LIOLI6 £~
KPATKA XAPAKTEPUCTHKA HA ﬁPOL[YK_T% o/3

1. MME HA JIEKAPCTBEHUSA ITPOAYKT

AJIMUPAIJI 50 mg cToMamHO-yCTOHYHBHU TaOJICTKH
ALMIRAL 50 mg gastro-resistant tablets

2. KAYECTBEH U KOJIMMECTBEH CHCTAB
AJIMUPAIJI cbabpxka 50 mg auknodenak Hatpwuit (diclofenac sodium).

[ToMOIIHM BEILECTBA C M3BCCTHO JACHCTBHE. JAaKTO3a, MPOMMICH riaukoi, cbHeeT xkbiaro (FCF)
anymunucs nak (E110), taprpasun anymunues aax (E102).

3a mbJIHHUA CITUCBK HA NMOMOLIHUTE BELICCTBA BIOKTE Touka 6. 1.
3. JJEKAPCTBEHA ®OPMA

CroMalHoO-yCcTOHYHBA TabIeTKa.
AJIMHUPAIJI TabneTku ca OpaHXEBH, KPBIJIH, H3MTbKHAIH Ta0IETKH 3a NEPOPATHO NMPHUIIOKCHHC.

4, KJIMHUYHU JAHHU

4.1. TepaneBTU4YHU NOKA3AHUSA

JleueHue Ha:

® BBIMNAJIMTCIHH H ACr¢HEpaTHBHH (DOPMHU Ha CTaBHM 3a00sABaHMs. PECBMATOMJACH apTPHT,
IOBCHWJICH XPOHHYEH apTPHT, aHKHJIO3Upaul CIOHAMUIMT, OCTCOAPTPHMT, H CIIOHAWIOAPTPO3a,
O0ne3HEHH CHHAPOMH Ha rpbOHAYHMS CTHI0, H3BBHCTABHH MCKOTBKAHHHU 3200/ 19BaHUA,

® [0AAarpoO3Ha KpH3a,

e [IOCTTPABMAaTHYHA M TOCTONEpPaTHBHA 0O0NKa, BH3MAJICHUEC WM MNOAYBAHE, HAMPUMED CJICA
| CTOMATOJIOTHYHA WK OPTONECAWIHA ONepaLys;

e 0OJEC3HCHH MW/MIH BB3NAJUTCIHH CBCTOSSHHS B THHEKOJOTMATA, HAIMPUMEP IbPBHYHA
JUCMCHOPES MU aJHCKCHT,

® KaTO AOMBJIHCHHEC TPH JCYCHHETO Ha 0O0JC3HCHHM MH(PEKUMH HA YXOTO, HOCA HMIIM I'bPJIOTO,
HanpuMep TOH3WIO(apuHruT, oTHT. KaTo ce cna3saT TepaneBTUYHUTE MPHHLMITH, ITOAICHKALIOTO
3abossiBaHE TPAOBa Ja ce JIEKyBa CbC CHOTBETHATA Tepanus. DeOpuauTteT, cam no cede CH, HE ¢
MOKAa3aHHUE 3a MPHIOKECHHUE.

4.2. Jl03MpoOBKa U HAYMH HA NPUJI0KEHHUE

J1lo3upoBKa
Hexxenanure nekapCcTBEeHH PEeakLMM MOTaT Aa ObAaT CBEACHH 40 MMHHMYM 49PE3 HU3MOJI3BAaHE HA
Hal-HUCKaTa e(peKTHBHA J03a 32 HAH-KPATKHUA NMEPHOA OT BPEME, HECOOXOAUM 32 KOHTPOIHPAHE
Ha cumnTomuTe (BrkTe Touka 4.4. CneuuaaHu OpCAYNPEKACHUS H NMPEATIa3sHH MEPK
ynorpeba).
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Bw3pacmhu
[MpenopbuuTenHaTa HakanHa Ao3a € 100 mg a0 150 mg. Ilpu no-nexkum ciydaH, KakTO M MpH
NMpOABDKUTEIHA ynioTpeba, 0OMKHOBEHO ca JocTaThuHM /5 mg 10 100 mg aHEBHO.

O6wmara aueBHAa no3a TpaGBa ga Obae pasnpeaencHa Ha 2 A0 3 mpueMa. 3a MOTHCKAHE Ha
HOIIHaTa 0O0JIKa H MPEAOTBPATABAHE HAa CYTPELIHATA CKOBAHOCT, NCUCHHCTO € TAlICTKU Ipe3
neHss Moxe aa Obae XOMOMHMpAHO ¢ NMPWIAraHe Ha CYMO3HTOPHH BCUEP Mpead araHe (4o
MAaKCHMaJIHa AHEBHA 103a oT 150 mg).

[Ipy nmupBHYHA AMCMEHOpEes OHEBHATa Ao3a TpAOBa aa ObAe azanTHpaHa HMHIMBHIYATHO M
o6rmuaitno ¢ 50 mg a0 150 mg. [Ipu 3anousane Ha ncweHueTo TpabBa na ¢ npunoxeHat 50 mg
30 100 mg u, npu HeoOXOAMMOCT, A03aTa Aa CC MOBHIIH B TCUCHHE HA HAKOIKO MEHCTPYalIHH
HKBIa A0 MakcuManHo 200 mg aueBHo. JlegeHueTo TpadBa A2 3an04HE NPY NOABA HA TbPBHTE
CHMIITOMH H B 3aBUCHUMOCT OT OIJIAKBAHHATA, Aa MPOAB/DKH HAKOJIKO JHH.

CneuManHu rpynu NanMeHTH

lleouampuuna nonynayus

[Ipu pgena va/ Han 12-roawmHa BB3pacT M OHOmMM TpaAbGBa ga ce mpuarat 0,5 10 2 mghkg
! TEJIECHO TErNIO AHEBHO, B 2 A0 3 OTACITHH MPHEMA, B 3aBUCHMOCT OT TEXKECTTA Ha ChCTOAHHETO. 3a
NedeHHe Ha IOBESHUJICH XPOHMYEH apTPHT AHEBHATA A03a MOMKE 1A C€ MOBHUIM JO MAKCHMyM 3
mg/Kkg, pasnpeacIeHH B HAKOIKO MpHEMa.

He tpabea aa ce mpesuinaBsa MakCHMAlIHaTa ZHEBHA 403a o1 150 mg.

[lopaam sucokara no3a AJIMUPAIJL 50 mg cromammHo-ycTOHYHBH TaONCTKH HE € NMPEMIOPHFIBA
IpH Jeua H IoHOUIH noA 14 roguHm.

Hayuenmu 6 cmapuecxa evapacm (na 65 u nogeve 200uHu}

OOuKHOBCHO HEe € HEOOXOOHMO KODMTMpPAHC HA ITbPBOHAMAIHATA A03a IPH IIALHCHTH B
CTapMeCKa BB3pacT. BBOPEkH TOBa € HEOOXOZMMO MOBHIUCHO BHHUMAHHMC NOPAgd OCHOBHH
MEIHLIMHCKM ChOOpaXkeHus, 0COOCHO MPH HEMOIMHM MALMEHTH B CTAPYECKa BBH3PAcCT MM OpH
TE3H ¢ HUCKO TEJIECHO Terno (BIOKTE TOYKA 4.4 CneuHanty mpeAyTipeXKACHHA H NPEATIa3Hi MCPKH

npu ynorpeba).

Tayuernmu ¢ yemanogeHo copiedno-cb0060 3ab0OARBAHE UAU CC IHAYUMETHU PUCKOBU hakmopu
" 30 cuPOEUHO-CO080 3abonaeane |
O6ukHopeHo neuenvero ¢ AJIMHUPAJL croMammHO-yCTOMYMBH TaONeTKH MpH MALHEHTH C
YCTAHOBCHO ChPACIHO-CBAOBO 3a001MBaHe WIH HEKOHTPOIMPaHa XHIICPTOHHA HE CE NPENOpHIBa.
[Ipu HEOOXOAUMOCT, MANMEHTH C YCTAHOBEHO CHPACHHO-CBAOBO 3abonsBaHe, HEKOHTPOIUPAHA
XHIIEPTOHMSA HJIM 3HAYMTCTHH PHCKOBH (haKTopH 33 ChpicyHO 3abongBane Morat aa Obaar
nexkysaHu ¢ AJIMUPAJL croMatiHO-yCTOHYMBH TabjaeTKH CaMO €€l BHUMATCIHA NMPEUCHKA M
caMoO ¢ 1034 <100 mg AHEBHO, KOTaTO JCUYCHHETO NPOAB/IKABA 3a NMOBEYC OT 4 CeAMUII (BIDKTE
Touka 4.4 CnenuanHy npeaynpexACHUA U IIPeAnasHH MEPKH npH ynotpeba).

bvbpeuno yepeoscoare
AJIMHUPAJI croMalmHO-yCTOWMMBY TabneTky € NPOTHMBOMNOKA3aH IMPH MALMEHTH C
HEAOCTAaTbYHOCT (BroKTe TOUKA 4.3 [IpoTHBONOKA3aHNA).




Tl KaTO HE Ca MPOBEKAAHH cncL(PHIHM NIPOYYBAHHA MMPH NALMEHTH ¢ ObOPETHO YBpEXKAaHE,
HE ¢ HEOOXOAHMO H3BBPIIBAHETO HAa CHeLM(pHIHM KopekluM Ha Jo3ara. Heobxoamumo €
BHHMaHMe npu npunaraseto Ha AJIMHUPAJ] croMaimHO-yCcTOMYHBH TADJIETKH Ha MaUMEHTH C
O0p6peuno yBpexaane (Biokte Touka 4.4 Crnieupaniy npeaynpekICHHA H NPESANa3HH MEPKH IPH

, ynoTpeba).

Yeproopobro yepexcoane
AJTIMHPAJI croMamHo-yCTONIHBH TabACTKH € IPOTHUBONOKA3AaH IPH NALMCHTH ¢ 9epHoApoOHa
HeJO0CTaThIHOCT (BHKTE TO4Ka 4.3 [IpoTnBonokazanus:).

Toil kaTo HE Ca MPOBEKAAHM CNELUU(UIHM NMPOYYBAHHUA NPM MALMEHTH C HYEPHOAPOOHO
yBpeKAaHe, HE¢ ¢ HEoOXOAMMO H3BBLPIIBAHETO HA CHCUM(HIHKM KOPEKUMH Ha J03aTa.
HeobxoauMo € BHHManue npu npunaraneto Ha AJIMHAPAJI cromamuo-ycroduvBH TabNETKH Ha
MaLMEHTH C JEKO JAO YMEpEeHO 4epHOaApoOHO yBpexkiaHe (Bwkre Touka 4.4 CrneuwmanHu

NpeAyNpexXACHH H NPEANa3sHi! MEPKH NpH ynoTtpeba).

HauuH Ha mpHIOIKEHHE
Tabaerkure TpadBa Ja ce mMONTBIOAT LETM C TEYHOCT, 3a NPECANIOYUTAHE MPEAN XPaHESHE H He

TpsOpa ga ObaaT pasapoOaBaHH HIH ABBKaHH.

4.3. [IporuBonoka3aHus

¢ CBpPBXYYBCTBHTCIHOCT KbM @aKTUBHOTO BELIECTBO HIIH KBM HAKOE OT MOMOIHHUTE BEINECTBA,
H3bpoeHH B TodKa 6.1.

¢ AKTHBHa CTOMALIHA WM 9pPCBHA A3Ba, KbPBEHE MM nepdopauns (BKTE TO4Yka 4.4
Crneunansu NpeAynpexaeHHd W npeanasHd Mepku npu ynorpeba u rouxa 4.8 Hexenanu
JICKaPCTBCHM PEAKLIVH)

¢ AnHaMHE3a 3a KBPBCHE OT CTOMAIIHO-UPCBHHA TPAKT WM nepdopauus, CBBPIaHH ¢ MPEAXOTHO
neaenmne ¢ HCIIBC. AKTHBHA MTH NOBTOPHA NOABA HA NCIITHYHA SA3Ba/ KbPBEHE (IBa HIIH NMOBEYE
OTACTHH CITU304A Ha A3Ba UK KbPBCHE).

o [locneauna TpumecTep Ha OpeMeHHocTTa (BX. TOYka 4.6 ®OeprHimrer, OpeMECHHOCT M
KBPMCHE).

e ‘YepHOApOOHA HEAOCTATBYHOCT

e bubpeuna veaocrareaHOCT (GFR<15 mli/min/1,73 m?)

¢ Texka chbpaedHa HEROCTATHIHOCT

e YcraHOBeHa 3actoiina cbpaeyHa HeaocraTpdHOCT (NYHA II-IV), ucxemumana Oonect Ha
CBPLETO, Nepu(epHO apTEpHaIHO 3a00maBaHe W/ WM MO3BYHO-CHAOBA DonecT

e [logobHO Ha ApyruTe HECTEpOHAHM NpoTUBOBLE3NAaMTEIHH cpeactea (HCIIBC), AJIMUPAJI
CTOMAITHO-YCTONYMBH TabIETKH € IPOTHBONOKA3aH H NPH NAalUEHTU, ITPH KOUTO ynorpedara Ha
aneTHcanuupioBa kucemmua wiy apyrd HCTIBC moxe Ja npeau3suxa MPHCTHIM HAa acTMa,
AHrHOCAEM, ypTHKapua WM ocThp puHUT (Hanpumep HCIIBC-wmaynupanu peakumm Ha
KPBCTOCAHA PEaKTUBHOCT) (BiDkTe Touka 4.4 CnienuaHy NpeaypPeKISHHA U ITPEANasHu MCPKH
npu ynorpeba u Touka 4.8 Hexenanu nexapcTBEHH PEaKIMH).

4.4 CnenManHy npeaynpexacHHS U NpeAna3Hi MEePKH MPH ynoTpeda

Obwu




Hexenanure JckapcTseHH peakuMM Morat Aa ObaaT HaMaJCHH KaTO 3a KOHTPOJIHPAHC HAa
CUMOTOMHTE Ce yNnoTpeOasa Bb3MOMHO Hall-HHCKaTa e)EKTHBHA J03a 328 Bh3MOXKHO HaH-KpPaThbK
nepyoA OT BpeMe (BIDKTE Touka 4.2 H Mo-J0y NOCOYEHUTE raCTPOMHTECTHHAIIHHM M ChPACTHO-
CBAOBH PHCKOBC).

Cmomauino-upeatu eghexmu

[Mpu Bcwuku HCIIBC, BxmounrenHo aukaogenak ca cboOLaBaHH Coyd4ad Ha KbpPBEHE OT
' CTOMALIHO-9PEBHHA TPAKT, A3BH HNH nepdopauus, KOUTO MoraT Ja 6»aar daranHy u Morar Ja
HACTBILAT Ha BCEKH €TAall OT JCYCHHETO, ChC MK O3 NpeaynpeaAUTEIHH CHMITTOMH HIIH JaHHH 3
aHaMHE3a 3a CCPMO3HM CTOMAIOHO-YPEBHH MHIMACHTH. [locieacTsmara ca mO-TCXKKH ITDH
MAaLMEHTH B CTApPYeCKa BB3pacT. AKO NPH MAaLMEHTH, JICKYBAaHH ¢ JUKIO(QCHAK CTOMAIIHO-
yCTOMYHUBH TaOJETKH, HACTBIM KBbPBEHE OT CTOMALIHO-YPEBHMSA TPAKT WiH cc 00pa3yBa si3Ba,
NPHEMBT Ha JCKApCTBOTO TPAOBA Aa c& MPEYCTAHOBH.

Kakro nmpu Bchuku apyru HCIIBC, sxmounTenHO JUKIOQEHAK CE€ Haaara CTPOr MEAHLMHCKH
KOHTPOA H € HeoOXOAMMO CreLMaTHO BHUMAHHE, KOraTo AHKIO(ECHAK CTOMAIIHO-YCTOWMHBH
TabNeTKH ¢ NPEANHCBA HA MALHCHTH ChC CHMITTOMH, YKa3BaIllH CTOMALIHO-YPEBHHA HApy ICHHUA
HITH ¢ aHAMHCCTHYHH OJaHHH, IIpCAnojaraioM sA3Ba Ha CTOMaxa HIM 4YCpBaTd, KBPBCHC HIIH
nepdoparms (Brkre Touka 4.8 Hexenanm nekapcTBeHM peakiuH). PHCKBT 3a KBPBCHE OT
CTOMALIHO-YPEBHUS TPAKT € MO-BHCOK MPH nokauBaHe Ha go3ara Ha HCIIBC u npu nammenTts ¢
aHaMHe3a 3a A3Ba, ocoDEHO ako € YCIIOXKHEHA OT KbpBeHe WM nepdopauma. [lpu naumesTy B
cTapyecka Bb3pacT HMa I0-TOIAM PHCK OT MO-9ECTa NOABA HA HEXKEJIAHH PEAKIMU NPH JICYCHHE C
HCIIBC, ocobeHO Ha KBPBCHE OT CTOMALIHO-YPEBHHA TPAKT WM nepopalys, KOHTO MOTaT 4a
Opaar draTamum.

HCIIBC, sxmounTenHo aHKIO(EeHaK, MOXKE A2 €A CBBP3aHH C YBEJIMHEH PUCK OT M3THYAHE OT
CTOMAaLIHO-9PEBHA aHACTOMO3a. IIpenopbpyBa €& BHMMATCIHO MEAMLIMHCKO HabmojcHue M
MOBHIIEHO BHMMAHHC NPH ynorpebara Ha AMKIOPEHAK CICA CTOMALIHO-YPEBHA XHPYPIrHYHA
HHTCPBCHLIMA.

3a HaManaABaHC Ha PHCKA OT TOKCHMYHOCT 3@ CTOMAINHO-YPCBHUA TPaKT MPH TMALHEHTH C
aHaAMHEe3a 3a 53Ba, OCOOCHO aKO € YCJIOXKHCHA ¢ KbPBEHE MM nep¢opaliva, H NPH NALHEHTH B
cTapuecka Bb3pacT, nedeHHETo TpabBa Ja ce 3amovBa U NOAADbPKA C HAM-HHCKaTa €(EKTHBHA
A03a.

[Tpu Te3H mauMeHTH, a CHINO M MIPM HALMEHTH, UMALOH CAHOBPEMECHHA HyXKAa OT JICKApCTBa,
ChAbPKAIKX HUCKH JO3HM aLCTHJICATMIHIOBA KUCenHHA (ASA) win Apyrd MpoOAYyKTH, 3a KOHTO €
BB3MOXHO [a YBEJIMYAT PHCKA 33 CTOMAIDHO-UPCBHHA TpakT, TpaOBa ma ce MMa MpeaBHN
KOMOMHIpaHa Tepanus ¢ NPOTEKTHBHK NMPOAYKTH (HAIPHUMEP MH3OMPOCTON HIM HHXUOWTOPH Ha
NMPOTOHHATA NOMIA).

[latmeHTH ¢ aHAMHE3a 38 TOKCHYHH MPOABH OT CTPAHA HA CTOMALIHO-9YPEBHHA TPaAKT, OCODOEHO
NALMEHTH B CTap4ecKa BB3PACT, TpAOBa Ja ¢poOImaBaT 3a BCMMKHM HEOOMYallHM CHMNITOMH OT
cTpaHa Ha Kopema (ocobeHo kbpBeHe). [IpenopruBa €€ BHHMATEIHO NPHIIOKEHHUE ITPH
NMalMEHTH, MOMyYaBallM €XHOBPEMEHHO NPOAYKTH, KOMTO MOraT JAa IIOBHIIAT PHCKa OT
yauepauds HWIM  KBPBEHE, KaT0 CHCTEMHH  KOPTHKOCTCPOMAHM, AHTHKOATYJI3HE 1
AHTUTPOMGOTUYHH TNPOXYKTH HAM CENEKTHBHH HMHXHOHTOpH Ha oOpatHOTO 3axpaiayerdd 7,
CCpOTOHHKHA (BHXTE TOYKA 4.5 BaanmMoaencTBHE ¢ APYTH JICKAPCTBCHH NPOAYKTH H [ 7~ .

Ha B3aNMOJEHCTBHC).




Heob6xoauM € CTPOr MEAHIIMHCKH KOHTPON H BHUMAHHC MPH MALMEHTH € YILCPO3CH KOJIHT HITH
Bonect Ha KpoH, Thil KaTO CHCTOSHUETO MM MOXE Ja ce BiaOWH (BwkTe Touka 4.8 Hexenanu

NEKapCTBEHH PEAKIIUH).

Yeprnoopobuu egpexmu
HeobxoauM € cTpor MEAMUMHCKM KOHTPO/, KOTaTo ¢€ NMPCANKHCBA AHKIO(PCHAK CTOMALIHO-
ycTOuHBHY TabIeTKH Ha MALMEHTH ¢ YBpeAcHa 4epHOAPOOHa GyHKUMS, THH KaTO ChCTOSHHETO
HM MOJKE 12 C€ BIIOLIH.

Kaxro n mpu apyrure HCIIBC, BkmouuTenHo aukiiodeHak, MOTaT Aa Ce NOBHUIIAT CTOHHOCTHTE
Ha eQMH HJIH noBede depHoApoOHM cH3uMH. KaTo mpeanasHa MApKa, OpH MPOAB/DKUTCIHO
NGYCHHE € AMKIOMEHAK CTOMALIHO-UCTOHMMHMBH TabneTkH, € HeOOXOAHMO MEPHOAHYHO Aa CC
cieay  uepHoapobHara ¢yskuuA. AKO CTOHHOCTMTC Ha YEPHOAPOOHMTE ITOKA3aTeIH
NpPOABDKABAT A2 O6BAAT M3BEH HOPMAaTa WIH CE MOKa4uBaT B MO-TOMNAMA CTEMCH, aKO CE MOABAT
MPHU3HALM MM CHMITTOMH Ha 4epHOAPOOHO 3a0o0/sBaHE, WIH aKO HACTBIAT APYTH MPOSBH
(Hampumep eo3uHO(IHA, OOpHB), NMPHIOKEHHETO HA AMKIO(PEHAK CTOMALOIHO-YCTOHYHBH
TabneTky TpAOBa Aa C€ MPEYCTAHOBH.

XenaTuT MOXE Aa HaCTBIH NMpH ynorpebara Ha aAukIoPeHak u 6e3 MpoaAOpManHM CHMITTOMH,

[loBMILIEHO BHHMAHHE € HEOOXOAUMO NPH IPHIONKESHHES HA JHKIOPEHAK CTOMALIHO-YCTONIHHM
TabNeTKH OT MAUHEHTH ¢ 9epHOXpOoOHA nOopHUpHL, MOPaAH BB3MOXKHOCTTA TOH Ja OTKIIOYH
NPHCTHI HA 3a00JI9BaHETO.

bvbpeunu eqhexmu

Toi kaTO ca JOKNaZBaHM CIY9aH HA 3aABPXKAHC HAa TEUHOCTH H OTOLH MO BPEME HA JICUCHHE C
HCIIBC, sxmouuTenno aukaoderak, HCOOXoauMo ¢ OCOOCHO BHHMMAHHME MNPH TALHEHTH C
yBpeAcHa chpacdHa umi 6x6petHa pyHKMA, C aHAMHE3a 32 XHIICPTOHHSA, NALUCHTH B CTapYeCcKa
BB3PACT, NALMCHTH €AHOBPEMEHHO MPHEM ALY JUYPETHLIHN HiIH MPOXYKTH, KOHTO MOTaT CCPHO3HO
na nopMadaT ObopeuHaTa PyHKLHUA, KAKTO H NPH HNALMEHTUTE ChC ChIIECTBEHO HAMANABAHC HA
eKCTpaleaynapHusa oOeM, HE3aBHCHMO OT HNPHYHHATA, HANpUMEp IPEAH W ClIe] TOJICMH
XUPYPruuHH HHTepBeHUMH (BipkTe Towka 4.3 IIpormBonokasanmsa). B Te3u ciydau, Kato
npeana3Ha Msapka npH ynorpebara Ha AWKIOPEHAK CTOMAINHO-YCTOHYHMBHM TaOICTKH, C¢
npenopwyuBa npocieaasaHe Ha ObOpevnata dyuxima. CnupaHeTo Ha TEPANHUATa OOMKHOBEHO CC
NoCHeABa OT Bh3CTAHOBABAHE Ha H3XOAHOTO HUBO,

Kooxcnu echexmu

Muoro psaxo BBB Bpb3Ka ¢ yrnorpebara Ha auiyoeHak ce cboOImaBaT CEPHOZHH KOXKHH
pEeaKLMH, HAKOM OT KOMTO JCTAHM, BKIIOYUTENIHO €KCHOMHATHBEH ACPMAaTHT, CHHAPOM Ha
Stevens-Johnson, ¥ TOKCHYHA eMACPMATHA HEKPOAMIa H reHepantusupaH OynodeH PukcHpaH
nexkapcteeH o6puB (Bx. Touka 4.8). [TaimeHTHTE H3rNEKAA Ca H3NOXKEHH HA HAH-BHCOK PHCK OT
TC3W PEaKIMX HAa PAHCH €Tamn Mo BPEME HA JICYEHHETO, KAaTO HACTHIBAHETO Ha pEakLHATa ce
Ha0oaasa B MOBEYCTO C/Tydad B PaAMKMTE Ha MbPBHUA Mecell OT aedeHueTro. [IpunoxeHuero Ha
AJIMHUPAJI tpabea aa Obae npeycTaHOBCHO NMpPH MBPBATa MOABA HA KOXCH OOpPHB, MyKO3HH
JE3UH MK BCIKAKBH APYTH MPH3HALM HA CBPBXTYBCTBHTEIHOCT.

Kakro npu apyrure HCIIBC, B peaku ciyuau npu jedeHHE ¢ JHKIO(pEHAK MOTaT
aNepryMHHY PeaKLHH, BKFOYHTEIHO aHA(QWIaKTHIHE aHA(PHIAKTOHAHH PCAKIH
EKCMO3HUMA HAa JCKAPCTBOTO. PeakuyuTe HA CBPBHXYIYBCTBHTE/IHOCT MO




MPOrPECHPAT A0 CHHAPOM Ha Kounis — ceprO3Ha anepruiHa peakuusa, KOATO MOXKE Aa K0BEAE 10
uadapkT Ha MuokapAa. CHMIITOMHTE Ha TaKHBA PEAaKLHH MOXCE Ja BKIIOYBAT 0ONKa B rbpAMTE,
KOATO Bb3HHKBA BhB BPB3KA ¢ A/IEPridHA PCAKLM KbM JHKIO(EHAK.

Copoeuno-cv0oeu ehexmu

Jleseunero ¢ HCIIBC, BkmouurenHo AuKIOdeHak, OCOOEHO BBB BHCOKH J03H H IPH
NPOABIKUTCIIHO JICUCHHE, MOXkE aa ObAc CBBP3aHO C JIEKO TMOBHIICH PHCK OT CEPHO3HH
CHPACY HO-CHA0BH TPOMOOTHYHH CHOHTHA (BKIIOTHTENHO HHGAPKT Ha MHOKApAa U HHCYJIT).

OOHKHOBEHO JICYCHHETO ¢ JMKIO(EeHaK CTOMAIIHO-YCTOMYMBH Ta0NeTKH TPH IALMEHTH C
YCTAHOBEHO ChPACHHO-CHIO0BO 3a60NnaBaHe (KOHIECTUBHA ChPACHHA HEAOCTATRYIHOCT, YCTAHOBCHA
HCXEMHYIHA GOMECT Ha ChPLETO, 3abonaBaHe Ha nepuepHUTE apTEPHH) HIH HEKOHTPOIMPAHA
XHINEPTOHHA HE ce MpenopbaBa. [Ipn HeoOXx0AMMOCT, MALMEHTH ¢ YCTAHOBEHO ChPACTHO-ChAOBO
3a0019BaHE, HEKOHTPOIMPAHA XHIGPTOHHS WM 3HAYUTEIHH PHCKOBU (PAKTOPH 33 CHPACYHO
3abonasane, TpabBa Aa 6BAAT NEKyBaHM ¢ AUKNOPEHAK CTOMAIIHO-YCTOMYHBH TAONETKH caMo
CJICA BHMMATE/IHA NPCLCHKA M caMo ¢ 4034 <100 mg aHeBHO, KOraTo JICYCHHMETO NMPOABDKH 34
noseqe ot 4 ceAMHUM (BrakTe TOUKa 4.4 CrieianHy npeaynpeXAcH!s H NPeATa3Hd MEPKH MPH

ynorpeda).

HeoGxoauMOCTTa Ha MALMEHTa OT CHMITTOMATHYHO OONCKYEHHE U OTrOBOPA KbM TEPAIHATA
TpafBa NeEpHOANYHO Ja CC MPEOLCHABAT, 0COOEHO KOraTo Ne4eHHETO NPOABIDKABA 32 NoBeYE OT 4
ceaMuud. [lampeHTHTe TpabBa Aa ObaaT OZUTCIHM 32 MPU3HALM M CHMITTOMH Ha CEPHO3HH
areporpoMboTHIHM CHOUTHA (Hanpumep rppana O0/IKa, HEAOCTHT HA Bb3AYX, CIAabOCT, HEACCH
rOBOp), KOWTO MOTaT Aa BB3HHKHAT BHe3anmHO. B ciydad Ha nogoOHO cpOHTHE, MALIMEHTHTE
TpaOBa Aa ObAAT HHCTPYKTHPAHH Xa NOTHPCAT JCKap He3abaBHO.

Heobxoaumo € Aa ¢¢ OCHIypaT noaxoaamo Hab/moACHHE M CBBET 3a MALMCHTH C aHAMHE3a 3a
XHNEPTOHUS M/WMM JICKAa 4O YMEPEHa KOHICCTHBHA ChPACYHA HEIOCTAaTbYHOCT, Thi KaTO MMa
ChOOIIEHH 32 OTOLM U 3aAPbKKA Ha TSTHOCTH, CBbp3aHu ¢ neueHuero ¢ HCTIBC.

KmMHMYHH poydBaHUA U €MMHASMHOIOTMMHH JaHHH TIOKA3BaT, Ye ynorpebata Ha JUKIO(EHAK,

ocobeHo BBB BuCcOKa A03a (150 mg nHeBHO) U NpH NPOXBIDKMTEIIHO MPHIIOKEHHUE, MOXKE Ka Obae
CBbp3aHa C JICKO MOBHINCH PHCK OT apTepHanHi TPOMOOTHIHH ¢cs0HTHS (HanpHMep MHOKapacH

MH(pApKT WM HHCYTT) (BokTe TouKa 4.4 CnienuanHu npeynpeXACHHS H ITPEANAa3HH MEPKH NpH
ynotpeba).

HeobxoauMo ¢ BHHMAaTEnIHO OOMHCIIfHE NPH JCUCHHETO ¢ AUKIOPCHAK HA MALMEHTH C
HEKOHTPOJIUPAHA X UIIEPTOHHA, KOHTECTHBHA ChPASYHA HEAOCTATBYHOCT, YCTAHOBEH2 HCXEMHYHA
Sonect Ha cBpuETO, 3abonstBaHe Ha nEpUPEPHUTE APTCPHHE H/HIH MO3BIHO-ChA0BA DoecT.

[TaumeHTHTE CBC 3HAYUTEIIHM PHCKOBH (PaKTOPH 3a CBPACMHO-CBAOBH ChHOMTHA (Hanmpumep
XHIICPTOHHA, XHNEPIMIUIEMMA, 3axapeH Auaber, TIOTIOHOMyLICHE) TpAOBa na ce NeKyBaT C
OUKIO(EHAK caMO CA¢A BHMMATEIHA NPCLUCHKA. [BH Karo ChPACYHO-CHACBHAT PHCK IIPH
aUKNoheHaK MOXKE Ja HApaCHE ¢ J03aTa M MPOAb/DKHTEIHOCTTA Ha GKCMO3KLMATA, TPAOBa aa ce
npujara Hal-HUCKATa C(EKTHMBHA 40338 34 BBIMOXHO HaM-KPAaTKHA TIEPHOA OT BpEME.
[leppoanuno TpadBa Aa ¢¢ HM3BBPIIBA NPEOLEHKA HAa HEOOXOAUMOCTTAa HA naLue
00jicK1aBaHe HA CHMITTOMHUTE K HA OTTOBOPA KbM TEPAITHATA.

Xemamonoeusnu egpexmu




[Ipu npoawmkUTe/Ha ynorpeba Ha AMKIOPEHAK CTOMALIHO-YCTOMMMBH TabACTKH, KaKTO NMpH
ocranammte HCIIBC, e npenopbunteHO peROBHO Aa €€ MPOCACAIBa KPbBHATA KapTHHA.

Kakto ocrasanure HCIIBC, auknogenak cTOMAIMHO-YCTOMIHBH TabNSTKH MOXKE BPEMEHHO 1A
NOTHCHC arperanuATa Ha TpoMOounuTuTe. IlalMEHTHTE ¢ HApYIICHHA B KPBBOCHCHUPBAHETO
TpaOBa Aa 6baar Hab/MoAaBaHM BHHMATEITHO.

Cwvnvmcmsawa acmma

[Ipy mauMEHTHTE ¢ ACTMA, B CPABHCHHUE C APYTUTE MALMEHTH, Ca [10-9ECTH CE30HHUTS AICPrHY HH
PHMHMTH, OTOXBT Ha HOCHAaTa JHraBul@ (T. Hap. HOCHH IOJHIIH), XPOHHYHH OOCTPYKTHBHH
6enoapobHH 3a601IBaHHA HIM XPOHHIHH MHOCKIMH Ha JUXaTeJTHHTE MhTHING (0COOESHO aKo ca
CBBP3aHM CbC CHMITOMH, MOAOOHH Ha aneprudeH puHMT), peakimu cripsmo HCIIBC xaro
ex3auepbaupst Ha acTMaTa (T. Hap. HEMOHOCHMOCT KbM AHAMIETHLIW/ AHANTETHYHA acTMa), eAeM
Ha Ksunke wnn yTpukapnsa. [lopagu ToBa mpy Te3d NMALHMEHTH €A HEOOXOAMMH CELHaTHM
npeanasHH MepKH (rOTOBHOCT 3a CICINHA MOMOI). 10Ba €€ OTHACA CBHINO TAKa M 33 MALMCHTH,
aNeprydH KbM APYTH CyOCTAHLIMH, HaPUMED KOXHM PEaxLHH, ChPOEK UITH YPTHKApHA.

Hayuenmu 6 cmapuecka év3pacm (ha 65 u nogeve 200unu)

OcobeHo BHMMaHHE ¢ HeOOXOAMMO IPH HAUHEHTH B CTapdecka Bb3pacT, MOPagH OCHOBHH
MeAULHHCKH ChoOpakeH s, 0coOEHO NMPH HEMOIOHH NAaLMEHTH WK NPU TaKHBa C HUCKO TEJICCHO
TErNo.

Bzaumoodeticmeue ¢ HCIIBC

Tpsbsa aa ce M30ATBA €THOBPEMEHHOTO MPIUIOKCHUE Ha AMKIO(PEHAK CTOMALIHO-YCTOHYHBH
tabnerku ¢be cucTeMHH HCITIBC, BKMIOMHTEITHO CENeKTHBHH HHXKOHNTOPH Ha LIMKJIOOKCUTCHA3a-
2, nopaay BE3MOXKHOCTTA OT HEXEJIaHH peakuuH (BkTe Touka 4.5 BiaumoaeiicTaue ¢ apyru
IEKapPCTBEHH MPOAYKTH U APYrH (JOPMH Ha B3AUMOJACHCTBHE).

Mackupane npusnayume na ungpexyus
[Toaotuo Ha ocranammre HCIIBC, nopagn dapmakOIHHAMIMHHUTE CH CBOHCTBA OHKIO(EHAK
MOXE Ja MacKHpa NMpH3HalHuTe H CHMITTOMHUTE HA HH()CKLIMHA.

AJIMHUPAJI cbabpka NaKT03a, NPONMIIEH IIHKOJ, cbHCEeT KbaTo (FCF) anymunues sax
(E110), rapTpa3zun anymuauen Jzk (E102).

[TanpeHTH ¢ peaKH HacIeACTBCHH 3a00BaHMs KaTO raJakTO3HAa HEMOHOCHMOCT, Lapp nakraleH
JeMIMT HIH rMOKOo30-ranakTosHa Manabcopbimsa He TpsbBa ga nMpHemaT TOBa JIEKapCTBO.
[IponuneH raMKOILT MOXE a2 MPUMHHN CHMIITOMH, NOAOOHH Ha ankoxonHo onugHeHue (400
mg/kg npu Bv3pacTHH U 200 mg/kg npu aeua).

Cwucer xbiro (FCF) anymunnes nak (E110) u taprpasun amymunues nak (E102) morar na
MPUIHHAT ANCPTUIHU PEaKIMH,

4.5. BzaumogeiicTBHe ¢ APYIH JJEKAPCTBEHH NMPOAYKTH U APYrH GOpMH Ha B3aUMOaeiCTBHE

H3bpoenure no-g0;1y B3aUMOASUCTBYA BKIIOUBAT HAOMO AaBAHUTE NPU AMKIO(EHAK CTOMALUIHO-
YCTOHYHMBH TaONCTKH WM APYTH NEKapCTBCHU (POPMH HA AMKIIO(EHAK.

HabmopaBaHu B3aUMOEACTBHSE, KOMTO TpA0Ba Aa e B3eMAaT 0] BHUHMAaHHE




CYP2C9 urxubumopu: Ilpenoppisa ¢¢ NOBHIICHO BHUMAHHKE IIPH €AHOBPEMCHHATA YIIOTpeOa Ha
auknoderak 1 CYP2C9 unxudburopu (kaTo CynpHHIMpa3oH ¥ BOPHKOHA30JI), KOETO MOXKE Aa
NOBEAE A0 3HAYMTE/HO YBEIHYECHHE Ha MHKOBHUTE IUIA3MEHH KOHLICHTPALMH M €KCIO3HIHMATA Ha
JUKIO(PESHAK.

JTumuii: [Ipu ¢AHOBPEMEHHO MPHIIOKCHHE C IUTHH, AMKIOPCHAK MOXKE XA MMOBHINH IUIA3MCHUATC
KOHLICHTpaUMH Ha JuTHi. [Ipenopruea ce npocacaAaBaHe Ha CCPYMHUTE HHBA HA JIMTHH.

Hueoxcun: TIpu €IHOBPEMEHHO NPWIOKCHHME, AUKIOQEHAK MOXE Ja IMOBHMIOM IINA3MECHHTE
KOHLICHTPaLIUH Ha AMFOKCHH. [IpenopbaBa ce mpoCcACasBaHE Ha CCPYMHHTE HMBA Ha JUNOKCHH.

Huypemuyu u anmuxunepmenzuernu aexapcmea: Kaxro npu ocranamure HCIIBC,
¢AHOBPEMECHHOTO IPWIOXKECHUE HAa AUKIO(EHAK ¢ AUYPETHIM U AHTHXMIICPTCH3IWBHH NICKApCTBa
(vanp. OcTa-Onokepn, MHXHOWTOpPH HAa AHTHOTCH3WH-KOHBepTHpamus eH3uM (ACE
HHXHOMTOpDH)) MOXE Ja HaMa/ M AaHTHXHMNEpreH3usHHA MM edekt. [lopaau ToBa, TasM
koMOuHauMa TpabBa na ¢e mpunara ¢ ocobEHO BHUMAHHUC M MALMCHTUTE, HAK-BEHE TE3H B
cTapyecka BBIPACT, MEPHOAHIHO TpAOBa Ja mMpoCreadBaT CTOMHOCTHTE Ha apTEPHAIHOTO CH
Hansrane. llopaau noBmmeHus pucK OT HepoToxkcHaHOCT (BrHxkTe TOUKa 4.4 CneumanHu
NPCAYNIPCKICHHA ¥ MPEANa3HH MEpKH pH ynortpeba), nanueHtare Tpsabea na Obvaat aobpe
XUIpaTHpaHH ¥ Ja uM Obae mpocneasasaHa a OvOpeunara (yHKUHMS TpH 3anOYBaHE Ha
KoMOuHMpaHO ncueHre ¢ auypeTHid U ACE HHXHOUTOPH, KaKTO M NEPHOAUYHO CIIEA TOBA.

Huxnocnopun u maxpoaumyc. Kakro ocranamure HCIIBC, muknodeHak MOxke Ja MOBHIIK
HE(PPOTOKCHIHOCTTA Ha LHKIOCIOPHH H TakKpPOIHMYC NOpaad NOBIHABAHC Ha OnOpegnuTe
npocrarnadauny. [lopaan ToBa, TOH TpAOBa Ja €€ NMpunara B MO-HHCKM AO3H OTKOJIKOTO IIPH
MaLMEHTH, KOUTO HE NPHCMAT LIMKJIOCTIOPHH WIH TAKPOIHMMYC.

Hexapcmea, npuwunseawu xunepxaruemus: EXHOBPEMEHHOTO NPUIOKEHHE ¢ KalHUM-
CBXPaHABALNM JHYPCTHLH, LMKIOCMOPHH, TAKPOIHMMYC HWIH TPHUMETONMPHM MOXE Aa OBae
CBBP3aHO ¢ MOBHUICHN CEPYMHH HHBA Ha KaJIMi, KOWTO CNIEABA Aa CE MPOCACAABAT 4ECTO (BYOKTE
Touka 4.4 Cneupanuy nMpeaynpeKIcHus | NPEINa3Hi MEPKH npH yroTpeba).

Xunononosu anmubaxmepuannu nexapcmeq: CpoOmeHH Ca M30JMpPaHA Cydad Ha TbPYOBE,
KOHUTO MOXC Aa Ca MPEANUIBHKAHH OT €HOBPEMEHHOTO NpunoxeHne Ha XxuHoMoHH 1 HCIIBC.

OuakBaHu B3auMoaeiCcTBUA, KOUTO TPuOBa Na ce B3EMAT NoA BHUMAHHE

Hpyzu HCHBC u xopmuxocmepouou. EgHOBpEeMEHHOTO MIPIIOKCHHE HAa JUKIOMEHAK C APYIH
cuctemud HCIIBC wm KOpPTHKOCTEPOHAHM MOXKE Ja IOBHIIHM 4ECTOTAaTa Ha HEXKENAHUTE
CTOMALIHO-YPEBHH JICKAPCTBEHH peakimuu (Biokte Touka 4.4 CneunanHu npeaynpekICHHT H

NMPEANa3HY MEPKH IpH ynotpeda).

Anmuxoazyranmu u anmumpomboyumnu cpeocmsa. Ilpenoppusa ce NOBHIISHO BHUMAHHE, Thi
KaTO €IHOBPEMEHHOTO NMPHIOKEHUE MOXKE Aa INOBHIIH PHCKA OT KbpPBCHE (BIDKTC TO4UKa 4.4
CneunanHy npeaynpexAcHHa ¥ npeArnasHd MEPKH npH ynorpeba). Brnpeku 1€ xmMHUY9HHTE

TaKHUBa TNaLlNCHTH.



Cenexmugnu unxubumopu ua obpamuomo 3axeéayarne Ha cepomonuna (CHO3C (S5RI)):
EnnospemensoTo npuioxkenue Ha cuctemun HCIIBC, skmountento auxnodenax, u CUO3C
MOJKE /1 YBEAHYH PHCKA OT KbPBEHE OT CTOMAIIHO-YPEBHHUA TPAKT (ByKTe TOYKa 4.4 Cneynanyu
NpeAyNpPEKACHHS ¥ NPENa3HH MEPKU NpH yrotpeda).

Aumuouabemnu nexapcmeenu npodyxmu: KinaMuHUTE MpOYYBaHMA MOKAa3BaT, 4¢ AMKIO(CHAK
MOX¢C Ja Ce MpHIara €IHOBPEMEHHO ¢ NEepopaiHu aHTHANAOCTHH nekapcTaa 0¢3 aa moBIuABa
TEXHMS KJIMHHYEH eekT. B xoaa Ha neuenue ¢ aukiaodeHak obade ce crbobiiaBa 3a U3OMHPAHH
ClTydaH Ha XHNOTTMKEMMA U XHIICPIIMKEMHs, Halaraly MpoOMEHH B A03aTa Ha aHTHAHAOCTHUTE
npoayxTH. BbB Bpb3Ka ¢ TOBa, KaTO MpEANAa3Ha MAPKa, Ce Npenoprysa HabmoAeHHE Ha HHBATA
Ha KPbBHATA 3aXap [0 BPeME Ha CAHOBPEMEHHOTO NPHIOXKEHHE Ha ABaTa NPOLYKTA.

Uma usonmupanm cboOlmeHMs 3a MeTaboaMTHA anMao3a, KOraTo AHKIO(QEHAaK C€ Ipujara
¢ JHOBPEMEHHO ¢ MET(POPMHH, OCOOEHO MPH NMALMEHTH ¢ NpeamecTBaLo 6p0peyHO yBpeKaaHe.

Memompexcam: Juxnodenak Moxe aa wunxubupa TyOynapHus ObnOpedcH KIHPBHC Ha
METOTPEKCAT, K4aTo Taka MOBYINaBa HHBAaTA Ha MeToTpekcar. [loBuHiImeHO BHHMaHHE €
neo6xoaumo npu npuiaoxernue Ha HCTIBC, pkmounTenHo auxiogeHax, B CPOK NO-Marsk or 24
Jaca MPEAH HWIH CNEA JICYCHHE ¢ METOTPEKCAT, NOPAAH BBh3MOXKHOCTTA 3a NMOBHINABAHC HA
1a3MEHaTa KOHLICHTpaLMA Ha METOTPEKCAT ¥ YBC/IHYABAHE Ha TOKCHYHOCTTA MY.

Penumoun: TlpenoppuBa ce MOHUTOPHPAHE Ha IUIa3MEHAaTa KOHLICHTpALMA HAa QCHMTOHH IPH
eIHOBpPEMEHHATA My ynorpeba ¢ augiodenak, nopasyd O4aKBaHO YBEIHYCHHE HA CKCMO3NLUATA
Ha (PEHUTOUH.

Konrecmunon u xonecmupamun: Te3n BemiecTBa MOXKE Aa MNpeau3BUKaT 3abaBAiHE HIH
HaMaJ/sIHBAHE Ha YCcBOABaHeTo Ha aukiodeHax. Ilopagu ToBa ce npenopsyBa MPUNOKCHHE HA
auknodeHak HaH-Malko €AMH ¥ac NMpeau Wi 4-6 4aca clef NMpMJIATAHE Ha KOMECTHUMON/
XOJICCTUPAMHH.

CYP2C9 unoyxmopu: Ilpenoprusa ¢¢ NOBHIICHO BHUMAHUC MPH ¢THOBPEMEHHATA yroTpeda Ha
auknodenak u CYP2C9 unaykropu (kaTo puaMIMLIMH), KOSTO MOXKE Aa JOBEAE A0 3HATHTETHO
HaMaJsIBaHE Ha MIA3MEHHTS KOHLICHTPALIMM M €KCIIO3HLIMATA HA JHKIO(EHaK.

4.6, PeprunureT, OpeMEHHOCT H KbPMEHE

XeHH ¢ ASTepOaACH NOTEHITHAT
Hama JocTaThuHO AaHHY, 33 Aa CC HapaBAT KOHKPECTHH MPCMOPBKU 3a JICHCHHUE HA XKCHH C
ACTEPOACH MOTEHLMAL

bpemenHocT
Huxubupanero Ha MPOCTArTaHAMHOBHA CHHTE3 MOXKE 1a OKaXe HEOMaronpHATHO BIHAHUE BBPXY

OpeMEHHOCTTA W/WMMHM pa3BUTHETO Ha eMOpuOoHa WM mnoaa. JlaHHH OT eNMAEMHOJIOTHYHO
nNpoy9YsaHMs IOKA3BaT TMOBHIOCH PHCK OT CIIOHTAHCH abopT, CbpACYHM MandopMaUMHd H
racTPOCXHHE3HC ¢aea ynorpebara Ha HHXUOMTOPH Ha NMPOCTArTaHAHHOBUA CHHTEZ B Ha4aloToO
Ha OpEeMEHHOCTTA.

AGCOMOTHHAT PHMCK OT CBPACIHO-CBAOBH MandoOpMalMM C¢ TMOBHIIABA OT
npubmsurenHo 1,5%.




CMAara ce, 9€ PUCKBT CE YBE/IMYABA ¢ YBCMHYABAHC HAa J03aTa M IPOJBJDKHTEIHOCTTA Ha
neqeHueto. [1pu KHBOTHH, NPHIOKCHHETO HA HHXHOMTOPH Ha NPOCTArIAaHAHHOBHA CHHTE3 MOXKC
a JOBEAE A0 YBCIMYEHA MPE/- M NOCT UMILIAHTAI[MOHHA 3aryfa u eMOpHo-(heTanHa CMBPTHOCT.

B nonbaneHue c¢¢ chobmasa 3a yeeamdeH Opoil pa3muHHM Man(opMauMH, BKIHOMHTCITHO
ChPACIHO-CHAOBH, NPH XKHBOTHH, TPETHPAHH ¢ UHXHOHTOP Ha NMPOCTAINAHAMHOBHA CHHTES M0
Bpeme Ha OpemeHHocTTa. [uxnopeHak He TpadBa na ce MpHEeMa Npe3 NMbPBHA H BTOPHA
TPHMECTBP OT OPEMEHHOCTTA, OCBEH aKo He ¢ kpaitHo Heobxoaumo. B ciyuwaii 9e auxnopeHak ce
MPHEMa OT JEHA, KOATO CE ONUTBA Aa 3a0peMEHEE UM 1O BpEME Ha MbPBHA H BTOPHA TPUMCCTBP
oT 6peMeHHOCTTA, TPSIOBA fa ce mpuiara BE3MOMKHO Hal-HHUCKATa J03a 38 HAH-KPAaTbK NEPHOJ OT

BpEMC.

Ot 20-ata ceamuna ot 6peMEHHOCTTa HaTaThK ynoTpefara Ra AMKIO(EHAK MOXE Aa NPHIHHH
OJIMTOXUAPAaMHHOH, JB/DKALI C¢ Ha HapyuIeHHe Ha 6nOpeuHara gynkiMa Ha peryca. ToBa MOxe
Aa ¢€ TIOABH CKOPO CJEA 3aMo9BaHe Ha ICYCHHETO M OOHKHOBEHO € 0OpaTHMO MPH NPEKpaTABaHe
my. B monbinenue, uMa ¢bhoOieHnd 3a crecHaBaHe Ha ductus arteriosus ciej JM€9eHHE Mpes
BTOPHA TPHMECTHP, HOBEYETO OT KOUTO OT3BYYABAT CICA MpEeKpaTaBaHe Ha nedeHHeTo. [lopasu
TOBA, MPE3 IbPBHA H BTOPHA TPHUMECTHD OT OpPEMEHHOCTTA AMKIO(EHaKk HE TpAOBa Ja c¢
pUsIara, OCBEH aKo He € abcomoTHo Heo6xoauMO. AKO AMKIO(CHAK CE MPHEMA OT HEHA, KOATO
ce onMTBa Ja 3a0peMEHee MM MpPE3 MbPBHA H BTOPUA TPHMECTBP OT OpPEMEHHOCTTa, A03aTa
Tpabsa Aa 6bJE BLIMONKHO HAH-HHCKA, & MPOAB/DKHTEIHOCTTA HA JICYCHHE BBIMOXHO HaH-
kpaTka. Cnea M3naraHe Ha AUKIO(eHaK B MPOAB/IDKEHHE HA HAKOMKO AHM OT 20-Ta reCTaunoHHa
CCAMMIIA HATATBHK TPAOBaA Ja ce MMa MpeABHA aHTEHATAIHO HabMOAeHHE 32 OJIMTOXHAPAMHHMOH H
CTECHABAHE Ha AYKTyC aprepro3yc. [IpueMbT Ha quknodeHak TpabBa Aa ce MPCyCTAHOBH, aKO CC
YCTaHOBH OJIMFOXHAPAMHHOH MM CTecHABaHe Ha ductus arteriosus.

[To Bpeme Ha TPETHA TPUMECTHP Ha OPEMEHHOCTTA, BCHYCH MHXHOMTOPH Ha MPOCTArIaHAMHOBUA
CHHTE3 MOraT Ja M3JI0KAT MIIOJA Ha: |
- ChpACYHO-ITyIMOHAJHA TOKCHIHOCT (MPEXKICBPEMEHHO 3aTBAPAHC HA YKTYC apTCPHO3YC
n 6enoapobHa XunepTOHNA ),
-  OnOpeuna auchyHKLMS (BHKTEC MO-TOPE).
MoraT aa uanoxar MaifikaTa ¥ 3apOAMIIA B Kpas Ha OpEeMEHHOCTTA Ha!
-  BB3IMOXKHO YAB/DKABAHC HA BPEMETO HA KbPBEHE H ChCHPBAHE, KOHTO MOXE Aa CC
NPOABAT JOPH IIPH MHOTO HUCKH JO3H,
-  uHXxMOHpaHe Ha MaTOYHHTE KOHTPAKLUHMH, KOSTO BOOH 40 3a0aBEHO MIIH MPOABDKHTETHO
paxaaHe.
CneaoparenHo, ynorpebara Ha AMKI0(EeHaK MO BPEME Ha TPETHA TPHMECTBP OT OPEMCHHOCTTA €
NPOTHBOMNOKAa3aHa (BIDKTE TOYKM 4.3 1 5.3).

KbpMeHe
Kaxkro u apyru HCIIBC, amxnodeHnak npeMuHaBa B KbpMmaTa B Manku xonudecTsa. Ilopaau

TOBa, AMKJIO(EHAK HE TPAOBa fa cc MpHEMa MO BpEeME Ha KbpPMEHE, 3a 4a ce u3bersHar
HEKEIIAHUTE JIEKAPCTBESHH ¢(DEKTH 3a KBPMAadeTo.

deprunurer
Kakro u apyru HCIIBC, npunoxenuero Ha guxnogeHak MOXE Aa YBPEIH XKEHCKUA (GePTHANTCT
M HE C¢ TIPSTIOPBYBA NPH XKCHH, KOHTO MPaBAT ONUTH Aa 3abpeMeHeat. [Ipu KCHH, JOHTT p 1

TPYAHOCTH TpH 3abpeMEHABAHETO HIM CC HM3CneABaT 3a Oesmnoawe, TpsiOBa /5 " Bch i
npexpaTsBaHe Ha ynorpebara Ha AUKIOQEHAK CTOMAIHO-YCTOHYHBH Tabner
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4.7. EdexTn BLpXY cnocobHOCTTA 3a WodHpaHe U paboTa ¢ MALLIMHM

[TaupeHTH, KOMTO MMAT 3PHUTEIHM HapyLICHWA, YyBCTBAT 3aMasHOCT, CBCTOBBPTCK, CHHIIMBOCT
MW APYTH HAPYILICHHA HA LEHTPAJHATA HEPBHA CHCTEMA JOKAaTO MPHEMAT AUKNOPeHAK, TpabBa
1A ce Bu3AbpxkaT oT wodupane wiu pabora ¢ MaIIMHH,

4.8. Hexenatn JEKapCTBEHH peaKLIMH

HauHuTe OT KAMHHMHHTE NPOYYBAHHA M CINHACMHOJOIMYHHTC AAHHM CXHAKBO COYAT KbM
[IOBHIIEH PHCK OT apTepHanHH TPOMOOTHYHM CHOHTHA (HampHMEpP MMOKApACH MHAAPKT HIH
MHCYIT), CBBbP3aHu ¢ ynoTpebaTa Ha quknotheHak, ocoGeno npu sucoka Ao3a (150 mg AHeBHO) U
IIPH NPOABDKUTENHO eucHHe (BivkTe ToqKa 4.3 [Iporneonokasanms u Todka 4.4 CnenuanHu

OpCIyNPEXACHHA H NMPEANAsHA MEPKH NPH yriotpeba).

Hexenanure nexapcreenn peaxuuu (Tabmuua 1) ca JOKNagBaHH APY KIMHUYHH H3HTBAHUA W/
MM OT CMIOHTAHHHM CLOOLICHWA, WM OT JHTEPATYPHH H3TOYHHMIM M Ca H30POCHM CBIJIACHO
MedDRA no cHCTEMO-OpraHHH KnacoB¢. BBbB BCEKHM CHCTEMO-OPTAHCH KIIAC HOXKCIAHWTE
peaKkuUry ca noApeAcHu cnopea decrorara. Ilpu BCAKO rpynmupaHe B 3aBHCHMOCT OT 4€CTOTATA
HEXETAHUTE PeaKliMKi ca M3OGPOCHH B HU3XOIAIN PEJ 10 OTHOILICHME Ha TAXHATA CCPHO3HOCT.
YecTOTHTE €a OTIPEAEIEHH KAaTO € H3MO/I3BaHa ClICAHATa KOHBEHLMA: MHOTO 9ecTH (> 1/10), 9ecTh
(>1/100, <1/10), veuectu (>1/1 000, <1/100), peaxu (>1/10 000, <1/1 000), muoro peaxu (<1/10
000), ¢ Heu3BeCTHA 9€CTOTA (OT HATWIHHUTE AAHHH HE MOXS Aa Obae HanpaBeHa OLEHKA).

H36pocHHuTe No-A0Ty HEXETaHA NEKAPCTBCHH PEaKLMK BKIIOYBAT CHOOIIEHHA IPH yNIOTpeDda Ha
IHKIOPEHAK CTOMAIUHO-YCTOMYMBH TabneTku W HWIM ApYrH JeKapcTBCHH (OpMH Ha

AMKIO(EHAK, KAKTO NPH KPAaTKOCPOYHA, TaKa W MPH MPOAB/IDKHTE/IHA ynoTpeba.

Tab6auna 1: Hexenann nexapCcraeHy peakUvH

HapyuieHus Ha KpbBTA H JHM@HATA CUCTEMA

Muoro peaku TpoMOOLMTONEHNHA, ACBKONCHUA, AHEMHA (BKIIOYHTEIHO XEMOMUTHYHA H
aIUTAaCTHYHA aHEMHUs), arpaHyJIOIMTO3a

Hagymermn HA HMMYHHATA CUCTEMA

Peaxu CBpbXIYBCTBHTEHOCT, aHA(PUIAKTMUHM M aHa(pHUIAKTOMIHH PEaKLHH
(BKITFOYMTETHO XHIIOTOHHS H IIOK)

MHoro peakn AsrvoeaeM (BKIHOYHUTEITHO THLEB SIEM)

IIcMxuuHH HAPYLLUEHHS

MHOro peaku Hesoprenraims, aenpecud, 6€3¢bHHE, HOIMHU KOLIMapH, pa3apPasHHTEIHOCT,
NCHXOTHYHH HAPYLOCHH

HapyuwieHMs Ha HEPBHATA CHCTEMA

YecTH I maBobomME, 3aMasTHOCT

Penxku CrmBocT

MHoro peaxu [TapecTe3na, HapymeHHMsAs Ha I[1aMETTa, T'bPYOBE, TPEBOXKHOCT, TPEMOP,
acCMTHYEH MCHMHIWT, MPOMJAHA BbB BKyCa (AMCrey3us), MO3BYHO-CHIAOB
HHLHACHT |

HapywieHus HA ouMTE

Muoro peaku | Hapymesne Ha 3peHHETO, 3aMBIIEHO BHOKAAHE, AUILIONHA
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HapywieHHs HA YXOTO M JI80HNPUHTA

YectH

CBeTOBBPTEK

MHOro peaxu

BioweH ciyX, THHHTYC

CobpaeyHy HapyUICHNS

HegecTu®*

Hugapxr Ha MHOKapaa, ChpACYHAa HEAOCTATBYHOCT, MANMMUTALHH, IPBIHA
00JIKa

C Heu3BecTHa
9ecTOTa

Cunapom Ha Kounis

CbA0BH HAPYIIEHHUS

Muoro peaxu

XunepToHus, BACKYJIHT

PecnUpaTOpHH, IPbLAHH U MEAWACTHHAJIHA HAPDYINCHHUS

Peaxu

AcT™a (BKTIO9HTEIIHO 3a4yX)

MHoro peaku

I[THeBMOHUT

CToMALIHO-YPEBHH HAPYUICHHS

Yectu [agcHe, MOBDPBINAHE, AHApHs, AMCOETCHA, KopeMHa 6onka, (aatymeHums,
HAMAJICH alleTHT

Peaxu [acTpur, KbpPBEHE OT CTOMALODHO-YPEBHHMA TPAKT, XEMATCME3a, MCEICHA,
KBbPBABA AMApHA, CTOMALIHA MIM UPEBHA 53Ba ChC HIM 0€3 KBbpBEHE HIH
nepopaLs.

MHOro peaxku Komur (BKIHOMHTEIHO XEMOPArddeH KOMMT M eKkiauepbaumu Ha YIUepo3cH

komuT WM 6onect Ha KpoH), 3anex, croMaTMT (BKIOUHMTEIHO YJILCPO3CH
CTOMATUT), TMOCHT, HApYINEHHMs Ha XPaHOMPOBOAA, AuadparMa-noaodHH
CTECHECHMA HA YCpBaTa, NAHKPCATHT

C HewumlgecTHaA
gecTOTAa

HUcexeMHUueHd KOIHUT

XenaToOMaHapHU HAPYILEHHS

Yecn YBEIMMCHHE Ha CTOMHOCTHTE HA TPAHCAMMHAZHTE

Peaxu XenaTur, XbITEHHLA, YCPHOAPOOHM HapYILICHHA

MHoro peaxu dynMuMHaHTEH ~ XemaTMT, — 4epHOApoOHa  HEKpo3a,  4E€pHOApPOOHa
HEAOCTATHYHOCT

HapyuieHust HA KORATA M NOAKOXRKHATA ThbKAH

YectH Ob6pus

Peaku YpTukapus

Muoro peaku BynoieH mepMmaruT, €k3cMma, epureM, epurema myntadopme, CHHOpOM Ha
CruebHc-[DKOHCBH, TOKCHYHa emuacpMmanHa Hekponusa (CuHApoM Ha
Jlaiinn), eKkCpOIMaTHBEH ACPMAaTHT, KOCcOmnas, peakLHH HA
OTOYYBCTBHTEIHOCT, MypIypa, mypmypa Ha Schonlein-Henoch, cepbex

C HeuzBecTHA
JeCTOTA

duxcHpan nekapcTseH 06pHB, reHepanusupaH OynozeH GHKCHPaH NEKapCTBEH
oOpHB

Hapywienys Ha Ob0peunTe H NUKOYHHTE MHTHILA

M=oro peaku

Octpo 6:6peuro yepexacHe (ocTpa 6b0pedHa HEAOCTATPHHOCT), XEMATYPHS,
NpOTeuHypHA, HEPPO3eH CUHAPOM, TyOyNO-HHTEPCTHUIMANCH Hedpwur,
GpOpedHa namnapHa HEKpO3a

O01um HapylueHus U epeKTH HA MACTOTO HA MPUIIOKEHHE

Peokn

Otok

*UecTOTATA OTPA3ABa JaHHH OT MPOABIDKUTEIHO JCUEHHE ¢ BUCOKH 103u (150 mg AHEBJ

Onucanue Ha U3IOpPAHN HEXETAHH JIEKAPCTBEHH PeaKLIMH
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ATeporpoMbOTHHHU CHOUTHS
(dapMakoemAeMHONIOTHIHHTE JaHHH H TE3H OT META-aHAM3a COYaT 33 JICKO MOBHIIABAHE HA

pHCKa OT arepoTpoMGOTHYHH cBHOUTHA (HampuMep HH(APKT Ha MHOKAapAa), CBbP3aHH C
ynotpebara Ha aukiodeHak, ocobeHo npu BHcokd 03 (130 mg aHeBHO) M nO Bpeme Ha
NMPOIBIDKUTETHO JiedeHue (BiokTe ToUKA 4.4 CrielHaiHy Mpeay npexAcHHA | NPCANa3sHK MEPKY
npu ynorpeba).

BusyaaHu edexTH

BusyanHHTE CMYIIEHHSA KaTO 3PHTEIHO YBPEKAAHC, 3aMBIICHO 3PCHHC WIM IHILIONMHA
narnexaar edexrd Ha knaca Ha HCBIIC u o6ukHOBEHO ca 0OpaTHMK NPH NMPCYCTAHOBABAHE HA
NeYEHHETO. BepoATHHAT MCXAHH3bM Ha 3PHTCIIHH CMYIIEHUA € HHXHOHPAHETO HAa CHHTC3a HA
MpOCTarjIaHAMHHA ¥ APYTH CBBP3aHH CHEAMHCHHMSA, KOMTO IPOMEHAT PCTYIHPAHETO Ha KPBBHUA
TOK Ha PETMHATA, KOETO BOAU A0 MOTCHIHAIHN NMPOMEHH B 3PEHUETO. AKO TaKMBA CHMITTOMH CE€
MPOABAT MO BPEME HA JIEYEHHETO ¢ AUKIOdeHak, € aodpe aa ce oOMHCIH OQTAIMONOTHIHO
M3CJICBAHE, 32 A3 C¢ U3KIMOYAT APYTY NPUYHHH.

CrobimaBaHe Ha NOJO3NPAHH HEXKENAHH PEeaKIUH
CpobmaBaHeTo Ha NOJO3HPAHM HEXKETAHM PEakllMH Clie] paspellaBaHe 3a ynorpeba Ha

NEKAPCTBEHH TNPOAYKT € BaXHO. [0Ba NO3BONSABA Ja HPOABMKM HAOMOACHHCTO Ha
CBHOTHOLICHHETO TION3a/PUCK 33 NEKAPCTBCHUA MPOAYKT. OT MEAHLMHCKHTE CNCLHAIMCTH CE
H3UCKBa Ja ¢hoOImaBaT BCAKa MOJO3HPAHA HEXKE/aHA PEeaKIMA dpe3 HaIMOHATHaTa CHCTEeMa 3a
cbobLIaBaHe:

H3mbaHuTEIHA arcHIMA 10 JEKAPCTBATa

yn. . Jaman I'pyes” Ne 8

1303 Codusa

Ten.: +359 28903417

yeOcaiiT: www.bda.bg

4.9 1lpeno3upane

CuMmnroMmu

HsMa THMYHA KIMHIMHA KapTHHA, aCOLIMHPAaHa ¢ mpeao3upaHe ¢ AuknogeHak. [Ipeaosnpanero
MOXE Ja NPEAU3BHKA CHUMITOMH KaTQ. MNOBPBUIAHE, CTOMAIONHO-IYPECBHO KBPBEHE, AHApHA,
3aMafgHOCT, THHUTYC WM I'bpuoBe. B caydai Ha 3HAYHUMO OTPaBAHE € BEIMONHO A8 HAaCTBIAT
ocTpa 6BOpetHa HEAOCTATEYHOCT U YCPHOAPOOHO yBpeKaAaHE.

TepaneaTHUHN MEPKH

JleaenuneTo Ha ocTpoToTo otpaBsHe ¢ HCIIBC, Bk mouuTeHO AuknogeHak, ce U3passBa [JIABHO B
NOAABbPKAUIH MCPKH M CHMIITOMATHYHO JedeHHE. 3a YCIOKHCHMA Karo XUIIOTOHMS, Ob0OpedHa
HEAOCTATEYHOCT, bPYOBE, CTOMAINHO-YPEBHH HAPYLICHMS M MOTHCKAHE HAa JHINAHCTO CC
ApHUIaraT MOAABbPKAIM MEPKH H CHMITTOMATHYHO JICUCHHCE. L

Maxo BepOsSTHO € CIIELIHaNHU MEPKM KaTo (jopcHpaHa auypesa, Ananusa Wik xemonepgylus aa
noMorHat 3a cxumuuMpade Ha HCIIBC, skmouutenHo aukinodeHak, ThH KaTO CTENCHTA HA
TSXHOTO CBBP3BAHE C NMPOTCHHUTE € BUCOKA H METaBOMHM3IMET UM € CKCTEH3MBEH.
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Moxe aa ce OOMHCIM MPHIOXKEHHEC HAa AKTHBEH BBIJICH MPH MOTIBIIAHC HAa INOTECHLMAIHO
TOKCHYHA CBPBXJ03a U CTOMAIOHO OYMUCTBAHC (HATPHMEp, NMPEAU3BHKBARHC HA IMOBPLIUAHE,
CTOMALIHAa MPOMMBKA) IIPH TIONTBIIAHE HA MOTEHLHATHO )KMBOTO3aCTPaLIABAILIA A03a.

5. PAPMAKOJIOIT'HUHHU CBOUCTBA

5.1. PapmMaKkoAUHAMHUYHH CBOHCTBA

PapmakonorutHa Ipyna. MPOTHBOBBINAIMTENIHH H  MPOTHBOPEBMATHYHH MNPOAYKTH,
HeCTEPOHAHH, MPOU3BOIHH Ha OLIETHAaTa kucemHa U cpoanu Beuectsa, ATC xoa: MO1AB 03.

MexaHH3IbM Ha JEHCTBYE
AJIMHUPAJl cTOMAamHO-yCTOMYHBH TAbNETKH ChABPXKA AUKIOPECHAK HATPHH, HECTESPOHITHO

BCIICCTBO C  HM3Pa3sCHH  AHTHPCBMATHMHH, MPOTUBOBB3MNAIHTCIIHH, aHAIICTHYHH H
AHTHTTUPETHYHH CBOMCTBA. 3a OCHOBEH MEXAHH3BM HA ACHCTBHE C¢ CUHTa MHXHMOHpaHETO Ha
NPOCTArTaHAHHOBHSA CHHTE3, KOSTO € JEMOHCTPHPAHO ekcnepuMeHTanHo. [Ipocrarmanauuure -
MrpasT OCHOBHA POJI1 B MPOLICCHTE HA Bb3MalcHHUe, OOJIKa M NMOBHINABAHE Ha TEMIIEpATYpaTa.

In vitro guxnodenak Harpuii HE moTrucka OHOCHHTE3a HAa NPOTCONIMKAHM B Xpylnsana Ao
KOHLICHTPALHH, CKBUBAJICHTHH HA TE3H, JOCTUTHATU MPH XOpa.

®dapmakoIHHAMHIHH ¢(PEeKTH

[Ipu peemarHanu 3a00N9BaHHA NMPOTHBOBB3NAIHTEIHHTE H AHAJITCTHIHHTE CBOHCTBA HAa
RuKknoeHaK MpeAU3BUKBAT 3HATHTEITHO ODJIEKYCHHE HA CHMITTOMUTE H IPU3HALIMTE, KaTo Donka
npy nokoH, Qonka NMpH ABIXKEHHME, CYTPEIIHA CKOBAHOCT M OTOK HAa CTaBHTE, H BOJAH [0

(yHKIHOHAIHO NTOA0OpEeHHE.

[Ipr moCTTpaBMaTHMHH M TMOCTONMEPATUBHHM BB3NATMTEIHM CBCTOAHHA JUKIOPEHAK OBP3O
YCIOKOABAa CIOHTAHHATA 00nMka M OONKaTa InpH ABIOKEHHE M HaMaliBa TIOJYBAHETO ITPH
BL3MANICHHUE H OTOKA Ha paHaTa.

B xnmuMHHYHH MPOYYBAHHA CBIIO TaKa € YCTAHOBCHO, HE€ AMKIOPECHAK NPHUTEXKaBa H3pascH
aHAMreTHYICH ePCKT NMpH yMEPEHA OO TExXKKa 001Ka OT HEPEBMATHYEH ITPOH3XO0.

KimMHHYMHE HM3MUTBAHMA IMOKa3BaT ChINO, Y€ NMPH IThPBHYHA JHUCMCHOpPES AUKIOPEHAK HMa
criocobHOCTTA Ja yernokosaBa 00IKATa U 1a HAMANABA CTEIEHTa Ha KbPBEHE.

5.2. PapMaKOKMHETHYHH CBOMCTBA

Ab6copbius

Huxknodgenak ce abcopbupa HanNBMHO OT CTOMAlIHO-YCTOHYMBHUTE TabIeTKuU CICA
ITPEMHHABAHETO UM IIPE3 cTOMaxa. Brnpeku ye abcopbumara ¢ Obp3a, HCHHOTO Ha9a10 MOXKE Aa
O6bac 3a0aBCHO OT CTOMALIHO-YCTOMMHBOTO IIOKpHUTHE Ha TableTKara.

Copeanara maxcHMaJHa 1ni1a3MeHa KOHUSHTpauua 1,5 ug/ml (5 umol/l) ce nocrura ¢cpeanHo 2 gaca
ciea nprueMase Ha eaHa Tabnerka ot S0 mg.

XpaHEHe B CPABHCHHE C IMPHEM HA INaaHO, HO KomudecTBoTO abcopbupan auknodeHay/l
CBHIUOTO.

[Ipemunaeanero Ha TabaeTxure npes cromaxa € 3a0aBeHO NMPU NMPHEMAHE 10 BPEME Ha MR SMe 1A ’70 \
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OKono MOJOBHHATA OT NMEPOPAJIHO HIM PEKTAHO NMPHETHS AHKIOPEHaK ce MeTabomu3upa 1o
BpEME Ha MBPBOTO MpPEMHHaBaHe mpe3 9epHua xpob (,.first pass™ edexr) U 3aToBa IIOLITA IOA
koHueHTpauponnara kpuBa (AUC) e oxono JBa NMbTH MO-MAJKa B CPABHCHUE C Ta3d clenk
NapeHTEPATHO MPUJIOXKCHUAE HA CKBUBANCHTHA 1034a.

(dapMakOKMHETHKATA HE C€ MPOMEHA Cjej MHOrOKparHo mpunoxenue. He ce nabmonasa
KYMYJIMPaHE MPH Cria3BaHe Ha MPENOPBbYBAHNTE A030BH HHTCPBAJIH.

[Tna3smeHwTe KOHLEHTPAUMH, JOCTHTHATH MPH ACLIA MPYU NPHIOKEHHE HA €KBHUBAJICHTHH J03H
(mg/kg TenecHo TErno), ca noA06HU Ha TE3H NPH BB3PACTHH.

PaznpenencHue.
99 7% oT auKIOPEHAK C& CBBP3BA CBC CEPYMHMTE MPOTEHHH, rnaBHO ¢ anbymuH (99,4%).

YcTaHoBeHMAT 06eM Ha pasnpeaencHuc ce usgucmasa Ha 0,12 -0,17 Vkg.

NuxnodeHak NMpecMHUHABa B CHHOBHATHATA TCYHOCT, KbAETO MAaKCHMAJIHHUTC KOHLICHTPALMH Ca
uiMepeHH 2-4 waca cnea AOCTHIAHE HA THKOBWTE IUTA3MEHH HHMBA. EMMMHHAUHOHHHAT
MONY>XHBOT OT CHHOBHAIHATa TEYHOCT ¢ 3-6 =aca. /lBa waca ciex AOCTHTaHE HA TTHKOBH
IUIA3MCHH HHBa, KOHUCHTPALIMATA HAa aKTHBHOTO BEIIECTBO € BEY¢ NMO-BUCOKA B CHHOBHATHATA
TEYHOCT B CPaBHEHHUE € [1J1A3MaTa M OCTaBa Takaea 4o 12 uaca.

Nuxnodenak € 6un orkpur B HUcka konueHTpauua (100 ng/ml) B kepmara Ha exgHa MaHKa.
OuakBaHOTO KOJIMYECTBO, MPHEMAHO OT ACTETO ITPH KOHCYMAlMA HAa M/IIKO, € €KBUBAJICHTHO Ha
nosa ot 0,03 mg/kg nueBHO.

buorpanchopmaums/ MeTabomzeM

Buorpanchopmaumards Ha AUKIOPEHAK C€ H3BLPIIBA YAaCTHYHO 4pe3 IMIOKYPOHHMPAHC Ha
MHTAaKTHaTa MOJICKYJa, HO INAaBHO 4Ype3 C€AWHMIHO W MHOINOKPATHO XHIAPDOKCHIHpAHE HIIH
METOKCHIIPAHE, B PE3y/IraT Ha KOETO C¢ mOMyvaBaT HAkoako ¢enHonoeu metabonura (3'-
XHAPOKCH-, 4 ’-XMIAPOKCH-, 5-XMAPOKCH-, 4’ ,5-XMIPOKCH H 3 -XMIPOKCH-4 -METOKCH-
auxnofeHak), noBedeTo OT KOMTO C€ KOHBEPTHPAT A0 INMOKYPOHOBH KOHIOTaTH. JIBa OT TE3u
deHonosH MeTaboNHUTH ¢a GHOTOrMYHO AKTHBHH, HO B MHOTO II0-MaJIKa CTENEH OT AHKIO(EeHaK.

EmMuBupaue

ToTanHUAT CHCTEMEH KIIMPBHC HAa AUKAO(GEHAK OT Iasmara € 26356 ml/min (cpeana croifHOCT
+SD). TepMHHATHHMAT MIa3MEH NOAYXKUBOT € 1-2 gaca. UeTupu ot MetabonuruTe, BKIFOSHTETHO
ABATA AKTHBHM, ChIIIO MMAT KPaThK MOmyHBoT OT | A0 3 1aca. Equn or merabonurure, 3°-
XHAPOKCH-4-METOKCH-JUKIO(EHAK, HMa MHOTO NO-ABbIBI IUIA3MEH IOJY>KHBOT. 1034 METab0HT
00aue € NpaKkTHYECKH HEAKTHBCH.

Oxono 60% oT npuerara Ko3a C& H3TbYBA C YPHHATA KaTO IMOKYPOHOBM KOHIOTaTH Ha
MHTAKTHATA MOJCKYJIa M Karto MeTaloMuTH, MOBEYESTO OT KOHTC CBINO CC NMPCBPHILIAT B
rmoKypoHoBH koHworath. [lo-mamko or 1% ce u3apuBa KaTr0 HENPOMEHEHO BELUECTBO.
OcTaHanara 9acT OT J03aTa ¢¢ CIMMHHMPaA noa ¢gopMara Ha MeTabOIMTH 9pe3 KITBYHHA COK B
M2ITPAXKHEHUATA.

JIMHEHHOCT/ HETHHEHHOCT
PezopbupaHOTO KOMMYECTBO € B JIMHEHHA 3aBUCHMOCT OT NOJIEMHHATa Ha MPHIOKCH
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CneuMaJHy rpynu NauHeHTH
He ca HabmoaaBanM 3HaUMMH pasnuaua B pesopbunsdra, MeraboimM3mMa MM H3TBYBAHCTO HA

NEKapCTBOTO B 3aBUCHMOCT OT Bb3pacTTa.

[lpu nammeHTH, CTPAJaLH OT HapylIeHHEe Ha 6BL0pedHa QyHKLMSA, OT KHHETHKATa Ha C/IHHHIHA
7034 HE MOIaT /1a ¢ HANpaBiAT H3BOAY 34 KyMY/IHPaHE HA HEITPOMEHEHO aKTUBHO BCIICCTRO ITPH
H3N0I3BaHEe Ha O0HHaiHuTe TepaneBTHYHM cxeMH. [Ipu kpeaTHHHHOB KIHPBHC nO-Mansk ot 10
mi/min H39MCICHOTO PABHOBECHO CHCTOSHHE HA TUIA3MEHUTE HHBA HA XMAPOKCH-META00/MTHTE €
OKONO 4 IBTH NMO-BHCOKO OTKOJIKOTO IPH HOpPMaJHHTE naumeHTH. B Teaw cmydam obaue,
METabOJIHUTHTE C¢ SIMMUHUPAT 4PE2 KITbIKATA.

[Ipy maLMEHTH ¢ XPOHMYCH XENATHT WM KOMIIGHCHPaHa YepHOApPOOHa 1Mpo3a, KHHCTHKATA U
MeTaboNM3IMBT Ha AUKIODEHAK €A ChINMTE, KaKTO IMpHU napeHTy 6e3 aepHoapobHO 3abonssane.

5.3. IlpeaknuHMYHH AAHHH 33 BE30NACHOCT

[IpeaMHMIHATE AAHHH OT NMPOydYBaHMsA 32 TOKCHYHOCT ¢ CAMHMYHA M NOBTApALM CE JO3H,
KaKTO W OT MPOYYBAHHATA 33 FEHOTOKCHYHOCT, MYTarCHHOCT M KapLMHOTEHHOCT ¢ AHKJIO(eHaK
HC MOKA3BaT PUMCK 33 XOPATa MPH ONpEACISHATa TepaneBTHYHa 103a. JIuncear A0Ka3aTe/ICTBa OT
CTAHJAPTHH NPCAKIMHHMHA M3NUTBAHUA BbPXY JKHBOTHM, 4€ AHKIOPECHAK WMa TEPATOIrCHCH
MOTEHLIMAN MPH MHLUIKH, TIBXOBES HIIM 3aMLIH.

Juinodesak He noBnusisa geprruaurera npH wisxose. C M3KMOUCHHE HA MHHHMATHH €(eKkTH
BbPXY IUIOAQ B J03H, TOKCHYHH 3a MaHKaTa, IIpe-, OE€pH- M IOCTHATANHOTO PAa3BUTHC HA
INOKOJIEHMETO HE Ca 3aCErHaTH.

[punoxkenuero va HCTIBC (BximoanTenHo AMKIOGEHAK) NMOTHCKA OBYNALMATA NPH 3aHLH H
UMITTAHTAUMATA M IUIALEHTALHATA MIPH TUTEXOBE, KOETO MOXKE Aa JOBEAEC 40 IPEKICBPEMEHHO
3aTBapPSAHE HAa OYKTYC apTepHo3yc mpu OpeMeHHH ITbXoBe. [IpH nirbxose, TOKCHIHH 38 MadKaTa
I03H AUKIO(EHAK Ca CBBP3AHH C JHUCTOKHA, YBEJIHICHA MPOABIDKMTENHOCT HA OPEMEHHOCTTA,
HaManeHa MPEXKUBIEMOCT HA IUI0Aa U BETPEMATOqHO 3abaBsHe Ha pactexka. Jlekure edexTn Ha
AUxnoEeHaK BBPXY PENPOAYKTHBHHTE MOKA3aTeld H PAXKAAHETO, KAKTO M BBTPCYTpoOHaTa
KOHCTPHMKIIHA Ha AYKTYC apTepuo3yc ca (papMaKONOTHYHHM MOCICAMLIM OT TO3H KIAac Ha
HHXUOUTOPY Ha MPOCTArTaHIAUHOBHS CHHTe3 (BiDkTe TOUKa 4.3 [IpoTHBONOKA3aHKs B TOYKA 4.6
depTmMTeT, OPEMEHHOCT H KBPMEHE).

6. DAPMAIIEBTUYHHU JAHHU

6.1. CnucbK HA NOMOLIHUTE BeLLeCTBA

MHKPOKPHCTAJIHA HEAYI03a

NaKTO3a MOHOXHAPAT

KPOCKapME03a HaTpHH

KOJOMACH CHIHIIMEB JHOKCH

MAarHe3HeB creapar

CBHIOMYMEDP HA METAKpHIIOBa KucenwHa tin C
NMPONWIEH [NTHKOI

TaJK
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CHMETHKOH

onaapaii opamwkeBo QY-3538 (XuapoKCHIIPOIMHIMETHIILIETYIO3a, MOMHETHWIEH raukon 8000,
TaNK, CHHCET XbaT0 anyMuaueB nak (E110), taprpasun anymunues nak (E102))

6.2. HecnrBMeCTUMOCTH

HenpunoxuMmo

6.3. Cpox Ha rogHoCT

4 roguHHA

6.4. CneunaaHy yC/10BHS HA CbXPaHEHHE

Ila ce chXxpaHABa Ha CyX0O MACTO NpH Temneparypa noa 25°C, aaned ot CBET/IHHA.

6.5. Bua ¥ cbabpXaHHe HA ONAKOBKATA

AJIMHPAIJI ce npepiara B OiHcTepH OT AyMUHMI/TOMMBHHIWIXIOpUA ¢ 1o 10 Tabnerxu. ExHa
KapTOHEHa KyTHs CbAbpxa 20 TabneTkh.

6.6. CienianHH NpeanasHy MepKH NpHU H3XBLPJIsiHe U paboTa
Hsama cnenua iy U3MCKBAHUSL.

7. IPUTEXATEJI HA PA3PEINIEHHUETO 3A YIIOTPEBA
Medochemie Ltd., 1-10 Constantinoupoleos str., 3011 Limassol, Kumsp
8. HOMEP(A) HA PAZPELHIEHHETO 3A YIIOTPEBA

Per. Ne: 20010685

9. IATA HA IIBPBO PA3PEILIABAHE/ TIOJHOBSABAHE HA PAZPEHIEHHUETO 3A
YIIOTPEBA

Harta sa nepso paspemasane: 19 man 2001 r.
Hara Ha nocneguo nogHoBasaHe: 09 noemspu 2011 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

08/2025
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