KPATKA XAPAKTEPHCTHKA HA MIPOAYKTA

1. UME HA JIEKAPCTBEHUSA ITPOA VKT _
a/la 1b3:i"*e4 i EﬂHﬁ. MEHLMH I'IO HEKAPLTBATA

DOJAMEKCHH 20 mg rabaerku  KDAIMKA XAPARMEPUCTIORE i npogyxma - fHpurowerius 1
FLAMEXIN 20 mg tablets

L(im Faz, A 4:2(2997322 beresrtrcermonsstense
OJAMEKCHH 20 mg npax 3a nepopajied pairsop , - N
FLAMEXIN 20 mg powder for oral solution ' Paspeutierie M .. Y A
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2. KAYECTBEH H KOJUYECTBEH ChCTAB —=

Tadnerkn

Beaka Tabnerka cpanpa;
MAPOKCHKAM Oeta UHKNOACKCTpUH (piroxicam beta - cyclodextrin) 191.2 mg, (eKBHBaJEHTER Ha NIHPOKCHKaM 20

mg).

Ilpax 3a nepopajieH pazTBop

Bedxo cante ¢ fipax ChABPAKA:

NHPOKCHKaM GeTa UHKIONEKCTPHH (piroxicam beta - cyclodextrin) 191.2 mg, (eKBUBANCHTEH HA TTMPOKCHKaM 20
mg).

3a ThHAS CTIMCHK HA NOMOUIHHUTE BEILECTBA BIXKTE TO4YKA 6. 1.

3. JEKAPCTBEHA ®OPMA

TabneTku, pax 3a NepopPaiHO MPUICKEHYE,

4. KIMHHYHU JAHHH

4.1 TepaneBTHINR NUKAZAHMA

CHMITOMATHYHO JIeYEHHE HA OCTE0apPTPO3a, PEBMATOMACH apTPHT, WA ankuiosspaill cnoHawmr. Ilopanu
npoiuta Ha OezonacHocT (BHXK T. 4.2, 4.3 u 4.4) MUPOKCUKAM He € CPENCTRO Ha ITbPBH W300p 34 JEUSHHE Ha Te3H
CBCTOAHUA C HECTEPOMIHH pOoTUBORB3INATHTENHH cpezicTBa (HCIIBC).

PemieHHETO 3a NPEANTHCBAHE HA [THPOKCHKAM TPsOBA [a ¢¢ OCHOBaBa HA MpPELIEHKA HA MHAHBHIYATHHA PHCK 34
naupenTa (Bl T. 4.3 u 4.4)

4.2 1o3mpoBKa H HAYHH HA OPHJICKEHRHE

O3HPOBKA
TabneTkn |m camera’ | Tabnerxa unu 1 cawe ¢ npax 3a nepopasieH pasTeop (20 mg) AHeBHO.
[IpennvceareTo Ha nupoxcukam TpabBa Aa ce M3BLPIIBA OT NEKAPU C ONWT B AMATHOCTHYHATA MpeneHKa W
JICYCHHE Ha MTALIHCHTHUTE ¢ Bb3NATMTEIHH WK JereHepatvisan 3aboisiBanus.
MaxcumantaTta npenopeusana guesHa nosa e 20 mg.
Hexenannre edpextn Morat 1a ObaaT HAMAIEHH YPE3 H3IMOJ/IIBAHE Ha MHUHAMATHA e(heKTHBHA 103a TIPH HaR-KPATKa
NPOABDKATENTHOCT Ha MPUWIOKEHUE, HeOOX0AMMa 3a OCHUICCTBABAHE HA KOHTPOJ HA CHMIITOMMTE Ha DosecTra.
IonzaTa 0T neueHUETO U MOHOCHMOCTTA KbM NEKAPCTBOTO TpAOBA Ha OpaaT npepasriexaaHy Ha Beekd 14 qHH.
AKo Ce NpeIBKAA TIPOABLIDKHTETHO TCYEHHE, Ta3H IPeleHKA TpAOBa Ja OB/I¢ M3BLPIIBAHA I0-4eCTO,
Wmaiiky nipeasun, g€ ynorpebata Ha NHPOKCUKAM C€ CBBP3Ba C NOBMIIEH PHCK OT TACTPOHHTECTHHAIHH
YCIIOKHEHUA, TPACRA BHMMATENHO Aa Oble npeleHABaHA HEODXOAUMOCTTA OT CAHOBPEMEHHO IMPHIONKEHUES HA
racTpO-NPOTEKTABHH NE€KapcTRa (Halp. MU3OMPOCTON WIM MHXMOUTOPH HA NPOTOHHATA fiOMNa), 0codeno npu
Mal[HEHTH B HANpe/Halla Bb3PACT.

Heduampuuna nonysayus
Be30nacHOCTTA ¥ ePUKACHOCTTA Ha ITHPOKCHKAM LIMKIO B-1eKCTPHH IIPH Jela BCE OLIE HE € YCTAHOBEHA.

Cmapuecka ev3pacm T

TlaupieHTUTE B CTapUECKa BL3PACT MOTAT Ja NPOABAT NO-JIOA MOHOCHMOCT KBM HEKe ﬁ:ﬂ&ﬁﬂé&;}fo‘m TE3H
nauMenT Tpabsa Obaar pHEMAaTeIHo Habmonasanu. Kakto npu ocranamure HCIIB /@Eﬁ
BHHMAHHE [pPU NALUACHTH B CTAPYECKA BBIPACT, TIPH KOUTO €A NO-BEPOSTHU Hal:iym’ T &
YepHOAPOOHATa H CEpAciHaTa (hYHKIMA ij f_‘? L N




JlozMporKkara py NAUEHTH B CTapuyecKa Bb3pacT Tpabea 1a Ob/e onpeaeneHa ¢ BHUMaHHe OT JIeKaps, KOHTo Ja
OPEHEHH BEIMOKHOCTTA 32 HAMANABAHE HA TIPENOPLUYUTENIHATA A03A.

HauuH Ha npHnoxkende

Tabnerxku - 3a na pazaenute Tabnerkarta, TpaOBa Ja A NOCTaBUTE HA IUIOCKA MOBBLPXHOCT ¢ ACAMTEHHATA YepTa
Harope. HYpes nek Hatuck ¢ nagey T4 € pa3aeiis Ha 2 eHaKBH NIOJIOBUHKH.

IIpax 3a nepopancu pasTeop - Upes oreapsne ha NIMKYETO TIO JIMHHATA “MMOJIOBHH 1033" ¢e TIoiy4YaBsa Ao3a ot 10
mg. Upea oreapaue no suuMaTa "nana 5osa” ce noay4ara Ao3a ot 20 mg.

4.3 IlIporusonoxkazanus
* CBpBXYYBCTBHUTE/IHOCT KbM AKTHBHOTO BEWIECTBO UK KBM HAKOE OT MOMOIIHHTE BEICCTRA.

« AnaMHe3a 3a 4382 Ha raCTPOMHTECTHHAIIHUA TPAKT, KEPBEHE WK nepdopaiug.

 [lammenTy ¢ anaMHes3a 32 raCTPOHHTECTHHANHU HapYUICHUA, KOWTO €a NPeAPasnoioKeHy KbM KbpBEHE,
KAaTO HaMp. YJIEPO3CH KOIHT, Oonect Ha Crohn, TaCTPOUHTECTHHANICH KAPLIMHOM, AUBEPTHKYIIMT.

« IlapmeHTH C aKTHBHAZ NeNTHYHA N3BA, BLINANMTCIHM TFACTPOMHTECTMHANHM 3aD0onsgBaHHe HIM
raCTPOHHTECTUHAIHO KEPBEHE.

+ IlauMeHTH ¢ racTpur, JUCHEUCHA, TEXKKM vepHoapoOHM Wik OpOpeuny 3abonspanui, CpeHa OO TeXKa
CBPJEYHA HEAOCTATHHHOCT, XMNEPTOHHS, Cepuos3Hy 3a00N4BaHMA HA KPBBOHOCHATA CHCTEMA WIH
XEMOparn4Ha Juaresa.

« Eanoepemenna ynorpeGa ¢ gpyrm HCIIBC, sxn. COX-2 cenextupun HCIIBC u auerwricanuuunosa
KHCENIMHE B AHAIMETHYHW JO3M.

« EnmoBpeMenna ynotpeda ¢ aBTUKOAryRaHTH.

+ AHaMHe3a 33 MPeNXOAHU CSPUO3HN aNepTHYNM JEKAPCTBEHH PEAKLMH OT BCAKAKEB THIL, OCODEHO KOXKHH
PEaKkLuy, Kato erythema multiforme, CAHAPOM Ha Stevens - Johnson, TOKCHUYHA ENHACPMATIHE HEKPOJIH3A.

+ Ilpenxoauu KoXHU peaxiiny (03 3HAMECHME Ha TexeCTTa) KbM MHpokcHKam, Apyrn HCIIBC u apyru
neKapcTra.

» Jlokazaua wnu npennonaraeMa SpeMenHoCT, IO BpeMe Ha JIaKTalHA | pd aeua (BuxTe 1. 4.6).

4.4 ChnenMajH¥ OpelynpexIeHAS H MPEANAIHH MEPKH NpH yRoTpeda

Hexenanute eekTH MOTaT JIa C€ HAMAJIAT 4pe3 W3MOoI3BaHe Ha MHHHMATHATA eheKTHBHA A03a 33 HAH-KPaTKus
nepuoa OT BpeMe, HeoOXoAMM 33 OCHINECTBARAHE Ha KOHTPOJ BBPXY CHMATOMHTEe., KIHHHUUHATA NON3a U
MOHOCUMOCT TpabBa 1a ce NpepasrIeKaaT NEPHONHYHO, KATO JNe4eHUeTO TpaGsa He3a0arHO Na ¢e NPeYCTaHOBY
MPH ITEPBA NIPOABA HA KOKHH peaxiiHi HIH KITMHMYHO 3HAYHMH TACTPOMHTECTHUHANHE CROUTHY.

1Ipn npanMeHTH B CcTapyecka BB3pACT €€ MOBMINABA YECTOTATAa HA HEXENAHWTE NEKAPCTBEHUW pEAKUHM ApH
ynorpedara na HCIIBC, ocobeHo kbpBeHe M NepGOpALAS Ha CTOMAMIHO-YPEBHAR TPAKT, KOMTO MOrart fa Opaar
daranuu (BwxTe T. 4.2).

Facmpounmecmunanny egexmu, puck om 2acmpo-unmecmuHaIHa 1364, KbPeeHe Wit nephopayus

HCHBC, BIOYHTENTHO NHPOKCHKAM, MOTaT Ja MPHYMHAT CEPHO3HM FaCTPOHHTECTHHATHH CHLOMTHA, KaTO
KbPBEHE, 4384 M Neppopaliud HA CTOMAXA, TBHKUTE HIH Ae0esd YepBa, KOHTO MOraT Ja 0bJar ¢ (aTajieH H3XOA.
Te3u ceprosHK HEXEIaHH PeaKLUHM MOrar Ja ce HabmojaeaT no BCAKO BpeMe ¢ WiH  0e3 IpeRyrpeauTe/Hu
CUMITTOMH TIpH NIaLueHTH, nekysadu ¢ HCIIBC.

Kaxto KpaTkoTo, Taka H NpoabKHTeNIHOTO NpuinokeHde Ha HCIIBC Moxke Aa goBeae 0 NOBHIUEH PHCK OT
CEPUO3HU HOKEMTAHH TAaCTPOMHTECTHHAIHM peakuud. JlanHu oT 0OCepRallMOHHH NpPOYYBAHHSA ITOKAa3BaT, Y€
noaobno Ha apyrure HCIIBC npunoxennero Ha nNUpPOKCHKaM Moxe Aa ObA€ CBBP3GHO C TIOBHILEH PHCK OT
CEPUO3HA IraCTPOHHTECTHHAIIHE TOKCHYHOCT.

IlanpedTH ¢ NoBUIIeHH PHCKOBH (DAKTOPH 3a CEPUO3HH HEKEIAHM MACTPOHHTECTHHAITHH PeakUyy TpAORa 1a Gbpar
TIeKYBaHH ¢ [IHPOKCHKAM caMO CJIcl BHHMATETHA NPeLeHKa (BIKTe T. 4.3. H no- Joay).

Tpabsa ga ce obMucIN eBeHTYanHa HEOGXOIHMOCT OT KOMOMHHpAaHa TeparHd ¢ FacTpo-IIPOTEKTHBHH CPEACTRA
(Hamp. MH30MPOCTO/1 HITH HHXHOWTOPH Ha IPOTOHHATA [TOMIIA, BIDKTE T. 4.2.)

Cepuosnu cacmpounmecmunanu YCIONCHEHUS

Hoenmugypupane na puckosume nayuenmu
PHCK®T OT pasBMTHE HA CEPHO3HH TACTPOWHTECTHHAIHH VCAOKHEHHMS Ce MOBHIIABA ¢ Bb3pacTTa. [lauMeHTH Ha
BL3pACcT Haz 70 ro/IMHH ca CBLP3aHH C NIOBHILICH PUCK OT yCnoxHeHHA. Tpabpa aa ce u3darsa n HETO IPH
nanuenTH Haa 80 roauHH. N
IlaunenTy, npuemally eNHOBPEMEHHO TMEPOPAJHM  KOPTHKOCTEPOHOH, CENCKTHB
CepOTOHUHOBHA pebirTeHk (SSRI) nin TpoMOOLHTHH aHTHArPEraHTH, KATO Hamp. aueT

HUCKAH J03M, Ca H3JIOKEHH Ha [TOBUIIEH PHCK OT CEPHO3HHM raCTPOHHTECTHHATHH YCIOKH
4.5). Kakro npu ocrananwre HCIIBC, npn te3d puHCKOBM IpyrnH OT MALHEHTH TpA




ynorpebaTta Ha [IHPOKCHMKaM B KOMOHMHALMsi C racTPONPOTEKTHBHH CPEACTBA (HAMP. MH30NPOCTON HIIH
HHXHOUTOPH Ha OPOTOHHATA [IOMIIA).

[Ipy mpuioKeHue Ha NUPOKCHKAM <€ NPenopb4Ba NALMEHTHTE ¥ NEKapHTE Aa TIpocneAfsBaT BHUMATEIIHO 3a
TMpH3HALY M CHMIITOMH HA TaCTPOMHTECTHHANHA yiuepauMs WiutH kepseHe. [laupenture TpaOBa ma Obaar
ApeaynpeKaaBanid Aa crodmaBar 3a 1ossa Ha BCEKH HOB WIH HeobHMvaeH aGIOMHHAISH CHMIOTOM [10 BpEME Ha
nedcHue. AKO WM CbMHOHME 33 HajIMYME HA AcTPO-MHTECTHHAIHO YCJIOXKHCHHE MO BpEME Ha JEYCHHETO,
NpHeMBT Ha NHPOKCHKaM TpabBa Zia Ob/ie npeycTaHoBeH He3aBaBHO U Na ¢ oOMHCAY NONBAHUTENHA KTHHNYHA
OUSHKA U JIGYEHHE.,

Cupoeuno-co006u U MO3bYHA-CBA08HU edexmu

TBi KaTO MpH JleueHKe Ha ITALMEHTH ¢ aHAMHE3A 32 XMITEPTOHHA ¥ WIM ChPACSYHA HEIOCTATRIHOCT C HECTEPOHAHH
MPOTHBOBBL3MAIMTETHH CPEICTBa ca HAabAONaBaHN 3aIbKKa HA BOAAa H OTOLH, € HeOOXOOMMO J1a Cé OCHTYPAT
MOAXOANAIO MOHHTOPHUPAKE B KOHCYNITUpane. KAHBWYHHA MpOyYBaHHA H €NUAEMHOJIOIHYHH JaHHH MOKa3Bar, 4e
ynotpebara Ha Hakow HCIBC (ocobeHo BbB BMCOKH 1034 @ MPH NPOXBIDKMTENHO JIEHEHUE) MOXE na Obae
CBBP3aHa ¢ JIEKO [OBHILEH PUCK OT apTEPHATHH TpOoMOOTHUYHH CHOMTHA (HANpHMEP MHOKApAEH HHGpapKT Hnu
WHCYAT). HAMa noctarbyHo AAHHH 32 H3KTIOUBAHE HA TAKBE PHCK NPH ynoTpeda Ha MHPOKCHKAM.

[TampenTH ¢ HEeKOHTPOAWPAHA XWUIEPTOHWN, KOHreCTHBHA ChpledHa HEAOCTATBYHOCT, YCTAHOBCHA HCXeMU'iHA
KapAHOTIaTHsA, [epH{pepHa apTepHanHa GONECT H/MIH MO3BYHO-CHIOBA GonlecT TpAOBa Ja OBAAT NeKyBaHH C
MUPOKCHKAM caMo Ciiel, BHUMAaTesHa IpetieHka. [lomobHa npelieHka TpadBa na ce NMpaBH IpEaH 3aN04YBaHe Ha
NpPOABILKMTENHO ACYCHAC NpY TIANMEHTH © PUCK 38 CHPACHHO-CHAOBH 3alondsaHHs (Hanp. XHIICPTOHHMS,
XHHEPIUIIHAEMHUS, 3axapeH auader, TFOTIOHOMYLICHE).

Hayuenmu ¢ hynxyuonanrnu 6vopeun napyuienus

Hma crobieHus 3a oOpaTiMO NOBUIIEHHE HA KPLBHATA ypesd U KPEaTUHHH.

Panko, HCIIBJI ca poxnajgsanu Karo npuuMHA 33 MHTEPCTHIHAICH HEQpHT, rJIoMepyIoHeQpuT, nandnapHa
HeKpo3a ¥ HedpoTHueH cupapoM. Te moaTHckar cuHresa Ha OBOpeuHUTE MPOCTArMAHIHHK, KOWTO YYACTBAT B
MoAAbpKAHeTo Ha OrOpeurara nepdysHs NPy NALUMEHTH ¢ HaMalleH 00eM Ha KpbeTa H Ou6pednns kpbeoTok. [Ipu
TaKMBa MALHEHTH, TIPHEMBT HA HECTEPOMAHM NMPOTUBOBB3IIATMTEIHM AEKapPCTBa MOXE Ja NpeAH3BHKA H35BCHa
OBOpeuHa HEZOCTATBYHOCT, KOSTO OOUKHOBEHO orurymapa cien cnupade Ha jederuero ¢ HCIIBC. Kom
NMAllHEeHTHTE ¢ BHCOK PHCK 3a TaKaBa peakMtHA Ce MPUYHCIABAT TE3H ¢ KOHIeCTHRHA ChpPASIHE HENOCTATRYHOCT, C
LAp03a Ha YepHua Apod, HepoTHUEH CHHAPOM M M3ABeHO OGBOpeyno 3abonaeane, TakuBa nauueHTH TpAOBa fa
Oppatr BHMMaTeNHo HabmoaasaHu 1o BpeMe Ha nedenue ¢ HCIIBC.

[Ipy matmeHTH CBC 3HAYWTENHA ACXHAPATALMA C¢ H3UCKBA IMOBHILEHO BHUMAHHE [IPH 3aMo4BaHe Ha JICYCHHUE C
TIHPOKCHKAM -[-LIMKIIOHEKCTPHH.

[ Inpokcukam-B-IIHKIOACKCTPHH TPIORA NA C& HINON3BA ¢ HOBULIEHO BHUMAHWE NPy NAlUEHTH ¢ HedponaTus.

Kodicry peaxyuu

CepHoaHH HEXEaHW JICKAPCTBEHM DEAKIMH, HAKOM OT KOUTO (aranHd, BKI. ekcQONUATHBEH ACPMATHUT,
CHHAPOM Ha Sfevens - Johnson ¥ TOKCHYHA emHAepMallHa HEKPOJH3a €a AOKIAABAHH MHOTO PAAKO BBE
BpB3Ka ¢ yniorpebara na HCIIBC.

IlauwenTrre Tpabsa na ObAaT NpeaynpeaeHH H HaOIIOaBaHH BHHMATEIHO 32 NPH3HAUHTE H CUMIITOMHTE 34
KOsKHM peaxitny, Hali-Bucok puck 3a nofea Ha cuHApOM Ha Stevens -Johnson WM TOKCHYHA enuMaepMaliHa
HEeKPOJIM3a HMa MPe3 MhPBHUTE CEAMMIUM OT IEHEHUETO.

Ilpy HanHyWMe Ha CHMNTOMH WIH NpPH3HAUH 3a Stevens - Johnson WIM TOKCHYHA eNWACPMaHA HOKPOJIH3a
(Hanp. nporpecHBeH KOXKeH OOPHEB, YECTO ¢ MEXYPH HITH JIE3HU TI0 JTUrarHLaTa), JISYCHHETO ¢ ITHPOKCHKAM
Tpa0Ba Ja Ob/Ie MPEKPATEHO.

Haii-no0pure pesyaratn B neveHHeTo Ha Stevens - Johnson U TOKCHHHATA €NUAEPMANHA HEKPOJIH3a Ce
NOTYYaBaT [PH PaHHA IHArHOCTHKA H He3abaRHOTO NpeKpaTsBaHe Ha IpHeMa Ha BCAKO M003HPAHO JIeKapCTBO
BeAnara. PannoTo npexpartaBane € CBLP3aHO ¢ NMo-no0pa nporHosa. AKo npH ynoTpedara Ha NHPOKCHKAM,
AaHHEHTHT € pa3Bui Stevens - Johnson M TOKCHYHATA €MHAEpPMAanHa HEKPONH3a, JIEKAPCTBOTO HHMKOrA HE
TpabBa ce mpuara OTHOBO NPH TO3H NANMEHT.

HMma crobuieHus 3a Gpuxcupana lexapcTBeHa epynims NPH NHPOKCHKAM.,
ITnpokcHkamM He Tpabpa ga ce mpunara OTHOBO TIPH MALIAEHTH ¢ aHAMHE3a 3a (DUKCHpaHa JIEKapCTBEHA

CPYIiLNA, CBbP3aHa C NNIAPOKCHKAM. BraMoxkHO € Id Bb3HHKHE KPBECTOCAHA pEaKTHBHOCT € ﬂw&lﬁluﬁ-
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ITHpokcukaM, kakro octaHanuTe HCIIBC, HaMansiBa TpoMOOUMTHATA arperaiMa H YAB/KaBa BPEMETO Ha
KbpBEeHe; Te3H edekTH Tpadea Ja ¢¢ B3eMAT MO BHUMAHHE MPHM TIPOBEXKAAHE Ha KPBBHH TECTOBE U OpH
€IHOBpeMEHHAT2 yNoTpeda ¢ TPOMOOIIMTHH aHTHArPEraHTH.

LIpu npunoxennero Ha HCIBC ca nabmonasanu Haxou 04YHH NPOMEHH, 33TOBA NIPH NPOALDKMTEITHO JICUCHHE
€ MPenophYBaT NEPHOAMYHH O4HH TIPETIS/IH.

IIpenopruBa ce peloBHO MpoOCiIeasBaHEe HA HHMBOTO Ha KPbBHATA 3aXap [IPH NAUMMEHTH ¢ Auader, H
NpOTPOMOHHOBOTO BpeMe MpH NMAUHEHTH, TIPHEMAaIlH ¢THOBPEMEHHO KYMapHHOBH AHTHKOArYJIAHTH.

[Tpyn manpenTu ¢ HapywieHa uepHoapobHa GyHkIus € HeoOX0aHMO NOBHIIEHO BHUMAHHE, KATO Ce NTPeNopLYBa
MEPHOAMYHC TPOCNEABAHe HA KMMHM4HWTE ¥ sabopaTophy TOKasarenu, OCOOSHO HpH MPOJBDKHTENIHO
JIeYeHHe.

TabneTkure ChbABPPKAT NAKTO32 MOHOXHUIpPAT. [1aLMERTH ¢ peKM HACTEACTBEHH MpobneMH Ha TanakTO3Ha
HEMOHOCHMOCT, Lapp naxTaseH AedHUMT Wid TIIOKO30-raakTo3Ha MajiabcopOums He TpsAOBa ia npHeMarT ToBa
JIEKapCTRO.

[Tpax®T 32 mepopaiHa ynoTpeda ChABPKA KATO MOACNAAMTEN acliapTaM, KOHTO € H3TOYHHK Ha QeHHTanaHHH.
Toit MOXe N1a e BpeZIeH 3a NMAMEHTH ¢ PEHHIIKETOHYPHA.

[IpaxbT 3a nepopanHa ymorpeba cbabpxa copOuton. ITauueHTH ¢ peAxH HaciAeACTBEHH npodieMd Ha
HEMOHOCUMOCT KbM (QpyKTO3a He TpOBa Ja IpHeMAarT TOBa IEKapCTBO.

4.5 BzanmogeiicTBHe ¢ APYTrH JEeKAPCTBEHH NPOJAYKTH U JPYrH popMH Ha B3aHMOJICHCTBHE

Ayemuncaruyunosa Kuceauna Wik Opyzu HecmepouORY RPOMuUEo8b3naArumenrnu cpeocmea, Hima NOCTaTBuHO
JaHHH, KOHTO Jla JI0Ka3BaT, y¢ €IHOBPEMEHHATa yNoTpeda Ha MTHPOKCHKaM ¢ aleTH/ICATTHITWIOBA KHCE/IHHA
win ¢ apyru HCTIBC, BKINIOYHTENHO U APYI'H JeKapCTBEHH (GopMH H2 TIHPOKCHKaM, HMAT ro-a005p edeKT or
CaMOCTOATENTHOTO My npunokenue. Kakto v npu aApyru HCITIBC, Te3u komOGuHAIMHK TPsOBa Na c€ H30AreaT
OPaJH TOBA, Y€ MOTEHLUMATET 33 HEXENIAHH JIEKapCTREHH PEAKIMM Ce (IOBHILARA (BIDKTE T. 4.4).

K/IMHWYHH H3NKUTBaHHA NTOKA3BAaT, Y€ €JHOBPEMEHHATA YIIOTpeOa Ha MAPOKCHKAM H aUEeTHICATHIHMIIOBA KHCETHHA
TIOHHKABAT IU1a3MEHATa KOHLIEHTPAIIUA Ha MHPOKCUKaM IO 0Kono 80% ot ofuualiHuTe CTOHHOCTH (BIKTE. T. 4.3).

KopmuxocmepouOu: OBHILIEH PUCK OT T4CTPOMHTECTHHAIHA A38a H KbpBeHe (BIKTE T. 4.4).

Anmuxogzyaranmu: HCTIBC, prarountenno nupokcHkam, MOTAT Ja NOBUILAT epeKTHTE HA AHTHKOATYJIAHTHTE,
KaTo Hamp. BapgapHH. 3aToBa, €AHOBPEMEHHATa yroTpeOa HA NMMPOKCHKAM C AHTHKOAryJaHTH KaTo BaphapHH
TpadBa Aa ce u3barea (Buxre T. 4.3).

TpomBoyumny aHMUQzPezanmy 4 CeACKMUSHY uHXubumopy na oGpamromo noemane na cepomonus (SSRI).
NOBHUIIIEH PHUCK OT KEPBEHE B rACTPOHHTECTHHATHIA TpakT (BykTe T. 4.4).

Huypemuyu, ACE-unxubumopu u anzuomenzun I peyenmoprnu aumazonucmu: HCIIBC Morat na nmoHwkaT
e(MKaCHOCTTA Ha JUYPETHLIMTE U Ha APYTH AHTHXHIIEPTEH3HBHH JIEKapCTEa.

Jexapcmea ¢ sucoka cmenern Ha cévp3gane ¢ naazmeHume ppomeuny: [lopagn BUCOKATa CTENEH HA CRbpP3BaHe HA
MUPOKCHKAM ¢ NIA3MCHHTE NMPOTEHHHM, MOJKE [Ja ¢ Ja Ce 041aKBa KOHKYPCHTHO M3MECTBRHE OT APYTH JCKAPCYBa C
BHCOKA CTEIIEH Ha CBbP3BaHeE ¢ NMporeHHUTe. B TakHBa cnyyau ce Hamara BHUMareHa NpeleHKa oT JieKaps ¢ Lell
KOPUIHpaHe Ha J03aTa Np4 HeoOX0aAMMOCT.

JTumuu. EanospeMenHoTo npunarade Ha auTHiE 1 HCIIBC Bogu Ao noBHUIABAHE Ha IU1a3MEHHTE KOHIIEHTPallMH
Ha JIUTHA.

Anmuayuou: eTHOBPEMEHHOTO NPHICKEHHE Ha TMPOKCHKAM-P-LHKIONEKCTPHH H aHTHALHAH HAMA e(peKT BBPXY
TUIa3MEHHTE KOHUEHTPalHH Ha IIHPOKCHKAM.

T

Cepoeunu 2nuxozuou (Oueoxcun unu ouzumoxcun): HCTIBC morar aa Biomar chpaeuHara He,uog:guq'kgﬂoc'r aa
HAMAIAT CKOpPOCTTA Ha IiiomepynHara denrpaussa (GFR) u Aa yBelMuYaT Ia3sMeHHTE Hl«@ﬁ‘ Ha-ehp/EyHmTE
INIMKO3HAM. ExdoBpeMenHata ynorpeba Ha NMHpPOKCHKAM-P-UHKIOOEKCTPHH © ,I{HFOKCHH g:[grrmol{cnn He
BIXAE BBPXY (UIa3MEHHUTE KOHLICHTPALIMM Ha TE3M JICKAPCTBA WM HA IIMPOKCHKAM.




Lumemudun: Tpu enHOBpEMEHHO MPUIIOKEHUE ¢ HUMETHAMH € HAG/I0NaBaHO JIeKO IOBHILICHIE B PE30pOLNATa Ha
MHPOKCHKAM - TO3M e(deKT HE TOBMMABA 3HAYHMMO CKOPOCTTa Ha €JIHMHHHUPAHE WIH BPEMETO HA TMOMY>KHUBOT.
Cnaboro nopHINEHUEe Ha pe3opOuuATa Ha IUPOKCHKAM HAMA KJIMHUYHA 3HAYHMOCT.

Huypemuyu;: HCIIBC morar pa npHYMHAT 3a0bpPKKa Ha HATPUHA, KaJHK ¥ TeYHOCTH H MOTaT 21 NOBIHAAT BHPXY
HATPHYPETHYHOTO ACHCTBHE Ha OUYPETHLMTE, TORA TpaOBA Ja ¢e ¥WMa NpeABHJ INpH JICUSHNC HA NALMCHTH C
HapylleHa cbpAcYHA QYHKUMA WIM XHACPTOHHA, ¢ Len Aa ¢e H30erde eBeHTYAJIHOTO BJIOLIABAHE Ha TE3H
CBCTOAHHSA.

L{urxaocnopun u maxpoaumyc: BbB3IMOXEH € NOBHIIIEH PUCK OT He(PPOTOKCHYHOCT NPH NALHEHTH, NPHEMAIlH
eqHoBpemenHo HCIIBC u nMknocnoprH WiH TakpoJIMMyc.

[Inpokcuxkam moxe Na HaManM ©QHUKACHOCTTA HA AMYPETHIM H BEPOSATHO HA HAKOM AHTHXHNEPTEH3HBHH
Nexapetsd. [Ipu eAHOBpeMEHHO NpHUEMaHe ¢ KamuHi-ChabpaKallH JEKapCTBa WiIH KATHH-ChbXPaHABAIM AHYPETHIH
CBLUIECTBYBA ROIMBJIHHTENCH PUCK OT MOBHIIIABAHE HA KOHLIEHTPALIMHTE HA CEPYMHMA KATHH (XHIIEpKaATHEMHA).
Tpsabra pa ce M30Area KOHCYMAIIMATA HA ATKOXOJL.

He ce npenoprusa equoBpemeHHara ynorpedba Ha HCTIBC u XHHOIOHOBH [IPOU3BOAHH.

ITnpokcukam Mosxe 1a Hamanu eUKacHOCTTa HA HHTpayTepHHU YCTpoiicTBa (BBTPEMATOYHH CIIHPA/IH).

4.6 PepTANHTET, OPEMEHHOCT H KEPMEHE

DepTHIHTET

ITomobHO HAa ocTaHAmHTe MHXHOHMTOPH HA CHHTE3a Ha NPOCTarNlaHJAHHHUTe, ynoTpefara Ha NHPOKCHKaM
f-UMKIOASKCTPUH, HE ce NpenopbyBa NMpH JXEHW, KOWTO IulaHupaT OpemennocT. IlpHeMBT Ha mapoKcHKam
Tpa6Ba Na ce NpeyCTAHOBH MPH MEHH C PENpPONYKTHRHH NpobieMH MM HOUTOXKEHH HA TECTOBE 38 (PepTHITHTET.

bpeMeHHOCT
B snHreparypara HsMa OMNHCAaHH TEPATOrCHHH €(PEKTH CICACTBUE MPWIOKEHHETO HA an@KCHKaM-(B-

LIMKNOACKCTPHH BBLPXY CKCTICPHMEHTANHM >XKMBOTHU., BbrnipekH TOBa, 0e30macHOCTTa MY TO BpEeMe HA
OpeMEHHOCT MITH KbPMEHE MPH XeHH BCe Olie He € YCTAaHOBEHA.

[TupokcHkaM MOTHCKA CHHTe3a W OcBOOOXKIABAHETO HA NPOCTArNaHAWHH, 4ped o0pardMo HHXMOMpaHe Ha
CH3UMA [HKJIOOKCUreHas3a - ek, CXONeH ¢ TO3M TP APYTrH HECTEPOUIHM NPOTHBOBLIMANHTEIIHH CPEACTBA.
{lpu ekcnepUMeHTATHU KUBOTHM, TO3M edeKT € CBLP3aH ¢ NOBHIIEHA YeCTOTA HA YABJDKapaHe W 3a0aBsiHe Ha
PasKAAHETO, KO IPHEMBT Ha JIEKapCTBOTO NPOIb/UKH H B KbeHa OpemeHHOCT. C ornie Ha H3BECTHHTE E(PEKTH Ha
HCTIBC BBpXy CHpAEYHO-ChAOBATA CHCTEMA HA 11044 (PHCK OT 3aTBapsaHe Ha AYKTYC apTepuo3yc), ynorpedara
1pes TOCNEAHHA TPHMeECTRP Ha GpeMenHocTTa € nporueonokazaHa. HCIIBC ne Tpabsa a ce manon3par npes
ITbPBHTE JIBa TPUMECTHPA 0T OPEMEHHOCTTA WJIM N0 BpeMe Ha paXAaHeTo, OCBEH aKo NOTCHUHMAIHATA [10J13a 3a
TAUUEeHTA TPEBHILABA IOTEHIHATHUA PHCK 32 IVIOJA.

KepmMmene
Y CTaHOBEHO €, Y& KOHIICHTPAUMATA HA [TMPOKCUKAM B kppMaTa € 0kon1o 1% 1o 3% o1 Tasyl B KpbBHaTa fUiaima Ha

maiikara, lIpy neveHue ¢ APOABLIKMTEIHOCT 10 52 NHH HE € HadMIAaBaHO KyMYy/MpaHE Ha JIEKAPCTBOTO B
MaHIHHOTO MJLIKO, B CpaBHEHHE C M1a3Marta. He ce npernoprpyea ynorpebara Ha MHPOKCHKaM-P-LIHKIOACKCTPHH
NPy KbPMAYKH, ThH KATO KIMHHYHATA 0€30MacHOCT TIPpH HOBOPOJECHH HE € YCTAHOBEHA.

4.7 EdexTn BppXy cnoco0HOCTTA 32 modHpaHe U padoTa ¢ MAMHEN

[TupoxcukaM-f-nuKIoaekcTpHH MOXKe Ja MPOMEHH BHUMAHMETO O Takaea CTeMeH, ue MOoQHpaHeTo WM Aa
M3BBPIIBAHETO HAa ACHHOCTH, KOUTO M3MCKBaT Obp3u peduiekcu (karo pabora ¢ MamHHH), Morar jpa Owjar
3acerHatd. ThH Karo BuB Bpbi3Ka ¢ ynorpebaTa Ha MHPOKCHKAM MMa ChOOLIEHHS 33 I0JYBAHE Ha OUHTE,
3aMBIVIEHO 3pEeHHE HITH OMHO ApasHeHe, NMauHeHTHTe TpaOBa ga ObaaTr mpeaynpeXiaBaHH 33 IOBHILCHO
BHHMAHHE IIPH TipeANPHEMAaHe Ha TAKUBA AeHHOCTH, HE3ARMCHMO, Y€ PYTHHHWTE 0§TaMOIOTHUHH ITPETJIeAH He
ca NpeAOCTABHITH TOKA3ATE/ICTBA 33 OYHH IPOMEHH, TIPH HAJTHYHE Ha CHMIITOMM TpAOBa Aa ce MPpOBEXKAAT TAKHBA
W3CIieABAHMA,

4.8 HexenaHn JJeKapCeTBeHH PEAKNHH ——SS
Hexxenanure nekapcTBeHM peaklMH ca NPeICTABSHH 10 CHCTEMA, OPraH, Kilac U 4eCTOTaA. (W%Tam Ha
TAXHATA I0SBA HEXAJAHHTE peakIldH Ce AeaT Ha MHoro uectd (> 1/10), yectu (=1/] if“ lﬁﬁ}ﬂeﬂiﬁc‘rﬂ
(=1/1,000 u <1/100), penxn (>1/10,000 < 1/1,000) u muoro peaxu (<1/10,000), ¢ Heuss
Ja ce TIpellcHH Coped HATHYHHUTE JaHHU ),




nuMgHaTa cUcTEMa

NICBKOTICHHA, eUBHHOQJHJIHH

CHereMo-opranuu kitacose  (Hekenana NekapcrBeAa JecroTa
peaKn s
HapyuieH s Ha KpuBTa H ApeMus, TpoMOoudTONCHUE, [YecTw

AIacTUYHA aHEMHUA,
XEeMOJHUTHYHA aHEMHA

IC Heu3BECTHA YeCTOTa

Hapymienyd 1a IMyHHATa
cHCTEMA

epyMHua fonect, aHadunakcus

C HEH3BECTHA YeCTOTa

Hapyuwienus sa merabonmsma u
XPAHEHETO

AHOPEKCHA, XUNEPTTHKEMIA

YecTH

XUnornuKkeMus

HeuecTu

3alpBiKKa Ha TeYHOCTH

HEH3IBCCTHA HECTATA

[ ICHXUYHH HapyileHus

enpecHs, HeobUyakHu
BHULIA, XaTHOLIMHALMHA,
€3CHhHHUE, CBCTOSHUE Ha
OBPKAHOCT, HPOMEHM B
HACTPOEHHETO, HEPBHOCT

‘C HCHU3BECTHA YCCTOTA

Hapyuienns Ha HepBHaTa
lcrcTeMa

BreHe Ha CeAT, TaeoboIAe;
ICEHJIHBOCT

Heotn

pecTe3ns

HEN3BCCTHA 4€CTOTA

HapyiieHua Ha OYHTE

HesicHO BIDKAaHe

HeuecTH

{Toayrane Ha 09HUTE, OYHO
npa3HeHe

(C HEMRBECTHA MeCTOTa

HapyuieHus Ha yXoTo 1 CBeToBBpTEX, UIyM B yiuuTe  [Yecty
nabupHHTA Y Bpe/lerkaane Ha cryxa IC Heu3BeCTHA YeCTOTa
ICepaeuHr HapyuieHns Crpuebuere Heuectu

Ce10BM HAPYIICHUS

X HNepTOHHSA, BACKYAMUT

(C HeM3BECTHA 9eCcTOTa

PecnupatopsH, IPhIHU H
MeAHaCTHHANHY HapYIIEHHA

aayx, OpoHXOCcnazbm,
KPhBOTEUEHUE OT HOCA

lC HEUIBCCTHA YECTOTAa

ICTOMaLIHO-YPEBHH HAPYILCHUA

eUracTpuyma, Auckomdopr
wiu G0JIKa, METeOPH3bM,

rafeHe, NOBPBIAHE, HApYUIEHO
XpasocMuIane

Kopemeu nuckompopr, Oonky B
KopeMa, 3ariek, Anapus, OOk B

CCTH

(CTOMATHT

Heuectu

I'acTpHT, CTOMALIHO KBPBEHE,
CTOMAaMIHO~YPERHA
nepthopanyg, MejaeHa,
XeMaTeMesa, I[IerTHYHA 9384,
TIAHKPEAaTHT, CyXOoTa B yCTata

C "en3BeCTHA 4€CTOTA

X ENMaToOWIMAPHE HADYICHMA

JKbarednna, xenatur

C HeM3BeCTHA YeCToTa

HapymeHns Ha Koxkarta H
MOAKONKHATE ThKaH

[O0puB, crpbex

YecTit

|TeKKH KOMKHH HEeWenanu
peakumy (6enezu). cLoliieHs
3a cHHApOM Ha CTHBDBHC-
OHCBH (SIS) ¥ ToKCHYHA

nuaepMansa Hekponusa (TEN)

B, TOuKa 4.4)

MHuoro peakH

HMKCUPAHaA NCKAPCTBEHA
pynus (B, Touka 4.4)

t HEHU3BECTHA HCCTOTAR

Hapywenusa Ha 6n0peuure n
[IMKOYHUTE IThTHILA

HnrepcTiminanen HeQpHT,
nanwiapha Os0peyuHa Hekposa,
HeDPOTHIEH CHHAPOM,

O BOPEHHA HENOCTATHYHOCT

Penxu

I nymepyaoHedpuT

|O01IuM HapytueHus ¥ edexTy Ha

UeoTH

Orok




MACTOTO Ha NPHJIOXKEHUE HepasnonoxeHue IC Hem3BeCTHA HYECTOTA
HMscnearannd [loBHmIEHH TpaHCAMHUHARH, HectH

MOBHIUABAHE HA TETTIOTO
HamaneHo terno, nopuineHa  |C HeH3BeCTHA 4eCTOTa
askanHa docaraza, MO3UTHBEH
pe3y/TaT 3a aHTHHYKJ1eapHH
AHTHUTEa, HaManeH
XEMOTJIOOHH, HaMa/eH
XCMATOKPHUT

BB BpB3Ka ¢ sieueHue ¢ HCITBC uma cpo0HIeHHS 32 OTOK, XHIIEPTOHHA H ChPASYHA HEJOCTATRYHOCT. TpsadBa
13 c& MMa NpeaBH Bb3MOKHOCTTA 3a [IPeAH3BHKBAaHE HA 3aCTOHHA ChpZeYHa HeAOCTATEYHOCT 11PH MAIlUEHTH

CTapuecKa Bb3PacT MMM NMpH Takupa ¢ HapylleHa cbpiedHa ¢QyHKUHS, KUIMHWYHM [POYYBaHHA H
€NKMeMHONOTHYHA JaHHH npemnonarar, 4e ynorpedara Ha Hakon HCIIBC (ocobedo BBB BHCOKH JO3H H NPH
MPOABL/DKHTEITHO TIPIITOKEHHE) MOXKe Jla ObIe CBBP3aHa ¢ JeKo NOBHILIEH PUCK OT apTepHAlIHHA TPOMOOTHIHH
ceOUTHA (Hanp. HHGAPKT Ha MHOKAapAa WM HHCYIT) (BuATe T. 4.4).

CrobmiaBaHe Ha NOJ03HPAHU HEXeIaH i PeakIliu
CrOOIIABAHETO HA MOAO3HMPAHH HEXESIAHH pEaklM# clel paspellaBaHe 3a yrnotpeba Ha NEeKapCTBEHHI

MPOAYKT € BaxHo. ToBa no3BoiABa 43 NPOJB/DKM HAOMIOAEHHETO HA CHOTHOMIEHHETO FNO3a/PHCK 3a
JekapcTBReHHA NpoaykT. OT MEIHIHHCKUTE CHSLHAJMCTH C€ H3MCKBAa a4 ChoOliaBaT BCAKA NOJO3MpaHa
HEXE/IaHa peakyua 4Ype3 HallMOHaNAHA CHCTEMa 3a ¢chobmarane: ManbaHuTenHa areHIHA 1O JISKApCTBATA YII.

"JJamsaH I'pyes" Ne8 1303 Codusa Ten: +359 8903417 Vebceaiit: www.bda.bg
4.9 Ilpenosnpane

B ciryqau Ha nipenosupate ¢ OaaMeKcHH € MOKa3aHO NOAABPKAIIO H CHMITTOMATHYHO JIEUECHHE; NI€POPATHOTO
IPUIONKEHHE HA AKTHBEH BLIJICH MOXKE 14 HAMATH a0copOIMATA Ha MAPOKCHKAM-P- UMKIOAEKCTPHH.
Bonpeku, ue qocera HAMa JaHHH OT NPOBEKIAAHHK NIPOYYBAHUA, CE CMATA YE XEMOIHATH3AaTa € HeedeKTHBHA 32
CIMMHHHPAHETO HA THPOKCHKAM, Thil KATO AEKapCTBOTO C€ CBBpP3BA BBB BHCOKA CTENCH C ILTASMEHHTE
[IPOTEHHH.

5. DAPMAKOJOI'NYHH CBOMCTBA

3.1 ©®apMakoIHHAMHYHHE CBOHCTBA

Dapmaromepanesmurina 2pyna: HecTepoUAHYW MPOTHBORB3MAIHTE/IHA M aHTHPEBMATHYHH CpeJICTBA
ATC: MO1A C01

[IMpokcukaM e nepBUAT TipeacTaBuTen oT rpynara va HCITIBC - oxcukamu. [lonobHo Ha Ipyrd HECTCPOUAHH
[POTHBOBLIMAJIMTE/IHH CpPEeNCTBa, TNUPOKCHKAM MpOABABa NPOTHBOBB3MNAIMTENHO, AHANMETHYHO H
aHTHNHpeTuuHo AeucTBHE. [IpoyuBanuATa OpM XKUBOTHH TNOKA3BAT, Y€ NHPOKCHKAM IMOBJIHABA KIIETHYHATA
MHUIPALMS KbM BB3MaIHTETHOTO OrHMINE. MeXaHH3MEBT Ha SHCTBHE HA MUPOKCHKAM BKJIKOYBA HHXHOHpaHe Ha
CHIMMA IHKWIOOKCHICHA3a H OTTaM INOTHCKAHE HA IIPOCTArJIaHJHHOBHA CHHTCE. 3a pa3nuKa OT HHAOMECTALUH,
NUPOKCHKAM € o0paTHM HHXHOHUTOP Ha MpOCTArTAHAHHOBHA CHHTE3. B npoyusaHe, mpoBeaeHO ¢ 9 NalMEeHTH ¢
AKTHBEH PeBMAaTOMIACH apTpHT, NHpokcHkaMm (20 mg/aeH B Npoak/LKeHHE Ha 15 AHM) 3HAYHTE/THO TIOHH)KABA
(QyHKUHATa Ha noauMmopbonykieapaute (PMN) xieTkd, NpoH3BOJACTBO Ha CYNEPOKCHAHH AHHOHH B
nepuepHaTa KPHB H CMHOBHMAJIHATA TEYHOCT, KAKTO M koHUeHTpauuara Ha PMN u PMN-Elastase B
CHHOBUATHATA TEYHOCT. DBiaMAHMero BBPXY akrtueHocTra Ha PMN  BepoATHO JIONIpHHACA 34
MPOTHBOBB3MANHUTEIHO ACHCTEHE Ha TMPOKCHKAM.

PaMeKcHH ¢ HOBa (pOpMa Ha NHPOKCHKAM, IPU KOATO aKTHMBHOTO BELLECTBO ¢€ HaMHpPa B KOMIUIEKC C
OeTa-IMKNI0IeKCTPUH. beTa-LMKITOAEKCTPHH € UHIUTHYEH OJIWro3axapua, NOAYUCH NPY €HZHMHA XUAPORU3a Ha
puliecte. [lopanu CnelHGHYHATA CH XMMHYHA CTPYKTypa, OeTa-LKIONEKCTpUH MOXe aa o0pa3sysa
HHKJTY3UOHHHM KOMIUIEKCH C PasIHvHH nekapersa ("MosekyiHa HHkancynaima"). Topa moaoOpsea HAKOH
TEXHHA CBOHCTBA KaTO pa3TBOPHUMOCT, cTaOMIHOCT W OHoHamWuHOCT. [IMpokcukam OeTa-LUHMKIIOACK
MHOFO 100pe pa3sTBOPHM BB BOJAA H ¢S/ MEPOPATHO TIpUnoxeHre ce pe3opOrpa mo-nobpe
HD,I[OG]JBH&TEI PazTBOPHMOCT BOAM A0 OBP30 YBEIIMUCHHE HA IUTA3MEHHUTE KOHIICHTPALIHH H




Hama npomeHd B OPOABIDKHTENHOCTTa HA IUIA3MEHHS MOJYKHBOT HAa DrameKcHH M0 OTHOWICHHE Ha
ITAPOKCHKAM, KOETO NMO3BO/IABA €IHOKPATEH JHEBEH MPHEM Ha JIEKAPCTBOTO.

QapMakoauHAMMYHUTE H (apMaKOKHHeTHYHM CBOMHcTBa Ha DnaMekcHH ro NpaBAT MOAXOAALN 3a JICUCHHE Ha
MHOTO GO/€3HEHN PEBMATWYHM H/WIH BB3NAIUTENHH 3a60/4BaHMS, KOWTO CEPHO3HO TNOBIHABAT OOILOTO
CBCTOSIHME M HOPMATHATAZ AKTHBHOCT, B CIIYYaMTe KOTaTo € HeOOXOAMMO Aa ce NMOCTHrHe OBbp3 M MHTEH3HMBEH
TEPaANEeBTHUEH e(heKT.

[Ipu TecT ¢ MHAYLHPpaH C carrageenin OTOK HA JIAITMYKA HA €KCIEPHMEHTATHO XKHUBOTHO, DIIaMeKCHH NPeTH3IRHKBA
no-0bvp3 NPOTHBORBL3NANHTENEH €(PeKT B CpaBHeHHE ¢ NHPOKCHKaM. B NBpBHTE wacoBe ciie] IEpOpaliHO
IpHAOKeHUe, PraMeKcHH € 2-3 TBTH N0-aKTHBEH OT MUPOKCHKAM.

AHaNTeTHYHATA aKTUBHOCT Ha (DaMexcHH NpH Nepopaldo NMpHAOKEHME, € OleHABaHa upe3 (QEHHIXHHOH -
MHIOYUMpaH "writhing test" pppxy Muikd, Ha 5-Tata MHHYTa ClieX IpHAOKCHHETO, MAKCHMATIHHAT HHXHOUTOpEH
epext Ha PnamekcHH ¢ 99%, cpaBHeHo cbe 78% 32 mHpOKCHMKaM. AKTHBHOCTTA Ha JBETE BEIIECTBA OCTaBa
HEMPOMEHEHAa Ba Yaca cjied NPHIokeHueto. CTOHHOCTHTE Ha TepaneBTHUHHA HHASKC 3a PaaMexcHH H
MUPOKCHKAM Ca H3YHCIEHH YpE3 OTHOIUICHHETO Ha NPOTHBOBBL3NAJIMTECIIHHTE epekTH, OLEHEHH 4Ype3 TECT C
MEIYLUUPAH C carrageenin OTOK HA JANHYKa HA IUIBX, KbM e(eKTHTE HA racTpo-MHTECTHHATHO Apa3HEHEe IPH
CBIIUSA XKHUBOTHHCKH BH/I.

Ilpu nepopanso npunoxerne, OnamekcuH uma 2.65 MbTH NO-BUCOK TEPANEBTHYEH WHAEKC OT IHPOKCHKAM.
Ilonobpenara racTpo-UHTECTHHAITHA MOHOCHMOCT Ha DaMeKCHH ¢ JoKazaHa MpH Xopa OT PE3YJITATHTE NOITy4eHH
OT 3 JBOMHO-CJIENTH KOHTPOIHpAHH KIMHMYHH NMPOYYRAHHA, OPH KOMTO HAIHYMETO HA KPBB BbB (DEKATHHTE C€
oTpeesia Mo MeToaa Ha °'Cr-6ens3aHu epuTPOLUTH. [IpONbIKHTENIHOCTTA Ha BCHUKH NpoyuBaHiud € 28 aAuu. Kem
Kpas Ha 4-TaTa C¢IMMIIA, B IBE OT POYYBAHUATA € HAOMIOABAHO CTATUCTHUECKH 3HAYHMO MOHMXKEHUE Ha I10ABA
Ha KPHB BbE (PexajMuTe HA MAUEeHTHTE, npHeManu dramMeKkCHH, a NpU TpeTDTo ApOYYBaHC TORA CC Habmoasa
KaTO TeHACHUHA 0€3 CTaTUCTHYECKA 3HAYMMMOCT.

B npyro npoyusaHe e cpaBHABaHa CTOMAlIHATA NOHOCHMOCT Ha ®namekcuH, OOHMKHOBEH MMHPOKCHKaM,
HHAOMETAHH H Llauebo mpu NepopanHe OpuiIoKeHHe 33 14 OHH; OUeHABAHZ € MAKCHMAlHATA pasiHiKa B
ctoMawiHug noreHuMan (max GPD). ®namexkcun noxasea no-cinabM efexkTH BLPXY TO3M NApaMeThp OF
MUPOKCHKAM ¥ HUHAOMETAUMH, KaTo CHIISCTBYBA MOJOKHMTENHA KOpeaaluHd MEXAY MAKCHMa/IHaTa pa3jiika B
CTOMAIITHUS NOTEHIHAN ¥ €HAOCKONCKATA OlleHKa. DIaMEKCHH THOKa3Ba NO-01aronpuaTHO ChOTHOIIIEHHE MEXAY
(papmMakogUHAMHUYHA AKTHBHOCT U FACTPOMHTECTHHATHA TOKCHYHOCT OT OOMKHOBEHHS TTHPOKCHKAM.

5.2 ®DapMaKOKHHETHYHYM CBoOlicTBA

Cnen nepopanso npunoxeHue Ha GrnaMexcuH ce pezopbupa caMO aKTHBHOTO BELISCTBO NUPOKCHKAM, & HE CAMHA
KOMIUIEKC.

Ilpoyusanus BBpxXy 3ApaBH A0OPOBOJILM JOKA3BaT, Y€ MPH NEPOPaNHO [PHIOKEHHE HA €KBUBAJICHTHH NO3H
(croTBeTCTBAIUM HA 20 Mg NHPOKCHKaM), MaKCHMAaJTHW THTA3MEHH KOHLEHTPALMKY Ha IMHPOKCHUKAM C€ JOCTUIaAT
MHOT0 no-01p30 ¢ MramexcHd (3a okono 30 - 60 min, cpasueHo ¢ 2 h 3a OOMKHOBEH MHPOKCHKAM).

Crolinocture Ha Ke/ u Bpemero Ha momyHBOT Ha (DaMeKCHH HE ce Pa3NH4aBaT CHIHECTBCHO OT TE3H HA
OOHMKHOBEHHS TIMPOKCHMKAM, 3alI0TO KOMILUIEKca ¢ GeTa-UMKIOAEKCTPHH MOBJIHABA CaMO pe30pOilMOHHATA, a He
EMHMUHANUOHATA KHHETWKA.

BrOpeuyHata ekckpenms Ha AKTUBHOTO BELIECTBO 33 BCHYKM JiekapcTBeHH ¢opMmid Ha dDnamekcuH H 3a
0oOuKHOBEHHA MHPOKCHKaM e okoA0 10 % oT npunokenara no3a, 3a nepros ot 72 h.

(CIea nepopajiHO NPHUIOKEHHE HA KOMIIEKCa, HEITPOMEHEH 0eTa-IHKIOACKCTPHH HE Ce OTKPHBA B IJ1a3MaTa WK B
ypuHata. beta-unxnonekcTpuH ce Metabonuzupa ot 6akTepHannara Mukpoduiopa B 1e0e/10TO 9€PRO A0 THHEAPHH
HEKCTPHHH, MANTO3a U TIIIOKO34.

5.3 IMpeaxkIHHUYHYM JAHHH 38 Oe3onacHOCT
HexiHHHYHHTE NaHHH HE MOKa3BaT ocobeH pHCK 3a Xxopa Ha 0a3aTa Ha KOHBEHHMOHANHHMTE (apMaKoNOrMHH
H3MHTBAHHA 3a 0e30acHOCT, TOKCWYHOCT fipH MHOPOKPATHO IIpHIaraHe, TIeHOTOKCHYHOCT, KapIMHOICHEH
HOTEHLHAJI, PESNPOAYKTHBHA TOKCHYHOCT 34 Pa3sBUTHETO.

Kakro # npu Apyrute HHXHOHTOPH Ha TIPOCTArIAHAMHOBHA CUHTES, TIPWIOKEH Npe3 OPpeMEeHHOCTTa NPH )KHBOTHH,
MUPOKCHKAM [IOBHIIABA YECTOTATA HA JUCTOLMA H YABIKABAHE HA PAKIAHETO.

IIpunaranero va HCIIBC hHa OpeMeHHH IUTEXOBE, MOKE Jia JOBEAE [0 KOHCTPHKIHA HA TYKTYC apTepHO3YC NpH
oga. lactpo-aAyoaeHanHara TOKCHYHOCT Ce YBeJIHYaBa Npe3 NocaeaHus TPHMECTED Ha OPeMEHHOCTTA.
HexmHHUYHUTE npoyuBaHMs NOKa3BaT HAKOH e(eKTH, KATO CTOMALIHO-YpeBHH JIe3HH H OBh0peuHa nanunapHa
HEKpO3a, NPH H3NOJI3BaHE HA MAKCHMAITHO 11032 OKOJIO 60 mbTH MO-BHCOKA OT A03aTa, MPEABALICHA 33 XOpa.
Tesn edexrn ca nabmopaBan¥ NpH J03H, MHOrOKPATHO TPEBHMINABAILM Npeanonarag R
MAKCHMAallHA €KCMO3HUMA Npd XOpa, 3aToBa OT Te3d pPe3yNTATH HE MOXE 1a C€ Hangaﬁ e N,
SKCTpanoiaumsa CbC 3HAYMMOCT 32 KIHHHYHATA NPAKTHKA.




6. PAPMAIIEBTHYHH JAHHH

6.1 CpHEcbK HA NOMOIIHMTE BEMEeCTBA
Tabuerkn:
IToMOIHO BEIIECTEO C W3BECTHH edieKTH: JJAKTO3d MOHOXHAPAT.
CpOBpKa OLIE: KPOCNOBOAOH, HATPHEB HHINECTSH IJIHKONAT, KOICHAEH O€3BOMCH CHITHIMH,
NpeKENaTHHH3MPAaHO HULLIECTE, MArHe3HeB cTeapar.
IIpax 3a nepopajen pa3rsop:
[MoMOnHK BelllecTBa ¢ M3BECTHH €ekTH: acnapTaM, COpOUTOII.
CbabprKa OlUe: LHTPYCOB apoMarT, konouaeH 0e3poJeH CHIHLIHNA,

6.2 HechbBMeCTHMOCTH
He ca u3BecTHH.

6.3 Cpok na rogHoct
3 roauHu.
Toan cpok € BaNnKICH NP NPABHIHC ChbXPaHEHHE B HEOTBOPEHA OMAKOBKa.

6.4 CnenraidHH YCIOBHA HA ChLXpAHEHMe
To3u slekapcTReH MPOIYKT HE H3MCKBA CIIELHAJIHH YC/I0BHA HA ChXPaHEeHHE.

6.5 JIanny 3a ONAKOBKATA

Tabnerkn - Ibpeuuna omaxoBka: PVC/PVDC OnuctepH, sanewatann ¢ APVDC. BropruHa onakopka:
Kapronesa KyTug ¢ 10 umu 20 tabaeTxu.

Came - [I5pBHYHA OMAKOBKA: TEPMUYHO CIIOEHH CAIIETA OT XapTHA/ATyMHHHH/TIOJIHETHIEH ¢ HHCKA IJIBTHOCT, C
paseNKTeNHA THHAA TI0 cpefaTa. BTopHuHa onakoBka: kaptoHeHa KyTus ¢ 10, 20, 30, 40, 60 u 100 camera ¢
PasacAUTEIIHA JTHHUA.

He pcHuKH BUIOBE OIAKOBKH MOraT 1a OBAaT MyCHATH B npoaaxia.

6.6 ChnenuajHH HpPeINA3HA MEPKH HPH H3XBLJIsHE
HeuznomsBaHUAT NPOSYKT WIH OTTIAABUHHTE MATCPHAiH OT Hero TpAGBA Ja ce H3XBBPIAT B CHOTBETCTBUE C
MECTHHMTE H3HCKBAHMA.

7. HNPHUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

Chiesi1 Pharmaceuticals GmbH, Gonzagagasse 16/16,1010 Vienna, Ascrpus

8. NPUTEXKATEJ HA PASPEIIEHHETO 3A ITAPAJIEJIEH BHOC
“becta Men” EOO/, ya. Kvnuo Ckopues Ne8, 5350 TpsaeHa, bunrapus

9, HOMEP(A) HA PA3PEINEHHETO 3A YIIOTPEBA

20000196
20000197

SIATA HA ITIOJHOBSIBAHE HA PA3PEIIEHHETO 3A YIIOTPEBA
12/04;’2

11. JATA HA AKTYATINIUPAHE HA TEKCTA
Anyapu, 2021
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