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Homnanrux 400 mg/ 100 mg ¢punmupann TabneTkn

Nospalgin 400 mg/ 100 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Besxa dunmupaHa Tabnetka ceaspika 400 mg ubynpoden (ibuprofen) u 100 mg xodenn (caffeine).

3a pLIHKMS CIMCEHK Ha NOMOIIHHTE BEUIECTBA BIXKTE TOuKa 6.1.

3. JEKAPCTBEHA ®OPMA
Dunmupana Tabnerka

bana nponwarosata dHIMHpana Tabnetka ¢ pazmepn 17,8 MM x 8,6 M.

4. KJMHUYHHA JAHHA
4.1. TepaneBTHYHH NOKAIAHAN

HommanruH ¢ nokazan npu Bb3pacTHH 32 KPATKOCPOYHO CHMITTOMATHYHO ICUEHHE HA OCTPa YMEpPeHa
6onka, kato 3500601 1IN rnaBobonue (BrkTe TOYKA 5.1).

4.2, [MormpoBxa X HAYNE HA NPHAOKEHRE

llosgp_onxa

3a ocTpa xo yMepeHa 60JIka ce npenopbuBa eHOKPaTHO npunoxkeHue Ha 400 mg nbynpoden 1 100 mg
kotenn. JozupaneTo MoKe fia ce oBTOpH cnea 6-8 uaca, Ge3s aa ce NpeRHITARA MAKCHMATHATA AHEBHA
ao3a ot 1200 mg ubynpoden u 300 mg kodens. poXbDKHTEAHOCTTA Ha JiEueHKETO He TpaGpa na
HagBHMIaBa 3 fTHH.

HommanruH He ce nmpenops4Ba NpH JIEKH CHCTOAHHA Ha GOKa MM KOraTo fIPOJBDKHTENHOCTTA Ha
TieYEHUETO HanBHIaBa 3 muH. TepanmaTa ¢ eHO AKTHBHO BeIECTBO TPAGBA Ja ce pasriexna B Haki-
HHCKAaTa epeKTHBHA No3a, Hanp. nbynpoden 200 mg.

Camo 3a KpaTKoCpo4Ha yrnoTpeba.

HeskenanHTe NeKapcTBEHH peakiMu MoraT Aa ObaaT cBeneHM A0 MHHHMYM 4pe3 M3MOJI3BAHE HA Haii-
HHcKaTa edexTHBHA N03a 32 Hal-KpaThK mepuol OT BpeMe, HeOOXOAMMa 3a KOHTPONHpaHe Ha

CHMITOMMTE (BXK. TOUKa 4.4).

Ilpenoprusa ce NaHeHTH ¢ YYBCTBHTEIECH CTOMAX Aa tpuemaT Howmanrue ¢ xpasa.

Crneyuaru nonynayuu

Bvzpacmnu



He ca npobexxaaHy KTHHHYHHA NPOYUBAHMS NPH NALMEHTH B CTAPYECKa BB3PacT, MOPANH KOETO He
MOrarT Jia ce ONpeAeNH KOHKpeTHaTa N03HpoBKa. Thil KaTo nauyeHTHTE B cTApUecka BB3pacT ca
H3MOMEHH Ha [0-BHCOK PHCK OT NOABa Ha HexesanH peakupu KbM HCTIBC n / i KM KodeHH
(BiKTe TOUKa 4.4), ce NMpenopbuea Aa ce RA0MOAABAT BHUMATEAHO.

bvbpeuna nedocmamvunocm

He ce Hamara KOpHrupaHe Ha 103aTa IPH MALMEHTH C JIEKO A0 YMEPEHO yBpekaaHe Ha 6b0peunara
dyuxuus, Ho TPa6Ba Aa ce HAOMOAABAT ¢ MIOBMIIIEHO BHUMaHHE (BX. TouKa 4.4). (3a MalHeHTH ¢
Texka 650peuna HEOCTATEYHOCT BIKTE TOYKA 4.3).

Yepnodpobuo yepexcoane

He ce Hajara kopHTHpaHe Ha [03aTa NPH NALHEHTH C JIEKO A0 YMEPEHO YBPEKAAHE HA
4epHOAPOOHATA (yHKIHA, HO TpsabBa na ce HABMOAABAT ¢ MOBHINIEHO BHUMaHHe (BHXKTe TouKa 4.4).
(3a mauMeHTH ¢ TexKa YepHoApoOHA AuCOhYHKIMA BiokTe Touka 4.3).

Heduampuuna nonynayus
BesonacHocTTa H eukacHocTTa Ha HommanriH mpy feua u 10HOINH Ha BLapact nox 18 roauuu He e
ycranoseHa. Hama Hanuqnm AaHHH.

HaunH Ha npRIGKeHEE
Ilepopanno npunosxkeHue.
Tabnerkara Tpa6Ba Aa ce MOTIBIIA LiANA C HAlIA BOAA.

4.3. Ilporusonoxkazamms

¢ CBPBXMYBCTBHTEIHOCT KbM AKTHBHOTO BELISCTBO HIIH KBM KOETO H Ia € OT IIOMOIIHHTE BellecTBa
H30poeHH B Touka 6.1,

¢ JlaumenTr ¢ aHAMHE3a 33 PeaKLMH HA CBPBbXYYBCTBUTEAHOCT (T.€. GPOHXOCNIAZEM, 4CTMA, PHHMT,
AHMHOEAEM WIH YPTHKAPHSA) CRBP3aHH C MIPHEMAHETO Ha alleTHACANHIHIoBa kHceniHa (ACK) u
ApYTH HECTCPOHHH MPOTHBOBB3NANHTENHH cpeacTa (HCTIBC);
HescHu HapyuieHHa B kpeBooOpalieHHETO.
AKTHBHA WM AHAMHE3A 33 PELANBHPALIA TIENITHYHA T3BA/KPHBOMIIIME (BA WIH OBEYE H3ABEHH
€MH30/a Ha JOKAa3aHa A3Ba WITH KEpPBEHE),

¢ AHamne3a 33 CTOMAlIHO-YPEBHO KbPBEHe I Nephopanus, CBbP3aHa ¢ MPEAMLIHO JCICHHE C

HCIIBC;

[lepeOpoBacKyIapHO HIM APYrO aKTHBHO KbpBEHE.

Texka cepaedHa nenoctarsaHocT (kiac IV mo NYHA).

Texxa gepHOoApoOHA HENOCTATLYHOCT; TexKA OBOPeYHa HENOCTATHYHOCT

Tpetu TpuMecTLp Ha GpeMeHHOCTTA (BK. TOYKA 4.6).

Texxa nexnaparaipis (MpHYMHEHa OT NOBPBIAHE, AHAPHA HIH HEOCTATBYCH IIPHEM Ha

TEYHOCTH).

4.4. ChenHangE NpeayNpexIeHHEs B NPeINA3HA MepKH NpH ynorpeba

Hexenanure peakuyd Morar A2 GbAaT CBeIeHH 10 MHHMMYM Hpe3 YTIoTpeda Ra Haji-HHCKaTa
edeKTHBHA 033 33 BE3MONKHO Hali-KpaTKOTO HEOOXOHMO BpEME 33 OBJIAJABAHE HA Ha CHMITTOMA-
THKATa (BHKTE CTOMAIHO-YPEREH H CEPACYHO-CHAOB PUCK T0-0KY).

Heobxonumo e N0BHIIEHO BHUMaHKeE NPH NALMEHTH ¢ ONPEENiCHH CHCTOAHHA, KOHTO MOT:

BIOLLAT;

- CHCTEMEH JIYIYC €PpHTEMATO3YC H 3a00/ABaHe HA CMECEHATa CheIHHMTETHA Th
OT aceNTH4YeH MEHHHIHT (BIzKTe TO9KA 4.8).




- BPOACHO HapyIIeHHE Ha MeTabomnH3Ma Ha NophupHH (HAPHMEP OCTPa HHTEPMHTEHTHA
nopgHpHs).

- CTOMAIIHO-YPEBHH PasCTPOHCTBA H XPOHHWYHH BE3INAIHTEIHH YpEBHH 3abonapanug (Hanpumep
yJIueposeH konut, bonect va Kpon) (ke TOuKa 4.8).

- XHNEPTOHHA H / WIH CBPJIEUHO YBPEXKAaHE, Thil Karo Ob6peuHara GyHKims MOXe Na ce RIOWH
(BiDKTE TOUKa 4.8).

- 6ubpeuno yBpexnane (Bx. Touxa 4.8).

- depHOAPOOHa auchyHKIMR (BXK. Touka 4.8).

- HEIOCPEACTBEHO CJIE] CEpHO3HA OrepaLHs.

- TIpH NAUMEHTH CKIOHHH KBM aJIeprii KbM APYTH BELECTBA, MOAATIIHBH HA PASBHTHE HA PEaKLIHH
Ha CBPBXYYBCTBHTENHOCT H KbM HOyTipoden.

- [PH NALMEHTH, KOMTO CTPAJaT OT CEHHA XPEeMa, HazalHH NOJTUITA WK XPOHHYHH O0CTPYKTHBHH
JUXaTe/THH HAPYUICHHA, CBIO TAKa H MAIMEHTH, KOHTO €4 HUIOKEHH Ha NOBHLIEH PUCK OT
aneprivin peaknyu. Te MoraT Ja ce MOABAT KATO aCTMATHYHH NPHCTHNH (T.HAP. AHAINETHYHA
acTMa), oToK Ha KBHHKe wmi ypTukaphs.

Cromamno-ypesHu (CY) yepesxaanus;

Ynotpebata na Homnanrun cse cumrprerBamu HCIIBC, BRIIOYATENHO CEICKTHBEA HHXROHTOPH Ha
LHMKIIOOKCHT€Ha3a-2, MOBMINABA PHCKA OT HeXKeNIaHH peaklpi (BIDKTe Touka 4.5) ¥ TpAbBa na ce
n30Area.

CToMainHo-4peBHO KbPBEHE, YNIEpalina WiH nephopalis, KOHTO MOTAT Aa ca daTanHu, ce
Habaronasat npH Bewaku HCIIBC, no Besko BpeMe Ha JieueHHETo, ¢ WiH Ge3 npeqynpeaurentu

CHMITTOMH HJIM NpEAIIECTBAINA aHAMHE3A 32 CTOMALITHO-YPEBHH CHOUTHA.
Koraro ce nogen croMamHo-4peBHO KbpBeHe WIH A3Ba NPH NALHEHTH, nprHeMallld HoynpodeH, ce
OpPSNOPHYRA JCYSHUETO [a € NIPEKPATH.

PucKET 0T cTOMaImHO-upeBHO KbPBEHe, YILEpaLHa WK nepdopauus € no-BUCOK MPH YBeTHYaBaHe Ha
Aozara na HCTIBC, nipyn naupeHT! ¢ aHaMHe34 33 1383, 0CO0EHO YCIOKHEHR OT KPBBOHIITHB MIIH
nepdopalyi, KAKTo ¥ NPH NAIMEHTH B CTAPYEcKa BL3pacT. Tean NayneHTH TpAOba Ja 3anouHaT
JieYeHHeTO ¢ Hai-HHCKATa HanuaHa Ao3a. KoMOHHMpaHoTo neyeHye ¢ IIPOTEKTHBHM CPEACTBA
(HanpaMep MM30NPOCTON HITH HEXHOHTOPH Ha NPOTOHHATA NoMNa) TpabBa Ja ce 0OMHCIH NPH Te3n

' NALHEHTH, H CBILO NPH NAHKREHTH, H3HCKBAIH JHOBpEMEHHA yroTpeda Ha HHCKH K03H
AlICTHICATHLIMIIOBA KHCENWHA, WITH IPYT'H aKTHRHY BEIECTRA, KOWTO MOBMLIABRAT CTOMAIHO-UPEBHUS
pHck (BHXKTE TOUKa 4.5).

INanwenTsT TpabBa Na 6Bae HHCTPYKTHPaH Aa NPeKpaTH OPHEMa Ha JIEKAPCTBEHHA IIPOAYKT H
He3a0aBHO la ce KOHCYNTTHPA ¢ JIeXap, KO C¢ [IOABH CHIIHA OONKA B rOPHATA 4acT HA KOpeMa Hin
MeJIeHa WIH xemareMesa. [JaliueHTH ¢ aHaMHe3a 3a CTOMAIIHO-YPEEHA TOKCHYHOCT H B YaCTHOCT XOpa
B CTapyecka BB3pacT, TpAbGBa fa chobmaBar 3a BCAKAKBH HeoOHIalHH KOpeMHH CHMITOMH (0C0BeHO
CTOMAlIHO-4YPEBHC KEPBEHE), 0C0DEHO B HAYANOTO Ha JIEYEHHETO,

ITo-ronaMo BHHMaHHE C€ NPEMOPBYBA NPH MALMEHTH, YCTIOPEAHO NPHEMALIA MEAMKAMEHTH, KOUTO
MOrar ja MOBHINAT PHCKA OT YILEPAlHH MIH KbPBeHe, KATO TICPOPAaNIHA KOPTHKOCTEPOHIH WIH
aHTHKOAryJaHTH KaTo Bap(apHH, CeIeKTHBHH HHXHOHTOPH Ha 0GpaTHOTO 3aXBalaHe HA CEPOTOHHH
HJIH aHTHTPOMOOLIMTHH NMPOAYKTH KATO aLETHICATHIIAIOBA KHCEIHHA (BK, Touka 4.5).

HCTIBC 1pa6Ba na ce npunarat BHUMaTeNHO NPH NALMEHTH ¢ anamHesa 3a CU sabondpane
(HanpumMep ynueposen KoiHT, Gonect Ha KpoH), ThH kaTO CHCTOSHHETO MM MOKE Aa C€ BIOIIHN {BK.
To4Ka 4.8).

Teoickcu xoxcru peavytiu
ChluecTByBAaT MHOTO PSIKH CHOOILCHHS 38 CEPHO3ZHH KOKHH PEAKLIMH, HAKOH OT
4HCIIo exconHaTHBEH AEpMaTHT, CHHAPOM Ha Stevens-Johnson u TokcHIHa €
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BBB Bpb3Ka ¢ yriorpebata a HCTIBC (BrkTe T0uKa 4.8). IlalMeHTHTE ca MO-3aCTpallieHH OT TE3H
PCaKIHH B PAHHHA €TAI HA JICYEHHETO: B IOBEYETO CITyJaH peaKiHATA HACTHIBA B ITHPBHA MECELl Ha
neuensere. Crobmapa ce 3a 0CTpa reHepalH3HpaHa eK3aHTeMATO3Ha MycTyno3a (acute generalised
exanthematous pustulosis, AGEP) psB BpE3Ka ¢ NPOXYKTH, ChABPRKAIM HOYTIpodeH.

IpnemuT Ha Houmnanrun tpadsa fa 6bA¢ MpeKpaTeH NPy MHPBATA NOABA HA KOXkeH o0pyB, NE3HH Ha
NMraBHLATA HITH PYTH NPA3HALM HA CBPBXYYBCTBHTEHOCT.

B pefikH ciTy4aH BapHLena MOXE Aa 6Bl CRbp3aHa ¢ NOABATA HA CEPHO3HH KOXKHH PEaKLMH H
rndexH Ha MexuTe ThkaHR. TIpenopsunTenHo e na ce w3barsa ynorpebara na HoOynpodeH B cryuai
HA BapHLesa.

MackmpaHne Ha CHMITTOMHTE Ha OCHOBHHTE HHQEKLIHH

Homnanru Moxke la MacKHpa CHMOTOMHTE Ha HHEKLHA, KOETO MOXKE Ja AoBeAe A0 3abaBeHo
3anovBaHe Ha MOJXOAILO JIEYeHHE H 10 TO3H HAMHH J1a BJIOIIH H3XoAa oT HHbekuuaTa. Tosa e
HabmonasaHo npu 6akrepHanHa npuAocGHTa B OOIECTBOTO THEBMOHHA H DAKTePHAIHH YCIOXKHEHHA
npu apuuena. Koraro Homnanrus ce mpunara 3a tpecka win obnexuasane na 6oakaTa 868 Bphika ¢
HH(EKLHA, Ce MPEenopbHBa NpocaeaaBaHe Ha HHPeKIMATa. B H3BBHOOIHHMHHA yCIOBHA NAlHEHTHT
TpaGBA [a ce KOHCYITUPA ¢ JICKaP, AKO CHMITTOMHTE ITPOABDKABAT WIN CE RIOMIABAT.

CHpHeYHO-ChIIOBH M MOZLYHO-CHIOBH edekTH:

IToBHIIEHO BHHMAHHE C& H3HCKBA MPEAH 3aM0YBAHE HA JIeYSHHE TIPH MAIMEHTH ¢ aHAMHE34 33
XHTIEPTOHAA HWIH ChpPeYHa HEIOCTATHYHOCT ChC 38]IPBKKa HA TEIHOCTH, XHIIEPTOHHAS H OTOK,
KOHTO ca 6iTH chobiasanu npu Aevenue ¢ HCIIBC.

KnunnunaTe NpoyuBaHuA nokaszpart, 4e ynotpebarta va nGynpodeH, ocobeHo BB BHCOKH 1031 (2400
g JHEBHO) MOXE Ja € CBHP3AHA C NOBHIIABAHE HA PACKA OT apTepHaiHy TPOMOOTHYHH CHOHTHA
(HanpuMep HHDAPKT HAa MMOKapAA KK HHCYIT). KaTo 1Ano enuaeMuonorHyHiTe M3NHTBAHUA HE
TI0Ka3BAT BPB3KA MEXAY NpHeMa Ha WOynpodeH B HuckH fo3H (T.e. < 1200 mg AHEBHO) H
MOBUIABAHE HA PHCKA OT APTEPHANHM TPOMOOTIMHH CHOHTHA.,

TaifienTs ¢ HeKOHTPONKpaHa XUIIEPTOHH, 3acTOMHA ChpaeuHa HenoctaTkuHocT (11-111 mo NYHA),
YCTAHOBEHA MCXeMHYHA GoNlecT Ha CHPIETO, NepHepHa apTepHanHa 00NecT H/HIH MOSBYHO-CBIOBO
sabonrspane, Tpabea 1a 6uOaT NeKyBanu ¢ HOynpodeH camo cnej BHUMATETHA PELeHKa H 1a ce
u3bareaT BrucokuTe no3H (2400 mg/neH).

Tpabea na ce H3BEPIIBA BHUMATENHA NpelieHKa H TIPEIH 3allOYBAHE HA TRITOCPOYHO JCYSHHE HA
NAIHEHTH ¢ PHCKOBH GaKTOPH 33 CHPACYHOCHIOBH CBOHTHA (HaNp. XHNEPTOHHS, XHTIEPIIHIHAEMMU,
3axapeH auadber, TIOTIOHOMyINEHE), 0co0eHO aKko € HeoOX0HM npyeM Ha HOYTIpodieH BEB BHCOKH
Ao3H (2400 mg/aen).

Peaxyus na cepvxuyscmeumennocm

TeXkKH peakiiMy Ha CBPLXUYBCTBHTENHOCT (HAnpHMep aHa(UIAKTHYEH MOK) ¢a ChODLIABAHH PAIKO.
TipH mbpBMTE NpH3HAUK HAa PeaKlUHA HA CBPBXUYBCTBHTENHOCT (Hanp. OTOK Ha JHIETO, AHTHOEAEM,
NHCTIHES, TAXMKAPAHA, HHCKO KPBBHO Hansrawe, aHadunakTadeH mok) cnel npieM Ha HommanrH:
npuemManeTo Tpabna aa ce ciipe. ManuenTsT TpabBa Aa MOTHECH He3aBaBHO JIEKAPCKA TIOMOIT

Peakipu Bpxy uepHua Apod, 6L0peustTe 1 KPEBHITE HapaMeTpu

HbynpodeHsT MOKE BPEMEHHO Ja MOTHCHE (YHKIMATA HA TPOMOOLMTHTE B KpbETa (TPOMOGOLMTHA
arperauus). [lopany Tora naumeHTHTe ¢ HapyiieHu TpomboLT TpabBa fa ce HabMoaBaT ¢ NTOBHIICHO
BHHMATEMHO.

B cnyyaii Ha poABLKHTENHO NedyeHHe ¢ HOynpodeH, YepHHaT npo6 1 GsOpenute,
napaMeTpH TpalBa fa ce poBepABAT peoBHO, [IBPBHTE NPH3IHALM HA XEMATOIT
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Morar aa 6baaT Tpecka, BB3NAJICHO I'bpPIO, IOBLPXHOCTHH PAHH B YCTATa, TPHNIONONO0HH OIUTaKBaHH,
TeXKa CIabocT, KbpBEHE OT HOCA H KBPBEHE N0 KOXKATa.

Hali-o6mo, obuuaiinuar mpueM Ha GONKOYCHOKOABAINH JIEKApPCTBA, OCOGEHO NpH KOMOMHALIHA OT
HAKOJ/IKO AKTHBHH BEINECTRA, o0neKkdasatiy 6oNkara, MOXe aa JoBeae N0 Tpaiiue 6u0peuno yepexaane
¢ puck ot 60peuHa HeoCTATHYHOCT (aHANreTHYHA HedponaThs). To3M PHCK MOJKE Aa C€ YBEHYH NPH

¢u3syecKo HanpesxeHue, CBLP3aHO chbe 3aryGa Ha co ¥ gexuaparauus. Ilopaau Tasu npuynna Tpatea
Ja ce m30Area.

IIpodvaxcumenna ynompeba na ananzemuyu

HpoasmknrenHata ynorpe0a Ha BCAKAKBB BH/| AHAINETHLH NpH r1apoboNie MOXe 1a 1o BIIOMH. AKO
HMa TAKABA CHTYaLHA MIH ¢€ MOJO3HPa, 4€ € BB3MOXKHO Ja CE NOARH, JIeUeHHeTo TpabBa 1a ce NpeKpaTH.
Hurarnosara rnapobomue BeeQICTBHE Ha NpeKoMepHa ynoTpeba Ha aHanreTwi (medication overuse
headache) (MOH) tpsbea fa ce ¥mMa npeABMA NMPH NAUHEHTH, KOWTO MMAT YeCTO WIH eXeIHEBHO
rnasobonMe, BENpeKH (WIM NOpajH) peOOBHAaTAa ynmoTpeSa Ha JIEKAPCTBEHH MNpPOAYKTH NPOTHB
rnasobonue.

Ynompeba na anxoxon

Upes eanospeMeHHa KOHCYMALHA Ha AIKOXOJ, HEXKEIAHUTE e)eKTH, CBHP3aHH ¢ aKTHBHOTO
BEIIECTBO, OCOGEHO TE3H, KOHTO 3aCATaT CTOMAIIHO-UPEBHHA TPAKT WM LIEHTPANHATA HEPBHA
CHCTEMa, MoraT /Ia Obaar yBemiuesy npu ynotpebara sa HCIIBC.

Ogpmanmonozuunu egpexmu
IausienTiTe, KOHTO CHOGINABAT 3a HAPYLIEHHS HA OVHMTE IO BpeMe Ha neveHue ¢ Heynpoden, TpatGea
Jla MPEYCTAHOBAT MPHEMAHETO MY H J1a ce MOANIONKAT Ha O TAIMOJIOTHIeH [PErea.

Kogheun
IlpexanenuaT nmpuem Ha koderH (Hanpumep kade, uai, XpaHH, APYTH JIEKAPCTBA H HANHTKH) TpAGba
Ja ce H30ATBA, JOKATO Ce IIPHEMA TO3H JIEKAPCTBEH NPOAYKT (BWKTE Touka 4.9).

Heobxoanmo ¢ ocoGeHo BHEMaHHe npH ynoTpe6a Ha KoderH NPU NAMEHTH ¢ XHNEPTHPEOHIHIBM
(puck 0T KoeHHOBH CTpaHWYHH eeKTH) WiIH AapHTMHH.

Creyuannu nonyrayuu
IManyenTHTe B cCTapuecKa BE3PACT Ca H3IOKEHH HA TO-BHCOK PHCK OT MOABA HA HEXKENIAHH PeaKilMi
kM HCTIBC, ocoberno CY xbpBeHe H nepdopaius, kouto morat aa Gupat daranum.

B HaYanHWTE eTanH Ha NeyeHHe € HeoOXOMMMO BHUMATENHO IPOCTIEASBAHE HA OT/AENSHETO Ha yPHHa
H OLOpeyHaTa GyHKuUMS NpH NAUMEHTH CHC CHPACYHA HEAOCTATHYHOCT, NALMEHTH ¢ XPOHHYHO
yBpeActa 6x0peuna win yepHoapoGHa GyHKIWS, NAUMEHTH, IPHEMALIM JHYPETHLM, MAlHEHTH, KOHTO
€a XHMIOBOJIEMHYHH B PE3YNITAT Ha TONAMa ONEpaLii H IO-CHELHATHO, NAHEHTH B CTapYecKa
BB3pACT.

4.5. BsammoaelicTBRe ¢ JPYr# JeKAPCTBeHH NPOAYKTH H ZpYrA GOpMH Ha B3aHMOAeHcTBHE

Ennoepemennara ynorpeba Ha nGympoden c: BB3MOKHH HEXCTaHH PEaKLM:
Apyru HCIIBC, BmoyHTe HO CATHLIANATI EanoBpeMeHHOTO NPHIOKEHHE HA HAKOIIKO
HCTIBC Moxe 2 YBEIHYH PHCKA OT CTOMALIHO-
YpEeBHH A3BH H KbPBEHE NOPaIH
cuHepriueH edekr. CrenoBaTenHo
eIHOBpEMeHHATa ynoTpeba Ha 1




apyran HCIIBC Tpatea Aa ce n3barsa (sikre
Touka 4.4).

Jurokcun

EnnoBpeMennaTta ynotpeba Ha ubynpocgen c
JHTOKCHHOBH JIEKaPCTBEHH MPOAYKTH MOXe Aa

YBEJIHUH CCPYMHHTE HHBA Ha TE3H JIEKAPCTBEHH
npoAyKTH. He ce W3HCKBa NPOBEPKA HA CepyM-
JMTOKCHH, aKO C€ M3M0/13Ba CIopex
npenopbKuTe (MAKCHMYM Hafl 3 AHH).

KopTrHkocTeponan

KopTHKOCTEpOHAHTE MOTAT Aa YBEHYAT PHCKA
OT HeXeNaHH peakliu, 0co0eHo Ha CTOMAIIHO-
YpeBHUA TPAKT (HAIp. CTOMAIIHO-YPEBHA 13BA
WIH KbpBeHe) (BHXTe TouKa 4.4).

AHTHTPOMOOLIMTHH JIEKAPCTBEHH MPOAYKTH

TIOBHIIEH PHCK OT CTOMAIIHO-YPEBHO KEPBEHE
(BIDKTE TOUKA 4.4).

AeTAncanTHITHIORa KHCETHHA

EnHoBpeMeHHOTO MpHAOKeHHe HA HOynpodeH H
ANETAICANHLMIOBA KHCEAHHA 00HKHOBEHO HE ¢
npenopb4Ba NOpajH HaPacTBAHE HA
HeXeMaHHTe Peakiiu.

ExcniepuMeHTATHUTE AaHHH NIpeATnoarar, ue
HOynpopeHsT MOXe la MHXUOMpa edekra Ha
HHCKA JI03a AIIETHICATHUMIOBA KHCETHHE BBPXY
arperaumsTa Ha TPOMOOLIHTHTE, KOTATO Ce
npgeMar egHOBpeMenHo. Bripexs, e uma
CLMHEHHME [10 OTHOINEHHE HA SKCTPAIonaLis Ha
TE3H JAHHH B XJIHHHYHATA CHTYALIHA, HE MOXE
Jia ce M3KMIOYH Bh3MOKHOCTTa pENOBHATA,
MpoIBIDKATENHA YnoTpeba Ha nbynpodeH na
HaMaJIA KapXHO-TIPOTEKTHBHNA edeKT Ha
HHCKOA030BATA ALCTHICATHIWIOBA KHCEITHHA.
He ce cumTa, e HMa KIHHHYHO 3HAYHM edekT
npu ciyuaiiHa ynotpeba Ha HGynpodeH (BixkTe
Touka 5.1).

ANTHKOATyaHTH HCIIBC morar ga 2acandaT edexra Ha
aNTHKOAryJaHTHTe (BHXKTE TouKa 4.4).
PeHHTOMH Ennoepemennara ynotpeba Ha nGynpoder ¢

($eHUTOHHOBH JIEKAPCTBEHH NPOAYKTH MOKE fa
YBEIMYH CEPYMHHTE HHBA HA Te3H JICKAPCTEEHH
npoaykTH. He ce H3uckBa MpoBEPKa HA
CEPYMHHTE HHBA Ha (PEHHTOMH, aKO C€ H3MOM3BA
criope] NPenopbKHTE (MAKCHMYM Haj 3 AHH).

CenexTuBHn HHXHOUTOPH Ha OGpaTHOTO
3axBalnane Ha ceporonnH (SSRI)

TloBuilieH pECK OT CTOMAIHO-YPEBHO KbPBEHE
(BiKTE TOUKA 4.4).

Jharmii

EnnospeMeHHaTa ynorpeba na ubynpoder ¢
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JIUTHIA, KO C€ U3NO0/I3BAa CTIOPEA NPENOPBKATE
(MakcumMym 3 HRE).

Ipobenenna 4 cyndurmmpason

JlexapcTBEHH NMPOAYKTH, KOHTO ChALPKAT
npoGeHHIM WK CyN(HHITMPA3OH MOTAT Ja
3abassaT otaenaHero Ha HOyTipodeH.

Huypermim, ACE uuxuGuropu,
GerapeuenTopH-6l0KEpH M AHTATOHHCTH Ha
aHrnoTemuH-11

HCIIBC morar aa HaManar edexTa Ha
IOUYPETHLIHTE H Ha APYFH aHTHXUTIePTeH3UBHH
JiexapcTBeHH MPOAYKTH. I1pu HAKOW manMenTy ¢
HapyweHa 6s0peuna ¢yHkuua (Hanp.
AEXMAPATHPAHH MALAEHTH WIH NALHEHTH B
cTapuecka B3pacT ¢ HapyllleHa 6nopedHa
dyHKIMA) €AHOBPEMEHHOTO NPUIOKEHHE Ha
ACE nuxunturop, GetapenentopHu 610kepu
WM aHTHOTeH3MH-1] aHTaroHucT! U
NeKapCTBEHH NPONYKTH, KOHTO WHXHOHpAT
LIMKJIOOKCHTEHA3aTa, MOXKE J1a AOBEJE 10 MO-
HATATHLIHO BJIOuaBaHe Ha Op6peunara
dyHKLMS, BRIIOYHTENHO € BL3MOKHE OCTPa
610peyna HEAOCTATHYHOCT, KOATO 0OHKHOBEHO
e o6paruMa. 3aTosa koMOHHaIATa TPSOBa Ja
ce Npunara ¢ NOBHIIEHO BHUMaHKe, 0coDeHO
NPH BB3pacTHH Xopa. [laumenTiTte TpAOBa Na
6bAaT AOCTATHYHO XHAPATHPAHH H TP:A0Ba Aa ce
oOMHCIH MOHUTOPHHT Ha OuOpeuHaTa GyHkuua
cJlel 3aMo4BaHe HA CHITHTCTBALNA TePalTHa M
MEPHOANYHO CJIe] TOBA.

Kanuii-cxxpanapaiy JHypeTHLH

EnHoepeMeHHOTO NpHAOKeHHe HA HOynpodeRn U
Kaui-ChXpaHABaLM AHYPETHIH MOXe Aa
JioBefie o0 xunepkanuemus. Ilpenopsusa ce
TIPOBEPKA HA CEPYMHHA KATHIL.

MeTtoTpekcar

Ilpunaranero Ha HGympoden B paMKHTE Ha 24
Yaca NpenH WK ciefl IPWIOKEHHETO Ha
METOTpeKCaT MOXe Aa IOBEE A0 MOBHINEHH
KOHIICHTPALHH Ha METOTPEKCAT H 1O
YBEJIHYaBAHE Ha TOKCHUHHA MY e(eKT.

LHxnocnopuH

Pucker ot yBpexaam 6u6petre edexr or
UHMKJIOCTIOPHH CE TIOBHILABA “pPe3
€QHOBPEMEHHOTO MPHNIOKEHHE HA HAKOH
HECTEPOHHH NPOTHBOBE3NAIHTENHH CPECTBA.
To3u edekt MOKe fa OBIE OT 3HAUCHHE H 33
KOMGHHALMA OT UHKIOCTIOPHH ¢ HOyTpodeH.

Takponumyc

PHCKBT OT HePOTOKCHUHOCT C¢ TIOBHIABA, aKO
JBATa NeKAPCTBCHH MPOAYKTA C¢ NPHEMAT
€AHOBPEMEeHHO.

3umOBYOHH

Hma nanHu 3a OBHILIEH PHCK
xeMatom npa XHB (+) xeMo
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NOy9aBaml €AHOBPEMEHHO JIEYEHHE ChO
3UROBYIAMH H MOympoden.

Cyndonmiypen

KnuHuYHUTE WiCTeNBaHM NOKAIBAT
B3aUMONEHCTEMA MEXKIY HECTCPOHIHH
MPOTHBOBBL3NANHTENHH CPEACTBA W
anrvaHaberHuy (CynoHWTYpeHHH penapaTH).
BenpekH ue A0cera B3aRMOACHCTBHAT MEKIY
ubynpoden 1 cyndoHmwTypeiiHu npenapars He
ca ONMCAaHH, IIPENOpPHYBA CE NPOBEPKa Ha
CTOMHOCTHTE Ha3 KPbBHATA TIOKO3a KaTO
TIpeAnasta MApPKA OPY €AHOBPEMEHHHA NPHEM.

XHHONIOHOBH AHTHOHOTHLIM

Jlanrure npu xuBoTHY nokassar, 4e HCTIBC
MOraT /2 OBHIIAT PHCKA OT KOHBYJICHH,
CBBP3aHH ¢ XHHOJIOHOBH RHTHOHOTHIM.
IMaunentrre, npueMau HCIIBC u x#HOMOHH,
MOXE Zla HMAT [TOBHILEH PHCK OT pa3sBHBaHE Ha
KOHBYJICHH.

CYP2CY unxuburopn

EanoBpeMeHHOTO IPHIOKEHHE Ha HOYNpodeH ¢
CYP2C9 unxubuToph MOXKe a YBEITHYH
eKcrozuiaTa Ha néynpoden (cyberpar na
CYP2(C9). B npoyusate ¢ BOPHKOHA30/ H
¢myxonason (CYP2C9 auxuturopH) e
MOKa32HO MOBMIIEHO WiNaraHe Ha S (+) -
ubympodrer ¢ npubmusuremo 80 no 100%.
Hamanasauero Ha no3ara ua woynpoden tpabea
Ja C€ MMA NpeJIBHA ITPH €JHOBPEMEHHO
TIPWIIOKEHHE Ha MOIHH HAXHOMTOPH Ha
CYP2C9, ocobedo xorato ubynpoden ce
npHeMa BBB BHCOKa H03a (2400 mg / nen) n uma
CHITBTCTBALIO JieYSHHE C BOPHKOHA30J1 HITH
¢nykonazon.

Mudenpucton

HCTIBC He Tpa6Ba aa c¢ H3NOI3BAT B
npoAas/bkenue Ha 8-12 nuu cnea NpAIoKEHHETO
Ha MHenpucToH, Thi karo HCIIBC morar na
HAMauAT edeKTa Ha MH(EIIPHCTOH.

IManko 6unoba

Moxe fa YBeIHUYH PHUCKA OT KBPBEHE.

EanospeMenHarta ynotpe6a Ha KodenH c:

BE3MOKHE HeXeTaHH PeaKiMH:

Bapburyparty, aHTHXMCTAMMHY H APYTH
AEKapPCTBA CBC CEAATHREH eeKT

KoteHHBT MoXe Ja MpOTHBOAEHCTBA Ha
YCNIOKCHTENHHA eeKT.

BapOutypati 1 TIOTIOHONyHIeHe

Tloenmapar MeTabonmsMa Ha KOfeHHa B HepHHA

apob.

CHMIATHKOMHMETHIMH, THPOKCHH H JIPYTH
nieKapcTBa ¢ eheKT Ha TaXuKapaus

TepopanHu KOHTpaLICNITHBH, LHMETHIHH,
(nypoxcaMuH u mucydupam

ENHOBpPEMERHOTO WM NPUNOKESHHE M

YBENHYH TaXMKapAHUA edekT. .é%wg oy -
EnHOBpPEMEHHOTO HM TIPHJIO: ¢ “
MeTabonu3Ma Ha KogeHHa B




Teodunmn KoeunsT HaMansBa OTAeNAHETO Ha TEOPHIHH.
XHHONOHOBH aHTHOHOTHIM EAHOBPEMEHHOTO IIPHIIOXKEHHE MOXe Ja 3a6aBu
€NHMHHHPAHETO HA KOGeHHa.

4.6. PepTHIHTET, GPEMEHHOCT B KbPMEHE

BpemenHocT
HuxnbupaHeTo Ha NpocTArNaHIHHOBHA CHHTE3 MOXKE Ja OKaXKe HeraTHBEH €(eKT BhpXY

OpeMeHHOCTTa W/iTH eMOpHO/deTanHOTO pazBHTHE.

JaHHH OT eNMHASMHONOrHYHH H3NHTBAHHA MIOKA3BaT NOBHIIEH PHCK OT abopT, ChpASYHH
MaipOpMALIMH H FACTPOCXH3a ClleX ynoTpeba Ha HHXUOMTOPH Ha NPOCTAIAHIWHOBAA CHHTE3 B paHHA
OpeMeHHOCT. AGCOMOTHHAT PHCK 32 CHPASTHO-CHACRY MAN(OPMALMK CE YBEIHYaBa OT NO-MAJIKO OT
1% nmo npubnu3kTenHo 1,5%. Pucker ce yBenn4asa ¢ 403aTa H NIPOABIDKHTEHOCTTA HA JIEUEHHE.

IIpw XHBOTHH, MPMJIAraHETO HA HHXHOWTOPH Ha NMPOCTarTaHAHHOBHA CHHTE3 NIOKa3Ba ype/iHuaBaHe Ha
npe- ¥ NocT-HMIVIAHTAIMOHHATE 3aryOH H Ha eMOpuo-deranums neTanurer. B forenHeHHe Ha TORA,
MPH KHBOTHH JICKYBAHH C HHXHGHTOPH Ha OpocTarnaHAHHOBHA CHHTE3 IO BpeME Ha OpraHoreHesara
ce croOLIaBa 32 NOBHINEHATa YECTOTA HA PA3THYHU Man(opMallHH, BKITIOUHTENHO ChPAECHHO-ChAOBH
TAKHBA.

OcpeH ako HE € HIKIOYHTETHO HeobxoauMo, nOynpoden He GHpa Ja GbA¢ MpHAaraH Npes MEPBHA H
BTOPHA TPHMECTEP 0T OpeMeHHOCTTa. Ako HOynpodeH ce H3mon3sa OT xKeHa, KOSTO c¢ OfINTBA Jia
3abpeMeHee MM OT TAKABA B IThPRAA HIH BTOPHSA TPHMECTHP Ha GpeMeHHOCTTa, io3aTa TPAOBa 2
Obae BLIMONKHO Hali-HHCKA M MPOIKDKHTENHOCTTA HA JICYEHHETO — BE3MOMKHO HAlA-KpATKO.

IIpe3 TpeTHa TpUMECTBP OT GPEMEHHOCTTa, BCHYKH HHXHOHTOPH Ha NPOCTAMAHTHHOBHA CHHTE3

MOTAT Ja U3NO0XKAT TUI0Ja Ha:

- KapAHONYJIMOHAIIHA TOKCHIHOCT (¢ TIpEesKAeBpeMEeHHO 3aTBapAHe Ha MYKTYC apTepHO3YC H
OenonpofHa XHNICPTOHHR);

- OB6pedna AUCHYHKUMSA, KOATO MOKE aa nporpecupa a0 6x0peuna HEXOCTATHIHOCT ©
OJIMTOXHAPAMHHOH;

B xpas Ha GpeMeHHOCTT2 MalikaTa H IWIOABT MOrar Ja GhAaT HaNOoKeHH Ha:
- TOTeHUHATHO YAB/DKABAHE HA BPEMETO HA KBPBEHE, KOETO MOXKE /A CE CIIYMH M IIPH HHCKH JI03H.
- TOTHCKaHE HA MAaTOYHHTE KOHTPAKLMH, BOJELIO A0 3a0aBeH0 HWIH MPOALDKHTENHO paXKIaHe.

Hopanu Tosa, Homnairuy € npoTHBOMIOKA3AH Npe3 TPETHA TPHMECTHP Ha GpemeHHOCTTA (BHKTE
Touka 4.3).

Hma gokasarencTsa, de NpoALDKATENHUAT IPHEM Ha FOAEMH KOJIHUECTBa KodeHH Moyke Jla IoBe/e
No CIIOHTaHeH abopT WIH NpeXaeBpeMeHHO pakAaHe Mpy GpeMeHHH xeHd. Hexmmunuinure
MpOYYBaHHA NOKA3BAT PeNPOAYKTHEHA TOKCHYHOCT NPH NIPHEMAHETO Ha MHOTO BHCOKH J03H.

KbpMmene
HEynpodeHET H HErOBHUTE METAbOJIMTH MOTAT /A MPEMHHAT B HAICKH KOHLIEHTPALWH B KHpMaTa.

3acera He ca H3BECTHM BpeAHU eeKTH 33 KbpMadeTa. CIEeIOBATENHO, 32 KPATKOCPOTHO JIEUYEHHE C
MPENOPHYHTETHATA 034 (BIKTe TO4Ka 4.2), IPEKhCBAHETO HA KEPMEHETO OGHKHOBEHO HE €
HEOOXOMHMO,

KodennsT npeMunapa B kbpMaTa B MOXKe Ja TIORTHSAE Ha CHCTOAHHETO H MOBEICHH
Crob1aBa ce 3a pa3ApasHHTEHOCT M JIOI PEKHMM Ha ChH NpH KbpMmadera. Houm
H3MOM3Ba caMo OT KbPMELIH MAiKH, aKO TOBA ¢ KpaifHO HEOOXOMHMO.
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DeprinaTeT:

ChIHecTBYBAT JaHHH, 4e AEKAPCTREHH MPOIYKTH, KOMTO HHXHOHPAT HHKIOOKCHT€Ha3a/IpocTaran-
AHHOBATA CHHTE3a, MOTaT /ia peAyIIHpaT JKEeHCKHA (DEPTHIHTET, KATO BE3/ICHCTBAT Ha OBYIALIMATA.
Tosa e oSparumo nipH NpeycTaHOBABAHE HA JIEYSHHETO.

4.7. EdexTH BLPXY cocoGHOCTTA 32 modupane u padoTa ¢ MAIIAEH

Trii kaTo HeXENaHHUTE peakiHy Ha LISHTPAHATA HEPBHA CHCTEMa& KATO YMOPA, 3aMAsHOCT ¥ 3pUTENTHA
CMYIIEHHA MOTAT Ja CE MOABAT NP H3NI0N3BaHe Ha HollmanriH BB BUCOKH 03H, CIOCOBHOCTTA 33
peartpane M cnoco0HocTTa 32 WodHpane u paboTa ¢ MAIMHEA MOXKe A2 OB/4e HapyllleHa B pefikH
ciyqan. ToBa BaKH B NO-TO/AMA CTENEH B KOMOMHALs ¢ yrnioTpe6a H Ha anKOXoJl.

4.8. Hexeaapd JexapcTBERH pPeaKmul

CnHCBKRT Ha CAEAHNTE HEXKENaHH JEKapPCTBEHH PeakiMH BITIOYBA BCHYKH HEKEIAHH PEAKIIHH, KOMTO
MOrar A2 BE3HHKHAT NpH JeueHne ¢ Hoynpoden, Chllo H Te3H NPH MPOALDKHTENHA TEPAnins ¢ BUCOKH
JO3H IIPH NALHEHTH ¢ PEBMATH3BM.

Cue cnegnuTe Hexkenank edekTn TpaOBa 1a c¢ MMa NPeNBHNA, Y€ Te ca NPeAUMHO 3aBHCHMH OT J03aTa
H MOCAT BAPHPAT CTPOFO HHAHBUAYATHO.

Ilpn nekapcTBeHNTe NPOAYKTH, CHABPKAIMH HOynpoden, Hali-uecto Hal/IOZaBaHHTE HEXeJAHW
PeakiMH HMaT CTOMALIHO-YPEBEH xapakrep. Morar Jja ce NOABAT MENTHYHM #3BH, nepdopanms MiH
CTOMaUIHO-YPEBHO KhpBEeHe, NoHAkora GaranHu, ocobeno Npu Bb3pacTHH Xopa (BIvKTe Touka 4.4). ma
CHOOIEHHA 3a raficHe, MOBPbLIAHE, AMAPHA, METEOPH3BM, 3anieK, AUCIIencHd, KopeMHa 6omka, MeneHa,
XeMaTeMesa, YALEpo3eH cToMaTHT, obocTpate Ha Konut M Gonect Ha KpoH (BiwxTe Touka 4.4). Ilo-
panko ce nabmonasa racTpuT. [lo-cneUMaNHO pUCKBT OT NOABA Ha CTOMALITHO-YPEBHO KBPBEHE 3aBHCH
OT A030BMA HATIA30H H MPOARDKHTEHOCTTA Ha ynotpeba.

Croblapa ce 3a 0TOX, XMNEPTOHKMA H CHPAEYHA HEJOCTATHYHOCT BBB BPb3Ka ¢ Jeuenne ¢ HCIIBC.
KNHHHWYIHHTE DpoyuBaHus NOKa3Bar, ue ynotpefiaTa Ha HOynpodeH, 0cobeHO BLB BHCOKH n03H (2400
mg/ nen), Moxe Aa 654¢ cBbp3aHa ¢ NOBHIIEH PHCK OT aPTEPHAIHH TPOMOOTHYHH CHOMTHA (HaNpHMep
MHOKApAEH HHMAPKT WAM HHCYAT) (BIDKTE TOUKA 4.4).

B eano WIMHHYHO M3NMMTRaHe, M3ciensamo edekra Ha Hommutarun sspXy Gonmkara cnepn
MYATHMOJIApHA €KCTpaknMa Ha 350a, ce cpo01aBa, ye YecToTaTa Ha aNBEONAPHHA OCTEHT €
2,8%, a arosnna cromartur - 1,4%.

[Naunenmvire TpsaGra ga OwnaarT HudbopMmupaHu, de Tpabea He3abaBHO sa CTpaT Aa MpHEMAT
Honinanrun H pa ce KOHCYATHpAarT ¢ JieKap, ak0 HMAT CepHO3HAa HeKelaHa JICKapcTBEeHa
peaKLu.,

Cnenpauiara TabnAua 0600maBa HeXXeAHH JICKAPCTBEHN PeakuH Ha ROyNpodieH pasaeaeH 1o
rpyny cniopea MedDRA TepMHHONIOTHATA 3a€AHO C TAXHATA YECTOTA: MHOIO YecTH (>1/10); vectn
(21/100 o <1/10); HewecTr (21/1,000 ao <1/100); peaxu (>1/10,000 ao < 1/1,000); muoro peaxu
(<1/10,000), c HeH3BECTHA ¥eCTOTA (OT HANMYHHTE IaHHM He MOXE Ja §bAe YCTAHOBEHO):

CucTemo-opranes  kiac Yee H AHA PeAKIHA
o ModDRA TOTA CXKEJIANA PEAK
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Hadexnan a

OBGocTpAHe HA BB3NAICHWA, CBBP3aHH ¢ HA(eKUMH

(Hanp. pasBHTHE Ha HEKPOTHIApAI (acumur).?
CHMIITOMH HA acenTHYEeH MEHHMHIHT (CKOBaHOCT Ha

MHoro peaxs | mwATa, raapodone, rajeHe, Noppelane, Tpecka WiH
ARdecTANEE
Je3opHeHTalmdA), ocobeHO TNpH  TaUMeHTH ¢
npefllecTBalyd  aBTOMMyHHHM 3abonapanua  (SLE,
cMeceHa H0NecT Ha CheTHHHTENHATA ThKaH).?
Hapymensa Ha kpbBTa H | MHOrO peiku | Hapyiiends Ha xeMomoe3aTa (aHeMHs, NEBKOMEHMA,

JHAMOHATA CHCTEMA

TPOMOOLHTONCHHS, MAHIHTONECHMSA, ArPAHYJIOLIHTO3a). 2

PeaxiMH Ha CBPBXYYBCTBHTENHOCT ¢ KOXHH ODOPHBH 1

Heyectn chpbex M acTMATHYHH TPHCTHIH (CbC CHanaHe Ha
Hapymense a KPBLBHOTO HanAra#e)?
HMYHHATA CHCTEMA Texcn TeHEPATHIHPAHH pearitim Ha
Msoro pesxs CBPBXYYBCTBHTEHOCT, NPH3HALMA Morat Ja OsaaT oToK
Ha JIHLIETO, AHTHOSAEM, JUCIIHER, TAXHKAP/HA, CTialaHe
Ha KPHBHOTO HAJIATAHE, aHaQHIaKTHUEH WOk
Icuxnann pascrpoiicTea | Heuectn [cnxoTHyny peakiyy
Muoro peaxn | Jlenpecus 2
Hapymenns na Yectn 3amaiipane!?, 6eschhme V2 rnasobonue?
HEPBHATA CHCTEMA
Heuectu IesTpamiy HepBHH CMYIUEHHA KaTo Bb30yxa’,
Pa3IPaSHMTEHOCT® HIH yMOpa®
C nemsBectHa | Tpemop
4ecToTa
Hapymwenng 52 09HTE Heuect Busyannn napymesus.? B Toau cydaii H3N0M3BaHETO
Ha Houmanrun Tpabea Aa ce mpeKkpaTH H Ja ce
H3BBPIIAT OQTAIMONOTHYIHH IIPErNE/TH.
Hapymenns ga yxoton | Peaxu Illym B ynmure?, 3ary6a Ha ciyxa’
na0HpHEETA
Cupaeunn sapymenns | Heyecrn Cupuebuene '~
Mtioro peakn | Crpaedna HEAOCTATEYHOCTS, HHPAPKT Ha MHOKapAa®
C Heuseectna | Taxmxapaus’®
9ecToTa
CrnoBH Hapynenns MHoro pekH | AprepHaiHa XUNEPTOHAA’, BACKYITHT
Cromaurso-4peBHH CTOMAUIHO-YPEBHH OIUIAKBAHMA> KaTO MHMPO3NC’,
HApYIIeHHs KOPEMHH Gonkn?, ragexe’?, NOBpPBIIAHE?,
Yectn METEOPHIBbM2,  JAMApHi’, 3ameK’, He3HAYHTENHa
CTOMAITHO-UpeBHA 3ary0a Ha KPBB B PEIXH CTydaw,
BOJIELIA A0 AHACMHSA’
CToMamHO-YpeBHH A3BH C KBPBCHE H /[ WM
H nepdopaums; MenaHa, xemaTeMmesa, A3BCH CTOMATHT,
EYECTH
0B60CTpAHe Ha KONHT 1 Gonect Ha KpoH, racTpuT (BHKTe
TouKa 4.4) 2
Moro peau E30¢|amr2; NaHKpeaTHT, ma(bpamo-nonoﬁym:
CTPHKTY DA celiAg
XenatoOunnapHu Mroro peaku |Yepronpobua auctyHkiHs, 9epHOAPOOHO )
HapyIICHUA 0co0eHO TIpH NMPONBDKMTEHA Tepanud,

HEZOCTATLYHOCT, OCTHP XENATHT. >
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HapymwieHus Ha KoxaTta U
TIOAKOKHATA THKAH MHoro penxu | Byno3nH peakuuy kato cHHApOM HA CTHBBHC-J[KOHCEH
H TOKCHYHA eMUAepMallHA HEKponmia (CHHAPOM Ha
Jaiten), antoneuua, TEKKH KOKHH  HHOEKIHH,
YCAOKHEHHS H HHJEKIMH Ha MeKHTe TbKaHH [PH

Bapuiena,
C HemspecTHa | JlekapcTBeHa peakups ¢ €O3HHOQHIHA H CHCTEMHH
YeCTOTa cumrroMu {DRESS curzpoM), ocTpa reHepanu3HpaHa
ex3aHTeMarozHa mnycrynoza (AGEP), peaxuun Ha
(OTOUYBCTBHTENMHOCT
Hapywmenns na 6n6peuure | Pexku Vepexnane na OnOpenwTe (mamanapha Bekposa),
H NHKOYHHTE MBTHINA MOBHIIEHH KOHLEHTPaUMH HA NMHWKOYHA KHCEITHHA B

KPHETA, OBHINCHH KOHIEHTPALMY Ha ypes B KPBBTA.”

MHoro peakn [OanemMu  (ocobeHo npH HAMEHTH ¢ aprepHalHa
XMHEPTOHHS WM Ob0peuHa  HEOCTATHLYHOCT),
HedpOTHYEH CHHIPOM, HHTEPCTHITHANICH HedpHT, ocTpa
6n0peuna HeoCTATHYHOCT.

! YeraHoBeHu Hexenanm edektd oT HaGmonasaHHTe NpH KOMGHHHpPaHATa TepaniA ¢ HOYnpode U
kodenn

? Unenruduumpans Hexxenaun ehexrn na #oynpoden, Gazupanu na EU ibuprofen SmPC

? Hnenmuduumpanyn Hexenaud eeKTH Ha KodeHHA Bh3 OCHOBA HA ONMTA C JAPYTH KOMOGHHWpaHH
TIPOINYKTH, CHAbpXKauly koderH

* B3 0CHOBA Ha €AHO KIMHHYHO poyysase ¢ 282 nauvients

C1no6: € Ha MOA0IMPAHH HEKETaHH

CrofmapaneTo Ha IOAO3MPAHH HEXENAHH PEAKUMH ClIS/ pazpeliasane 2a ynorpela Ha JeKapCTBeHns
IpoAyKT € BaxHO. ToBa mo3so/ABa N8 NPOABHKH HAOMOAEHHETO HA CHOTHOIICHHETO MOT3a/PHCK 3a
JICKAPCTREHNA NPOAYKT. OT MeANMIHHCKHTE CIELMATMCTH ¢ H3HCKBA Aa ChoOInaeaT BCAKa
MOO3UPaHA HeXeJIaHa peakiid upes HsmnranTenHa areHiy|a no nekapereata yi. ,,JJaman [pyes” Ne
8, 1303 Codun, Ten.: +35 928903417, yebeaiiT: www.bda.bg.

4.9. Ipeao3mpane

CuMnmomu

CHMIITOMHTE Ha NpeA03HpaHe MOTaT Aa BKIIOYBAT rajieHe, NOBpPhINaHe, KOpeMHa 00MKa WIH 1o-
PANKO aHapHsa. BB3MOKHH €a CHHIO HHCTABM, 3aMBITIEHO 3peHHe, THHHUTYC, rmapobonHe 0
CTOMAINIHO-YPEBHO KBPBeHe. [IpH Mo-cepHo3HH oTpaBdHuA, ¢e HAOMIONABR TOKCHYHOCT HA
LEHTpanHaTa HepBHa CHCTeMa, MaHH(eCTHPAHA KATO BEPTHFO, CHHIIHBOCT, MOHAKOra B130y/a, 3aryba
Ha Ch3HaHue WiH KoMa. Ilonaxkora naipienTiTe pazsuBaT KOHBYACHH. [1pH TeXKKH OTPABAHHA, MOXE
Aa HACTHITH META0ONMHTHA alMA03a. Moxe Ja ce NMOABAT XMIIOTEpMU H XHnepKanHemus. Morar ma
HACTBIAT 0cTpa 6B0petiHa HenOCTATEMHOCT, Y4EPHOAPOOHO YBpeXkaaHe, XHIIOTOHUA, TOTHCKAHe Ha
AMIIAHETO H UHaH03a. [Tpy acTMaTHIIM € BLIMOKHO 00OCTpANE Ha ACTMA.

Cneunduden aHTMAOT He CHILECTBYRA.

Kogenn
CuUMITTOMHTE Ha TOKCHYHOCT MOTAT /A ce MOSEBAT MpH BHCOKH f03H Kodern (250 - 500 mg) u mo-
BHCOKH, 2KO C& IIPHEMA 3a KPATHK EPHOA OT BpEME.

PaHHHTe CHMIITOMH IIPH OCTPO OTpaBiAHe ¢ KO(eHH OOHKHOBEHO Ca TPEMOP H HECTIOKOHCTBHE.
Crengar ranesie, NOBpHINane, Taxukapaua u ofspksane. Tipu cepuo3Ha HHTOKC TS
HOABAT ACITHPHYM, TBPYOBE, CYNPABCHTPHKY/IAPHH H KAMEPHH TRXHAPHTMHH, XHIIO,
XHNEPIIHKEMHS.
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Jieyenne

JleueHMeTo TpAOBA A € CHMITTOMATHYHO W NOAXLPHAING U BXIOYBA NOATBpyane na cBobOaHH
AUXaTe/IHH MHTHINA H NpocieJMBaHe Ha CHPACYHATA ICHHOCT H BHTAIHMTE NI0KA3aTeNH 10
crabuwinzupane. Moske fa ce 06MHCIH NEpOpanHo NPUIOKEHHE HA AKTHBEH BBHITICH Ha NALMEHTH B
paMKuTe Ha | 4ac cnen NOrabINAHETO Ha NOTSHIMATIHO TOKCHYHO KOTMYECTRO, WiH CTOMAIHA
npoMueka. CuMmirroMHTe H KoHBYNcHHTe Ha 1{THC Morat na GbaaT nexyeaHH ¢ 6eH301HaselHHM;
CYNpaBEHTPHKYIAPHHTE TAXHAPHTMHHA MOTAT Aa OBAaT KOHTPONHpaHH, H3MoN3BalikK B-Gnokepn kaTo
NpONpasoNon, koiTo Aa GbAe npHiaran HHTPaBeHO3HO.

5. ®APMAKOJIOTHYHN CBOMCTBA
5.1. PapMaxkoAHEAMHYHH CBOlicTBa

dapmaxoTepanesTHYHa rpyna: [poTHBOBBINANMTENANH H AHTHPEBMATHYHH IIPOAYKTH, HECTEPOHIHN,
IpousBoaHH Ha NPOMHOHOBATA KHCETHHA
ATC kon: MO1AEOS51

Mexanpznm Ha aciicTRHE

Hoynpoden
Héynpoben e HecTepoHAHO, MPOTHROBRB3NANUTeNHO NnekapeTro (HCIIBC), koeto B
KOHBCHLHOHAJIHHTE MOZJE/TH Ha BE3NANIEHHE Ha €KCIIEPHMEHTH C )KHBOTHH C€ 0Ka3a e(heKTHBHO upe3

HHEXHOHMpaHE Ha CHHTE3 Ha MPOCTAINAHIHH.

Kogpeun
KoeHHtT ¢ MeTHIKCAHTHH, KOITO HMa aHTHHOLHLEITTHBHH ¢()eKTH [IABHO Hpe3 aHTarOHH3BM HA
aieHO3AHOBHTE PeuenTopy 1 uuxubupane wa PG cupresa.

DapMakoaHHAMHYHH edexTH

Hovnpoden
Ipn xopara u6ynpogeHbT HaMalliBa CBLP3aHATa ¢ BE3NAICHHETO (ONKA, OTOLH H TpecKa. OCBeH ToBa
ubynpoten obpatumo mrxnbupa AZ{® (ADP) - 1 xonares-MBAYIMpaHATA aTPETalis Ha TPOMOOIMTH.

ExcniepHMeHTaIHHTE JaHHH N0Ka3BaT, 4e HOYnpodedbT MOXe Aa KOHKypHpa eeKkTa Ha HHCKA 1034
AUSTHNCATHIIMNOBA KMCENMWHA BLPXY arperaimara Ha TpomOoumTuTe, KOraTo c¢e TmpMemar
eaHoBpeMeHHO. HakoH ¢apMakoluHaMivHy NpoyyBaHHA OKA3BAT, ¢ KOraTo CE MPHEMAT eAHHHYHH
no34 400 mg nbynpoden B pamkHTe Ha 8 Yaca npeaH MTH B paMKHTe Ha 30 MHHYTH Clle/l IpHEMaHe Ha
ALECTWICATHIIOBA KHCEMHA ¢ Heza0anHO ocBoboxaasane (81 mg), ce Habmonasa wamaneH edexr fa
aneTWICATHUMIOBATA KHCE/IMHA PBBpXy oOpasyBaHeto Ha TpomOOKCaH WM arperauma Ha
TpoMBonyuTiTe, BENpeKH, e HMA HECHI'YPHOCT 110 OTHOLHEHHE HAa €KCTpanojiaiys Ha Te3H JaHHH B
KIMHHYHATA CUTYaLMA, HE MOXKeE J1a e H3KIIOUM BB3MOKHOCTTA Pe/lOBHATA, NPOABIUKATEHA ynoTpeba
Ha ubynpodeH Ja HaMaTH KapIMONPOTEKTHBHHS edeKT Ha HHCKOZ030BATA AUCTMICATALILIOBA
xucenuna. He ce cynta, Ye ¥MMa KNIWHWYHO 3HayHM edekT npu ciayvadna ynotpeba Ha uGynpoden
(Bucre TOuxa 4.5).

Kodenn
KodenHBT ¢ ek CTUMYIIAHT H Ce M3MON3BA — 34 NOANOMAaraHe Ha ARANTeTHUHHS edekr .

KnunnyHa epUKACHOCT M Ge3onacHocT
[Nonsata or Howmmanrvs € yCcTanoBeHa npu MauMeHTH ¢ ocTep 3100000 Xaro Moaen
6onxa. EdexTsT MOXe 2 Obie KONMYECTBEHO Pa3/IHUcH B 3aBHCHMOCT OT BHa Ha Gon
He € YCTAHOBEHA MOoN3a 34 ocTpa Oonka B JonHara yacT Ha Mbpla wiM Gosika BBE Bpa
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Panpomusnpano, neoHHO CAANO, KOHTPONHPaHO MpOYHBAHE, BKMOMBAWIO 562 NMalHeHTH ¢ OCTpa
yMepeHa 10 cwiHa GoNka el eKcTpakimsa Ha 350, H3caeasa koMOunanuaTa or nbynpoden 400 mg n
kodenH 100 mg. IlanuenTHTe, nexysaHH ¢ KOMOHHALMATA, MOKA3BAT CTATMCTHUYCCKH 3HAYMMO H
KIHHHYHO 3HAYHMMO 3aCHNEHO HaMa/dBaHe HA MHTeH3HBHOocTTa Ha Oonkata (2 1 mo ckanara Ha
uHcnoBaTa onerxa NRS) B cpaBHeHHE CBC caMOCTOATENTHO NpHeMaHe Ha HOynpodeH mpes BpeMeBHA
uHTepBai (,5-2 yaca. Jlo yeTHpH waca cliea npiiaraHe pesynTarHre G4Xa CTATHCTHYECKH 3HAUYMMHM, HO
cpeHaTa padiHKa B HHTeH3uTera Ha 6oskara Gewe oz 1 npu NRS.

H6ynpoden nmoc kodhenn NeMOHCTPAPA 3HAYHTENHO NO-KPATKO BPEMe IO oce3aeMo obieKkuaBaHe Ha
Gonkara (55 MHHYTH TIO-paHO B CpaBHEHHe camo ¢ HOynpodeH).

B Tora npoyusane ca Aokazanu 6e300aCHOCTTA H NOROCHMOCTTa Ha HOynpoden 400 mg oc
kodeut B koMGurauns or 100 mg 3a nepHoy Ha iedeHre ot 5 aHu. HecroTaTa Ha HeXellaHUTE
peaxiu e 6HIa YHCISHO MO-BHCOKA B CPABHEHHE ¢ IPHEMA CaMo caMo Ha HOyTipodeH.

Jpyro paHfOMH3HpaHO, IIae00 H AKTHBHO KOHTPOJIHPAHO, MHOTOHALHOHATHO,, MHOTOLIEHTPORO
napajieiHo Ipynoso Npoyusake, cpapaseaio edexra Ha FDC ((pukchpata 1030Ba KoMORHALMA),
cuaspkaig uoynpoden 400 mg u xodevs 100 mg cpemy ubynpoden 400 mg 1 nnanebo npu
NalUHEHTH ¢ 0cTpa GOJKa HHCKO B rbp0a iu Gonka BEB BpaTa. OCHOBHATA KpaiiHa TOYKA ¢ NPOMAHA B
6onkara npM ABIDKEHHE NPH Hak-noma npouexypa (POMWP) Mexxy H3XOTHOTO HHBO H €IMH JIeH
Chel 3ano4BaHe Ha jleyeHHeTo. U iBere akTUBHM eUYEHHA NIOKA3BaT CXONHM Hamanssanus 8 POMWP,
BropuuHara nen e 61na aa ce ouenn 6e30NacHOCTTa H NOHOCHMOCTTA Ha 400 mg ubynpoden / 100
mg xotenn B cpasHeHHe ¢ 400 mg uGynpoden Tabnerka H ¢ miauebo. OGIMAT 14N HA NALMEHTHTE C
HOBOTIOABHAM Ce HexkeNanM ceOHTHA (AE) npu ToB2 mpoyUBane e Hucka (mnane6o: 5,6%, nbynpoden:
7,1%, w6ynpoden / kodeun: 7,8%). lpoyusanero He ycnaBa Ja AEMOHCTPHPa, 4¢ KOMGHHALIHATA ¢
¢dukcupana nosa or 400 mg ubynpoden u 100 mg xodenn e no-nobpa or 400 mg nbynpoden unu
Ianebo 1o OTHOUIEHHE HA aHANNeTHYHHA eyeKT NpH nalMeHTH ¢ Oomku B repba WM BpaTa.

5.2. @apMaAKOKHHCTHYHH CBOHCTBA

Ho eH

Abcopbyus

Caen nepopanyo npunoxkenne H0ynpodensT ce abcopbHpa NOYTH HAITEIHO OT CTOMAINHO-YPEBHUA
TpakT. Cniesl nepopany 103u o1 400 mg ubynpoden, ce MOCTHTAT MHKOBH NAAa3MEHH KOHIEHTPAUHH
o1 31,0+ 17,2 pg / mL (Cpax) Ha nOGynpoden B cpeguo Bpeme ot 1,5-1,9 yaca (tmax). EAHOBpeMEHHOTO
NIPHIOKEHHE ¢ XPaHA MOXE 1A 330aBH tmax 0KOJO 2 meTH. CpeiHaTa reoMeTpHYHA TUTOLI [10/] KpUBaTA
KOHLIEHTpaUuHA-BpeMe A0 nocneaHara Hamepena Touka (AUCO-t £% gCV) ce mzuncnasa xaro 133.0 £
222 pg/mL/h.

Pasnpeoenenue

CrEp3BaHeTO ¢ IUIa3MEHHTE IPOTEHHH BB3/H3a Ha OKoNio 99%. OBeMBT HA padlpe/ieieHHe Ha
nbynpoden cnea nepopaiHo npunoxeHue e oxono 0,1-0,2 L / kg. HoynpopeHET Moke na peMHHe B
KbpPMATa Ha mafikara i HETrORATa HAMAHHOCTHAMANABA ¢ KOHLICHTPAl(HATa HA NpOTCHHH H
NPOIBDKHTETHOCTTA Ha NakTalaTa, OTHOCHTeNHATA ACTCKA 034 Ha nBynpodeH e KonHYeCTBEHO
onpenenena kato <10%, xoero ce cunra 3a He30NacHo AOpH NpH HEAOHOCEHH Aelia. O4akea ce
ubynpoden na npemMuHaBa KPHBHO-MOSBYHNUTE B KpBBHO-uepeSpocaunantute Sapuepn.

B cHHOBHAJIHATA TEYHOCT Ce YCTaHOBABAT CTAGHINM KOHIIEHTpauHH Ha Hoynpoden ot 5-8 mg /L
Mexay 2 v 8 Jaca cnen npunokenue, CHHOBHATHATA TEWHOCT Crax € OKONO iHA TPETA OT Conax B
TasMara.

Buompancdopmayus
BuoTpanchopMaunaTa B deprid Apol BICYRA KOHIOTHpaHe Ha nbynpodeH ¢ rmoKypo)
KHCCJIHHA ¥ OKHCIABAHE, KOSTO BOJM [0 1BA OCHOBHH HEAKTHBHM MertabonmMra, 2-

xuppoxcHHOynpodeH 1 kapboxcHubynpoden. Pasrpaxkaanero Ha HOynpoden ce ka
CYP2C9, CYP2C8 n CYP2CI9.
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Enumunupane

Cnen 24 vaca 74,5% * 9,6% ot 400 mg no3a, HGynpodeH ce yCTAHORABA B YPHHATA, OT KOATO
KOJIMYECTBOTO Ha cBoOOHUA akTHBeH HOYnpoden npencraenssa okono 8%. EMUMHHALIMOHHUAT
MOYKHBOT IIPH 3APABH HHAWBUIH H Te3M ¢ YepHoOpobHH H 6u6peunn 3abonasanns ¢ 1,8 - 3,5 vaca.
KimpsHCBT Ha HOynpodeH crniea nepopaiHo npuioxkenne € okoio 0,05 -0,1 L /h/kg.

Juneiinocm / nenuneiimocm
CrobuiaBa ce 3a siMHelHa papMakOKHHETHKA HA HOYIpodeH B 1030BuA AnanazoH o1 200 xo 400 mg.

Crnenpanyu nomysiaumn
Hayuenmu e cmapuecka sv3pacm

Crobmiapa ce, ye WIMPBHCHT, 00eMBT Ha pasnpocTpaHeHHEe U CPEAHOTO BPEME HA HaJIHYME Ha
nOynpodyeH npu MaLMeHTH B crapyecka BB3pacT (65 a0 85 roguuK) He c¢ PasTHYABAT OT Te3H NPH
miagu ana (22 1o 35 roauen).

Bvopeuna nedocmamvunocm ,
TomyxuBoTET Ha HOYNpodicH MO BpeMe HA XeMOOHATH3a, T.€. 1,3-1,9 daca, e KakTo To34 Ha
HOPMAITHHTE JTMLA. B13cTaHOBABAHETO HA BEINECTBOTO CJIE/ XeMOAHAITH3A MPSACTABIABA Manka YacT
oT o0IaTa npHeTa 1034, T.e. <4%. HenpannsupyeMoctra Ha HGynpod)eH BEPOATHO C¢ JBJDKH Ha
HErOBOTO BHCOKO CBBP3BAHE C MPOTCHHHN. Y peMHYHHTE NalHeHTH MOXE Ja ¢e HYKJAaAT 0T Mo-BJIro
BpeMe 3a NIOCTHraHe Ha TeparneBTHYHH KOHICHTPALMH, HO HE c¢ HYXKOAAT OT KOPEKLMA Ha 034aTa.
l'[onymmm'r HA eMUMHHATNA NPy NAIHMENTH B HanipenHana Bp3pacT © 6‘1:6]36'{50 VYBpCKAAHE €
H3uHCneH Ha 3,25 yaca,

Yeprodpobuo yspeacoane
Cnen nepopaliHo NpuioxKeHHe Y¢pHOAPoOHaTa AMCHYHKIHMA Hama edekT BEpXY GapMakoXHHCTHIHHA
npogun Ha nbynpoden, T.e. AUC u tl / 2. He e HeoGX0aMMO KOPHTHpaHe Ha AO34TA.

Kodenn
Abcopbyun

KodennnT ce abecopbupa JecHo H HaITBIHO C MOMYKHBOT Ha aGcopOuma ot okwio 10 MHHYTH, a
MaKCHMATHUTE KOHLIEHTPALMH C¢ MOCTHTAT 34 okono 30 - 40 muuyTH,

Paznpedenenue
KoeunsT ce pasnpesens B noBe4eTo THKaHH, TPEMHHABa KPHBHO-MO3b4HaTa OapHepa, IUaleHTaTa H
ce eKCKpeTHpa B KbpMata. CEBP3BAHETO C IPOTEHHHTE € CPABHUTENHO HHCKO (30 - 40%).

Buomparncopmanus

Kodenntr ce metabonusmupa nouT H3LAJI0 B YePHHA Apod K0 OCHOBHHTE My METabOHTH,
OHUMETHIKCAHTHHH [1apaKCaHTHH, TeCOOMUH H TeodniH. OCHOBHHAT €H3HM, YJacTBalll B
GroTpaHchopMaumaTa Ha kodeuna, e CYP 1A2, npeacrasnssang noeede ot 95% OT KIMpBHCA HA

KopeHHa.

Enumunupane

ITonyKHBOTBT Ha ENHMHHHpaHe € OTHOCHTEHO TpOMeHIHB (2-12 yaca).

KodeunsT u Heropure MetabonuTy (NPOH3BOAHH HA KCAHTHH H NHKOYHA KMCEJIHHA) CE eKCKpeTHpaT
rnaeHo 6B6peuno (86% ot mozata B paMkuTe Ha 48 waca). Camo 0,5% 10 2% oF npueTns KodeHH ce

€KCKpeTHPa HeTpaHcOPMHpAH ¢ YPHHATA.

Kombun ot Hb H H KohenH
Ha rnasiHo nekapcreenara gpopma uGynpodieH 1 kodeun e GHoeKBMBaNEeHTHA HA APYT,
tbopmu, CBABPAKALIN caMocTOATENHO HOYNpodeH. PapMAKOKMHETHYHHAT Mpotdun H
TIPOMEHs OT NPHCHCTBHETO Ha HOYynpodeH win obpartHo.
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Ha rnagno (cnen ragyease (> = 10h)), Cuax € no-uaucek (¢ 41,9%), a Tmax no-gwasr (1,88 h cpemry
0,50 h) 3a ubynpoden or Homnanrdx B cpagHerue ¢ ubynpoden misuHat. Excriosnuusra e
€KBHBAJICHTHA MEXKITY ABaTa NPOOYKTA.

Tpu yenosua Ha XpaHene Cmax © Mo-BHcok (¢ 12,7%), a Tmax e mo-xue (1,25 h epemy 1,625 h) 3a
ubynpoteH or Houmanrus B cpasnenue ¢ Tabrerka uGynpogeH THIHHAT OT pedepeHTHOTO
nexapcTBo. ExcrioasiinsTa € eKBHBaNCHTHA MEXY JIBATa NPOAYKTA.

5.3. IlpenkaBBAYHE JAHHHE 3a GezomacHocT

Ho6 H

Cy6xponHdHaTa M XpPOHHYHA TOKCHYHOCT Ha HOYTIpodieH B eKCIIEPHMEHTH ¢ XKHBOTHH ce Habmoaasa
ITIABHO KATO JIE3HH H A3BH B CTOMautHO-upeeHusA TpakT. [IpoyuBaHnsTa in vifro H in vivo He 1aBat
KIHHHYHO 3HAYHMH JOKa34TEIICTBA 33 MyTareHeH noreHuman Ha uGynpoden. IIpu npoyusaHus npu
TUTLXOBE H MUITKH HE ¢4 OTKPHTH NaHHH 3a Kanueporensy edexri Ha nGynpoden. HOynpodensT He
HC HApYIIaBa GepTHIHTETA NIPU IUTBXOBE, a MPH NPOYUBAHHS NpH 341 He Ca YCTAHOBEHH JaHHH 33
TepatorenHoct. IIpu nsxose ubynpodeH npeM3BHKBa TOKCHMHOCT 33 MaiikaTa H emOpHo-Tnoza,
KaKTO H YBEIHYaBaHe Ha 4€CTOTaTa Ha CKENETHATE H3MEHEHHS PH BUCOKM HHBA Ha TIEPOPANHA 1033
(600 mg / kg / nen). YecToTaTa Ha BBHIIHKTE MPOMEHH HAPACTBA NMPH JO3H OT 255 mg / kg / neH
noseye. ExcniepyMeHTanHiTe npoyysaHus NoKasear, ye HOynpodeH NpeMuHAaBa IIpes3 IUTALEeHTATA.

Kodenn

KoeHHBT He € MyTareHeH, a KIACTONeHEH M / MM aHeyTeHeH B HAKOJIKO CHOTBETHH TECTa 34
TEHOTOKCHYHOCT in Vifro ¢ OTpaHHMEHH NOKA3aTeNCTBA in vivo. HaMa JOCTaThYHO N0KA3aTelICTEA 32
KaHLepOreHHOCTTa [PH ONMTHH XHBOTHH M Xopa. Crobimasa ce, ye KopeHHBT B TOKCHYHH JIO3H 32
MafikaTa 1034 NIPeAN3BHKBA Pa3BUTHE HA HHXHOHPAHE HA CKeNeTHaTa CHeTeMa H rpyOH MandopMalHy
NpH Na0opaTOpHH KHBOTHH, KOETO ¢ TPHIHHARA OT XeMOJHHAMHYHH HapylleHUd NPpH Maiikara.
Benpeks ToBa, HAMa J0KA3aTENCTRA B MOAKpPENa Ha TepaToreHHus edekT Ha KoderHa NpH Xopa.
KodennsT B MHOTO BHCOKM OpaNHH 02 € NOBIHAI NOCT HMIUIAHTAIMOHHATA CMBPTHOCT H HHAEKCA
Ha IU10IOBHTOCT NPH IUTEXOBE H MHLIKH. KNIHHHYHOTO 3HaYeHHe Ha Te2H epeKTH BEPXY NapaMeTpUTe
Ha depTHAATETA HE € H3BECTHO.

Komb6unaims or nbynpoden / kodenn

ITpu nepopanyo 7-AHEBHO NPOyYBaHe 3a TOKCHYHOCT NPH TIOBTOPHH JIO3H IIPH MBXKH ILTHXOBE
BCAHBK AHCBHO A03HTE KoMOHHALMM ot HGynpodeH / kodenn (120 mg / 30 mg 1 180 mg / 45 mg Ha
kg Terno) ca cpaBHeHH ¢ eMHHYHMTE KoMnoneHTH ubymnpoden (120 n 180 mg / kg bw) 1 xodenn (30
H 45 mg / kg bw) 1 ¢ npeso3Ho cpeactso. Excnoznimara Ha xHUBOTHHTE Ha HOYNpodeH U KoeHH
ACHO HA/JIBHINABA ChOTBETHATA €KCIIO3HLIMA MPH XOpa NpH NMPEeNopBLYHTETHATA TepaneBTHIHA A03a. B
cpaBHeHHE ¢ HOynpodeH KATO EAHHMYHO AKTHBHO BEIIECTRO, HAMA WHAMKALMH 33 HEOYaKBaHH
TOKCHKOJIOTHYHH JIC3HH WIH CHOTBETHO YBeNHdaBae HAa CTOMAIIHO-YPeBHATA TOKCHYHOCT 3a
komOuHammuaTa Hoynpodey / kopens.

BbB $HapMaKoIOrHIHO NpoY4BaHe 3a 6e30MacHOCT NPH KYYETa, IPH KOSTOo eMHHYHH RO3H
koMOuHaima ot ubynpoden / kodend (50 mg / 12,5 mg Ha kg Tenecna Maca) ca CpaBHEHH ¢
eAUHHYHHTE KoMmroHernTH HOynpoden (50 mg / kg TenecHo Terno) u kodenn (12,5 mg / kg TenecHo
TErNIO) ¥ ¢ NPESBO3HO CPEAICTBO H KOETO BKINIOYBA TENEMETPHIHA OLICHKA Ha ChPACHHO-ChIOBHTE
e(hexTH, BIFOYHTETHO e()eKTH BEPXY KPEBHOTO HaJlAraHe, ChPACYHATA YeCcTOTa H
enexrpokapauorpamara (EKI'), koMGHHaupaTa or uGynpodeH / koenH He NpeAH3BHKBA ONaceHHs 3a
6e30nacHOCT NpH CHCTEMHA SKCHO3NUMA Ha MOYTIpodeH H KoheHH, KOHTO OYEBHTHO IPEB
CBOTBETHA EKCTIO3HIMA TIPH XOPa B NPENoOphYHTeNHATA TEpaNeBTHIHA Jo3a. Hama n
CBOTBETHO (apMaKogUHAMHUHO B3awMofelicTBHE MexXRy KodenH i nGynpoden. A
BewecTBO HOYNpodieH Moke Na NMoKa3Ba i PHUCK 34 OKOJTHATA CPejia 38 BOJHATA CPef
pubure (BrokTe TOUKA 6.6).
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6. QAPMAITEBTHYHH JAHHH

6.1. Cuomcnbk Ba NOMOIMANTE BEeIIECTBA

Anpo na Tabnerxara

MnkpoxprcTania Lenyioza

KpockapMenosa HaTpwHii

Kononzen, 6e3eofieH CHIHIHER AHOKCHN,
Marse3ues creapar

OwiMoBa OOBHBKA
XHIPOKCHITPONMIMETHIIIENYI038
XMIpOKCHIPOTHILENY03a

Makporon 6000

Tanx

Twranor avokcug (E171)

6.2. HecbBMECTEMOCTH

Henpunoxumo.

6.3. Cpox ua rognocr

3 romaam

6.4. CroenBaJHE yC/10BHH HA ChXpPaHeHRE
Ha ce cxxpansea non 25°C.

6.5. Bnaa R cHALPAIAAC HA ONAKOBKATA
Henpospauen 631 6nucrep or PVC/PVAC/anymunieso Gonuo, NocTABEH B KAPTOHEHA KyTHA

Pasmep Ha onakoBKaTa:
6, 10, 12, 15, 18, 20, 24 punMupanu TabneTku

He BCcHUKM BHZOBE ONAKOBKH MoraT Aa OBAaT MycHATH B npojax0ia.
6.6. CoenmanEH NpeANANE MepKH OpH B3XBLpsHe u paora
To3u nexapcTeen NPOIyKT MOKe Ja NPEACTARISBA PHCK 3 OKOJNHATA cpefa (Bx. ToUka 5.3).
Hen3non3saHAAT NpoayKT WiH OTHATbLUHTE, TpaOBa 1a ObAAT H3XBBPIIEHH B CHOTBETCTBHE C

MECTHHTC H3HCKBAHHA.

7. IIPUTEXATEN HA PASPEIIEHUETO 3A YHOTPEBA

CAHO®H BLJIITAPHUA EOON

6yn. ,,{apurpancko moce* 90
rp. Cobns 1784
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brarapus

8. HOMEP(A) HA PAJPEHIEHHETO 3A YIIOTPEBA

Per. Ne: 20200090

9. JATA HA IBPBO PASPENIABAHEATOAHOBSABAHE HA PAJPEINEHMETO 3A
YIIOTPEBA

Jata Ha mepBo paspemasane: 26.05.2020

10. JATA HA AKTYAJIMBHAPAHE HA TEKCTA

25/03/2021
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