KPATKA XAPAKTEPUCTHKA HA TPOAYKTA

1. UME HA JJEKAPCTBEHMSI ITPOAYKT
Jlekanon Kommaekce 200 mg/500 mg ¢punmupanu tabieTku
Lekadol Complex 200 mg/500 mg film-coated tablets

2. KAYECTBEH 1 KOJIMYECTBEH CbCTAB

Bcska dunmupana tabietka ceaspxa 200 mg ubynpode (ibuprofen) u 500 mg napateramor
(paracetamol).

3a MBJIHUA CIIUCHK HA MOMOIIHUTE BelllecTBa BHXKTe To4uKa 6.1.

3. JJEKAPCTBEHA ®OPMA

dunMupaHa TabneTka
Benu no moutu 6eiu, NpoAbIroBaTH, punmupanu TabneTku, ¢ pasmept 19,7 mm x 9,2 mm.

4. KJAHAYHU JAHHU

4.1 TepaneBTHYHH NOKA3aAHHA

3a BpeMEHHO 00JIeKuaBaHe Ha jieka 10 yMepeHa 6oJika, CBbp3aHa ¢ MMIpeHa, riaBobonue, 00/Ku
B rbp6a, MEHCTpYaJHH 60JIKH, 35600601, peBMaTUYHHU U MYCKYJIHH OO0JIKH, CAMIITOMH Ha NMPOCTy/1a
M TPHM, BB3MAJEHO I'bPJIO U BUCOKA TeMiepaTypa. To3H JeKapCTBEH NMPOAYKT € OCOOEHO
noaxonsi 3a 60Jika, 3a YMETO OBJIAaJABaHE € HeOOX0AMMa MO-CUJIHA aHaNre3us OT
CaMOCTOSATEIHOTO NPUJIOKEHHE Ha UOynpo(deH Wik napaneTaMmo.

Jlekanon KoMmniekc e nokasaH npu javua Haj 18 roaguHu.
4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

J103upOBKa
Camo 3a KpaTKOCpO4Ha ynorpeoa.

[TauMeHTHT TpsAOBaA Aa c€ KOHCYJITHpA C JIeKap, aKO CHMIITOMHUTE NMEePCHCTHUPAT WK CE BJIOLLAT,
WJIM aKo € HeoOXxoauma ynorpebara Ha JIeKapCTBEHHs MPOAYKT 3a MOBEYE OT 3 IHH.

HexenanuTte peakiiii MOrar Jia c€ HaMaJIsAT 10 MUHUMYM KaTo Ce€ NpHeMa Hah-HUCKaTa
edeKTMBHA 1032 3a Hal-KpaTKUA NEepHOJ, HEOOXOMM 32 KOHTPOJIMpaHe Ha CUMIITOMHUTE (BX.

To4yka 4.4).

Bw3pacmnuu: Jla ce npuema no eHa tabneTka A0 TPYU IbTH AHEBHO ¢ Boaa. MHTEpBaIbT MeXay
OTIEJIHUTE NMpUEeMH TpsAOBa na Obae Hal-MaJKo LIECT Yaca.

AKO ¢ eIHOKpAaTHH JI03HM OT eJJHa TabJieTKa He Ce NMOCTHUra KOHTPOJI Ha/l CHMIITOMHMTE, MOXe /ia ce
npUeMaT Haii-MHOro ABe TabJIETKH A0 TPH MBTH AHEBHO. MHTEpBaIbT MEX 1y OTACTHUTE IPUEMH
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Cmapuecka evb3pacm



He ca HeoOXOaMMH CIeUMaIHY KOPEKIMHM Ha fo3arta (BxK. Touka 4.4).

[TauMeHTHTE B CTAPYECKA BB3PACT ¢a M3/0KEHH Ha MOBHINEH PHCK OT CEPHO3HH MOC/IEACTBUA OT
HEXKEaHH PeakiH. AKO e MnpeleHeHo, e ¢ HeoOxoaumMo nedyenne ¢ HCIIBC, Ha#-HMcKaTa
edeKTHBHA [103a TPAGBa 1a ce Npuiara 3a Bb3MOXHO HaH-KpaThK CpoK. ITauneHTsT TpAOBa na ce
npocjesBa peOBHO 3a CTOMALIHO-YPEBHO KbpBEHE Mo BpeMe Ha nevenHeTo ¢ HCIIBC.

Ileouampuvna nonyaayun
He ce npenopbusa ynorpebara npu aeua u 1oHowH noa 18 roauHu.

br6peuHo yBpeXKaaHe
B ciyuaii Ha 616peuHo yBpexaaHe (HUBO Ha rmymepy/Ha ¢urrpaisa 10-50 mli/minute),

eQHOKpaTHATa 1032 He TpAGBa aa npesuwnasa 500 mg napaueramon (eana Tabnerka) u
MHTEPBAIBT MEXKIY OTACNHUTE 103U TpAOBa na Obe MOHe WIeCT Yaca. 3a MallMHeHTH C TeXKKO

6L0peuHo yBpexaaHe, BHXK TOUKa 4.3).

YepnoapoGHo yBpexaHe
ITpu naumeHTH ¢ HapyiueHa yepHoapoOHa dyHKkuma WK cunapom Ha Gilbert, nozara Tpabsa aa ce

HAMAJTH MJTH JIa C€ YBEJIHYM HHTEpBalia Mex 1y npuemure. JIHeBHaTa 103a He TpsaOBa na
HagBHIIaBa 2 g napaneramo (4 TabneTKH). 3a MaUMeHTH ¢ TEXKO YepHOAPOOHO yBpeKaaHe,
BHIKTE TO4YKa 4.3)

ITHeBHaTa N03a He TpAbGBa Ja npesvinapa 2 g napaueramos/aeH (4 TablieTKH) B CIEAHUTE KIMHHYHH

CTydau:
e BB3pacTHH ¢ Terno nog 50 kg,
XPOHHUYEH &JTKOXOJU3BM,

L
® IeXu/paTalus,
® XPOHH4YHO HEAOXpaHBaHE.

HauyuH Ha NpHIIOXKEHHE
3a nepopallHO NPHUIOKEHHE,

3a ga ce HAMAIAT A0 MHHUMYM HeXXeTaHHUTEe PeakLHH, MalMeHTHTe TpabBa Aa npUeMar
Jlekanon KoMmieke ¢ xpaHa.

4.3 IIpOTHBONMOKA3ZAHHS
To3u nexapcTBeH NPOAYKT € MPOTHBONOKA3aH:

- MpH NaLHEHTH ChC CBPBXYYBCTBHTEIHOCT KbM AKTHBHHTE BEILIECTBA HIIH KbM HAKOE OT
MOMOILIHHTE BEIIECTBa, H30poeHH B TOuKa 6.1.

- NPH NALUKEHTH C aHAMHE3A 34 PeaKLMH Ha CBPbXYYBCTBHTENHOCT (Hanp. 6poHXocnasbM,
aHCMoeZeM, aCTMAa, PUHHUT HIIH YPTHKApHUA), CBBP3aHH € AUCTHACAUTHIIHIOBA KHCETHHA HITH
APYTH HECTEPOKAHH NpoTUBOBB3NaNHTeAHH cpeacTea (HCIIBC).

- [IpK TALMEHTH C aKTHBHA PeLIMAMBHpALLa MENTHYHA A3Ba/XeMoparua (JBa HIH MOBEYE
OTHAC/HM €NH304a Ha AOKa3aHa yJliepaliua UJIH KPbBOU3IMB) UM aHAMHE3a 3a TaKHBa.

- NpH NMaLHEHTH ¢ aHAMHE3a HJIM CHILEeCTBYBAIlla CTOMAIIHO-YpEBHa yuepauns/nepdopaius
HJIM KbpBeHe, BKIIoYHTENHO BbB Bpb3ka ¢ HCIIBC (Bx. Touka 4.4).

- NalHeHTH C HAPYIUEHUA HA KPBbBOCHCHPBAHETO.

- PY MaLMEHTH C TEXKO YepHOIpoOHO yBpeKaaHe, TeXKo 6u0peuHo yBpexaaHe HITH TeXKa
cepacuHa HegocTaTsYHOCT (kiac [V no NYHA) (Bx. Touka 4.4).

- npu ¢HOBPEMEHHA yroTpeba ¢ Apyru AeKapCTBEHH NPpOAYKTH, ChAbpxKawu HCI
BKIIOYHTETHO LHKAO-OKCHrenasa-2 (COX-2) crieuupHUYHH HHXHOUTOPH U N
aLlETHICAIMLIIIOBA KHCEIMHA HaJ 75 mg AHEBHO — NOBHIIEH PHCK OT HEX
(BK. TO4Ka 4.5). 14

- MpH eJHOBpeMEHHa ynoTpeba ¢ ApYrH IexapcTBEHH NPOLYKTH, ChIBPKallH fla 1
[OBMILIEH PHCK OT CEPHO3HH HEXKeJIaHH peaKiHH (BX. Touka 4.5). G
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3aTBapAHE Ha AYKTYC apTEpHO3YC Ha (peTyca ¢ BB3MOXKHa 6e0ApOOHa XHTIEPTOHUA (BIXK.
Touka 4.6)

4.4 CrnenuajdHH npeaynpeKACHHS H NpeANa3HH MePKH IPH ynoTpeda

HUbynpoden

Hexenanure CLOMTHA MOTaT [a ¢€ HAMAJIAT 40 MUHUMYM KaTo C€ M3M0J/I3Ba HaH-HUCKaTa
edbeKTHBHA 7034 38 Hal-KPaTKHA CPOK, He06XOMM 38 KOHTpOJIMpaHe Ha CUMIITOMHTE (BXK. TOYKa
4.2 n uHPOPMaLMATA OTHOCHO CTOMALIHO-YPEBHH U CHPACUHO-CHOBH PUCKOBE MO-J0NY) K KaTO
nalMeHTHTE NIpHeMaT 403aTa ¢ XpaHa (BXK. Touka 4.2).

Cmapuecka 6b3pacm
JIunaTa B cTapyecKa BL3PACT ca ¢ NOBHILIEHA YeCTOTa Ha HexkeslauuTe peakuu ksM HCIIBC,

0c06€HO CTOMAIIHO-YPEBEH KPBBOM3NIMB M nepdopalia, KOUTO MoraT Aa ObAaT ¢ gaTajleH H3X04
(BXK. Touka 4.2).

HeofxoauMoO € MOBHIIEHO BHUMAHHUE MPH MALHEHTH ¢ ONpelieIeHH ChCTOAHHUA:

Pecnupamopnu napyuie Hus
ITpu naLMeHTH, CTPaially OT M C aHaMHe3a 3a 6pPOHXHa/IHA acTMa WK anepru4Ho 3abonsBane,

uMa cpobuieHud, ye HCIIBC npeausBukBaT OpoHXOCNAa3bLM.

Covpoeuno-c»0060, 6GoOpeuno u wepHoOpobHO yeépedcoane

[Tpunoxenreto Ha HCIIBC Moxe Aa ApHYHHH A0303aBHCHMO NOHH)KEHHE B 00pa3yBaHETO Ha
MpoCTArTAHAMHH H JIa YCKOPH Pa3BHTHETO Ha OBpOpeyHo yBpexaaHe . [lanneHTHTE C HAH-BHCOK
PHCK OT TaKaBa peakilis ca Te3H ¢ HapyweHa 6b0peyna QyHKIMa, ChpIeYHO yBpexKAaHe,
yepHOApoOHA AMCHYHKLHA, Ha JleYeHHe C AMYPETHIH K B CTapyecka BB3pacT. llpu Te3u naiHeHTH
Tpabpa ga ce npocneaasa 6p0peuHaTa GpyHKums (BXK. Touka 4.3).

Cupoeuno-cv008U U MO3BYHO-CHOO0BY ehexmu

Heo6xoaMMo € moaAxXoasaiio npocieapaHe H KOHCY/ITHpaHe MPH NallHCHTH ¢ aHaMHesa 3a
XMHNEPTOHHA K/WIH JieKa 10 yMepeHa 3acToiHa Chp/AeyHa HEXOCTATHYHOCT, THH KaTo ca
cbOGIIABaHM ClIyYaH Ha 3aJphXKKa Ha TEYHOCTH B OTOK BbB Bpb3Ka ¢ Tepanus ¢ HCIIBC.

KaunuunauTe npoy4YBaHus N0Ka3Bar, ue ynorpebara Ha ubynpoded, 0cofeHO BB BHCOKH KO3H
(2400 mg/nen), MOXe Ja e CBbp3aHa ¢ JIeKO MOBHLIABAHE HA PUCKA OT apTePHAIHH TPOMOOTHUHH
ceOuTua (Hanp. HHdapKT Ha MHOKapaa Wi HHCYAT). KaTo uiio, ennaeMHuoIOriyHUTe
npoyuBaHHA HE MOKa3BaT Bpb3ka MexAY NpHeMa Ha HOynpodeH B HUCKH 1034 (Hanp. <1200
mg/fneH) K NOBUIIABAHE HAa PHCKA OT apTepHaIHM TPOMOOTHYHH CHOUTHS.

[TlauMeHTHTE C HEKOHTPOJIMPAHa XHUIIEPTOHHA, 3aCTOHHa chpaeyHa HeaocTtaTpuHOCT (Knac 1I-111 mo
NYHA), ycraHoBeHa ucxeMuina GonecT Ha cbpueTo, nepudepHa aprepuaisa 6onect WHIM
MO3bYHO-CBHAOBO 3afonaBaHe TpaGBa na 6baar nekyBaHu ¢ ubynpodeH caMo clies] BHUMATEHA
npeLeHKa K 1a ce u3barsar Bucokure go3u (2400 mg/nen).

Tpabsa na ce H3RBPLUBA BHUMATEJIHA MPELIEHKA Y [TPEeM 3alI0YBAHE HA ABLITOCPOYHO JIeYEeHHE Ha
NAlMEHTH ¢ PHCKOBH GaKTOpH 33 ChbPACYHO-CHAOBH ChOHTHA (Hanp. XMIEpTOHHA,
XMNEPIHMHAEMH, 3aXapeH auaber, TIOTIOHONYILEHE), 0CO0EHO aKoO € HEOOX0AuM NMpUEM Ha
u6ynpodeH BB BUcOKH ao3u (2400 mg/nen).

Cmomauno-4peeHo Kbpeexe, yayepayua u nephopayus
Hma cpoBleHHs 3a CTOMAIIHO-UPEBHO KbPBEHE, yillepauus U nepgopauus, Ko
OBaat ¢ daraned n3xoxn, npu scuyku HCIIBC no Beako Bpeme Ha leYeHHETO,
npeAynpeauTESIHM CHMIITOMH HIIH NpeayiliHa aHaMHe3a 3a CEPHO3HH CTOMAI
CBOMTHSL.
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yBeaMuaBaHe Ha go3ara Ha HCTIBC, npu nalumeHTH ¢ aHaMHe3a 3a A3Ba, 0COOEHO NpH
YCIIOXKHEHHS ¢ XeMoparusa Win nepdopauni (BxK. To4yka 4.3) U NpH NaLKHCHTH B CTapyecKa
pB3pacT. Te3n nauMeHTH TpadBa Aa 3alovYHaT JieyeHHe C HaH-HUCKaTa Bb3MOXKHA A03a.
KoM6uHHupaHa Tepanus ¢ MPOTeKTHBHM CpeJCTBa (Harp. MH30MPOCTO UM HHXMOHTOPH Ha
MPOTOHHATa NMoMmmna) TpabBa Aa ce OOMUCIH TIPH TE3W NMALUEeHTH, & ChIIO K MPH MAalUEHTH,
HYXIAelIH C€ OT €JHOBPEMEHEH NPHEM Ha HUCKM JI03H alCTHICAIMLIUIIOBA KHCEHHA, HIIH JPYTH
NIEKapCTBEHH NMPOAYKTH, MOBHIIABAILM PHCKA OT CTOMAIIHO-YPEBHH CHOHUTHA (BXK. MO-A0JY H
To4Ka 4.5).

[ManMeHTH C aHAMHE?a 3a CTOMAIIHO-4YpeBHA TOKCHYHOCT, 0c00€eHO B cTap4YecKa Bb3pacT, TpAOBa
1a chO01IaBaT BCHUKHY HeOoOHUYaliHu abIOMHHAIHE CHMIITOMH (0CO6GEHO CTOMALTHO-YPEBHO
KbpPBEHE), 0COOEHO B HAYAIOTO Ha JICUCHHETO.

Heo6xoaumo € BHUMaHHe NPH MALMEHTH, MpUEMallld eAHOBPEMEHHO JIEKapCTBa, KOUTO MOraT Aa
MOBMILIAT PHCKA OT CTOMALLIHO-YpEeBHA YJILEPALHsa H/IH KbPBEHE, KaTO NepOpaHH
KOPTHKOCTEPOH M, aHTHKOATyJIaHTH, KaTo BapdapHH, CECKTHBHY HHXHOUTOPH Ha 06paTHOTO
3aXBAllaHE Ha CEPOTOHHMHA MJIM AaHTUTPOMOGOTUYHH CPEACTBE, KaTO allEeTHICAIHIHIOBA KHCEJIHHA
(Bx. TOUKa 4.3).

[Ipx nosABaTa Ha CTOMAILHO-YPEBHO KbPBEHE MIIH YJILEPALIHA NIPH NALHEHTH, TpHEMaIllH
H6ynpodeH-ChIbpXKaLIK JICKaPCTBEHH NPOAYKTH, JICUEHHETO TPAOBaA Ja Ce MPEeKpaTH.

HCTIBC T1pabea aa ce npeanucBaT ¢ IOBHLICHO BHUMaHHE Ha NMTAUHCHTH C aHaMHe3a 3a
CTOMAILHO-UpeBHO 3a6onsaBane (yaLepo3cH KOMUT, bonect Ha KpoH), Thi KaTo Te3H ChbCTOAHKA

Morart ga ce oboctTpar (BxX. Touka 4.8).

CJIE u cMecena CbeOuRumenHo-mokantHa bonecm
IMpu nanHeHTH cbe cucTeMeH nynyc epureMaroaec (CJIE) H cMeceHa Che€AMHUTENHO-ThKaHHA
6oJIeCT MOX€E la UMa MTOBHUIIIEH PHUCK OT aCeNTHYEH MEHUHIHT (BX. TO4YKa 4.8).

Teowcxu KOJKICHU peaxkyuu

MHOro pAaKo c¢e choOlaBa 3a TEXKH KOXKHU peaKiMH, HAKOU ¢ (aTaieH u3Xo/l, B TOBa YHUCIO
eKcONHATHBEH XepMATHT, CHHAPOM Ha CTHBBHC-/DKOHCHH U TOKCHYHA eNMISPMaIHA HEKPOIH3a NIPH
yrnorpebara Ha HCIIBC (B:k. TOouka 4.8). [lauMeHTHTE ca H3JIOXKEHH Ha NMO-BUCOK PHCK OT TE3H
peaKLMM B HAY&JIOTO Ha JIEYEHHETO, MOABATA HA peaxkiMATa B MOBEYETO CIIyvaH ce Habmonasa B
ITBPBHA Mecell OT TeparnuaTa. Jioknaneanm ca Ciy4an Ha OCTpa, N'eHEPAIM3HPpaHa, €K3aHTeMaTO3Ha
nyctynosa (AGEP), cebp3aHHd ¢ ynorpebara Ha uGynpodes Crabpxaliy NeKapCTBEHH NPOXYKTH.
Vnorpebara Ha TO3H JeKapcTBEH NMPOAYKT TpAOBa Aa ce MPeyCTaHOBH Ollle NpH ITbpBaTa M0sBa Ha
MPH3HALA U CHMITTOMH HA TE€XKH KOXKHH PeaKlMH, KaTo KOXKEH OOpUB, 1€3UH HA JIMraBuLIaTa WK
HAKAKBB JAPYT CHMITTOM Ha CBPBXYYBCTBHTE/IHOCT.

Hapywen gpepmunumem npu oicenu
Bk. Touka 4.6.

MackupaHe Ha CHMITOMHTE Ha MOUIEKAKTE HHPEKIIHH
H6ynpoden Moxe Aa MacKupa CUMITTOMHTE Ha MH(EKLIHA, KOSTO MOXKe J1a J0Be/e A0 3adaBaHe Ha

3aMOYBaHE HA MOAXO/AILO NeYeHHe U 10 TO3U HAYMH J1a BJIOLUH H3X0Ja OT MHPekuuaTa. Tosa ce
HabnionaBa rpyu OakTepHanHa MHEBMOHUA, NpUAoOUTa B OOLIECTBOTO, KAKTO H NpH OaKTEpHATTHHTE
ycnoxHeHus Ha Bapuuena. Korato ubynpoden ce npunara 3a ae4yeHHe Ha NOBHULICHA TeMNEpaTypa
Wi 3a obnexuapane Ha 6onkaTa BBB Bph3Ka ¢ HHGEKLHA, ce Npenops4Ba Habmo[eHUe Ha
HudekuuaTa. ITpy H3BBHOOTHUYHHK YCIOBUA NALHEHTDHT TPAOBA Ja C€ KOHCYATHpA C JieKap, aKko
CHMITTOMHTE NEPCUCTHPAT WIHK C€ BAOLIABAT.

I1apaneramon T e
Heo6xoauMo € MOBHILIEHO BHUMAHHE, aKo NapaleTaMoi ce MpeantcBa MpH NaLMEHTH ¢ -,y
- 6BOpeuHO yBpexKaaHe o
- yepHOAPOOHO YBpexIaHe

- cuHapowm Ha Gilbert



- OCTBp XEMaTHT

- rmoko30-6-pocdar gexuaporeHazeH AeHULIHT

- 3noynotpeda ¢ aNKOXOJ/XPOHHUEH AJIKOXOIH3IBM

- XPOHHYHO HEJOXpaHBaHe, HUIChK MHAEKC Ha TEJICCHA Maca, AHOPEeKCHA

- JAeXHapaTaLus

- eAHOBPEMEHHO MPHUIOKEHHE Ha JICKAPCTBEHH MPOIYKTH, KOHTO 3acAraT yepHoapoOHaTa
¢yHKUMA (BIDK TOYKa 4.5)

Cro0Ouieny ca cnyvan Ha MeTtaGonnTHa alao3a ¢ rojisiMa aHioHHa npasHiHa (HAGMA),
IBJDKALLA CE Ha MUPOrIyTaMMHOBA aljHA03a MPU NalUMEeHTH C TEXKO 3a00/ABaHe KaTo TEXKO
610peuHO yBpeKdaHe U CeNCHC, WM NPH NMalMEHTH C HEAOXPAHBAHE MJTH C APYTH U3TOYHHLIH Ha
neHIUHT Ha rIyTaTHOH (Hamp. XPOHHYEH aNKOXOMIH3ILM), KOHTO €4 JIEKYBaHH ¢ Mapaueramol B
TepaneBTHYHA A03a 3a MPOABIDKHTEISH NMEPHOI WK KOMOKWHALIMA OT MapaleTaMos H
dnyknokcauunnH. Axko ce nonosupa HAGMA nopaau nuporiryTaMHHOBa ariino3a ce
npenopsuBa He3abaBHO NpeKpaTaBaHe Ha NapaleTaMos BHUMaTenHo Habmoaenue, MsmepeaHeTo
Ha 5-0KCOMpoOJIMH B YpHHATa Moxe Aa ObJe Noe3Ho 3a HASHTHOHIMpaHe Ha THPOTr1yTaAMHHOBA
alM03a KaTo OCHOBHA npuumnHa 3a HAGMA npu nauuMeHTH ¢ MHOXECTBO PHCKOBH (aKTOPH.

PUcK®T OT Npelo3HpaHe ¢ NapaleTaMorl € MOBHIICH NPH NALHEHTH ¢ HELIHPOTHYHO ATKOXOJHO
yepHOApoOHO yBpexxaaHe. B ciryyail Ha XpOHHYEH AJIKOXOJH3IBM, C€ MPENnophHYBa IOBHILIEHO
BHAMaHUeE (BHX cbio Touka 4.2). [To Bpeme Ha neueHHeTo c napaLeTamol, He Tpabsa aa ce
npHeMa ajaKoXxoJl.

[TauneHTHTE TpsOBa Aa 6'BAAT MpeAyNpPEACHH [1a HEe IPHEMAT €JHOBPEMEHHO H IPYTH NPOAYKTH,
CHABPXKALH MapaLeTaMol, Mopaald PUCK OT TEXKKO YpHOAPOOHO yBpeXJaHe B ClIy4yaH Ha
npexo3upane (BIX Touka 4.3 u 4.9).

EauokpaTHO npuiarale Ha mapaueTaMmor B 103a, HEKOJKOKpPaTHO HaJBHIlIaBallla MaKCHMaJltHaTa
OHEBHA 034, MOXKE CEPHO3HO Ja YBpeaH YepHus Apol. B Takusa cnyuan HaMma 3aryba Ha
¢hiHaHue. He3aBHCHMO OT TOBA, B cliyyal Ha npeao3HpaHe TpadbBa fa ce noTepcH HesabaBHa
MeJMLMHCKA MOMOLI ZJOPH NAalMEHTHT Aa ce 4YyBCTBA A00pe, Thil KaTO HMAa PUCK OT TEXKO,
3a6aBeHO M HeOOpaTHMO YBpeXK1aHe Ha YepHus Apod (BHk Touka 4.9).

[IpeamecTraiio yeproapobHo 3a0oNsBaHe YBeIM4YaBa PHCKa OT YBpEKAaHE Ha YEpPHHUSA Jpob,
CBBP3aHO ¢ napaueramosl. [TauneHTHTe, KOMTO Ca HMaNK HapylieHa YepHOApoOHa UK ObOpeyuHa
$yHKI M, TpAOBA Aa MOTHPCAT CHBET OT JieKap NpeaH ynoTpedaTa Ha TO3H NEKAPCTBEH MPOAYKT.

[Tpu mauMeHTH ¢ U3YECPNaHN HUBA HA IJIYTATHOH, ynoTpebara Ha napaLieTaMoJI MOXe Ja YBEJIHYH
pucka oT MeTabOnUTHaA aluao3a (BHK TouKa 4.9).

4.5 B3aumopaeiicTBHe ¢ APYrH JeKAPCTBEHH NPOAYKTH H APYrR GopMH Ha
BIAHMOJACHCTBHE

To3u nexkapcTBeH NPOAYKT (KAKTQO BCHYKH JIEKAPCTBEHH NPOAYKTH, ChaAbpkKauly HbynpodeH u
HCIIBC) e npoTHBONOKAa3aH B KOMOHHAaLINA C:

. alleTHICANNLHIOBa KHCeIHHA (OCBEH aKO HUCKa J03a alleTUICAULINIOBA KUCEIIHHA,
HenpeBHUINapaiia 75 mg AHEBHO, € MPEANUCaHa OT JieKap, BHX [10-A0J1Yy): €JHOBPEMEHHO
npunoxeHue Ha HoynpogeH U aleTUICATHLHIOBA KHCETHHA 110 IPHHLIKI HE ce
npenopr4Ba, NOpaau Bb3MOXKHO YBeJIU4YaBaHE Ha HE)KENaHUTE peaklHH (BX. TouKa 4.3).

. apyru HCIIBC, BxmounTeNHO celeKkTHBHA MHXHOHTOPH Ha LIMKIIO-OKCHI€Ha3a-2, Thil KaTo

MOTAT Ja YBEIUYaT PUCKA OT HeXKENaHH PEaKiuu (BXK. Touka 4.3). s 7,
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To3u nekapcTBEH NPOAYKT (KaKTO BCHYKH JEKAPCTBEHH NPOAYKTH, CHALPKAIIM Haaue] K\fl
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To3u JeKapcTBEH OPOAYKT {KAKTO BCHYKH JIEKADCTBEHH NMPONYKTH, ChAbPXKALIH uoynpogeH U
HCIIBC) 1pafiea fa ce M3non3Ba ¢ MOBHIIEHO BHHMaHKE B KOMOMHALIHA C:

. apTukoarynaut: HCITBC morar aa 3acunat epexTurTe Ha aHTHKOAryJIaHTUTE, KaTo
papdapuH (BxkK. Touka 4.4).
. aHTHXunepTeH3uBHH NekapcTea (ACE HHXUGHTOPH H aHTHOTEH3HMH 11 aHaTarOHHCTH) U

nuypetuuu: HCITIBC moraT na noHuwkart eQeKTUTe Ha TE3H JICKapCTBEHH NpOXyKTH. I1pu
HAKOM NallMEHTH ¢ KOMNpoMeTHpaHa 6b0peyHa yHKIMA (Hamp. ASXUAPATHPAHH NMALUCHTH
MM MAUHEHTU B CTApPYECKa Bh3PacT C KoMnpoMmeTHpaHa 6p0peuna GpyHKuusA)
eaHoBpemerHara ynotpeba Ha ACE nHxuburop uiu aHrHoTeH3uH Il aHTaroHucr u
CpeACTBa, KOUTO HHXHOKHpAaT LIHKJIO-OKCHIeHa3aTa MOXe JIa TOBeAE A0 AOMBIHUTENHO
prolIaBaHe Ha 6bOpeunara GyHKIHA, B TOBa YHCIIO W Bb3MOXKHa ocTpa 6nOpeuna
HEOCTATBYHOCT, KOATO 0OMKHOBEHO € obpatiHMa. Tesu BzaumoneticTeusa Tpsbea aa 6waat
B3eTH npeaApu npu naudeHTH, npuemaud HCIIBC eanospemenno ¢ ACE HHXHOHTOPH
1iId aHruotreH3uH II anTaronucT. Cneaosarenno, koMOHHauHATa TpadBa Ja ce mpunara ¢
MOBKILIEHO BHUMaHHe, ocobeHO MpH JIMLA B cTapyecka Bb3pact. [launenture Tpsabaa na ca
aJIcKBaTHO XUApATHPaHH U TpAOBa Aa ce 0OMHCIH MOHHTOpHpaHe Ha ObOpeyHara QyHKuHA
cliel 3alo4BaHE HA CHITBTCTBAINA Tepanui M NepUoUYHO ciiea ToBa. JIluypeTHunTe Mmorar
yBeJIHYaT pucka oT HedporokcuuHocT Ha HCIIBC.

. aHTHArperaHTH U CeJICKTHBHH HHXMOUTOPY Ha 0OpaTHOTO 3aXBalllaHE Ha CEPOTOHHHA
(SSRI): NOBHLIEH PUCK OT CTOMAIIHO-YPEBHO KbpBEHE (BXK. TO4Ka 4.4).
. aleTHJICATHLIMIIOBA KHCEIMHA (HHCKA A03a, HeNpeBuuianaia 75 mg AHEBHO):

eKCIIEpHMEHTAIHM JaHHM TIOKa3BaT, 4e HOYNpodeH MOXKe KOHKYPEeHTHO Ja HHXHOuUpa
edeKTa Ha HUCKHTE A03H allETHJICAIMLIMIOBA KMCEJIHHA BbPXY TPOMOOLIMTHATA arperauns,
KOraTo ce NpUEeMAaT €HOBPEMEHHO. BhIpeky ue HMa HECHTYPHOCT IPH €KCTPanoIXpaHETO
Ha Te3H JaHHH OT KIHHWYHH CIy4YaH, He MOXe Ja C€ U3KIIOUH BE3MOXKHOCTTE, 4e
pEeIOBHHAT NMPOABIUKHUTENEH IPpHEM Ha HOYNPO(eH MOXKe 1a HaMaJlH KapAHONPOTEKTHBHHA
edeKT Ha HHCKM JO3H aleTHACANHLUNOBa KUceanHa. He ce o4akBa KIMHUYHO 3HAYHM
edexT npu HepegosHa ynorpeba Ha ubynpodeH (BX. Touka 3.1).

. cbpaeuHH rnukosugu: HCIIBC Morat Aa 000CTpAT ChpJeyHaTa HEAOCTATBYHOCT, Aa
HaAMaJIAT rJIoMepyaHara GpUiITpalldd 4 14 MOBHIUAT NJIa3MEHHTE HHBA HA MTMKO3HAMTE.
. Xonectupamus: EfHoBpeMeHHaTa ynotpeba Ha ubynpodeH U X0JeCTHPaMHH MOXeE /1a

Hamaau abcopbuuaTra Ha nbynpodeH B CTOMALIHO-YpEBHHUA TPAKT. BRNpekH Toga,
KIHHHYHATA 3HAYMMOCT € HEACHA,

. LIHKJIOCTIOPHH: MOBHIIIEH PHCK OT HEPPOTOKCHUYHOCT.

. KOPTHKOCTEPOHIH: YBEJIHUEH PHCK OT CTOMAUIHO-YPEBHH A3BU K KbpBEHE (BX. ToukKa 4.4).

. AHYPETHLIN: MOHWXKEH AnypeTHdeH edekT. JluypeTHiiMTe MOraT ia MOBHILAT PHCKa OT
HepporokcuuHocT Ha HCIIBC.

. JTUTHH: NOHHXKEHO €NTUMHHHPAHE Ha IMTHH.

. METOTPEKCAT: HaMaJIeHa CTeTleH Ha €THMHHHPaHE Ha METOTPEeKcarT.

. mudenpucton: HCIIBC He Tpadsa aa ce n3non3sat A0 8-12 aHu ciea npunoxeHue Ha
MudenpucToH, Thil karo HCTIBC Morat aa moHHKat €(eKra Ha MU(ENnpPHCTOH.

. XWHOJMOHOBM QaHTHOHOTHLIM: JaHHH OT NpPOy4YBaHHA BBPXY XHBOTHHU coyat, ye HCIIBC

MOTAT Aa YBEAWYAT PUCKA OT KOHBYJICHM, CBBP3aH#{ C XHHOJIOHOBUTE aHTHOHOTHILH.
[TauuenTH, npueMaiiiy HCIIBC u xMHONIOHH MOXeE 1A ¢a H3N0XKEHH Ha MMOBHILIEH PHUCK OT

MosiBa HA KOHBYJICHH.

. TaKpOJMMYC: BEPOSTHO MOBHILEH PUCK OT HEPPOTOKCHUYHOCT NPH eAHOBpeMeHHa ynoTpeda
Ha HCIIBC ¢ TakponuMyc.
. 3HJOBYAMH: MOBHIIEH PHCK OT XeMaTOJIOTMYHA TOKCHYHOCT IMIPH €AHOBPEMEHHA ynoTpeba

Ha HCTIBC u 3uaoByauH. MMa AaHHH 338 YBEJTHUEH PHCK OT XEMApTPO3H H XEMaTOMH TIpH
HIV (+) xeMOGHIHIH, NEKyBaHH €JHOBPEMEHHO CBC 3HAOBYAMH K HOynpodeH.

To3u nekapcTBEH NPOAYKT (KAKTO BCHYKH JIEKAPCTBEHU MPOAYKTH, b
Tpa6Ba /1a ce H3NON3Ba ¢ NOBHIIIEHO BHHMAHUE B KOMOHHaNHA c:
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MeTaboNUTHA alU03a ¢ rongMa aHHOHHA pa3fivuKa rnopanH NUporiIyTaMHHOBA alnao3a,
oco6eHO Npy NauMEeHTH ¢ PUCKOBH GakTOpH (BXK. TOuKa 4.4).

. XnopaM$eHHKOI: NOBUILIECHA MJ1a3MeHa KOHLIEHTPALMA Ha XJ10paMpEeHHKO.

. XonecTHpaMHH: CKOpocTTa Ha abcop6lLina Ha napaieTaMoli ¢¢ NOHHWXKaBa OT XOJIeCTHPaMHH.
CrnenoBarte/lHO, X0J1IeCTHPAaMMH He Tpa0Ba Aa ce npHeMa B paMKHTE Ha €IMH 4ac, aKo ¢
HeOoOX0oAHMAa MAKCUMAJIHA aHAJTre3HA.

. MeTtoknonpaMKa H qoMneprHaoH: abcopOuHaTa Ha mapaueTaMon ce NOBHIIABa OT
METOKJIONPaMHUA U AOMMNEPUIOH. Brnpeku ToBa, HE € He0OXOAMMO Aa ce H3bsArea
eIHOBpEeMEHHaTa ynorpeoa.

. BapdapHH/aHTMKOAryJIaHTH: aHTHKOAryJJaHTHHAT €deKT Ha BapdapHH H Apyrd KyMapHHH
MOJXKE J1a CE 3aCHIIH NpH peAoBHa ynoTpeba Ha napaLeTaMoJi ¢ NOBMILIEH PHCK OT KBPBCHE,
NI03H, IPHUI0XKEHH HHLMACHTHO HE OKa3BaT ChIUCCTBEHO BIAHAHHE.

. 3U10BYIMH: TIOBHIIIEHA YE€CTOTA HAa HEYTPOINEHHs. 3aTOBa, MapalneTaMos U 3WI0BYAHH
TpaOBa /1a ce nNpuaaraT eAHOBPEMEHHO CaMO M0 JIEKapCKO NpeanHcaHue.
. [TpoGeHeLHA: KOHIOrauMaTa Ha napaleramol ¢ IIIOKYPOHOBA KHCENIHHA Ce HHXHOUpa,

KOETO BOJU 1O HaMa/siBaHE Ha KJIHpBhHCcA Ha napauetamon ¢ npubausutentno 50%. Ilpu
MaLHEHTHTE, KOUTO NIPHEMAT €JHOBpeMEeHHO npodeHenna, TpiadBa ga ¢ce Uma NnpeaBr
HaMaJIaBaHe Ha J03aTa Ha [apaueTaMoll.

. XenaTtoTOKCUYHH CyOCcTaHLMH {BHX ToUuKa 4.4). XenaTOTOKCHYHOCTTA Ha NMapaueTaMmo
MOXe Aa ObAe YCHIIEHA OT €IHOBPEMEHHOTO NPHIOCKECHHE HA IEKapCTBEHH NPOAYKTH,
KOHTO 3acArat uepHHs Apob, kato dapONTYpaTH, TPHUHKIHYHH aHTHASNPECAHTH H
aNKOXOJL.

4.6 DepTHIUTET, OpeMEeHHOCT H KbPMEHE

bpeMeHHOCT
Hsama onut ot ynorpefara Ha ubynpoden/napaueramon 200 mg/500mg punmMupaHu TabneTky npH

X0pa o BpeMe Ha OpeMeHHOCT.

Om nanuuuemo sa ubynpogen:

[ToTHCKAHETO HA MPOCTAIAHAMHOBHA CHHTE3 MOKE J1a MOBJIHAE HeOIaronpHaATHO OpEeMEHHOCTTa
u/unu em6puo/deransoro pazeuTHe. J{aHHM OT EMMASMHOAOTHYHH IPOYYBaHHA NMOKA3BaT MOBHILEH
PHCK OT HEJIOM3HOCBAHE U ChPIEYHH Man(OpMaLMH M raCTPOCXM3HC ciell yrnoTpeda Ha HHXHOHTOPH
Ha APOCTarjaHAHHOBHA CHHTE3 B paHeH eTan Ha OpeMeHHOCTTa. AOCOMOTHHAT PHCK OT ChbpACYHH
mandopmMalne ¢ 6un nosuiueH ot nog 1% Ha okono 1,5 %. Cuura ce, Y€ pUCKBT ce MOBHIIABA MPH
BHCOKHM JI034 U [IPOOB/DKMTEHO NeueHue. [Ipu npoy4BaHUs ¢ )UBOTHH NMPHIOKESHHETO Ha
HMHXHOHTOPH Ha NPOCTArNaHAMHOBHSA CHHTE3 BOAM AO Mpe- H NOCT-HMILIAHTALMOHHA 3aryba H
eMOpHo-detanen netanurer. OcBeH TOBA ce ChOOILABA 3a MOBHIIEHA YECTOTA HA BPOACHH
MandopMaliMK, BKITIOYHTETHO ChPAEUHO-CBAOBH, NPH JKHBOTHH, NPHEMAIH HHXHOMTOPH Ha
MPOCTArjlaHAUHOBHA CUHTE3 O BPEME Ha OpraHoreHesara.

Or 20-Ta ceaMHLIa Ha OpeMEHHOCTTa HATaThK, ynorpebara Ha HOynpodeH Moxe aa 10BEAE 110
ONMrOXUIPaMHHMOH B pe3yIITaT OT HapylieHa QyHkuns Ha 6p0peunTe Ha roaa. Tosa Moxe 1ia ce
MPOABH CKOPO Clie]l HAYaNnoTO Ha JIEYSHUETO H OOHKHOBEHO € 00paTHMO CJie] NpeKpaTaBaHeTo My. B
ROIBJIHEHHE, HMA CHOOIIIEHH 34 CTy4aH Ha CTECHABAHE HA Ha ductus arferiosus cie]l IeYeHHe npe3
BTOPHS TPHMECTBP, MOBEUYETO OT KOHTO €a C€ BE3CTAHOBHIIH CJIE] CIIMPaHe Ha JieueHHeTo. [lopann
Ta3H NpHuKHa, HOynpodeH He TpAdBa Aa ce M3MON3BA NMpe3 MBPBUA K BTOPHSI TPHMECTDBD OT
6peMeHHOCTTa, OCBEH IIPH KaTeropuyHa HeobOxoAuMocT. Ako HOynpodeH ce H3MOoM3Ba OT XKEHH,
KOMTO Ce ONUTBAT N3 3abpeMeHeAT WIH Npe3 ITbPBUA H BTOPHSA TPHMECTHP Ha OpEMEHHOCTTa, 03aTa
Tpa6Ba Aa Obae MAKCUMATHO HHCKA M NPOABL/DKUTEHOCTTA Ha JICUCHHE Bh3MOXKHO Hal-KpaTKa.
[IpeHaTANHOTO NpPOCNeAABaHe 38 OJIMTOXHAPAMHUOH U CTECHEHHE Ha ductus arteriosus Tpabpa fa ce
HMa NPEeJBH] CeJl eKCTIO3UIMA Ha HOynpodeH B NPOAB/DKEHHE HA HAKOJIKO JHH OT 20-Ta.~
recTaliMOHHa ceAMHKLIa HAaTaThK. UOyTpodeH TpadBa ha Obac CnipsaH, ako ce yCTaHOB

OTMrOXMAPaMHHOH WM CTECHEHHE Ha ductus arieriosus. ;?" \
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Kap/AHOMYIMOHA/IHA TOKCHYHOCT (C NPEXACBPEMEHHO CTECHABAHE/3aTBAPAHE Ha (eTanHus
IyKTYC apTepuo3yc 1 GenoapodHa XHIEPTEH3HA);
- Opbpeuna quchyHKUMA (BIDK MO-TOpe);

MalikaTa U HOBOPOJEHOTO B Kpas Ha OpeMEHHOCTTA OT:
- BB3MOXHO YB/DKaBaHe Ha BPEMETO Ha KbPBEHE, AHTHATPEraHTeH €eKT, KOHTO MOXe Ja ce
HaOmonasa AOPH B MHOT'O HUCKH JO3H,
- MOTHCKAHE HA MATOYHWTE KOHTPAKLMH 4 3a0aBEHO WIH YABIDKEHO PaXK/JaHe.

CnenoBatenHo, ubynpoden/napaueramon 200 mg/500mg dunMupanH TabieTky € NpOTHBONOKA3aH
rnpe3 TpeTHs TPHMECThP Ha GpeMeHHoCTTa (BXK. TO4YKa 4.3).

Om nanuuuemo Ha NApayemamon

3HauHTENCH 06eM JAHHH NPH GpeMEHHH KEHH He MOKAa3BaT HUTO Mal(popMaTHBHA, HHTO
dero/HeoHaTaTHA TOKCHYHOCT. PesynTaTHTe OT eNMHACMHOJIOTHYUHUTE [IPOYHBAHHUA BEPXY
HEBPOJIOTHYHOTO PAa3BUTHE HA Jelia C SKCMO3MLMA Ha NApALICTAMON in utero He ca ybeauTenHu. Ako e
HEOOX0AMMO OT KIIHHHYHA IJIeAHa TOYKA, MapaLeTaMoll MOXe Aa e NMpHara ro BpeMe Ha
6peMEHHOCT, HO TpAOBa Aa ce H3Mo/3Ba Hal-HUCKATa €(pEKTHBHA 1034 32 BB3MOXKHO HaH-KPATKO
BpeME U C Bb3MOXKHO Hali-HUCKATa 4eCTOoTa.

KnpmMmeHe
N6ynpodeH U HEroBUTE METAGONIUTH MOTaT Aa IPEMHHAT B MHOTO Manku Konudectsa (0,0008%

OT MaifyMHaTa J034) B KbpMarTa. Thi K4TO 3a cera He ca H3BECTHH YBPEXKAAIH €PEKTH 8HPXY
KbpPMAY€eTaTa, IPEKBCBAHE Ha KbPMEHETO OOHKHOBEHO HE € He0OX0AUMO 10 BpeMe Ha
KPaTKOCPOUYHO NledeHHe ¢ ubynpodeH ¢ npenopr4yMTe/IHaTa 1034.

Cnen nepopallHO NPWIOKEHHE, NapaLiETAMO C€ eKCKPETHPA B KbpMaTa B KIIWHHYHO He3HAYUTEITHO
xonuuecTro. Criopen nmySIMKyBaHUTE JaHHH, KbPMEHETO He € MpoTHBONoKasaHo. ClieoBaTeHo,
apaLeTamMoN MOXe Aa C€ M3IOI3Ba CHIVIaCHO NPENOPBLKHUTE M0 BpEME HA KbPMEHE.

DEepTUIIHTET

VnorpebaTa Ha NPOAYKTa MOXe Ja HApPYLIH XKEeHCKUA GEPTHIHTET M HE Ce MPENnopLYBa MPH KEHH,
KOMTO ONMTBAT Aa 3a4cHAT. [IpH )keHH, KONTO UMAT TPYAHOCTH CbC 3a0pEMEHABAHETO HIIH NPEMUHABAT
u3caeaBaHug 3a Gesruioane, TpabBa na ce 0OMHCIM NpeKkpaTaBaHe yriorpedara Ha JeKapCTBEHHA

NPOIYKT.

4.7 EdexTH BBpXY cCHOCOOHOCTTA 32 modupane u padoTa ¢ MALIHHH

Jlexanon KoMmnnexc He BAMAE HIHM HMA CaMO HE3HAYHUTEINHO BIHAHHE BLPXY CNOCOOHOCTTA 3a
modupaHe 1 paboTa ¢ MalIMHH. BB3MOXHH ca HeXeJJaHH PeaKLHH, KATO 3aMasHOCT, ChHAHBOCT,
yMopa ¥ 3pHTe/IHU HapymeHus, caea npveM Ha HCIIBC, IlanueHTTe, KOKTO HMAT TAKHBA
peaknuy, He TpAOBa ga wod#upaT UM paboTAT ¢ MAILIMHH.

4.8 HexelaHH JeKAPCTBEHH PeaAKLIHH

B xinHMuHHTE npoyuBaHus ¢ ubynpoden/napaueramon He ca HabaOAaBaHH XpYrH HeXellaHH
peaklMH, Pa3snH4YHH OT TE3U IPH CaMOCTOATENIEH NNpHeM Ha HOYNpodeH WM IapalneTaMoll.

TabnuueH CMHCHK_HA_ HEXENAHUTE peaKLHH

B ra6nuuara no-aony ca H30poeHH HEeXKeJIaHUTE PeakiiMi OT JaHHHTE OT NPOCACOABAHETO Ha
nexkapcTeeHara 6e30nmacHOCT, Cho0IaBaly NMPH NALUEHTH, MPUEMANH caMOCToATeTHO HOyTIpodeH
HJIM TIapalleTaMoJl PH KpaTKOCpo4YHa U AbIrocpo4yHa ynotpeba. Hexxenaxnure pe
no-aony, B TabNHueH BUJ CNOPea CUCTEMO-OpraHHa Knacupukanua 1 yectora. Y
OTpedens KaKTo clieaBa: MHOro 4ecTH (=>1/10), uectu (=1/100 no <1/10), Heuec )08
<1/100), peaxu (=1/10 000 no <1/1000), muoro peaku (<1/10 000) u c Hen3BecHHA “yectara (o 12

HATHYHHUTE AaHHU He MOoxe aa Obae HanpaBeHa oueHKa). [Ipu Beako rpYNHpaK B$£Bncmc)d"r q'u ] > |
4ECTOTATA HEXKENaHHTE PeakLMK ce U3GpoABaT B HU3XOMAIL e 10 OTHOLIEHHE\HS TAXHATA .~ / "
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CEePHO3HOCT.

ICHCTeMO-0pTanen KJac

h—lecrn'ra

Hexenana peaknus

HapyuieHns Ha KpBBTa U
InuMd¢HaTa CHCTEMA

MHoOro peaky

XeMaTonoeTHYHH HapylleHus'

Hapyimenua Ha UMYHHaTAa
cucTema

HeugecTH

Peaxkuun Ha ¢BpbXYYBCTBHTENHOCT ¢ YPTHKApHA H
npypHTyc?.

MHOro peaku

TeKXKH peakLMy Ha CBPBXYYBCTBUTETHOCT.
ICUMITTOMHTE MOraT a BKJIIOUBAT. OTOK Ha
[THLIETO, €3HKA M JIApHHKCA, AMCIIHES, TAXUKapAHA,
XHUMOTOHHUS (aHadUTaAKCUA, AHTHOEIEM MITH TEXKBK
1mox) 2.

HapymeHnua Ha MeTabonuiMa U
XpaHEHEeTO

IC HeH3BeCTHA
JeCcTOTa

MeTtabonuTHa auHao03a ¢ roisMa aHHOHHA
npa3HuHa'’

[lcuxH4YHU HapyHIECHHA

MHOTo peaKkH

O6BpKaHOCT, AeTIpecHs, XaJIOLHHALHH

HapylieHnus Ha HEpBHATA
CHUCTEMA

Hevyectr

' napobonue, 3aMasHOCT

MHoro peaku

AcCeNnTHYEH MEHHHTHT °, apecTe3us, OITHYeH

HEBPHT, COMHOJIEHTHOCT.

iHapyiieHss Ha OYUTE

MHoro peaxu

BpUTeIHO HapylUeHHE

HapymeHusa Ha yXOTO H
lma6upHHTa

MHOro peakH

THHHTYC, BEPTUTO

ChpAcUHHK HApYIICHHA

MHoro peaxu

C'IEEII,E‘!HH HEAOCTATBYHOCT, OTOK 4

ICpA0BH HApYIUSCHHUSA

MHOro peiku

Xunepronus *

PecnupaTOpHH, PBIAHH H
MeHACTHHAIHK HapyILICHHUA

MHOro peaku

PeaKTHMBHOCT Ha JHXAaTEC/IHATA CHCTCMA,

BKIKYHATENIHO: aCTMa, H30CTPpAHC HA aCTMa,

GPOHXOCNAZHM, AHCIHES 2.

ICTOMAaIllHO-YpEBHH HaApPYILUICHUA

YecTU

KopeMHa 60J1Ka, NOBpEILIAHE, IHAPHA, JUCTIENICHA,
rajieHe, kopemeH auckomdopt’

HevyecTH

IlenTHYyHa g3Ba, CTOMAIHO-YPEBHA Nepdopalius,
CTOMALIHO-YpEBEH KPHBOHM3IIHB, MEJIEeHa,
IxeMaTe3a ¢, yiuepo3eHd croMaTHT, o0ocTpaHe Ha
NUepo3eH KoJUT, 6onect na Kpou 7, ractpwr,
E:aHeraTm; (naTyneHuus, KOHCTHIIALIHS.

XenarobHIHapHH HAPYLICHH A

MHOro peaku

E:apymeﬂa yepHOApOOHA QYHKLIMA, XENATHT,
bITEHHLA 5.

Hapymienus Ha KoxaTa H
TMOAKOMHATA ThKaH

YecTH

Xurepxuaposa

HeuecTH

PHBH OT Pa3jIM4eH THM

MHOro peaku

TexxH GopMH Ha KOXKHH PeaKLiiH.

byNO3HH peaKkiLiMH, BKIIIOYHTEITHO
Stevens-Johnson, eppremMa My
ITOKCHYHA enuAepMATHA HEK

EKCHOTHATHBHH JEPMATO3 ,/
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IC memspecTHa  [lekapcTBeHA peakLHs ¢ €O3HHODHIHA U
4eCcToTa cucteMun cumnTomMu (DRESS cunapom), octpa
reHepalK3upaHa €K3aHTEMAaTO3Ha NyCTyn03a
(AGEP), dukcupaHna nexapcTeeHa epyrnius
(fixed drug eruption, FDE), peakuuu Ha

[bOTOUYBCTBUTENHOCT
Hapyuenusa Ha Os0peuure u MHOro peakH e()pOTOKCHHYHOCT B pa3iHuHH GopmMy,
MHKOYHUTE ITHTHILA KJIOYUTETHO HHTEPCTHIMAICH HEQpUT,

MeppOTHUYEH CHHAPOM, OCTPa H XpOHMYHA
LOpeyHa HEJOCTATBYHOCT

O6111 HapylIeHUA U edekTH Ha [MHOoro peakH YMOpa, HepasIoJloXKeHHe
MACTOTO Ha NPHIIOXKEHHE
H3cnensaHu4 YecTH [loBHiIEHA alaHMH aMHHOTpaHcdepasa,

MOBHIIEHA raMa-riyraMuiaTpaHcepasa,
OTKJIOHEHHA B H3CJieJiBaHHUA Ha yepHoapoOHaTa
KbyHkuma cnen ynorpedba Ha napaneramolt

[ToBHIIEH KpEATHHHUH B KPBBTA, MOBHIICHA ypes
B KpbBTA

HeuvectH [ToBHII¢HA acnapTar aMHHOTpaHCcdepasa,
MOBULICHA aNKkaiHa pocdarasa B KpbBTA,
TmoBHIlIeHa KpeaTHH ¢ocOKHHA3a B KPbBTAa,
MOHUXKEH XeMOrT0GHH, NOBHIIEHH
TPOMOOLIUTH.

Onucanue Ha M30paHu HeXXEMHHU PEaKIIHH

! [IpuMepHTEe BKIKOYBAT arpaHyJIOLMTO38, aHEMHA, aTUTACTHUHA aHEMHS, XEMOJTHTHYHA aHEMHUA,
NIEBKOTICHHA, HEYTPOTICHUA, MAHIIUTONEHNA W TpoMOoLMTONEeHUs. [IspBUTE IPH3HALIM Ca BHCOKA
TemMneparypa, O0JIKH B IbploTO, HOBLPXHOCTHH A3BH IO YCTATA, MPHAIIONOAOOHH CHMITTOMM, CHIIHA
OTNAaaHAI0CT, HEOOACHHMO KbPBEHE U CHHHHH, H KbpBEHE OT HOca.

2TlokaJBaHH Ca peakl¥y Ha CBPBXYYBCTBHTENHOCT. Te Moxe nia ca (a) HecnieliMpHUHH aneprudHu
peakLiHM H aHadwiakcua, (0) MOBHILIEHA PeakKTHBHOCT Ha AMXATE/IHATA CHCTEMa, Hamp. acTMa,
BJIOILIABAHE HA aCTMa, OpOHXOCNA3bM WK JUCITHEA, WIH (B) PA3JIHUHH KOKHH pPeaKildy, Hamp.
NPYPHTYC, YPTHKAPHA, AaHTHOEJEM U MO-PAAKO ekcPOonHaTHBHH U OyJIO3HH AEpMAaTO3H (BKIIIOYHTENIHO
TOKCHUYHA ENMHAEPMATHA HEKPOaH3a, CHHAPOM Ha CTUBBH-J[’KOHCHH H epyUTEMa MYJITH(ROPME).

3 [IaTOreHeTHYHHAT MEXAHH3bM Ha JIEKAPCTBO-UHAYLIUPAHHA ACENTHYEH MEHHHTHT HE € HAIThITHO
u3sacHeH. Brrnpexu ToBa, HanuuHuTe JaHHU 0T HCTIBC-cBBp3aHH acenTHYHHA MEHHMHIHTH HACOYBA KBM
peaxiMa Ha CBPBbXYYBCTBHTEIHOCT (OpaaAX BpEMEHHO B3aUMOAEHCTBUE C MPHEMA Ha JIEKAPCTBOTO U
M34e3BaHETO UM Clie/l cMpaHeTo My). Tpabpa ga ce orbenexu, e ca HabMoOaaBaHU €AHHUYHU CIy4au
HA aceNTH4Y€H MEHUHTHT MpH MAalMEHTH ChC CHIICCTBYBAIIX ABTOMMYHHH HapyIUEHHA (KaTo CUCTEMEH
JTYIMYC €PUTEMATO3YC H CMeCeHa CheAHHHUTEIHO-ThKaHHa O0MIeCT) M0 BpeMe Ha JIeYeHHe ¢ HOynpogeH,
CBC CHMITTOMH KATO: CXBAHAT BpaT, rnapobonue, rageHe, NOBPBIUAHE, TPECKA HWIK OE30pHEeHTALMA (BX.
Touka 4.4).

¢ KnMHUYHHM NpOoyYBaHUsA [TOKA3BAT, ue ynoTpedara Ha ubynpodeH, oco6eHo BbB BUCOKH 103H (2400
mg/neH) MOXeE A4 € CBbp3aHa ¢ JICKO NOBUIIIABAHE HA PHCKA OT apTepHaIHH TPOMOOTHYHH CHOHTHSA
(HanpuMep HHAPKT Ha MHOKApJa WIH HHCYAT) (BX. TOUka 4.4).

> Hait-uecto HaGmoaaBaHWTE HEXKENaHH CHOMTHA €a € FaCTPO-MHTECTHHANIEH MIPOH3XOI.

® [Tonaxora ¢daranHu, ocobeHO B cTapyecKa Bb3pacT.,

"Bux Touka 4.4

® [IpenosupaHe Ha MAPALIETAMOJT MOXKE Ja AOBEJE A0 OCTpa YepHOAPOOHa HEAOCTATBYHOCT,
yepHOAPOOHAa HEAOCTATBYHOCT, HEPHOAPOOHA HEKPO3a U YBpeKaHe Ha YepHHs Apob (Bxk. TouKa 4, 9)
?OcobeHo npH OBIrocpoyHa ynoTpeba, ChIIPOBOAEHA C MOBHILIEHH CEPYMHH HHBA Ha wg

BiunoyBa CBIOC HEKPO3a Ha MAMTHINTE. e,// w‘%‘ﬁ””q f?@
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napateTaMol (BxX. To4Ka 4.4). IIpu Te3u nallMeHTH € BB3MOXKHO J1a Bb3HHKHE | B
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Crob ¢ Ha NONO3UPAHH HEXKEJTaHH H

Cro01maBaHeTo Ha MOAO3UPpAHK HeXeNTaHH peaKliuy ciie]] pa3peliiaBaHe 3a yroTpeba Ha JeKapCTBEHHA
NPOAYKT € BaXHO. ToBa Mo3BoJIABa Ja NMPOABDKM HaOIOAEHHETO Ha CHOTHOLICHUETO MOM3a/PHCK 34
NeKapcTBEHHA NPOaYKT. OT MEAMIMHCKHMTE CTICLHATUCTH C& H3HCKBA Ja ChoOIIABAT BCAKA NMOMKO3HPAHA
He)XeJIaHa peaKiya Ype3 HALMOHATHA CHCTEeMa 3a chodiiaBaHe B M3mpIHUTENIHA areHius no
nexapcrsara yiu. ,.JlamsH ['pyes” Ne 8, 1303 Codus, Ten.: +35 928903417, yeGceaiit: www.bda.bg.

4.9 Ilpeaosnpane

Hob ¢H
[Tpu geua npueMsT Ha noeeue oT 400 mg/kg ubynpoden Moxe aAa AoBeAe N0 Bh3HHUKBAHE Ha
cuMirToMH. [Ipu Bb3pacTHH eeKTHT A03a-0TroBOP € No-cjabo u3paseH.

[Tomy>XKMBOTET npH npeao3upane ¢ 1,3-3 gaca.

Cumnmomu

[ToBeuyero MalMEeHTH, Npyen KIMHUYHO 3HauuMH konuuectea HCITBC, passuBaT Hal-Beue raaeHe,
MOBpBUIaHe, enHracTpanHa 6oska WiH JuapHa. HuCTarsM, 3aMBIJIeHO 3peHHe, IyM B YIIHTE,
o0bpKBaHe, rMaBo6oHe H CTOMAIUHO-YPEBHO KEPBEHE CHUILO €& Bh3MOXHH. [1pH no-cepHosnu
OTpaBAHUA ce HaOMI0AaBa TOKCHYHOCT OT CTPaHa Ha LICHTpalHa HEPBHA CHCTEMa, M3pa3sBailia Ce BbB
BEPTHIO, 3aMaiiBaHe, CHHIHBOCT, HATIPETHATOCT, YHECEHOCT,Je30pHEHTalu, 3aryba Ha Cb3HAHHE WITH
koMma. [ToHsKkora naiHeHTHTe nojay4yasaT repuose. Ilpoabipkurenyara ynorpeda Ha o-BUCOKH OT
npenopbYaHHTE A03H, KAKTO M TIpeJO3UpaHeTo, MOXe Aa aoeeae Ao 6u6peuna TyOynHa aumunosa H
xunoxkaemus. IIpu cepHo3HH OTpaBAHUA MOXKE 1a HACTHITH MeTa0OIMTHA aUK03a H YIB/DKABaHE Ha
npoTpoMOuUHOBO Bpeme / INR, CBEp3aHO BEpOATHO C HAMECA BB QYyHKLUMHTE Ha LIMPKYTHPAIIMTE
daxropH Ha KpBrBOChCHpBaHeTO. Moxe na ce Habmoznaea ocTpa 6BOpeyHa HEAOCTATHEYHOCT,
yepHOAPOOHO YBpeKAaHe, XMIIOTEPMHA, XHIIOTOHUS, PEeCIIHpPaTOpHa IENpecHa H IaHo3a. Bx3MoxkHo €
0DOCTpAHE HAa aCTMATA IPH ACTMATHLIH.

Jeuenue

Jleuenunero Tpabra na 664 CUMITTOMATHYHO H NOAABPKALIO, KATO CJIE/IBA a BKIIOYBA NOAABpXKAHE
NPOXOAHMOCTTa Ha AUXATEITHUTE ITbTULIA U MTPOC/ICAIBAHE HA CEPACUHHTE H XKH3HCHHTE MOKA3aTEe/H
10 crabunuanpaHe Ha nmaguenTa. J{o 1 yac cnea npyeM Ha NOTCHUHAIHO TOKCHYHATA /1034, Ha
NaLMeHTa MOXKe Ja Ce MPWIOXKH NEpOopalHO AKTUBEH BBIVIEH. YeCTUTE MM NMPOAB/DKHUTEIHH
KOHRBYJICHH TpsOBa 1a ce TPeTHpAT C AHa3enaM WiK Jopa3enaM 3a HHTpaBeHO3HO npuioxeHye. [1pu
acTMa TpabOBa aa ce npwiarat 6poOHXOAUNATaTOPH.

[Tapaneramon
YepHoapoOHO yBpeXAaHe NPH BB3PACTHH € Bb3MOXKHO NpH npueM Ha 10 g (exBuBaneHTHO Ha 20

TabneTkyn) UM noeeye napaueramoll. Ilormpianero Ha 5 g (ekBuBaneHTHO Ha 10 TabineTku) Win
NoBeye NapaleTaMos MOXe Aa JOBeJe A0 YepHOAPOOHO yBpeKaaHe, ako MU NalMEHTa CHIISCTBYBA
€AUH KWIH NOBEYE OT PUCKOBHTE (PAKTOPH NO-AOMY:

a) MALUKHEHTHT € Ha MPOXL/DKHTENHA Teparnua ¢ kKapdamasenuH, PeHoOapOUTOH, PEHITOMH,
NPUMHIOH, PHGAMITHLIHH, )KBIT KAHTAPHOH WK APYTH JIEKApPCTBEHH MPOLYKTH, KOUTO
MHIYLHMPAT YePHOAPOOHHTE CH3IHMH.

6) NalHEeHTHT PEAOBHO KOHCYMHPA aJIKOXOM, MOBEYE OT MPENOPBYHTETHHTE KOJTHYECTRA.

B) NAalHMEeHThT BEPOATHO HMa H34EPIBAHE HA NTYTATHOH, HAMp. XPaHHTEIHHA Pa3CTPOCTBA,
xucTHuHa dudposza, XHUB uddexumsa, HeroxpaHpaHe, KaXEKCHUs.

Cumnmomu
CHMNTOMHTE Ha NpeAO3HPaHe ¢ napaileraMon B MepBUTe 24 yaca BKTIO4YBaT npebnen
NOBPHILAHE, AHOPEKCHA M KopeMHa Oonka. YepHoapoOHo yBpexaaHe Moxe Jia ce H
10 48 uaca ciel npHeMa, KOraTo ce HaOmoaaBaT OTKIOHEHHUS B pe3yJITaTUTE OT U3
yepHoapobHaTta GpyHkuma. Moxe Ja ce MOABAT aHOMATNH B MeTabOoH3MAa Ha TIHOK(
MeTabosuTHa anpao3a. Ilpu Texko orpaBaHe YepHOApoOHATa HEAOCTATEYHOCT MO




eHLeanonaTus, KPbBOH3IIMB, XHIIOTTIMKEMHS, MO3BbYEH OTOK H CMEDT. |1pH 60JIKa B KPBCTA,
XeMaTypHs K NpoTerHypHs ce npeanonara Ocrpa 6pOpeyHa HENOCTATHYHOCT C OCTpa TyOy/IHa
HEKpo3a, KOMTO MOT'aT Ja C¢ pa3BUAT JIOPH M I[P OTCHCTBHE HA TEXKKO YEPHOAPOOHO yBpexaaHe. Kma
CHOOWIECHHNA 33 ADUTMHH M NMaHKPEaTHUT.

Jleuenue

He3abaBHOTO JICYEHHE € OT CHILECTBEHO 3HaYeHHe NpH npeao3upaHe ¢ napaueramoll. Jlop U rpu
OTCHCTBHME Ha TEKKO HIABEHH paHHM CHMITTOMM, NAallHEHTHTE TPpAOBa CrieIiHO Aa ObAAT NMPHETH B
6o/HHKIIa 32 OKa3BaHEe Ha HezabaBHa nomoill. CHMOTOMHTE MOoraT Aa ObAaT OrpaHHYEHH OO rajicHe WY
MOBPHILAHE M € BE3MOKHO J1a He OTpa3fABaT TEKECTTa Ha MPeIO3HPAHETO WK PHCKa OT OpraHHa
yBpena. JleueHneTo Tpabpa fa 6bae B CHOTBETCTBHE C YCTAHOBEHHTE TEPaNE€BTHYHH NPENOPHKH.

TpsbBa 1a ce MMa MpeaBUA JICHEHUE ¢ aKTHBEH BBIVIEH, aKO NMPEI03UPAHETO € HACTBRIIWIO B PAMKHTE
Ha | vac. [InasMeHaTa KOHLUEHTpalHMa Ha napaueTamos TpabBa aa 6bae H3MepeHa 4 yaca WiIH No-KBCHO
cnel NorTblliaHe (M3MePBaHETO Ha KOHLEHTPALMHTE Ha MO-PaHEH eTall He aBa HaIe)KHA

HHpopMaLIHA).

Jleuenme ¢ N-aUeTHILMCTEHH MOXKeE J1a ce MPUIOKH A0 24 yaca cnell MpHEM Ha napaueTaMod, HO
MaKCHMaJleH TPOTeKTHBEH edekT ce Habnoaara a0 8 yaca cne norrbiaHeTo. EQeKTHBHOCTTA Ha
AHTHAOTA HAMAIMBa PA3KO CJIEI TO3U NEPHO.

[Tpu HeoOx0OQMMOCT Ha MalMeHTa TpsOBa Ja Ce NPUIOKH HHTPABEHO3HO N-aLeTHILMCTEHH, B
CHOTBETCTBHE C YCTAHOREHATA CXeMa Ha rpunoxeHue. [Ipu nunca Ha noepblllaHe, NEPOPaIHO
MPUIOKEH METHOHHH MOXe J1a ObJiec MOAXOAAIIA ANTePHATHBA B M3BBHOOMHHYHH CHTYaLHH.

JleyeHHeTO Ha MALMEHTH C TEXKO HapyllleHHe Ha uepHoapoOHaTa dyHkiws 24 yaca cien
norabllaHETO TPA0Ba a ce npoBeXkaa B CbOTBETCTBHE ¢ TEPANCBTHYHHTE MPENOPHKH.

5. GOAPMAKOJOIMYHH CBOUCTBA

51 @apMaxkoAHHAMHYHHU CBOHCTBA

dapmakoTepanesTH4Ha rpyna: Hepsna cucrema, aHanreTdud. Jpyru aHanreTMLM 1 aHTUITHPETHLH,
AHWIHIH, NapaleTaMorl, KOMOUHALIMH, H3KTIOYBAIIH TICHXOJICTITHLIM.
ATC kon: NO2BES]

@dapMaKoNIOrM4HOTO JeiicTBHE Ha HOyMNpodeH W mapailleTaMoll ce pa3nn4ana 1o OTHOLICHUE Ha
MACTOTO M HaYHHa Ha AelicTBHe. Te3n NoNb/ABAIIH ¢€ MEXaHU3MH Ha JeHCTBHE ¢a CHHEPrHYHH, KOETO
BOJM A0 MO-H3pa3eHa aHTHHOLMLICIIIMA ¥ aHTHIHUPETHUYEH edeKT, OTKOJAKOTO NPH OTACIAHHTE aKTHBHH
BEIIECTBA, IIPUJIOKEHHU CAMOCTOATENHO.

H6 €H
H6ynpogen e HCIIBC, koeTo e AoKa3aio epeKTHBHOCTTA CH B OOMKHOBEHHTE EKCTIIEPHMEHTAITHH
MOJE/IH Ha Bb3MAJICHUE NIPH XKUBOTHH Ype3 MHXHOMpaHe Ha MTPOCTArIaHANHOBHA CHHTES.
[TpocTarnaHAHHUTE CEeHCHTH3HPAT HOLMHENTHBHUTE aQEPEHTHH HEPBHH OKOHYAHHUA KbM
MeauaTopHTe, Hanpumep OpaaukunnH. [Topaau ToBa M6ynpodeH npeIM3BHKBA AHANTCTHYCH €DeKT
ype3 nepudepHa MHXHOMUKA Ha uHKUIokcureHasa-2 (COX-2) H30eH3HMa, KOETO MOCIeABalllO BOAH 10
HaMaJieHa CEHCHUTH3ALMA Ha HOLHLENTHBHUTE HePBHH OKOHYaHuA. HabmonasaHo € ¢biuo, ye
u6ynpodeH HHxuOHpa HHAYLMpaHaTa IeBKOLMTHA MHUIpallisd KbM Bh3naneHnTe 30u4d. Uoynpoden
MMa OTYETJIHBO AelicTBHE B rppOHA4YHMA CTBHIO, oT4acTH KbM HHXUOHMpaHeTo Ha COX.
AxTUnIMpeTHuHHTE edekTH Ha ubynpogeH ce NpoABABAT Ype3 LIEHTPATHO HHXHOHUpaHE
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JlaHHM OT eKCNEePMMEHTAIIHM MPOYy4BAHUA MOKA3BaT, e HOynpodeH MoXKe KOHKYPEHTHO Ja HEXHOupa
e()eKTa HAa HMCKA /1033 alIETHICATHLIKIOBA KHCETHHA BbPXY TPOMOOLMTHATA arperalms, KOraTo ce
mpuiIarat eIHoBpeMeHHO. Hsakon dapMaKoqHHAMHUYHH NPOYYBaHHA MOKABAT, Y€ NpH MPHEM Ha
eqHHMYHH 031 HOynpoden 400 mg B pamkuTe Ha 8 yaca Npeayu KK B paMKHUTe Ha 30 MUHYTH crniely
NPUEM Ha aleTHICATHLIAIOBA KHCeNTMHA ¢ HezabasHo ocBoGoxaasane (81 mg), e HabmonasaHo
HamansBaHe Ha eeKTa Ha aUeTHICATMIMIIOBATA KMCEIIMHA BbpXY 00pa3yBaHeTO Ha TPOMOOKCAH HITH
TpoMOOLMTHATA arperauis. Bernpeks ye HMa HEsICHOTH MO OTHOIIEHHE Bh3MOXHOCTTA 34
eKCTpAnoJIMPaHeTO Ha Te3H JaHHH B KJTHHHYHATA IIPAKTHKa, He MOXKE [a C€ H3K/MOYH BE3MOXHOCTTA,

ye pefOBHATA, ALAroCpodHa ynotpeba Ha ubynpodeH MoXe 1a HaMald KapAHONPOTEKTUBHUA edeKT
Ha HUCKHTE JIO3H alleTWICATHLIWIOBa KHceaHHa. CMATa ce, 4e AUMNCBA KIKHHYHO 3HaYHM €(eKT pH

clIyyaH Ha eIMHH4YHA ynoTpeba Ha ubynpodeH (BrK TOuKa 4.5).

ITapalieTamon
TouHusT MEXaHHU3IBM Ha ACHCTBHE HA NMapaleTaMoll HE € HAIThIHO H3ACHEH, BBIIPEKH TOBA HMA

3HAYMTETHH JOKA3aTE/ICTBA B MMOAKpENa Ha XUIIOTE3aTa 38 USHTPAICH aHTHHOLMLIETITUBEH €QEKT.
PazmuuHd GHOXMMMHYHM H3CJIEABAHUA NOKa3BaT HHXUOHpaHe Ha LeHTpaTHaTa akTUBHOCT Ha COX-2.
[TapanieraMos MOXKe CBhIIO Ja CTHMYJIHpa aKTHBHOCTTA Ha HH3XOALUMTE IThTHLIA Ha 5-
XHAPOKCHTPUITTAMHH (CEPOTOHHH), KOUTO HHXHOHMpAT HOLMIIENTHBHOTO NpEAaBaHe Ha CHI'HAM B
rpp6HaYHKs MO3bK. HalMvHKUTe NaHHM NOKA3BAaT, Ye MapaleTaMo OKa3Ba MHOro ¢1a0d HHXMOMTOpeH
edekT Bppxy nepudepunTe n3oeH3uMu Ha COX-1 4 2.

KombHHaumsTa ubyrnpodeH u napaueramon

Kom6unaumsaTa ubynpoden/napaneramos € ocobeHo noaxoasia npy 601ka, 3a KOATO € HE0OX0MHMO
No-CHWIHO o6neKkyaBaulo cpeactso ot ubynpodex 400 mg wian napaueramon 1000 mg camocroaTenHo,

KaKTO M NO-0kbp30 AelicTBailo cpeAcTBo oT HOynpodeH.

[TpopexxaaHu ca paHIOMH3HPAHH, ABOHHO-3aC/IENEHH, Male00o-KOHTPONHPAHH NMPOYYBAHHA C Ta3H
KOMOUHALIMA, KAaTO € H3MON3BaH Mojen Ha fonkara ciie/l AeHTanHa onepaius. IlpoyuBanusTa ca
MOKA3alM, Ye:

. H6ynpoden/napaueramon 200 mg/500 mg ¢punmupaHu TabieTkH ca no-¢HEKTHBHH NMPH
ofnexyapane Ha 6onkara orkonkoTo napaueramon 1000 mg (p<0,0001).
. [IpoAB/DKHATENIHOCTTA HA aHAITETHYHHA edeKT € OMIa 3HAUMTENHO NO-rofidMa npH

ubynpogen/napaueramon 200 mg/500 mg punmupaHu Tabnerku (8,4 yaca) oT Ta3m Ha
napauetamon 500 mg (4 uaca, p<0,0001) unm 1000 mg (5,2 yaca, p<0,0001).

. O61ara olieHKa Ha H3IIMTBAHOTO JIEKAPCTBO OT YYACTHHUMTE € 110Ka3afia BUCOKM HHBA Ha
yAOBJIETBOPEHOCT, KaTo §8% oT TAX ca oueHUnH Hbynpoden/mapaueramon 200 mg/500 mg
¢uMupaHH TablleTkH KaTo ,,406pu”, ,,MHOro 1o6pH” WIH ,,0TJIHYHH MO OTHOLICHHE
obnexyasaHeTo Ha 6onkara. [TpoaykTsT ¢ pHKkcHpaHa 1030Ba KOMOMHALMA € UMaT 3HAYUTETHO
no-pobpe neicreue ot ubynpodex 200 mg, napaueramon 500 mg u 1000 mg (p<0,0001 1B
BCHYKH CITy4aH).

To3arta B enHa ¢priMHpaHa Tabnetka ubynpoden/mapaneramon 200 mg/500 mg obdnexkuara no-
epexTHBHO 00JIKATA OTKOJIKOTO KOMOMHauMaATa ot napaueramon 1000 mg / konenHos gocdar 30 mg
(p=0,0001), 1 ¢ HabmoaaBaHo, Y€ € He NO-MANKO €deKTHBHA OT KOMOHHaLMATA MeXTy HOynpodeH
400 mg u xogenHoB ¢ocdar 25,6 mg.

NU6ynpoden/napaneramon 200 mg/500 mg punmupanm rabaerkut uMa 6bp30 Ha4ano Ha JEHCTBHETO, C
LJIOTBBPACHO oce3aeMo obnekueHne Ha Honkara”, MOCTHIHATO 3a cpeaHo 15,6 MUHYTH (A03a ot |
tabnerka) wid 18,3 MuayTH (D0o3a oT 2 TabneTkH), KOeTO € no-0bP30 0TKONKOTO pH HOynpogen 200
mg (30,1 MmunyTH, p<0,001), ubynpoden 400 mg (23,8 munyTH, p=0,0001) n napaueramon 500 mg
(23,7 munytn, p=0,0001). ,,CemiectBeHo obnexyecHne Ha Hoskara”™ NMpu TO3H NMPOAYKT € I <
cpenHo 39,3 MuHYTH (n03a oT 1 Tabnerka) unu 44,6 MUHYTH (1032 OT 2 TabNeTKH), Roaﬁ qu*c“““” o |
3HAYHTENHO No-6Bp30 oTKONKOTO NpH ubynpoden 200 mg (80,0 munyTH, p<0,0001 )/ RPC
mg (70,5 muryTth, p=0,001), napaueramon 500 mg (50,4 munyTH, p=0,001) 1 nap

(45,6 MuHyTH, p<0,05). L 2 l v o




ITpoBeneHH ca U APYTH PaHAOMH3HPAHH, ABOHHO-3aC/IeNeHH, MU1a1e00-KOHTPOINPAHH MPOYYBAHUS C
Ta3y KOMOMHALIMSA, KaTO € H3MOI3BaH MozeN Ha OonkaTa ciea AeHTaiHa onepaums. IlpoyuBaHusTa ca
noKasaim, 4e:

. U6ynpoden/napaueramon 200 mg/500 mg ¢unmupanu tadnetku ca no-eheKTHBHH NpH
obnex4asaHe Ha Goskara or napateramMon 1000 mg (p<0,0001) n ubynpogen 400 mg (p< 0,05).
. FIpoaB/DKHTETHOCTTAa Ha aHAIreTHIHHA ebekT e 61ia 3HaYHTENHO NMO-roaMa npy

ubynpoden/napaueramon 200 mg/500 mg ¢punmupanu tabnerku (9,1 yaca) OTKONIKOTO MpH
napaneramon 500 mg (4 yaca) wiu 1000 mg (5,2 yac).

¢ O6maTa oLeHKa Ha M3NMUTBAHOTO JIEKAPCTBO OT YYAaCTHHLIMTE € MOKAa3aia BUCOKH HHBa Ha
yIOBJIETBOPEHOCT, KaTO 93,2% OT TAX ca OLEHWIH NPOAYKTa KaTo ,,J00Bp”, ,,MHOro 100Bp” WM
LOT/IHUYEH” o OTHOWEHHE obnexuanaHero Ha 6onkara. [IpoaykTsT ¢ dHKcHpaHa 1030Ba
KOMOWHALMA ¢ HMaJ 3HAUKTENHO 1no-100pe aelictBue ot napaueramon 1000 mg (p<0,0001).

Hpyro pasiOMH3HPaHO, ABOHHO-3aCNIENEH0 KIIMHUYHO MPOYYBaHE € MPOBEACHO C
ubynpoden/napaneramon 200 mg/500 mg ¢punMupans TabneTkH 3a IeUCHHE HA XpOHHYHA Ooska Ha
KoJistHOTO. IIpoy4BaHeTo € nokasano, ye.

. Ubynpoden/napaneramon 200 mg/500 mg puamupanH TabneTks ca no-¢PEeKTURHM NpH
oGnexkyaBaHe Ha 6onkarta ot napaueramon 1000 mg npu kparkocpouHno (p<0,01) 1 ABArocpoOUHO
neyenne (p<0,01).

. O61ata olieHKa Ha uoynpogen/napaueramon 200 mg/500 mg punmupanu TabneTku o1
YYaCTHHLIMTE € NOKa3aja BUCOKH HHBA Ha YIORIETBOPEHOCT, KaTo 60,2% oT TAX ca olLieHH
NMpOAYKTa KaTo ,,A00Bp” WIH ,,0TJIHYEH” 3a ABITOCPOYHO JCuCHHE Ha 00JIKa B KOMSHOTO.
H6ynpoden/napaneramon 200 mg/500 mg puamMupany TabneTku e MMas 3HaYHTETHO Mo-A00po
aeitcrere ot napaueramon 1000 mg (p<0,001).

U6ynpoden/mapaueramon 200 mg/500 mg ¢puamupanu Tabnerku obnexkyasa no-¢pekTHBHO OoskaTa
OTKONKOTO KoMOMHaumaTa ot napaneramon 1000 mg/xonennor ¢ocdar 30 mg (p=0,0001) n
koMOuHanmsATa Mex Ty uoynpoden 400 mg u kopeuros gocdar 25,6 mg (p = 0,0001).

5.2 ®OapMaKOKHHETHYHH CBOHCTBA

Ubyn H

Abcopbyus

Hbynpoden ce abcopOupa a06pe OT cTOMAILIHO-YPEBHUA TPAKT H C€ CBBLP3Ba BbB BUCOK IIPOLIEHT C
nnasMeHuTe 6enToun. U6ynpodeH ce pasTsaps B CHHOBHANMHATA TeYHOCT. [LnasmMenure HHBa Ha
ubynpoden ot HOynpoden/napaueramon 200 mg/500 mg tabneTku ce yCTaHOBAT Cell 5-Ta MHHYTA,
KaTO NMUKOBHTE IUIA3MEHH KOHLICHTPALMH ce AocTurar 1-2 yaca caea npueM Ha rmaaHo. Korato
ubynpoden/mapaueramon 200 mg/500 mg rabneTkd ce nmpHeMa ¢ XpaHa, MHKOBHTE IUIA3MEHH HHBA HA
uoynpodeH ca No-HUCKK M JOCTHraHeTo UM ce 3abaBs CbC CPeHO 25 MHHYTH, HO KATO LJIO CTENEHTA
Ha abcopOLMA € EeKBMBAJICHTHA.

buomparncgopmayun u eaumunupane

N6ynpodeH ce MeTabonusupa B uepHUa Apob 10 ABa OCHOBHH META0O0/INTA, KATO ITbPBHYHHAT BT HA
excKpelus e upe3 6vbpeuure, noa ¢popmara WK Ha MeTAOO/IMTH, U Ha M0-TOJIEMH KOHIOTATH,
33€JJHO ¢ HE3HAYWTEIHO KOMMUecTBO uoynpodeH. Exckperyusita upes 6u0penure € 6bp3a 1 B IbIIHA
creneH. ENHMHHALIMOHHHUAT NOJTY>KUBOT € OKOJIO 2 Yaca.

[Tpu orpaHuueHH npoy4saHug UOYNIpodeH ce OTALIA B KbpMaTa B MHOTO HUCKH KOHICHTPALKH.

He ce HaGmio1aBaT 3HaYMMH Pa3THKHA BBB (hapMakOKMHETHYHHA npodiul Ha uGynpodeH npu iuua B
cTap4ecka Bb3pacT.

[lapaneramon YR P
Abcopbyus }4::5 HEEEIRNNN
[Tapaueramon ce abcopbupa OBp30 OT CTOMALIHO-UPEBHHSA TpaKT. CBBP3BAHETO € Hnésueam RN
6eTThLM € HE3HAYMTETHO NPH OGHYANKHTE TEPANEBTHYHH KOHLICHTPALIHH, BRIPEKH Ye 3aBHCH OT "8 | -
nosara. [InasMenuTe HUBa Ha Mapauetamon ot uGynpoden/napaneramon 200 mg/500 mg TabneTkn'ce -
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YCTAHOBSBAT Ha 5-Ta MUHYTA, KaTO MMKOBH IUIA3MEHHU KOHLEHTpaLuH ce aocturar 0,5-0,67 vaca cren
npueM Ha raagHo. Koraro ubynpogen/napaueramon 200 mg/500 mg TabneTku ce npueme Ha riaaHo,
NMUKOBHTE IUIA3MEHK HHBA Ca NO-HUCKM H C€ JJOCTHIaT ChC CPeAHO 55 MHHYTH N0-0aBHO, HO KaTO LSO
cTerneHTa Ha abcopOLIMA € eKBUBANEHTHA.

Fuompancgopmayus u enumunupane
[Tapauieramorn ce Metabonu3npa B yepHusa Apob H ce oTAens B ypyHHaTa, MaBHO KaTO IMIOKYPOHMIHH U
cyndatHy KOHIOraTH, kato okoso 10% ca riryraTHOHHH KoHIOraTH. Ilo-mManko ot 5% ce enuMUHHpa

KaToO HEMPOMEHEeH napaueramos. ETHMUHALMOHHHAT NOTY>XHMBOT € OKOJIO 3 4aca.

MansK XHAPOKCHIHpaH MeTabonuT, KoiTo 06MKHOBEHO ce 00pa3yBa B MHOTO MAJIKH KOJIMUECTBA OT
OKCHJIA3H ChC cMECEHH QYHKIUHH B uepHHA Opob U ce JeTOKCHKHpPA Ype3 KOHIOTal|s ¢ YepHOApOoOeH
FIyTaTHOH, MOXeE J1a aKyMyJTHpa e/l TIpeAo3HpaHe C rmaparieTaMosl H Aa NPHYHHH yBpeXKaaHe Ha
yepHHA apod.

He ce saGnioaaBart 3Ha4YMMH PA3THKH BBB (papMakOKMHETHYHHA Npodi Ha napaleTaMon MpH JIMLa B
CTap4vecKa Bb3pacT.

Kom6uuaimaTa wbynpogeH y napaneramon

BuonanuyHoCTTa H hapMaKOKHHETUIHMAT npoduit Ha HOyNpogeH ¥ napaueraMos1, IpHeTH oA
dopMaTa Ha TO3H JIEKapCTBEH NPOIYKT, HE C€ IIPOMEHA KOraTo ¢¢ npueMar B KOMOHMHaLHA KaTo
¢AHOKPAHTHA WIH MHOTOKPAaTHH AO3H.

To3u nekapcTBEeH MPOAYKT € MPOH3BEACH “pe3 TEXHOJIOrHN, KOATO NOo3BOJIABa €AHOBPEMEHHOTO
ocsoboxaaBaHe Ha HOynpodeH U MapaueTaMolt, 3a 1a MOXE aKTUBHUTE ChCTABKH J]a OK&KAT

KOMOHHHpaH €(eKT.
5.3 IlpeaxnuHHEYHH AaHHH 33 fejonacHoCT

158 €H
TokCHKOJIOrHYHHAT npodun Ha 6e3onacHoCT Ha uOynpodeH U napaueTamMosl € YCTAHOBEH NpH
MPOYYBAHHUATA C XKHBOTHH H OT NPOARDKHTEHHS KITMHHYEH OIHT NpH Xopa. Hiama HosH

npeaKSIHHUYHI JaHHH, KOMTO ¢a OT 3HaUCHME 34 APEANKUCBAllMs JIEKap, OCBEH NpPEJICTABEHHUTE B
HacTosmara KpaTka xapakTepucTHKa Ha MPOIYKTa.

[lapaiieTamon
Hama KOHBEHLIHOHATHM ITPOYYBaHHA, MMPOBECACHH NMPH YTBBPAECHH CTAHIAPTH 34 OLICHKA Ha

TOKCHYHOCTTA IO OTHOILIEHHE Ha PENPOIYKTUBHHUTE QYHKLHMH H Pa3BHUTHETO.

6. GOAPMAINEBTHYHH JAHHH
6.1 CoHchbK HA NOMOMHHATE BelllecTBa

CoplieBHHA Ha TabiaeTKara
[lapeBHYHO HHILECTE
KpocnoBuaoH (Tun A) (E1202)

KononnaeH 6e3BozeH cuniueB Auokeua (ES51)

[Tosunon K-30 (E1201)

[IpexxenaTHHU3KPAHO HHKLIECTE (LIAPEBHYHO)

Tank (E553b) e

CreapuHoBa kucesnuHa (50) 7 W g X
AN

duIMOBO NOKPHUTHE [y Ir <N ;':,_1\\

Honu (BurwnoB ankoxon) (E1203) { e T ].

Tank (E553b) o Ry

Makporon 3350 (E1521) L e
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TuranoB aunokeua (E171)

6.2 HecbBMECTHMOCTH

HenpunoxuMmo.

6.3 Cpok Ba rogaocTt

3 rOAUHH

6.4 ChneuHAJHH YCJIOBHA HA ChbXpaHeHHE

To3u nexkapcTBeH MPOAYKT TP20Ba Aa ce ChXpaHABa B OPHIHHAIHATA ONAKOBKA, 33 A3 Ce NpeAnasH OT
CBET/IHHA.

To3u NekapcTBeH NPOAYKT HE U3HUCKBa CINICLHAIHH TEMIIEPATYPHH YCNOBUS Ha ChXPAaHEHHME.
6.5 BHa HcBABPMKAHHE HA ONIAKOBKATA

Bauctepn ot amyMuuui-PVC/PVDC, onakoBaHH B KapTOHEHH KYTHH.

Baucrepuu onakosky: ¢ no 10, 16 wiu 20 puaMHpaHHd TaONETKH.

Ennonozosu 6ixcTepHu onakoBkH: 10x1, 16x1 win 20x1 ¢punmupanu tabnerkm.

He BCHYKH BHIOBE OMAakOBKH MoraT Aa Osaar mycHaTH B npoaaxOda.

6.6 ChnenmanHm npeAna3HN MEPKH NPH H3IXBLDJISHE

Heu3non3BaHHAT JEKAPCTBEH NMPOAYKT WK OTAAABbYHHTE MAaTEPHAIH OT HEro TPAOBA J1a ce H3XBBPJIAT
B CHOTBETCTBUE C MECTHHTE W3HCKBaHHUA.

7. MPHATEXATEJ HA PASPEINIEHUETO 3A YIIOTPEBA

Sandoz d.d.

Verovikova 37,

1000 Ljubljana

CnoBeHus

8. HOMEP(A) HA PAIPENIEHHETO 3A YIIOTPEBA

Per.No: 20200009

9. JHATA HA ITBPBO PAIPEINABAHE/TMIOAHOBSIBAHE HA PA3SPEIIEHHUHETO
3A YIIOTPELGA

Jlata Ha mepBO pa3pemapaHe: 27.01.2020
IaTa Ha nocneaHo noaHoeasake: 20.08.2024
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