETONPO(EH HE NOKA3BaT penpoayKTHBHA
TOKCHYHOCT (BXK. TodkKa 5.3).

Ot 20-ta cenMuua Ha OpeMEHHOCTTa HATATBK, YNOTpe©ara Ha ACKCKeTONnpodeH MOXKe Aa [PHUYHHU
ONUIOXHAPaMHHOH B PE3YATAT Ha HapyllueHue Ha ObOpeuHaTa ¢pyHkina Ha ¢geryca. Toa Moxe fa ce
CIIY4H CKOpPO Clie[] 3af10YBaHE Ha JICYEHUETO U OOUKHOBEHO € 06paTUMO NpH NpeKpaTIBaHETO MY. B
JOITBLJIHEHHE HMA CLOOLUEHUS 3a KOHCTPHKIINAA Ha AYKTYC apTEPHO3YC Chel TEeHeHHE Npe3 BTOPHA
TPUMECTBP, KATO MOBEYETO OT CNYYaWTe OTIBYYABAT CJel NPeKpaTaBaHE Ha JIeYEHHUETO.

[Ipe3 TpeTHA TpUMECTHP Ha OpeMEHHOCTTa BCUMKM MHXHOUTOPH Ha NPOCTarNaHAHHOBHUA CHHTE3
MOraT [a U3/10KaT IJ1oja Ha.
¢ KapAUOMYJIMOHAIHA TOKCHYHOCT (IIPEXKAECBPEMEHHO KOHCTPHKLIMA/3aTBApIHE Ha ductus
arteriosus v 6enoapoOHa XUINEPTOHHA);,
» HapylleHa OsOpeyHa PyHKLHA (BXK. TTO-TOpeE);
B kpas na OpemenHoOCTTa Maiikata W NAOABLT Morar Aa ObAaaT H3JIOKEHH Ha:
® BBIMOKHO YAB/KaBaHe Ha BPEMETO HA KbPBEHE, AHTHTPOMOOLIUTHO ACHCTBHE, KOETO MOXE 1a
HACTBIK JIOPH NMPU MHOTO HUCKH A03M;
® [TOTHUCKaHE H& MATOUYHHUTE KOHTPAKLUWH, KOETO BOMM 10 3a0aBEHO WK YI'BIKEHO paXkaaHe.

Tpavaodon
[IpoyuBaHuATa Npy XKUBOTHH C TPaMaao/ IMOKA3BaT, Y€ B MHOIO BUCOKH 034 UMa e(peKTH BLpXY

pa3BUTHETO Ha OpraHuTe, ocHduKalMaTa U HeoHaTalHaTa cMbpTHOCT. He ca Habmonasanu
TeparoreHHu edextn. Tpamanon npemuHaBa nnaueHTara. Hannunure nanHu 3a 6e30nacHOCTTA Ha
TpaMaZzos 1o Bpeme Ha OpeMEeHHOCT TIpH XOpa ca HEIOCTAaTbYHH.

Tpamanon — rnpyunekeH NPeau WK 10 BpeME Ha pakJ1aHe — HE NOBIMABA Ha MATOUHATA
KOHTPAaKTHNHOCT. [IpH HOBOpOIEHN MOXKe Ra MHAYLIMpA NPOMEHH B IMXATE/IHATA UECTOTA,
OOHMKHOBEHO He ca KIIMHWYHO 3HauuMH. [lpoabmxurentara ynotpeba no BpeMe Ha OpemeH
Aa AOBEAE AC CUMITTOMM Ha OTHEMAaHEe NPH HOBOPOEHOTO.
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[Ipenrua ropeonrcanoTo CKyaekca € NpOTUBONOKA3aH NpH OpeMeHHOCT (Bx. TouKa 4.3).

KbhpMeHe
He ca npoBexaaHK KOHTPOTUPAHH W3MHTBAHKWSA, KOUTO Aa NMPoy4yar eKcKkpeunaTa Ha Ckynekca B
kbpmaTa. TpabBa na ce B3eMaT NpeABU/l JaHHUTE, ChOOLIEHH 3a JeKCKeTonpodeH U TpaMaoa KaTo

OTACITHH KOMIIOHECHTH.

Jlexckemonpodhen
He e u3BecTHO Aanu AekckeTonpodeH ce eKCKpeTHpa B KbpMara.

Ipamaoon

TpamMazon U HeroBute MeTabONHTH Ca OTKPUTH B MAJIKH KOJIMUECTBA B KbpMara.

[pubnusurenno 0,1 % ot go3ara rpaManoi, NpUeTa OT MaitkaTta, C€ eKCKpeTHpa B KbpMaTta. B
HEMOCPEACTBEHUA CREAPOAOB NEPHO, NPH NpHEeMaHa nepopanHa AHeBRa J03a a0 400 mg ot Maiikara,
TOBa OTIOBaps Ha CPEAHO KOJIMUECTRO TPaMaaon, NOreJHaTo OT KbpMaueTara, B pasMep Ha 3 % or
[03aTa Ha MalKaTa, KOpUrupaia cnpaMo ternoto. [lopaau tasu nmpUuHHa TpamMaaon He TpAOBa Aa ce
M3I10JI3BA N0 BpeMe Ha KbpPMEHE WJIH KaTo aJITepHaTHBAa KbpMeHeTo TpadBa aa ce npeKpaTH no Bpeme
Ha JleueHKne ¢ Tpamagon. [lpekparaBaHe Ha KbpMeHeTO 0OMKHOBEHO He Ce Hanara cjiej] MpueM Ha
eIUHHUYHA 103a TpaMao.

[IpenBua ropeonucaHoro CKyaekca € NpOTABONOKA3aH Npe3 nepuoja Ha KbpMeHe (BK. Touka 4.3).

QDepTUANTET

Kakrto npu ppyrute HCIIBC, ynorpebara Ha gekckeTonpodeH MOXe A2 HapyluH GepTHIHTETA Ha
)K€HATa W HE CE NPEnopbhYBa NPH KEHU, KOUTO CE ONUTBAT Ja 3a0pemeHeaT. [1pH )xeHn, kouTo UMaT
TPYOHOCTU Npy 3abpeMeHABaHE WIH KOHTO ce M3caeaBar 3a 6esnnoaue, Tpadbea aa ce oOMUCIH
NpeycTaHOBABAHE HA AeKcKeTonpodeH TPOMETaMOJl.

4.7. EdexTH BbpXY cnnocobnocrra 3a miopupane H pabora ¢ MalllHHAH

EdekrrTe, U3BECTHU 3a OTAETIHUTE KOMIOHEHTH Ha CKyaeKca, Baxxar M 3a ¢MKcHUpaHaTa KoOMOMHAaLKA.

Lexcxemonpoghen
JlekcketonpodeH NoOBNKABa B MaJIKa WIH YMEpPEHa CTerneH ¢nocodHocTTa 3a wodupaHe U pabora ¢
MAlUMHH NOpagy Bb3MOKHO Bb3HMKBAHE HA 3AMAaWBAaHE WK ChHIINBOCT.

Tpamaoon

Jlopy nNpH NpMeM CBINIACHO yKa3aHMATa TPaMaJloN MOXE Ja NPHYMHK €(PeKTN KaTo CbHINBOCT M
3aMaiBaHe Y Nopaav TOBa MOXKE 1a BIIOIIH pPeaklUUTE Ha LIOPLOPUTE U ONEPATOPHTE HA MAILIHHA.
ToBa BaXkn 0coBEHO MPU NMPUNOKEHUE C APYTH ICUXOTPOTTHYA BELECTBA W aNKOXO.

4.8. Hexenann J1eKapCTBEeHHA PEAKIHHA

Hexenanute cbOMTHA, CHOOLIEHH B KIIMHUYHHATE U3NUTBAHUA ¢bC CKyleKca, KOMTO € Bb3MOXKHO Ja ca
CBbP3aHY C JICMEHHETO, KAKTO H HEXKEJIAHUTE PEaKLMH, ChOOILIEHH B KPaTKMTE XapaKTEPUCTHKY Ha
NPOAYKTHTE JeKckeTonpodeH U TpaManon IEKapcTBEHH (POPMH 3a NEPOPANHO MPHNOKEHHE, Ca
NpeACTABEHU NO-J0Y B Tabnyuen BUA, KilacHpHIHPaHH N0 CUCTEMO-OpraHeH Kiac.

HecToTHTE CE ONpEeAcnsIT KaKTo CleABa:

MHoro yecTtH:; > 1/10

YecTH: > 1/100 po < 1/10
HeuecTu: > 1/1 000 no < 1/100
Peaku: > 1/10 000 1o < 1/1 000
MHoOro peaku: (<1/10 000)

C HEM3BECTHA YecToTa: OT HAJITMUHUTE JaHHH He MOXKe na Obae HanpascHa OLCHKA.
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CHCTEMO- Hexenana peakuvs YecTora
OPI'AHEH KJIAC O Ckynekca Hekckeronpoden | Tpamanon
MedDRA
Hapywenns na kpnsra | TpombonuTosa Heuectn
H JMMQpHATA CHCTEMA Heyrponenns, - MHoro peaxy -
TpoMOOLIUTONEHHSA - MHoro penxm -
Hapymenns na CBpBbXMYBCTBHUTEMHOCT | - MHoro penku Penku
MMYHHATA CHCTEMA (Hanp. AucrHes,
OpOHXOCNA3bM,
XpHNOBE, dHTUOEAEM)
AHadunakTHyHa - MHoOro peakm Penku
peaxius,
BKJIFOYHTEITHO
aHauIaKTUYEH HIOK
JlapuHreanes OTOK Heuecru Penky -
Hapymensnn na Hapyuienus na Penku
mMeTadoIN3IMa 1 aneTuTa
XpaHEHETO HamaneH anetur - Penku -
XHUNOTITHKEMUA C HeuserecTHa
4eCTOTA
XHNOKANINEMUS Heuectn
Ilcuxuynn Hapymenusa | TpeBOXHOCT HeuectH Pepxn
KOrHUTHBHO Penxmu
HapYUIEHHE
CbcTOAHHE Ha Penxu
obbpkaHocT
3aBHCHMMOCT Penku
XamoUHHAHUH Penku
be3cbHUe HevectH
IIpomMeHu B Penxu
HACTPOCHHETO
Kowmapwu Penku
[leuxnyuu Heuectu
_pascTpOHCTBA
HapyweHHe Ha ChHS Penku
Hapymenns Ha OTKJIOHEHHA B Penkn
HEPBHATA CHCTEMA KOOpAWHALUATA
AMHe3HA Heuectu
3amaiBaHe YectH HeuecTy MHoro 4ectu
Ennnencus Penxu
'napobonue HeuecTu Heuectu YecTu
HeBonHn MycKynHH Penxu
KOHTPAaKLHH
[lapecTesns Penku Penxu
CeTHBHO CMYLLUEHHE Penkwu
COMHOJIEHTHOCT YecTu Heuectn Yectn
['0BOpHM HapyLUeHNs C HeunzBecTHa
4yecToTa
CuHkon Peakw ) ,f"";'f’@'kﬁ:;xh
Tpemop o e
Hapyurennsi na ounrte | 3amMbIneHO 3peHHe Muoro pefiku ,~ *tRenxik. 5 \
Mnnpuaza o2 =G Hen3BeETRa
50| vecrom) © |
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Muo3a Penkn
[lepnopbHuTaneH orok Heuect
Hapywmennsa Ha yxoro | THHHUTYC MHoro peaku
H J1abHpHHTA CBETOBBPTENXK HeuecTu HeuecTu
Chpaeunn Hapymenns | bpaavkapans Penxu
[TannuTtauun HeuecTn Hedecrn
Taxukapaus HeuecTH Muoro peaku HeuectH
CbnoBH HapywieHns LInpkynaTopeH koJianc HeuecTH
3auepBsaBaHe Heuectn
Xuneproinyna Kkpusa | Hevecth
XHMOTOHKA Heuectn Muoro peaxu
OpTtocTaTiyHa Hevectu
XHUTIOTOHMHS
PecnupaTopsu, rpuaHn | bpaaunbes, Penku
H MeIHACTHHAJIHH bponxocnasbm MHoro peaxu
HaApYIIeHAA HucnHes MHoro peaku Penku
PecnuparopHa Heuectn
aenpecus
XbJILAHE C HEeU3BeCTHA
4eCTOTa
CTroMamiHo-ypeBHN Kopemen auckomdopt | Hedectn HeuectH
HapYLIeHnA KopeMHa nnucteH3us HeuectH HeuecTH
KopemHa borka Hectn
KoHcTunanus HeuecTn HeuectH YecTH
HMnapus HecTH HeuecTH
Cyxora B ycTara Heuectn HectH
Jlucnencus Hevectn YectH
DnaTyeHUNS HeuectH
lacTpur HeuectH
Ilpa3HeHe Ha Heuectn
CTOMALIIHO-YPERBHHA
TPaKT
["agene Yectn Hectu MHoro yectH
[lankpeatuT Mmoro penkn
KpbBOM3IHB OT Penxu
nenTUYHa %3Ba
[Tepdopaumsa Ha Penkw
NenTHYHA A3Ba
IlenTH4yHa a3Ba Penxu
Hopnurane Heuectun
[ToBpbiane YecTH Yectu Yectn
XenaToOnnanapan Xenarut Penku
HApYIIEHHUA XemnaTouenynapHo Penkm
YBpEK/IaHE
[IoBHiLIEHH HeuectH Peaku MHoro penkm
YEPHONPOOHHU EH3UMM
BKIHOUYHUTESTHO
OTKJIOHEHHA B
H3C/ICABAHUATA Ha
yepHoApobHaTa
(OYHKLHS K TOBHLLIEHA
rama-
ryTaMuiTpaHcdepasa)
Hapymennsa Ha koxara | AKHe Penkwu
H NOJAKOKHATA ThKaH JInues oTox HeuvecTH MHoro peak
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XHnepxuaposa

HeyecTH

Penkmy

UecTH

Peaxupnsa Ha
(pOTOUYBCTBUTEJIHOCT

Muoro penky

[TpypuTyc

Muoro pEIKH

HevyecTH

Obpws

HeuecTy

HeuecT

CnHapom Ha CTUBBHC-
JI>)KOHCBH

MHoro peaku

ToxkcuuHa
enuaepmanHa
HEKPOIU3a (CHHAPOM
Ha Jlakn)

MHoro peaku

YpTHKapHs

HeuecTH

Penxu

HevecTH

Hapyuiennst na
MYCKYJ/JIHO-CKEJIETHATA
CHCTEMA H
ChEAHHHTE/IHATA
ThKaH

bonka B repba

Penkwu

Cnaboct

Penku

HapyweHns Ha
ObOpeunTe n
NHKOYHHTE IbTHILA

Hduzypns

Penxu

XeMarypus

HeuvecTH

MUKLUUHOHHO
HapylleHHe

Peaku

Hedpur

MHoro penku

Hedpornuen cuHapoM

MHoro PEAKH

[Tonnypus

Penku

Octpa ObOpeuHa
HeAOCTATBYHOCT

Penxn

3agppkaHe Ha ypHHa

Penxu

Hapymenna na
pPenpoaAyKTHBHATA
CHCTEMA H I'bPANTE

MeHcTpyanHHi
HapYLIEHHA

Penxu

[IpocTarHu
HapyluweHHUs

Penxu

O0wmn Hapymenna u
epeXTH HA MACTOTO HA
APHJIOKEHHE

AcTeHus

HedyecTu

HeuecTn

Brpucaxe

HeuecTH

Heyectu

Huckomopr

HeuyecTn

HeobruaiHo ycemase

HeuecTH

CyHApPOM Ha OTHEMAHE
Ha JeKapcTBa (Bb30yaa,
TPEROKHOCT, HEPBHOCT,
be3cnHHE,
XUNEePKHHE3US,
TpenepeHe
CTOMaMHO-YPEBHHU
CUMITTOMU: PEIKH;
NPUCTHIM Ha NaHKKa,
TEXKA

TPEBOKHOCT,
XaOLMHALIMH,
apecTe3nn, THHUTYC H
HeQOHYaHHH
cumnTomMu Ha LUIHC,
Hanp. oOBbpPKaHOCT,
AETTHO3UH,
JAenepcoHanu3aly,
HapyLUEHO Bb3NpPUATHE
33 PEANTHOCTTA,

napaHos)

Peakuw/MHOro
PEAKH
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YMopa HeuecTy HecTH

Hepasnonoxerue Heuyectn HeuecTu
[lepugepen oToK Penku
bonka HeuecTH
HicnenBanns [ loBHIIEHO KPBBHO HeuecTu Penku Penku
HaJ1graHe

IloBumeHu ctonHocTH | HedvectH
Ha ankanHa ¢ocdarasa
B KPLBTA

[IorulIeHa nakTaT HeuyecTH
AEXUIpOreHasa B
KpbBTa

Hexckemonpodgen-mpamadon
B xJIMHWYHK NpoyuyBaHHA Hail-uecTo HabnoaaBaHUTe HEXKeJlaHH PEaKLMK €a NOBPbLIAHE, TaJcHe H

3aMaitBaHe (cbLoTBeTHO 2,9%, 2,7% u 1,1% oT nauueHTHTe).

Hexckemonpochen
CromamiHo-upeBHu: Hali-uecTo HabnmionapaHuTe HexkenaHH chbOUTHA Ca CTOMALUIHO-YPEBHH MO

xapakrep. Moxke Aa Bb3HMKHAT NENTHYHH 83BH, nepdopauus HNH CTOMAIIHO-YPEBHO KbPBEHE,
MOHAKOTa ¢aTalHH, 0CODEHO B cTapuecka Bb3pacT (Bx. Touka 4.4). Cnen npunokeHue ca cbobI1lapaHd
rageHe, MOBpbIUAHE, AHapHs, GNaTyIeHUHA, KOHCTHNALUA, AMCTENCH, KOpeMHa bonka, MeneHa,
XeMaTeMe3sa, yALEpPOo3eH CTOMATHT, ek3auepbaumns Ha konuta v 6onect Ha Kpon (k. Touka 4.4
,,CnennanHu npeaynpexaeHus 1 rpeanasiy Mepky npu ynorpeba®). [lo-paakoe e Habmonaeas
racTpuT. MMa cboOuieHns 3a OTOLM, XHITEPTOHHS U ChpAEYHA HEAOCTATBYHOCT, CBbP3aHH C
yrniorpebata ha HCIIBC.

Kaxkrto n npu apyru HCIIBC, Morar a ce nosiBAT U CNEAHUTE HEeXKEJIaHW peaklHHU: aceNTHYEH
MEHHHIUT, KOITO Ce NposBsABa Haii-BeUe NPM NaLHEeHTH CbC CUCTEMEH JIYTTYC €PHTEMATOAEC WIIH
CMeCeHa CbeJIMHHUTENHO-TbKaHHa O0necT; XeMaToNnoruuHu peakiuyy (myprypa, anjlaCTHuHa M
XEMOIINTHYHA aHEMUA, PANIKO arpaHyJIOLMTO3a WK KOCTHO-MO3bYHa XHITONNA3NA).

byno3Hy peakuuu, BKIIOUUTENHO cHHAPOM Ha CTHBBHC-/DKOHCHH M TOKCHYHA €NUACPMAITHA
HEKPOAH3a (MHOTO PAOKO).

JlaHHUTE OT KIIMHWYHHW W3NUTBAHHMA H ENUIAEMHUONIOTHYHHTE JAHHH NpeArnonarar, ue ynorpebara Ha
Hakoy HCIIBC (ocobeHo BbB BUCOKH 03U H MPH NMPOABIKUTENHO NEHEHUE) MOXKE a € CBbp3aHa ¢
NIEKO MOBULLEH PHCK OT apTepuaitHu TPOMOOTHUHH cHOUTHA (Hanp. MHOKapAeH HHPAPKT KAX HHCYIT)
(BK. TOUKa 4.4).

Ipamacon

Hal-uecTo cpoOiaBaHuTe HEXeJIaHH peakLiK, IbJKAILYW CE€ Ha TpaMaaoJ, ca rajeHe U 3amaiiBaHe,
KaTO ¥ ABETE Bb3HMKBAT NpH noseue ot 10% oT nauueHTure.

ITpH 3HAUUTEIHO HAABUILABAHE HA NPENOPBYMTENIHUTE 103U U EAHOBPEMEHHO NPHIIOKEHUE HA APYTH
BELLECTBA, [NOTHCKALIM LIEHTpanHaTa HEPBHA CUCTEMA (BX. TouKa 4.5), MOXKe 1a Bb3HHKHE
peCNIHpaTOpHa ASIpecHs.

HMma crobuIeHKS 3a BNOWIaBaHe Ha aCTMaTa, BbNIPEKH Y€ He € YCTaHOBEHA NPUYHMHHA BPb3Ka.

EnunentudgopMeHH KOHBYIICHH Bb3HMKBAT OCHOBHO CAEM NPUIOKEHUE HA BACOKH 103K TPaMa 10N HITH
cjiel EAHOBPEMEHHO NIEYEHHE C JIEKAPCTBA, KOMTO MOraT a NOHWXKAT Npara Ha npynaabuuTe WK
caMM Aa HHAYLHUPAT MO3BbYHH KOHBYJICHM (BX. TOUkKa 4.4 W Touka 4.5),

Morart Aa Bb3HHMKHAT CUMITTOMH 3a PCAaKIlHH Ha OTHCMAHC, CXOAHH C TC3H, Bb3HHKBALH NpH OTHEMAHC
Hd OITHaTH, KakKTO CJIENBA: E']:36y,[lﬂ, TPEBOXKHOCT, HCPBHOCT, 6EBCLHHB, XHANCPKHHE3WUA, TRENCPCHC U
CTOMALWUHO-YPCBHH CHMIITOMMA. T T T

'.~ - -"-'"""'*-..._1 . ",\
Jlpyru cumMnToMu, HabmoaaBaHk MHOTO PANIKO IPH NMPEYCTaHOBSIBAHE Ha MpHeMa Ha quﬁa,uﬁsg}, e S
BKJIIOUBAT: TPUCTBIIM HA NAHHKA, TEXKA TPEBOXKHOCT, XaNlOLUMHALNH, NAapeCTEe3HH, THHHTYS A .+ *F > 7 2 \
HeoGHnuaiinu cuMITOMH OT cTpada Ha LIHC (T.e. o6bpkBaHe, AeN03HH, HAPYLEHO Bb3 tHesza -

peanHoOCTTa, HAPYILEHO BB3NPUITUE 34 PEANTHOCTTA, NapaHo). L !
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ChobluaBpane Ha NoAO3MPAHK HEXKENAHY peakLny

Cho611aBaHeTo Ha NOIO3WPpAHH HEXENAHW PEaKUMWH Chiell pa3pellaBaHe 3a ynorpeda Ha eKapCcTBEHHS
NPOAYKT € BaxkHo. ToBa MO3BONIABA 1a NPOOBLIKU HADMOAEHUETO HA ChbOTHOWIEHHUETO MON3a/PUCK 34
NleKapCTBEHHUS NpoAYKT. OT MEAHLIMHCKHUTE CNELHATIMCTH Ce M3UCKBA Aa ChOOLIABaT BCgka NOA03HpaHa
HeXKeNlaHa peakLiMg Ype3 HaLWOoHaNnHaTa CHCTEMa 3a chodulaBaHe:

M3nbnHUATENHA areHUHs 10 1eKapcTBaTa
yi. ,,JdamaH I'pyes” Ne 8

1303 Codus

Ten.: +359 28903417

yebcaiT: www.bda.bg

4.9. IIpeno3upane

B knMHMYHATE NMpOy4BaHHUA He ce cboOllaBar cinyyau Ha npeao3vpane. Tpabea ga ce B3eMar npearua
NaRHHUTE, CbOOIIEHH 3a ICKCKETONPOQEH U TpaMaa0/ KaTo OTAEIHH KOMIIOHEHTH.

CyMnTOMH

Lexckemonpoghen

CHMNOTOMUTE NPH NPEAO3HUPAHE C AEKCKETONPOJEH Ca HEUZBECTHH.

JlekapCTBEHHTE NPOAYKTH, ChABPIKALH NEKCKETONPOdEH, NPUYUHABAT CTOMalHO-4PEBHU
(noBpbllaHe, be3aneTuTHe, KOpeMHA B0NKa) H HEBPONOrHYHH (CHHIIUBOCT, BEPTHIO, A€30PHEHTALIMA,
raBoOoIHe) HapyLIEHHS.

Tpamaoon

[Ipu npegoszupaHe ¢ TpaMaaon Mo MPUHLMN Bb3HUKBAT CHIUWTE CUMATOMH KaTo NpU BCHYKH APYyrH
aHaJINETHLIM, AeHCTBALLH BbPXY LIEHTpAJIHaTa HepBHa cucteMa (onmHOMAH). [1o-KoHKpeTHO Te
BKJIIOUBAT MMO3a, MOBpbILaHe, CbPAEUYHOCHA0B KOJIarc, HApYLIEHN Ha Ch3HAKHETO, CTUTAILY A0 KOMa,
KOHBYJICHH WU pECIIHpaTOpHa AENPECHS, CTUraula 10 pecnupaTopeH apecT.

Ornangpabde

Hexcrkemonpodghen

[TpH caydacH npueM KM NPUEM HA NTPEKOMEPHO KONIMHECTBO, HE3a0aBHO 3aN0YHETEe CUMITTOMATHYHA
TEPanus CbIYIACHO KJIMHNYHOTO CHCTOSHHE Ha NMallUeHTA.

[Ipu nornblaHe Ha rioBeve oT 5 mg/Kg OT Bb3pacTeH MK ACTE B pAMKHTE Ha NBPBUA Yac chen
nornsllaHe TpabBa Aa e NPUIcKH aKTUBEH BbIneH. Jdekckeronpoden Moxe aa Obl1€ M3BEIEH OT
OpraHM3Ma 4upes AHanu3a.

Tpamadon

[loanbpxkaTe AUXaTEAHUTE MBTULLA OTBOPEHH (M U30ArBaMTE acnupaumaTa), nooabpxKanTe
OHLAHETO U KPpBbBOOOpALLEHHUETO B 3aBUCUMOCT OT CUMITOMHUTE. AHTHAOTET 33 peCnUpaTopHa
ACTIPECH € HAJIOKCOH. B eKCrepyMeHTH C )KHBOTHH HAIIOKCOH He OKa3Ba €(PEKT BbPXY KOHBYJICHHTE.
[Ipu TakmBa cny4au TpAOBa HHTPABEHO3HO Aa CE NMPUAMKU JHa3eNam.

B cnyvai Ha MHTOKCHKaLKA MO NEPOPATIEH NBT CE MPENOPBLYBA OUMCTBAHE Ha CTOMAILIHO-YPEBHHA
TPAKT C aKTHBEH BLIJIEH B NEPUOJ OT ABA Yaca cnej nNpHeM Ha TpaManoll.

Tpamazon Moxe Jla ce U3BEE OT OpraHHU3Ma upe3 NUaiu3a, HO C¢ SIMMHHHMpa B MUHYMMalHa CTeneH oT
cepyMa upe3 XeMoanannza wik xemopunrpauus. [lopaan ToBa jje4eHHETO HA OCTPA MHTOKCHKALINAA ¢
TPamMaoa CaMo C XEMOJHAJIH3a HIK XEMO(QUATPAUHA HE € NOAXOASLLO 32 JIETOKCHKALIUA.
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5. @®APMAKOJOI'NMYHH CBOUCTBA

5.1. ®apmakoAMHAMHYHH CBOHCTBA.

dapmakoTepaneBTHYIHA IPyNa: ONUOKUIHH AHAITETHLIHM B KOMOMHALUA C HEONHOMAHH.
ATC koa: NO2AJ14

MexaHu3bM Ha JIEHCTBUE

HexkckeronpodeH e TpoMeTaMUHOBA ol Ha S-(+)-2-(3-6eH30udeHnn ) nponuoHoRa KUceInHa —
aHANreTHK, NPOTHBOBBLINAIUTENHO U AHTUITUPETHUHO JIEKapCTRBO, KOETO NMPHUHALNEXKH KbM I'pynaTa Ha
HECTEPOUIHUTE NPOTHBOBBL3INAMNTENHU cpeacTea (MO1AE).

MexaHu3MBbT Ha AeHCTBUE HA HECTEPOUHHTE NMPOTHBOBB3INAIMTE/IHY CPE/ICTBA CE CRBP3BA C
HaMaJlsiBaHE Ha MPOCTarlaHIMHOBaTAa CHHTE3a Ype3 HHXHOMpaHe Ha HMKJ1I00KCHTeHa3aTa. [lo-
CMIELIHAJIHO € Hannle NHXHOHupaHe Ha NpeBpbILaHEeTO Ha apaXUAOHOBA KHCEJIMHA B LIHKNHYHH
cuonepoxcuaasu, PGG; u PGH;, kouro npounssexaar npocrarmadauiy PGE,, PGE;, PGFy, n PGD,
 Cblo NpocTtanuiknud PGl u Tpombokcanu (TxAz u TxB;). OceeH ToBa, HHXUHOHpaHETO Ha
NpoCTarlaHAMHOBATa CHHTE3a MOXKE 1a IIOBNUAE U APYTH MEIHATOPY Ha Bb3MNAJCHUETO, KaTo
KMHHHWTE. ToBa € eIMH UHAUPEKTEH €(PEKT, KOWTO AOMbJIRA AUPEKTHOTO JEHCTBUE.

B excnepyMeHTH € XXUBOTHH M XOpa € IEMOHCTPUPAHO, Ue ACKCKETONPOoPEH HHXHOMPA AKTHBHOCTTA
Ha COX-1 n COX-2.

Tpamanonos XMApPOXJIOPHA € CHHTETHUYEH ONMHOUACH aHANTETHK, AEHCTBALL BbPXY LIEHTPATHATA
HEpBHA cucTeMa. Toli € HeCceIeKTUBEH, YACTHYEH arOHUCT Ha Ji-, 0- U K-ONMUOUIAHHUTE PEeUCniTOpH C Mno-
BUCOK aPMHHUTET KbM U-peltenTtopure. ONMHMONAHOTO KEHCTBHE C€ ABDKH KAKTO Ha
HUCKOA(QHUHUTETHOTO CBbP3BaHE Ha U3XOAHOTO BELIECTBO, TaKa H HA BUCOKOAQHHHUTETHOTO CBbP3BaHE
Ha O-eMeTwiMpanns Metadonut M1 kbM U-ONHOKAHUTE pelenTopy. B XKHUBOTHHCKU Moaenn M1 e
oo O mbTH NTO-MOLILEH OT TpaManol B OCUI'YpsSBaHeTO Ha anaire3us H 200 mbeTH no-MOLIEH MpH
CBBP3BAHETO C U-OMMUOUHMTE pelienTopy. B Hakonko u3icneapaHus ¢ 2KHBOTHH HHAYLIMpaHaTa oT
TPaMaZoa aHAJINe3MA CaMO YaCTHYHO C€ aHTArOHH3Kpa OT ONMATHHA aHTAaFOHHCT HAMTOKCOH.
OTHOCHTENTHMAT A1 KaKTO Ha TpaMajoil, Taka W Ha M1 B aHanre3usaTa npH xopa 3aBHCH OT
I1a3MEHATa KOHLIEHTpPAaLMA Ha BCAKO ChEAMHEHHUE.

[TokasaHo e, ue TpaMaaon HHXHOHpa oOpaTHOTO 3aXBalllaHe HA HOpPENHHEPPHUH U CEPOTOHUH in Vitro,
KAKTO HAKOM JPYrd ONMUOKAHK aHaNreTHLUM. Te3u MexXaHH3MH MOXKE Ja JONPHHACAT CAMOCTOATETHO 32
obuIMg aHanreTHyeH npodun Ha TpaMaaon.

Tpamagon MMa aHTUTYCHBHO ACHCTBUE. 3a pa3ivka oT MOp(HHA, LIKPOK AHANA30H OT AHAJITETHUHHUTE
NO3W TpaManon HAMAT MOTUCKaW] AxtaHeTo eekT. ChUlo Taka CTOMAUIHO-HYPEBHUAT MOTHIIUTET Ce
3acsara B No-Manka crencH. EgexTruTe BbpXy ChpAcHHOCHROBATA CUCTEMa 0OMKHOBEHO ca ieku, UMa
cbOOLIEHH, Ue crMNaTa Ha neilcTBue Ha Tpamajaon ¢ oT 1/10 (eaHa necera) no 1/6 (eana mecra) ot
Ta3u Ha MopdHHa

(DapMaKOANHAMHYHH €(EKTH

[IpeIKNMHHYHHTE NMPOYYBAHHA NMOKA3BaT CHHEPIrMYHO B3aUMOACHCTBHE MEXY aKTHBHUTE CHCTABKH,
Ha0/100aBaHO KAKTO B MONIENH HA OCTPO, Taka B B MOAENH HA XPOHUUHHO Bb3MaleHWe, 1 NPEATONAarar,
4€ N10-HHCKHUTE J03H OT BCAKAa AKTHBHA CbCTABKA MO3BOMABAT Aad C€ OCUIYPH e(PeKTHBHA aHanre3ns.

KinnnuHa eprukacHOCT M 6€30MacHoCT

KnuHWUHY NPOyYBaHUA, U3BLPLIEHU BLPXY HAKOJIKO MOJIE/Ia HA YMEPEHA N0 T€KKA HOLIULIENTHBHA
OonKa (BrIIoYMTENHO 300005, coMaTHyHa Donka M BucuepanHa 60nkKa), NEMOHCTPHPAT €(PEKTUBHO
aHaJIFTeTHUHO fieiicTBUe Ha Ckynekca.

MHorozno3080, ABOMHHO-CAANO, PAaHAOMU3UPAHO, NApaneTHO-TPYNORO NMpoyuBaHe Nnpy 606 nauMeHTH ¢
yYMeEpeHa 10 TeKKka OO/Ka cnel KOpeMHa XMCTEPEKTOMUA Ha cpenHa Bb3pacT 47,6 roaMuu (B AManazoH
OT 25 10 73 roanHU), OLEHABA aHANreTHYHATa €(PHKACHOCT HAa KOMOMHALUATA CIPAMO OTAE/THHTE
KOMIIOHEHTH NMOCPEACTBOM Pa3NuKaTa B CTOMHOCTHTE Ha cOOpa 3a HHTCH3HBHOCT Ha Oonkatasza .
nepuon ot & yaca (SPID8) chen npunokeHue Ha MbpBaTa 103a OT NPOYYBaHHUA MEHKAMENT, lga;p:) “x\
WHTEH3UBHOCTTa Ha Donkara € oucHeHa nocpeacteom 100 mm Bu3yanHa aHaJIoroea CKaj1a (VASj Tlo-q. N
BUCOKaTa cTOMHOCT Ha SPID noka3sa obiekyaBaHe Ha DonkaTa B NO-ronfaiMa cTereH. euenﬂefé E'Lc AT
CKyaeKkca BOAU A0 aHANTeTHYEH eQEeKT 3HAMHUTENHO NO-BHCOK OT TO3H HA OTACJIHUTE Mﬁ HEHTH, . '.-_-_.-*‘1 o

NPUNOKEHHN B CblltaTa go3a (aekckeTonpodeH 25 mg) UK B N0-BUCOKa 1034 (Tpamaﬂbtu 100 mg) KaTo 'y
\ toL ;rfu
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pe3ynTatuTe ca cneaHute; Ckyaekca (241,8), aexcketonpode 25 mg (184,5), rpamanon 100 mg
(157,3).

[Ipes nbpauTe 8 uaca cnen npunokeHHeTo Ha CKynekca NAaLUMEHTHTE ChOOHIARAT 3a 3HAYHUTENTHO NO-
HHCKa MHTEH3UBHOCT Ha Oonkara (PI) (cpeano PI-VAS= 33,6) cb¢ cTatucTH4deCKH 3HauUnMa (p<
0,0001) paznuka cnpamMo aekcketonpoden 25 mg (cpeano PI-VAS= 42 6) n tpamaaon 100 mg
(cpeano PI-VAS= 42,9). Ilo-nobpo obeszdonspaHe e neMOHCTpHpaHO U NPU NMpUiaraHe Ha
MHOT'OKpPaTHH 034 3a neproa oT 56 vaca cnopes cxemara 3a gosupatne npu I'TT nonynauus, npu
KOATO MALUEHTH, KOUTO HE ca NOJIYYHIIH aKTHUBHO JICYEHHE KAaTO NbPBAa €AMHUYHA 4034, CA U3KITHOHEHH,
CbC CTATUCTHYECKH 3HauMMa pasnuka (p< 0,0001) mexxny Ckyaekca u aekcketonipodeH 25 mg (-8,4) u
tpamagon 100 mg (-5,5).

[lauveHTHTE, TEKyBaHH cbC CKYAEKCa, ca UMAAM TI0-MaNkKa HY>KAa OT JOMbJIHUTEIEH MEIMKAMEHT 3a
KOHTponupaHe Ha 6onkara (11,8% ot nauuentuTe B cpasHerne ¢ 21,3% (p=0,0104) u 21,4%
(p=0,0097) oT nauMeHTHTE CHLOTBETHO HA AcKCcKeTonpodeH 25 mg U Tpamanon 100 mg). Ako ce B3eMe
MpeaBU] BAMSHUETO HA ynoTpedaTa Ha AONBbAHUTENHO NEKapPCTBO, NO-A00PUAT aHAJIreTHYEH e(eKT Ha
CKyaekca rpH MHOTOKPATHO JIO3WpaHe 3a nepuoa ot 56 Jaca € olle no-u3paseH, KaTo JoCcTrra
pa3zniuka B PI-VAS B nosnza Ha Ckynekca cnpamo aekckeronpoden (-11,0) u tpamagon (-9,1) cbe
CTaTHCTHYecKa 3HaYuMocT oT p= <(,0001.

B MBOTOA030BO, ABOHHO-CIIAINO, paHAOMU3HPAHO, NApaNeNHO-rpynoBo fnpoyusane npy 641 nanMeHTH
C YMEpeHa A0 TeXka OoNKa Cl1e] TOTallHa apTPOoINIacTHKA Ha Tazo0elpeHa cTaBa Ha CpellHa Bh3pacT
61,9 roaunn(B auanazoH ot 29 1o 80 roauHK) € OLIeHEHa aHANTeTRYHATA eYHUKACHOCT Ha
KOMOMHaLMATA CNPIMO OTAENHHUTE KOMITOHEHTH MOCPEACTBOM pa3nMKaTa B CTOMHOCTHTE Ha cbopa 3a
MHTEH3UBHOCT Ha Donkara 3a nepyos oT 8 4aca cnes NpUNOKEHUE Ha NbPBaTa 1034 OT MPOoY4BaHUs
menukaMmeHt (SPIDg). Jleuenuero cre Ckynekca BOOH A0 aHANTETHUEH €(hEKT 3HAUMTEITHO NO-BUCOK OT
TO3H Ha OTAEITHUTE KOMITOHEHTH, MPUSTIOXKEHH B ChlitaTa no3a (aexckeronpoden 25 mg) unu B 1no-
BHUcOKa f1o3a (Tpamagon 100 mg); Cxynekca (246,9), nekckeronpoden 25 mg (208,8), Tpamanon

100 mg (204,6).

Ilpe3 nupBHTEe 8 yaca cieln NMpuIokeHHeTo Ha CKyaexca NalueHTHTE AOKIAABAT 3HAYUTENHO MO-HUCKA
WHTEH3UBHOCT Ha Oonkara (PI) (cpenno PI-VAS= 26,3) ¢be CTaTUCTHUYECKHU 3HA4YHMA pa3nuka (p<
0,0001) cnpaMo aexckeronpoden 25 mg (cpeaHo PI-VAS= 33,6) n tpamanon 100 mg (cpeano PI-
VAS=33,7).

[To-nobpo obesbongBaHe e AEMOHCTPHPAHO M NMPH NPWIaraHe Ha MHOMOKPaTHH A03M 3a NEPHOJ OT 56
qaca cnopes cxemara Ha go3upane npu ITT nonynauus, npu KoATO NallMEHTH, KOUTO HE Ca NOJYUYHIIH
aKTURHO JICYHEHHE KaTo IThpBa €MHUYHA A034a, Ca U3KIIHOYEHH, CbC CTATUCTUYECKH 3HAYMMA pa3iHKa
(p< 0,0001) mexxny Cxynekca u choTBETHO Aekckeronpoden 25 mg (-8,1) n tpamanon 100 mg (-6,3).

HOnbIHHTENTHH MEIMKAMEHTH 3a KOHTpOAUpaHe Ha Oonkara ca 6unn HeobxonuMu npu 15,5% ot
nanyeHTHTe Ha Ckynekca, B cpapHenue ¢ 28,0% (p=0,0017) n 25,2% (p=0,0125) croTBeTHO Ha
nexcketonpogeH 25 mg » tpamanon 100 mg. Ako ce B3eMe npeaBH BAUSHUETO HA ynoTpebara Ha
DOMBJIHUTENHO JIEXAPCTRO, NO-J00PHAT aHanreTHueH edekT Ha CKyaekca NpH MHOTOKPAaTHO JO3HpaHE
3a nepvox oT 56 uyaca € OllE NMO-U3pa3eH, KaTo JOCTHUra CTAaTUTUCTHYECKHM 3HaUMMa pa3avka (p=
<(0,0001) npu PI-VAS 8 nonsa Ha Ckynekca cnpamo aexckeronpoden (-10,4) u tpamanon (-8,3).

Heanarpuuna nonynauus

EBponeHckara areHUHs o JleKapcTRaTa 0CBOOMKAABA OT 3aAbHKEHHETO 3a NPeAOCTaBAHE Ha
PE3YNTATH OT Npoy4BaHUA cbe CKyaekca BbB BCHUKH NMOATPYNH Ha NeAWaTPHUUHATA foNylalysa npy
NIEYEHHE Ha YMEpPEHa 10 Texkka ¢opMa Ha octpa Gonka (BX. Touka 4.2 3a uHdpopmalMsa OTHOCHO
neanarpuyHa ynorpeba).

5.2. GapMaKOKHHETHYHH CBOHCTBA
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ENHOBpEMEHHOTO NMPHUIIOXKEHHE HA AEKCKETONpPO(EH U TpaMaaon He OKa3Ba Bb3JlelicTBUE B’l}p}f}” N

PapMaKOKHHETHYHNTE NAPAMETPH HA KOMITOHEHTHTE TIPH 3PaBH YHACTHHUM, PARTa ""“';3"""3‘;’2

[1py BB3pacTHU ¢ HOPMANHO 3ApaBe NHUKOBKTE MJ1a3MEHH KOHLIEHTPALIWKU Ha HEKCI{GTGH])O(:]JB«I-VP; g a N

Tpamanon ce gocturar 3a okosio 30 min (B aAxanasox ot 15 no 60 min) ¥ CHOTBETHO npmbhﬁ(&naf o, - \ Hf:a \,
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Hekcketonpoded

Abcopbyus

Crnen nepopanHo NpUIIoKEeHKE Ha aekckeTonpodeH npu xopa Chmax c€ Joctura Ha 30-tata MuHyTa (8
anamnaszol ot 15 go 60 munyTh). Ilpn eaHOBpEeMEHHO NPHNOKEHHE C XpaHa NIOLWITA MO KPHUBATa
(AUC) He ce npomeHa, BbrpekH TOBa Cinax Ha ACKCKETONPOdEH ce NOHWKABA M CKOPOCTTA Ha

pe3opbums ce 3abaps (yBennuaBa Ce tyax).

Pasnpeodenenue

BpemeTo Ha NOAYXHBOT BLB (pa3ara Ha paznpeacneHHe 1 Ha eIMMHUHUPAHE Ha AeKcKeTonpodeH
TpoMeTaMol € cborBeTHO 0,35 yaca u 1,65 yaca. KakTo npy Apyry nekapcTRa ¢ BUCOKA CTEMEH Ha
CBBbP3BaHe ¢ MasMeHuTe nporerHu (99%), obeMbT Ha paznpeaencHue € cpenno noa 0,25 kg,

[Ipy PpapMaxoKMHETHUHHM NMPOYHBaHUA C MHOMOKPATHO NPUAMKEHHE HE ca HabNAaBaHH pa3iuKH
mexxay AUC ciiel nocsieIHOTO NPHIOKEHUE U Ta3H CNEM €MHOKPAaTHa /1033, KOSTO M0Ka3Ba, Ye HAMa
KYMY/IUPAaHE Ha JieKapCTBOTO.

Buompanchopmayus u enumunupare

Cnen npunoxeHue Ha JeKckeTornpodeH, ce oTaens camo S-(+)-eHaHTHOMEPBT, KOETO JEMOHCTPHPA, Ye
MpU Xopa HiMa KoHBepcud B R-(-)-eHaHTHOMED.

OCHOBHHUAT TLT HA EJIMMUHUPAHE HA JIEKCKETONPOREH € NMOCPECTROM MMIOKYPOHOBA KOHIOTALIHA,
nocaeABaHa OT U3TbYBaHe Npe3 0vOpennTe.

Tpamanosn

Abcopbyus

Cnepn nepopasiiHo nNpuioxeHHe TpaManon ce abcopbupa Han 90%. Cpeanara abconmoTHa
OuoHanMuHoct e npubnuzurenHo 70%, HE3RBHCHMO OT €AHOBPEMEHHHA NIPHEM Ha XpaHa.
Paznuxara Mexay abcopOupanns U HemeTabonuzMpanus HaATUYEH TPAMaZloN BEPOIATHO C€ ABJIXKH Ha
HUCKHA eeKT Ha Mbpo npeMuHaBaHe (first-pass edekr). First-past edekTsT cnien nepopaiHo
npuiockeHHe € MakcuMyM 30%.

TpaMmamon uMa BHCOK ThkaHeH auHuTeT(Vap=203140 1). CBbp3BaHETO C NPOTEHHUTE BBL3NH3a HA
oxono 20%.

Crnen npunoXkeHHe Ha eAHOKpaTHA nepopaiHa Ao3a Tpamanon 100 mg noa ¢opmara Ha Kanicylu WK
TabneTky npyu Mi1aau, 3paBy YYaCTHHLK, NJIa3MEHH KOHLEHTPAUMUK € OTKPHBAT B pPaMKHTE Ha
npubnusurento 15 no 45 MunyTh cbC cpenel Chux 0T 280 1o 208 meg/L v Trax 07 1,6 o 2 h.

Pasnpeoenenue

Tpamanon npemyunasa KpbBHO-MO3b4HaTa Dapuepa H NnaleHTHaTa Oapuepa. B kbpMmara ce OTKpHBAT
MHOIM0 MAJIKH KOJIMYECTBA OT BELIECTROTO U HEroBOTO npou3BoaHo O-necmMetun (cvorBeTHO 0,1 % 1
0,02 % ot npunoxkeHara 103a).

Buompancgopmayun

Ilpu xopa Tpamagon ce MeTabonuzupa OCHOBHO NOCPeAcTBOM N- H O-aeMeTUNIMpaHe B KOHIOralHg Ha
NPOAYKTUTE Ha O-AeMEeTHNUPAHETO ¢ MIIOKYpOHOoBa kucennHa. Camo O-gecMeTUNHpaHUAT TpaMaao
¢ (papmakonorndno akruseH. I1pu apyrure metabonuTn MMa 3HAMUMH KOJIMHECTBEHH PA3NTHKY MEXIY
oTAeNHUTE nMua. JIo MOMEHTa B YpUHaTa ca OTKpPUTH eAuHajieceT metabonuta. EkcriepuMeHTHTE C©
KMBOTHH INOKa3RaT, ye O-AeCMEeTWIMPAKUAT TpaMaaon € 2 — 4 nbTH TO-MOLLUESH OT H3X0AHOTO
BelIeCTBO. Typ HA HEroBUA NOAYXHBOT (Npu 6 3apasu aobpoBoauu) € 7,9 h (B nnanaszon 5,4 - 9,6 h) u
€ NpUONU3UTENHO KATO TO3M Ha TpaMaaon.

Huxnbupanero Ha eanHyg wny Ha aeata uMtoxpoM P450 usoenznma CYP3A4 u CYP2DS, KOWTO 77 e
y4acTBaT NPy METaboIM3NPaHETO Ha TpaManoJl, MOXeE [1a MOBJHAE Ha NJ1a3MEHATa mﬂuegﬁjauﬂﬂ'ﬂa R
TPaMaj0Nl MM Ha HEFOBHSA aKTHBEH METabOoNT. - q/ *g DN
Enumunupane 1 B :-{'E :' ‘T . |
Typ Ha ENUMHUHALIMOHEKS NONYKUBOT € NpUbM3NTENHO 6 h, He3aBHCHUMO OT HauMHA Hﬂ\]'l ﬂomeag;i o
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[Tp¥ naurMeHTH Ha Bb3pacT Haa 75 roAvHY MOXE 1a UMA yAbIDKaBaHe ¢ npuonusnTento 1,4 nbuTh.
Tpamanon » HeroeuTe MeTaDONHUTH CE& EKCKPETHPAT NMOYTH HANBAHO 4pe3 ObOpeunTe. KymynarnsHara
ypHHapHa exckpenns € 90% ot obliara paaMoakTHBHOCT Ha NpUiioxKeHara fosa. [Ipn yBpenena
uepHOoApoOHA H ObLOpeuHa GyHKUHA NONYKUBOTHT MOXKeE JIEKO Aa ce yabkH. Hpn nauMeHTu ¢ uMpo3sa
Ha YepPHHA Apo0 € YCTAHOBEHO, Y€ CJIMMHHALIMOHHUAT NOAYKHKBOT Bb31K3a Ha 13,3 £ 4,9 h (Tpamanon)
n 18,5 + 9,4 h (O-necMmeTHn TpaMaaon), NPH €AHHHUYER TEXDBK ClTydai cborBeTHO 22,3 h n 36 h. [1pu
NauUeHTH ¢ OBOpeUna Hel0CTaTbYHOCT (KPEaTMHHHOB KAMPBHC < 5 ml/min) croiHocTHTEe ca 1]
3,2h n 16,9 + 3 h, npu eanHKUueH TeXbK chiyyail ¢boTBeTHO19,5 h 1 43,2 h.

Junetnocm/menuneurnocm

Tpamanon nma nuHeeH (apMakOKMHETHUYEH Npo¢dHIl B paMKHUTE Ha AWana3oHa TEpaneBTUUHH AO3H.
Bpb3kaTta MexXay cepyMHHTE KOHUEHTPAUHK K aHANTeTUUHHSA €(PEeKT e 10303aBUCHMA, HO B OTACIHH
cAy4au BapHpa 3HauuTenHo. Cepymuara kohuentpauus or 100 — 300 ng/ml obuxHoBeHO €

e(EeKTUBHA.

3.3. IlpeakNuHRYHH JAHHN 32 De30NMaACHOCT

KombuHauusa nexkckeronpodeH — TpaManciioB XUApOXJIOpU

[peaxnnHuuHKTE BaHHHU 3a KOMOMHALMATA He NOoKa3BaT 0COOEH PHCK 3a Xopa Ha ba3ara Ha
KOHBEHIIHOHAJIHKTE $HapMaKONOrHUHH NPOYUBaHHUA 32 6€3001aCHOCT M TOKCHUYHOCT MPH MHOTOKPATHO
NpuUiIaraxe.

KomGnHauuaTa ot aekckeTonpoden U TpaMaaos HE OKa3Ba 3HaMHM €(PeKT BbpXY ChpASUYHOCHA0BATA
CHUCTEMA, KOETO € OLICHEHO upes3 in vitro 1 in vivo nicneasaHud. [lo-Manbk epekT BbpXy
NPeMHHAaBAHETO NPE3 CTOMALWHO-YPEBHUA TPaKT c¢ HabnioAara Npyu KOMOWHALIMATA B CPABHEHHE CaMO
¢ TpaMazoi.

[TpoyuBaHe Ha XpOHHUYHATA TOKCHUYHOCT IPH TUTBXOBE B Npoab/HKeHre Ha 13 ceamuuu aasa HKBa, Npy
KOMTO He ce Habnionasat Hexenanu peakuud (No Observed Adverse Effect Levels, NOAEL), ot

6 mg/kg/neH 3a nexckeronpodeH U 36 mg/kg/neH 3a TpaMaaon (Ha-BUCOKUTE U3CAECABAHH J03H) NpH
NMPUIOKEHHE KAKTO KaTO OTASTHK KOMIIOHEHTH, Taka H B KoMOnHauua (cvorBercTBawmo Ha AUC-
bazupann excniozuunu npu NOAEL cnen eqnokpatiu go3u 25,10 ney v 1,38 meTH Hap,
EKCNO3ULIMATA HA NEKCKETONpogeH U TPaMaaon NpH Xopa, ChOTBETHO IPU eIHOKpaTHAa KIWHUYHA 1034
25 mg nexckeronpodeH ¥ 75 mg TpaManon).

He ca HabnionaBaHK HOBM TOKCHYHOCTH, Pa3iM4HH OT NMO-paHoO OMHCAHUTE 3a AeKcKeTonpodeH iH
TpaMaaon.

Jekckeronpodex

[lpenxinHUYHMTE DaHHM 332 AEKCKETONPOQER He NokKa3BaT ocobeH puck 3a xopa Ha ba3zara Ha
KOHBEHLHOHATHMTE (papMaKOIOriiyHH NpoyyBaHus 3a 6€30MacHoCT, TOKCHYHOCT NPH MHOTOKPAaTHO
npuaaraHe, FEHOTOKCHYHOCT, pENPOAYKTHBHA TOKCHUHOCT U UMYHOMapMaxonorus. Ilpoyusannsara Ha
XPOHHYHATA TOKCHYHOCT, NPOBEACHU C MHIIKK ¥ MAHNMYHU, N1aBaT HUBA, TIPH KOUTO He ¢¢ Habmionasar
Hexkenauy peakuud (No Observed Adverse Effect Level, NOAEL), or 3 mg/kg/nen. OcHoBHaTta
HeXenaHa peaxkuus, HabnroaaBaHa NPY BUCOKM 1103M, € CTOMALUHO-YPEBHU €PO3MH H A3BH, KOUTO CE
pa3BHBAT MO 3aBUCHM OT A03aTa HaAUMH.

Tpamanon

[Ipyn MHOTOKpaTHO NEPOPATHO U MapeHTEPATHO NPUNCKEHHE Ha TpaMaaoa 3a NepHoa oT 6 Ao

26 ceNMULIM NpH NNBXOBE H Ky4€Ta M NIPY NepopanHoe NpuiloxkeHue 3a 12 Mecewa npu Kydera
XEMATOJIOTUYHUTE, KIIMHHKO-XHMHYHHUTE H XHCTOJIOrMYHUTE H3C/IEABAHUA HE AABaT JaBHM 3a
NPOMEHN, CBBP3aHU ¢ BewecTBOTO. 11posBH, CBbp3aHM C NEHTpAaNnHAaTa HEPBHA CUCTEMA, BE3HUKBAT
CaMO CJiel BHCOKM JAO03M 3HAYUTENIHO Hall TEpaleBTHUHUS JHana3oH: 0e3MoKOHCTRO, CIIOHOOTAEC/ISHE,
KOHBY/ICHM M HAMaJIEHO HagaaBaHe Ha Teino. [L1bXxoBe M Ky4yeTa MMoHacAT NepopasHyi A031 OT

cborBetHo 20 mg/kg u 10 mg/kg TenecHo Terno, a KydeTa pekTaiHu 103m oT 20 mg/kg TenecHo Terno

- —,

6e3 peakumm.
ITpu navxoBe no3u TpaManon ot 50 mg/kg/nen Harope APUUMHABAT TOKCUUHH €(eKTH I M&ﬁﬂlﬂ:ﬂi«l
MOBHILABAT HEOHATAJIHATA CMBPTHOCT. 3a6aBsaHe Ha Pa3BUTHETO Ha NOKOJEHHETO BL3HUKRa }IOII.?*‘* |
(hopMara Ha HapylueHus Ha ocuduKaumnaTa ¥ 3a0apeHO OTBAPAHE HA BNAraNMILETO U cMuDe

QepTHANUTETHT HA MBXKUTE )KMBOTHM HE ce noeausea. Cnea no-BUcokK no3u (ot 50 gf:k ﬂeu .
Harope) NpM *KeHCKHUTE KUBOTHH MMA HaMaJjleH NpoueHT Ha OpeMeHHocT. [1pu 3aium Mhdrb}ccmﬂu .-'
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eeKTn BbpxXy Makikute or 125 mg/kg Harope n ckeneTHH OTKINOHEHWA NPH NOKONEHHETO.

Hsaxon cucteMu 3a uscnenBaHus in-vitro 1aBaT JaHHM 3a MyTarcHHu edextu. [1poyusanuara in-vivo
HE NOKa3BaT TAKKMBa e(PEKTH.

ChbrnacHo laHHMTE, CHOpaHH 10 MOMEHTA, TPaManoJl MOXKE Ja ce K1acHHLIMPa KaTo HeMyTareHeH .
[1poBeneny ca npoy4BaHWs Ha TYMOPOTEHHUA NOTEHLUHA HAa TPaMaaOIOBUA XHAPOXJIOPHA NPH
JbXOBE W MULIKK. [IpoyuBaHeTO Npu IurbxoBe He AaBa J0Ka3aTeNCTRa 32 CBbP3aHO C BelIECTBOTO
VBE/IMYECHME HA YEeCTOTaTa Ha TymMopuTe. B npoyuBaHeTo npy MULIKH HMa NOBHLLIEHA YeCTOTa Ha
YEPHOAPOOHH KNETHUYHH aJC€HOMH MPUA MBKKH KUBOTHM (10303aBHCUMO, HE3HAUUTETHO NOBHLIEHHE
ot15 mg/kg narope) ¥ nOBUILEHHE HA OOAPOOHHTE TYMOPH NPH XEHCKH )XHBOTHH OT BCUUKH
A030BH IpynH (3HAYUMO, HO HE J0303aBUCHMO).

6. CQAPMAIUEBTHUYHH JAHHU
6.1. COUCHLK HA NOMOIIHHTE BeIeCTBa

Copyesurna na mabaemxama.

¢ MUKpOKpHCTATIHA LENYN03a;

LlapeBuuHO BUIIECTE, APEKETAaTHRU3IHPAHO,
KpockapMenosza HaTpHii;

Harpues creapungymapar;

CHnyuuMes AHOKCHA, KonouaeH, Oe3soneH

e & & »

Durmupario noxpumue:
Onaapati I1 6210 85F1842 cheTasen or:

¢ [JoNMBHHHIOB aNKOXO0J;

e TutanoB JUOKCUA,
s Maxporon/PEG 3350;
e Tank.

6.2. HechBMECTHMOCTH
Henpunoxxumo

6.3. Cpok Ha rogHocT

5 rooyHu

6.4. CneuHanHy ycJIOBHS HA ChXpaHeHHe

To3H nexapcTBeH NPOAYKT HE H3UCKBA CHELNANHH TEMNIEPATYPHHU YCIIOBUS HA ChXpaHEHMeE,
Ha ce chxpaHaBa B OpUTHHANTHATA ONAKOBKA, 32 /1a Ce NPEANa3H OT CBEeTIHHA.

6.5. CberaB M CBABPKAHHE HA ONAKOBKATA

OuamupanuTe TabNETKH ce npeatarar B ONMCTEpHU ONAKORKHM, H3paboTEHHU OT TPH aNTEPHATHBHH
MaTepuana:

PA/anymunuii/PVC//anymunues 0nucrep;

PVC/PE/PVDC//anymunnes 6nucrep;

PVC/PVDC//anymnHues 6iucTep P ’ i;'“\&
o j N\
Ckynexkca 2, 4, 10, 15, 20, 30, 50, 100 ¢uamupanmn TabneTkn/onakoska win onaxkopka 34 fiﬂnumﬂa \

[’

ynotpeda, cvpabppkaia 500 punmupanu tabnerkm (S onakosku no 100 Tabnetin) &
l
He BCcHukK BUAOBE ONAKOBKM MOrar Aa 6baar nycHaTtH B nponaxba. g
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6.6. Cneunanun npeanaiHy MepKH NPH H3XBLpJsAHe
Hsama crenanHu N3NCKBAHUA.

HeuznonsBaHust NPOAYKT UK OTNAAbYHUTE MaTEepHaity OT HETO TPAOBa 1a Ce U3XBLPJIAT B
ChOTBETCTBHE C MECTHHTE H3UCKBAHHA.

7. TIPHUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA
Menarini International Operations Luxembourg S. A.

1, Avenue de la Gare, L-1611 JlrokcemOypr

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIHOTPEBA

Per. Ne 20160172

9. JIATA HA ITBbPBO PABPEINABAHE/TIOAHOBSIBAHE HA PAJPEIIEHUETO 3A
YIIOTPEBA

Hara Ha nmbpeo paszpewasane: 06/06/2016
Jlata Ha nocneqHoTo nMoAHoBABaHe: 22/12/2020

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

09/2024
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