KPATKA XAPAKTEPUCTHKA HA MPOAYKTA

LI 29000 5

1. UME HA JIEKAPCTBEHHUSA ITPOAYKT é~ AT arA 17 -07- 2005

Jlexanon Komnnekc 200 mg/500 mg dunamupanu tablieTKu
Lekadol Complex 200 mg/500 mg film-coated tablets
2 KAYECTBEH U KOJIMYECTBEH CBHCTAB

Besika dunmupana tabnerka coabspxa 200 mg ubynpoden (ibuprofen) u 500 mg napaueramon
(paracetamol).

3a MbJIHUA CIIUCHK HA MOMOIIHUTE BElleCTBA BUXKTE ToUKa 6.1.

3. JJEKAPCTBEHA ®OPMA

dunmupaHa TabseTkKa
beau mo noutu 6enu, npoaAbLAroBaTH, GuaMmupaHu TabseTkH, ¢ pasMepu 19,7 mm x 9,2 mm.

4. KIUMHAYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3aHHA

3a BpeMeHHO o0OJieKuaBaHe Ha Jieka 0 yMepeHa 0osika, CBbp3aHa C MUIpeHa, riaBobosimne, 00JIKH
B rbpba, MeHcTpyaiHu 60J1KkH, 3500001, peBMAaTHYHU U MYCKYJIHH OOJIKH, CHMIITOMH Ha NMPOCTyaa
M I'PUII, Bb3MAaJ€HO I'bPJIO M BUCOKA Temriepatypa. To3u J1eKapCTBEH NPOAYKT € 0co0eHO

noaxonasil 3a 60ska, 3a YHETO OBJIaJIIBaHE € He00X0IMMa MO-CUJIHA aHAJITE€3UsA OT
CaMOCTOATEIHOTO NMPHJIOKEeHHE HAa HOynpodeH UK napaLeTaMoJl.

Jlekapon Komniekc e noka3saH npu jyua Haj 18 roauHHu.
42 Jlo3MpOBKA H HAYHH HA NPHJIO0XKEHHE

Io3upoBka
Camo 3a KpaTKkocpo4Ha ynorpeoa.

[TarueHTHT TpAOBa Ja c€ KOHCYJITHpA C JieKap, aKO CUMIITOMUTE NEPCUCTHPAT MUJIM CE BIIOLIAT,
MJIK aKo € HeoOXxoauMa ynotpebdara Ha J1eKapCTBEHUA MPOAYKT 3a MOBeYe OT 3 JHHM.

HexenanuTe peaklilid MOrar Ja c€ HaMaJIsiT 10 MUHUMYM KaTo ce nNpueMa Hah-HucKara
edheKTHBHA /103a 3a Hal-KpaTKUA NepHol, HEOOXO0AUM 3a KOHTPOJHpPAaHE HAa CHMIITOMUTE (BXK.

TouKa 4.4).

Bw3pacmnu: Jla ce npueMa no e Ha tabjeTKa 10 TpHU MbTH JHEBHO C BoJa. MHTEpBaNbT MEXy
OTJIEJTHUTE NpUeMH TpsaOBa na Objie HaAM-MaJIKO LIECT Yaca.

AKO ¢ €ITHOKpaTHH 034 OT e/1Ha TabJieTKa He C€ MOCTUra KOHTPOJI HaJl CHMIITOMHUTE, MOKE JTACE
' N 110 r
npveMar HalW-MHOro JBe TabJIeTKH A0 TPHU MbTH AHEBHO. UHTEpBanbT MeXAy OTISARYYE 1] Ak
TpsAOBa 1a ObJae Hal-MaJIKO LIECT Yaca. Ny .
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Cmapuecka ev3pacm
He ca Heo6xoaquMH crieLManHy KopeKuMH Ha Jo3aTa (Bx. Touka 4.4).

[TauuenTHTE B CTapYeCKa BBE3PACT Ca H3NOKEHH HA NOBHILIEH PHCK OT CEPHO3HH MOCAEACTBUA OT
HEXeJITaHH peaklHH. AKO € PEeUCHEHO, e e HeobxoauMo neuenne ¢ HCIIBC, Hali-HUCKaTa
edexTHBHA J03a TpAOBa Ja Ce mpuiara 3a B3MOXHO Hal-KpaThK cpok. [TauueHTsT TpabBa 1a ce
npocneasBa peqoOBHO 32 CTOMALIHO-YPEBHO KbpBEHE MO BpeMe Ha seyendero ¢ HCIIBC.

Ileouampuuna nonynayus
He ce npenopbuBa ynorpebara npy AewLa ¥ :0HOWHM noa 18 roauuu.

brOpeyHo yBpexaaHe

B ciyuaii Ha 6p0peuHo yBpexaane (HHBO Ha rimyMepynHa ¢unrpauus 10-50 ml/minute),
€IHOKpaTHaTa 103a He TpaOBa Aa npesuwuasa 500 mg napaueramon (eaHa TaGneTka) U
HHTEPBATBLT MEXAY OTAENHHTE JO3H TpaOBa Ja ObJe NOHe WIECT Yaca. 3a NalMeHTH ¢ TEXKO
O0bOpeuHo yBpexxaaHe, BUX To4YKa 4.3).

YepHonpoOHO yBpexXaaHe
[1py naumeHTH ¢ HapylieHa YepHoApoOHa GyHKImMA Hn cuaapoM Ha Gilbert, nozarta Tpa6Ba ga ce

HaMaJIM UJIH J1a CC yBCJIHYH HHTEpBAJIa MEXAY npHeMHTe. JIHeBHaTa 103a He TpAOBa Aa
HajBUIIaBa 2 g napaueTtamMon (4 TabneTku). 3a MalHEHTH ¢ TEXKO YepHOAPOGHO YBpEKIaHe,
BHXTE TO4YKa 4.3)

JHesnara nosa He TpAGBa na npeBuiuaBa 2 g napauetamosn/neH (4 TabneTku) B ClIeQHUTE KIMHUYHU
CAy4YaH:

BE3pacTHH ¢ Terno noxg 50 kg,

XPOHHUEH ANKOXOJIUIBM,

ACXHOpaTallhA,

XPOHHYHO HENOXPaHBaHe.

HauyuH Ha npUIoKeEHHE

3a nepopanHoO NPUACKEHHE.

3a 1a ce HAMAJIAT 10 MHHMMYM HeXeJlaHUTe peakLUH, NauueHTHTe TpAGBa Ja pHeMaT
Jlexagon KoMmieke ¢ XpaHa.

4.3 IIpoTrHBONOKA3AHHA
To3n nexapcTBeH NPOAYKT € NPOTUBOINOKA3aH:

- IIPU NalHEHTH CbC CBPBbXYYBCTBHTEIHOCT KbM AKTHBHHTE BELUECTBA WIH KbM HIKOE OT
NMOMOLIHHTE BelllecTBa, H3bpoeHHu B To4YKa 6. 1.

- P NallHeHTH ¢ aHAMHE3a 34 P€aKLIMK Ha CBPBXYYBCTBUTENHOCT (Hanp. 6pOHXOCHA3bM,
AHTHOEJIEM, ACTMa, PHHHT HIM YPTHKAPHA), CBBP3aHH C aLCTHIICAJIHLIHICOBA KUCEIUHA HIH
ApYTH HECTEPOHAHH NPOTHBOBB3NaMuTeNMHH cpeacTsa (HCITBC).

- NpH NalMEHTH ¢ AKTHBHA PELIMAUBHpALLA NTeNTUYHA A3Ba/XeMoparus (Ba UK MOoBeYe
OTAC/IHHM €MU30Ja Ha JIOKa3aHa yauepaunsd Wid KPbBOM3JINB) MM aHAMHE3a 3a TaKUBa.

- NMPpH NAHECHTH C aHaMHe3a WJIH ChLIECTBYBAIla CTOMAILIHO-UYPEBHA Yilepaluus/nepdopauus
HJIH KBPBEHE, BKIIOUYHTEHO BB Bpb3ka ¢ HCIIBC (Bx. Touka 4.4).

- MalHEHTH ¢ HapYLIEHHUA Ha KPbBOChCHPBAHETO.

- [IPH NMARHEHTH C TEXKKO Y€PHOAPOOHO yBpexJaHe, TeXKO ObOpeuHo yBpexKaaye
ChpAeuHa HeJOCTATBYHOCT (K1ac IV mo NYHA) (Bx. Touka 4.4).




(BXK. TOYKA 4.5).

- NpH eHOBpEMEHHa ynoTpeda ¢ ApYrH JEKapCTBEHH NPOAYKTH, ChABPIKAILM NapaleTaMor —
NOBKLICH PHCK OT CEPUO3HH HEXEJIaHU peakuyu (BXK. TouKa 4.3).

- [pe3 noclieAHUA TPUMECTBP OT OPEMEHHOCTTA, MOPAAH PHCK OT HPEKIAEBPEMEHHO
3aTBapAHEe Ha AYKTYC apTepHO3yC Ha deTyca ¢ Bb3MOXKHa 6enoapodHa XUNepTOHHSA (BXK.
Touka 4.6)

44 ChnenHaaHH NPEAYNPEXKACHHS H NPEANA3IHH MEPKH NPK ynoTpeba

U6ynpoden

Hexenanure cbOMTHS MOraT Aa c€ HaMAaJIAT 0 MHHUMYM KaTo Cc€ M3MNON3Ba HaH-HHCKaTa
edeKTHBHA 032 3a Hall-KPaTKHA CPOK, HEOOXOAHM 3a KOHTPOJIMpaHe Ha CHMNTOMMUTE (BX. TOMKA
4.2 u uHGOPMALHATA OTHOCHO CTOMALIHO-YPEBHHU H CEPACYHO-CHIOBH PHCKOBE HO-J0JY) H KaTO
MALMEHTHTE MPHEMAT JI03aTa ¢ XpaHa (BXK. To4ka 4.2).

Cmapuecka ev3pacm
JIHLaTa B cTap4ecKa Bb3pacT ca ¢ MMOBHILIEHA Y€CTOTa Ha HeXEJIAHHTE PEAKIHU KbM HCIIBC,
0coBeHO CTOMAILLHO-4YPEBEH KPBBOM3INB H nepdopaums, KOUTO MoraT Aa 6BpaaT ¢ (paTalleH H3XON

(BX. Touka 4.2).
Heob6xoquMo € MOBHIIEHO BHUMAaHHE NPH NMaUHeHTH ¢ onpeaeeHH CbCTOSHHUA!

Pecnupamopnu napyuiernus
[Tpu manueHTH, CTPAJAIUH OT WK C aHaMHe3a 32 OpOHXHAJIHA 4CTMA HITH aJlepru4yHo 3abonjBaHe,
uma crobuenu, ye HCIIBC npeauspukeat 6poHXOCNIa3bM.

Cupdeuno-cb0060, 666peyro u 4wepHoOpPobHO yepercoane

[Tpunoxxennero na HCIIBC moxe na npHYMHHA A0303aBUCHMO NMOHKWXKEHKHE B 00pa3yBaHeTO Ha
MpOCTArJaHAHHH K A3 YCKOPH pa3BHTHETO Ha 6B0peuno yBpexaane . IlaunenTure ¢ HaH-BHCOK
PHCK OT TaKaBa PeakiliA ca Te3H ¢ HapylleHa 6u0peuna QyHKIIHA, CbPACYHO yBpexKaaHe,
yepHoApoOHa AMchYHKLHA, Ha JIeueHHe ¢ AMYPETHLH H B CTapuecKa Bb3pacT. [Ipu Te3n nauueHTH
Tpsa6Ba ga ce npociendsa 6bOpeuHaTa pyHkums (BX. Touka 4.3).

CopoeuHo-cb006U U MO3BYHO-CHOOBU eexmu

Heo6xoauMMo € NoAXoaAIo nNpocieAiBaHe H KOHCY/NTHpaHe IIPH NalHeHTH ¢ aHaMHe3a 3a
XHIIEPTOHUA H/WIIM NieKa K0 YMEpPEeHa 3acToiHa chpAeyHa HEAOCTAaTHYHOCT, THH KaTo ca
chObOLIaBaHy C/yYyaH Ha 33/pbKKa Ha TEHHOCTH M OTOK BBB Bph3Ka ¢ Tepanud ¢ HCIIBC.

KnuHu4HHTE NpOoy4YBaHHUA NOKA3BaT, ue ynorpedara Ha HOynpodeH, 0co6eHO BbB BUCOKH 103U
(2400 mg/neH), MOXe Ja € CBbP3aHa ¢ JIeKO MOBHILIABAHE HAa PUCKA OT apTepHATHH TPOMOOTHYHHM
cbOMTHA (Hanp. MHPAapKT Ha MHOKapJa WM HHCyT). KaTo wano, enuaAeMHONOTHYHHTE
NpOoy4YBaHHs He MOKa3BaT Bpb3Ka MEXAY NMpreMa Ha HOynpoder B HUCKH Bo3u (Hanp. <1200
mg/neH) ¥ NOBUIIABAHE HA PHCKA OT apTepHaiHH TPOMOOTHYHH CHOUTHA.

[TaumeHTHTE ¢ HEKOHTPOJIKPaHa XHIIEPTOHHUA, 3aCTOIHA chpAe4yHa HeaocTaTeuHOCT (Knac II-11I mo
NYHA), ycTaHOBeHA HCX€MH4YHa §osecT Ha chplLeTo, nepudepHa apTepraiHa GonecT W/uIu
MO3BYHO-CBAOBO 3ab0onaBaHe TpaGBa na 6baaT nekyBaHHd ¢ HOynpodeH caMo ciell BHHMAaTeIHa
npeLeHKa 1 Aa ce n36Aresat BucokuTe a03u (2400 mg/aeH).

Tpabra fAa ce H3BLPILIBA BHUMATE/IHA MPELIEHKA H NPEeAH 3ao4YBaHe Ha ALJTOCPOMHO e
MALKHEHTH ¢ PUCKOBH (pakTopH 3a ChbpACYHO-CBAOBH CBOUTHA (HANp. XHNEPTOHHA,
XUMEPAUNHUAEMHs, 3aXapeH auabeT, TIOTIOHONMYEHE), 0C0OEHO aKo € HeoOXoaH
ubynpodeH BsB BUCOKH A03H (2400 mg/aen).

CmomawHo-4pesro KbpseHe, yayepayus u nephopayus



Mma cpobiienns 3a CTOMAIIHO-YPEBHO KBPBEHE, YAUEpauHa H nepdopaLmsa, KOUTO MOTaT Aa
Ornar ¢ paranen uzxoa, npH scuukd HCIIBC no Bcsko BpeMe Ha NEUEHHETO, ¢bC UM Gea
NpeaynpeauTeIHH CHMIITOMHM HIM NPEJHILIHA aHaAMHE3a 32 CEPHO3HH CTOMAIIHO-YPEBHH
CHOUTHA.

PHCKDBT OT CTOMALIHO-YPEBHO KbpPBEHE, YLepaLya Wik nepdopanns ce MoBHILABA C
yBennuasaHe Ha ao3ata Ha HCTIBC, npu nanueHTH ¢ aHaMHe3a 3a 43Ba, ocobeHo npu
YCAOXKHEHHA ¢ XeMOpardusa UM nepdopauus (Bxk. Touka 4.3) M NpH NaLMEHTH B CTapYecKa
Bb3pacT. Te3u naudeHTH TpAOBa Oa 3aMo4HAT JeYeHHe ¢ Hali-HMUCKATa Bb3MOXHA 11034,
KomOuHHMpaHa Teparnus ¢ NpOTEKTHBHH cpeacTBa (Hanp. MH3OAPOCTON HIH HHXHOUTOPH Ha
NPOTOHHATA MoMMNa) TpAOBa 1a ce OOMHUCITH NpH TE3H MALMEHTH, a CHIIO U NPH MALHEHTH,
HY>KJaelllH C€ OT ¢AHOBPCMEHEH NMPHUEM HA HHCKH [03H alleTHICAJIHLHIOBA KUCEJIUHA, HIIH JIDYTH
JIEKapCTBCHU MPOAYKTH, MOBHILABAILH PUCKA OT CTOMALIHO-UYPEBHH CHOMTHUSA (BXK. NO-A00Y H
TOUKa 4.5).

[launeHTH ¢ aHAMHE3a 32 CTOMALIHO-YPEBHA TOKCHYHOCT, 0COOEHO B CTapUecKa BL3pacT, Tpabea
Ja choOLIaBaT BCHUKH HEOOHuaiiHH abJOMHHAIHH CUMIITOMH (0COGEHO CTOMAIIHO-YPEBHO
KbpPBEHE), 0COOCHO B HAYAIOTO HA JICYEHHETO.

HeoOxonuMo € BHHMaHHe MpH NaLMEHTH, NpUEMAalllH €JHOBPEMEHHO 1€KapCTBa, KOMTO MOTaT Ja
MOBHILAT PUCKA OT CTOMAIIHO-YPEBHA yALlepalusa HIH KbPBEHE, KATO MePOPaTHH
KOPTHKOCTEPOH/H, AHTUKOAryJIaHTH, KaTo BapdapHH, CeJIEKTUBHH HHXHOUTOPH Ha 00paTHOTO
3axBalllaHe Ha CEpPOTOHHHA WU aHTUTPOMOOTHYHHU CPEACTBA, KaTO aLlCTHICATIMLUIOBA KHCE/IMHA
(Bk. TOuKa 4.5).

[Ipu mosBaTa Ha CTOMAILHO-YPEBHO KBPBEHE UM yALCpalKa NP NMaLKEHTH, MPUEMAILH
HOynpodeH-ChbABPKALIH 1EKAPCTBEHH NPOAYKTH, JIEYEHHETO TPAOBA /14 CE NPEKpaTH.

HCITIBC Tps6pa fa ce peANKCBAT ¢ NOBHIIEHO BHUMAHHE Ha MaLlUCHTH ¢ aHAMHe3a 3a
CTOMAIIHO-YpeBHO 3abonaBane (yauepo3eH konuTt, onect Ha KpoH), Thil KaTo T€3M CHCTOAHUS
morar aa ce ofocTpAT (BXK. TouKka 4.8).

CHE u cmecena cvedunumenno-muekarnua 6oaecm
[Ip1 nauueHTH cBC cHcTEMeH nynyc eputeMaroaec (CJIE) u cMeceHa Che AMHHUTENHO-ThKaHHA
GonecT MoXe Ja UMa MOBHILIEH PHCK OT aceNTHYEeH MEHHHTHT (BX. TOuKa 4.38).

Teorcxu xoocHu peaxyuu

MHoro paaxo ce crodiIaBa 3a TEKKH KOXHH PEaKLHH, HAKOH ¢ daTajieH H3X0/, B TOBA YHCIIO
eKCQONMATHBEH AEPMATHT, CHHAPOM Ha CTHBBHC-JDKOHCBH H TOKCHYHA eMHICPMAITHA HEKPOITH3a IIPH
ynorpebata Ha HCIIBC (Bx. Touka 4.8). [laLnHeHTUTE ca U3NOKEHH Ha N10-BUCOK PHCK OT Te3H
PeaKUHH B HAYANOTO Ha JIEYCHHETO, MOABATA HA PCaKLUATA B IIOBEYETO ClIyuaH ce Habmogapa B
ITbPBHA Mecell OT TepamuaTa. JlokiansaHy ca ciy4an Ha OCTpa, FeHepaIH3HpaHa, eK3aHTEMATO3HA
nyctynosa (AGEP), cebp3annu ¢ ynorpebara Ha uOynpodeH cbAbpKaIM 1eKapCTBEHH NMPOAYKTH.
YnorpebaTa Ha TO3H JICKapCTBEH MPOIYKT TpAOBa Ja ce NpeyCcTaHOBH OLLE TIPH MLPBATa NOABa HA
NMPH3HALH H CHMITTOMH Ha TEXKH KOXKHM peakiiiH, KaTO KO)KCH OOpUB, JIE3HH Ha JIMTaBULIATA WIN
HAKaKbB JPYr CHMIITOM Ha CBPbXYYBCTBHTEIHOCT.

Hapywen pepmunumem npu sxcenu
Bx. Touka 4.6.

MackupaHe Ha CHMOTOMHTE Ha HOUIeKAMTE HHEKIIMH
Hbynpogen Moxe 1a MACKVpa CUMITTOMHTE Ha MHOEKIIMA, KOETO MOXe Ja AOBEHE 10 JPBARat
3aMI04BAHE HA NOAXOMALLIO JICYEHHE H MO TO3W Ha4MH Ja BIOLUM W3X0Aa OT HH(EKL] g
Habmoaapa npu 6akTepHanHa NHEBMOHUA, NPpHAOOKMTA B OOHIECTBOTO, KAKTO W NpH GAKTPe
yclnoxHeHus Ha Bapuuena. Koraro ubynpodeH ce npuiara 3a jeueHne Ha NOBHILICHS
HJTH 3a objiekyaBaHe Ha OoskaTa BbB BPb3Ka ¢ MHGEKILMSA, Ce MpenophyBa Habaoaer



uHbexupATa. IIpy H3BLHOONTHHYHH YCIIOBHA NALMEHTHT TPAOBA Aa ce KOHCYTHPA ¢ JIEKap, ako
CHMITTOMHTE IIepCHCTHPAT KWIH C€e BIIOIIABAT.

[ lapangeramon
Heobxoaumo e noBMiIIeHO BHHMaHHE, aKo napaueTaMos ¢€ Npeanucea Mpy NauueHTH C.

-  6B06peuHo yBpeXKIaHe

- 4Y¢pHOAPOOHO YBpeXKIaHEe

- cungpoM Ha Gilbert

- OCTBp XEMNaTHT

- TIIOK030-6-pocdaT AexuaporeHa3eH ACQUIMT

- 3noynotpeba ¢ alIKOXON/XPOHMUYEH AJIKOXOIH3IbM

- XpOHMYHO HEAOXpaHBaHe, HUChK MHACKC HA TeNEeCHA Maca, aHOPEeKCHA

- JexuaparaumA

- €IHOBPEMECHHO MPUIOKEHHE Ha JIEKAPCTBEHU MPOAYKTH, KOMTO 3acArar yepHoapoOHaTa
¢yHKuHA (BHK TO4YKaA 4.5)

Cpo0LueHu ca ciydad Ha MeTabONMTHA alluA03a ¢ roisMa aHuoHHa npasiuHa (HAGMA),
ABbJDKALA C€ HAa MHPOrJIyTaAMHHOBA allkA03a NPH NMaLMEeHTH ¢ TEXKO 3a00/ABaHe KaTO TEXKKO
6b0peyHO yBpexXaaHe H CEeNCHUC, UIIH NPH NMalUeHTH ¢ HeAOXpaHBaHe WIHM C APYTH H3TOYHHLIM Ha
NepHULMT Ha rIyTATHOH (HANp. XpOHHYEH AJIKOXOJIU3IBM ), KOUTO Ca JIEKYBAaHM C MapaileTaMmo B
TepaneBTHYHa A03a 3a MPOAL/DKUTEICH NEPHOI HAH KOMOMHALKA OT MapaleTaMo U
duyknokcauunuH. Axko ce noposupa HAGMA nopazu nHpornyTaMuHOBA allHI03a Ce
npenopbysa He3abDaBHO NMpeKpaTABaHE Ha napaneTaMoll BHUMaTenHo HaGnroaeHue. HamepeaneTo
Ha 5-OKCOMPOJIHH B YPHHATa MOXe Aa Obje nonesHo 3a HaeHTHHLMpaHe Ha MHPOrIyTaMHHOBA
alfua03a Kato OCHOBHA NpHYKHa 3a HAGMA npu nauseHTH ¢ MHOXECTBO PHCKOBH (PaXkTOPH.

PHCKBT OT ripelozHpaHe ¢ napauncTamMol € NOBUILEeH NMPH NAUMEHTH ¢ HELHPOTHYHO AJTKOXOJHO
4epHOApOOHO yBpexKAaHe. B ciydail Ha XpOHHUYEH aJIKOXONH3bM, Ce MPenophUBa MOBHIIEHO
BHMMaHHE (BHX CbIIO TO4Ka 4.2). [To Bpeme Ha neYeHHETO ¢ napaneTaMoll, He TpAOBa fa ce
npyeMa aJIKoOXoJl.

[TanuenTuTe TpaOBa na 6bAAT NpeaynpeAcHH Ja He IPHEMAT eAHOBPEMEHHO M APYTH NPOAYKTH,
CbABPAKALLH NapaleTaMoJl, NOpagu PHCK OT TEXKO YpHOApoOHO yBpexaaHe B ciy4ali Ha
npeaosupane (Bx Touka 4.3 u 4.9).

EnHokpaTHO npuiarasHe Ha rnapaueTamMoi B 4033, HEKOJKOKPaTHO HaJABHUIaBallla MaKCHMMaJlHaTa
JHEBHA J03a, MOXE CEPHO3HO a YBpeaM uyepHuUus ApoO. B TakHBa ciy4yad HaMa 3aryba Ha
cb3HaHHe. HezaBUCHMO OT TOBa, B Ciiy4ail Ha npeao3vpaHe TpAOBaA Aa ce MoThpCcH He3zabaBHa
MEIHLIMHCKA ITOMOLL JOPH MalHEHTBT Ja ce HyBcTBa nodpe, Thi KaTO HMA PHCK OT TEXKKO,
3ab0aBeHO H HEOOpaTUMO YBPEXKJaHE HA YepHUA Jpob (BUX Touka 4.9).

[IpenamectBanio uepHoApoOHO 3abonsBaHE yBeIU4YaBa pHCKa OT YBpeXJAaHe Ha YepHHA apod,
CBbp3aHoO ¢ napaueTamo. IlanueHTuTe, KOUTO ca MManH HapymeHa YepHOoApoOHa UM 6uOpeyna

¢yHxuna, TpA6Ba Ja NOTHLPCAT CHBET OT JieKap npeay ynorpefaTa Ha TO3M JIEKAPCTBEH MPOAYKT.

IIpu manmedTH ¢ U34epraHM HABA HA IIYTATHOH, ynoTpedara Ha nmapaneTaMol MOXKe Ja YBEJIHYH
pucKka oT MeTtaboauTHA auuao3a (BUX Touka 4.9).

45 BianMoaeiicTBHE C APYry JeKAPCTBEHH NMPOAYKTH H APYrH GOpPMH HA B3auMOAeHCTBHE

To3M exapcTBEH NPOLYKT (KAKTO BCHYKHU JCKAPCTBEHH NPOAYKTH, ChABPKAUIH HO
HCIIBC) e npoTuBonoka3zaH B KoMOUHALIHA C:

. AUCTHJICATHLHJIOBA KHCeNnHA (OCBEH aKO HUCKA J03a alleTHICANHLMNIO
HEMpPEBHLIABALUA 75 Mg OHEBHO, € PeANMCaHa OT JeKap, BHXK Mo-aoyk




npuiIocXKeHne Ha uOynpodeH U aueTHICATHLIMIOBA KHCEJIHHA 11O IPHHLUNI HE C¢
Nnpenopb4Ba, Mopajy Bb3MOXKHO YBE/JUYaBaHE HA HEXE/IAHMTE peaKluH (BXK. Touka 4.3).

. npyru HCIIBC, BKIIOYHTENHO CEASKTUBHY HHXHOKTOPH Ha LHKJIO-OKCHIeHa3a-2, Thif KaTo
MOraT [1a YBeJIH4aT PHCKA OT He:KEeNaHU peakuuH (BXK. To4Ka 4.3).

To3y nekapcTBEH NMPOAYKT (KaKTO BCHYKH JICKAPCTBEHH NMPONYKTH, ChAbPXKALH NAPALETAMOS) €

NPOTHBONOKA3aH B KOMOUHAIMA C IPYTH JEKapCTBEHH MPOAYKTH, ChAbPIKALIH NapaueTaMo) —
MOBHILEH PHCK OT CEPHO3HH HEXENaHH peaKiLiuH (BXK. TO4YKa 4.3).

To3u nekapcTBeH NPOAYKT (KAKTO BCHYKH JIEKAPCTBEHH NMPOAYKTH, ChABDKALIH néynpodeH u
HCIIBC) tpa6sa a ce W3moJi3Ba ¢ NOBUIIEHO BHUMaHUE B KOMOWHaNH4A C:

’ antukoarynauti: HCIIBC morar ga 3acHnsaT epeKTHTE Ha aHTHKOAaryJaHTHTE, KaTo
BapdapHH (BX. Touka 4.4).
. aaTHxunepreH3nBHM NekapcTsa (ACE naxuburopH u aHrnotreH3uH 1l anataroHucTH) n

auypetuum: HCTIBC morat ga nosHukar ¢peKTHTE Ha TE3H NEKAPCTBEHH NpoayKTH. [IpH
HSKOM MAaLHEHTH ¢ KoMnpoMeTHpaHa 60peuHa QyHKUMA (Hanp. JeXHAPATHPAHH ALHCHTH
HJIH MaLMEHTH B CTapuyecKa Bh3pacT ¢ KoOMNpoMeTHpaHna 6s0peuna GyHKuus)
enHoBpemenHaTa ynorpeba Ha ACE urxubuTop UK aHrHOTEH3HH Il aHTaroHuCT U
CpeICTBa, KOHTO HHXUOMpAT LIMK/IO-OKCHI€HAa3aTa MOXe Ja IoBe/ie A0 AOMBJIHHUTEIHO
BjolaBaHe Ha 6b0peuHara QyHKIIMA, B TOBA YMCJIO U Bb3MOXKHA ocTpa OB0peyHa
HENOCTATHYHOCT, KOATO 0OMKHOBEHO e oOpaTuMa. Te3n B3aumoaeicTBHA TpadBa na Obaar
B3eTH nipeABU npu nauneHTu, npueMamy HCIIBC eanospemenHo ¢ ACE nHxuburopu
uinu aurnoteHsuH Il antaronucTu. CrnenopatetHo, KOMOMHanusTa TpaGBa Aa ce npuiara ¢
NOBUILIEHO BHHMAaHHeE, 0co0eHOo NpH NHla B cTapyecka BuapacT. [launenture Tpsabsa aa ca
afeKBaTHO XHApPaTHpPaHH H TpAOBa na ce 0OMHCIM MOHHTOpHpaHe Ha ObOpeyHaTa QyHKLUHA
cje 3ano4yBaHe HAa CHIBTCTBAILlA Tepanda ¥ MEPHOAWYHO Cliea ToBa. J{uypeTnuure Morar
yBenH4aT prcKa ot HedporokcHuHocT Ha HCIIBC.

. AHTHATPEraHTH U CENEKTHBHU HHXUOMTOPH Ha 00paTHOTO 3axBalllaHe Ha CEPOTOHHHa
(SSRI): noBHiLIEH PUCK OT CTOMAIIHO-YPEBHO KbpBeHE (BK. TOUKa 4.4).
. alleTUJICAJMIIHIOBA KMceTHHA (HHCKA N03a, HeNpeBHUIllaBaina 75 mg GJHEBHO):

eKCIepHMEHTAJHH JaHHH NMOKa3Bar, 4¢ uOynpodeH MoxKe KOHKYPEHTHO Ja HHXHOHpa
eheKTa H2 HUCKMTE JIO3M alleTUIICAIMLIMIIOBA KUCENHHA BLPXY TPOMOOLIMTHATA arperauus,
KOraTo C€ IIPUEMAaT €IHOBpeMEHHO. BrIIpeku ue HMa HECHTYPHOCT NPH €KCTPANIONHPAHETO
HA TE3H JAaHHH OT KJIHHMYHH ClIy4dad, He MOXe Ja C€ U3KIOYH Bb3MOXHOCTTA, Ye
PENOBHHUAT NPOIBIKHTENEH NPHEM Ha HOynpodeH MoXe a HaMa/lH KapAHONPOTEKTHBHHA
e(peKT Ha HEUCKM J03H alleTHJICATHUMIIOBA KHCeIHHA. He ce o4akBa KIMHHYHO 3HAYHUM
edekT npu HepegoBHa ynorpeba Ha nubynpogeH (Bx. Touka 3.1).

. cepaeuHy riaukosuau: HCIIBC morart na o6ocTpAT chpaeyHaTa HENOCTATHLYHOCT, A
HaMaJaT rioMepyJjHaTa QUITpaurs U Ja NOBUILAT IJIa3MEHHTE HHBA HA IIMKO3HAHTE.
. XonectupaMuH: EagHoBpeMenHara ynorpeba Ha ubynpodeH u xonecTHpaMHH MOXe Ja

HaMaiu abcopbumnsaTa Ha HOynpodeH B CTOMAIIHO-4YPEBHHUA TPakT. BuNpekH ToBa,
KJIHHHYHATa 3HaYHMMOCT € HeACHa.

. IIUKJIOCTIOPHH: MOBHILIEH PHCK OT HEQPPOTOKCHYHOCT.

. KOPTHKOCTEPOUIN: YBEJIMUEH PHCK OT CTOMANIHO-YPEBHH A3BH H KbpBEHE (BX. TOUYKa 4.4).

. AUYpPEeTHIH: NOHWXEH AuypeTHYeH edekT. [luypeTHUUTe MOoraT Ja IOBHILAT PUCKA OT
HedpotokcruHocT Ha HCIIBC.

. JTUTHHA: MOHHXKEHO eJIMMUHHPAHE Ha JIMTHH.

. METOTpPEKCAT: HaMalleHa CTelleH Ha €JIMMHHHPaHe Ha METOTpeKCar.

. mupenpucton: HCIIBC He TpabBa aa ce u3nonseart a0 8-12 nHH cien npuiioxeH
mudenpucToH, Teit karo HCIIBC moraT ga monuxar edekra Ha MHPenpUcT

. XHHONOHOBH aHTUOHOTULIM: TAHHH OT NMPOYYBAHUA BBPXY KHBOTHH COUAT,

MOTFaT Ja YBEJHYAT PHCKA OT KOHBYJICHH, CBBP3aHH ¢ XHHOJIOHOBHTE aHTH
[TaunenTn, npueMamu HCIIBC 1 XuHOJIOHHM MOXe Na ca U3JIOXKEHHU Ha 1
MOfBa HA KOHBYJICHH.




. TaKPONHUMYC: BEPOATHO NMOBHILEH PHCK OT HEQPOTOKCHYHOCT MNPH €AHOBpEMeHHa ynorpeba
Ha HCIIBC ¢ TakponuMmyec.

. 3UXOBYAUH: MOBHUIEH PHCK OT XEMAaTONOrMYHA TOKCHYHOCT NIPH €JHOBpEeMeHHa yrnoTpeba
Ha HCIIBC u 3ugoByauH. IMa faHHH 3a yBEJH4YEH PHCK OT XEMapPTPO3H H XEMaTOMH NPH
HIV (+) xemopuanuy, iexyBaHUd ¢AHOBPEMEHHO CbC 3UIOBYAUH H HOynpodeH.

To3u nexkapcTBEH NPOAYKT (KAKTO BCHYKH JIEKADCTBEHH MPOAYKTH, ChbAbPXAIIM NapaleraMor)
TpAOBa Ja ce M3MON3Ba ¢ NOBHUIIIEHO BHUMAaHWE B KOMOMWHALMA C:

. D nyKIOKCAUMIHH: HEOOXOAMMO € MOBUMICHO BHHMAaHHUE MPH CBNIBTCTRALIA yrnoTpeba Ha
(yKIOKCALHIMH U NTapaleTaMol, Thii KATO ¢JHOBPEMEHHHAT NPHEM C€ CBBHP3Ba C
MeTabONIMTHA allH03a ¢ rojisMa aHHOHHA pa3/iMKa Nopaad NMHPOrIyTaAMHHOBA alluA03a,
OCcOOEHO NpH NaLUEHTH C PUCKOBH (pakTOpH (BXK. ToUKa 4.4).

. XnopamM@eHHKON: NTOBUIIEHA I/1a3MeHa KOHLIEHTpallusg Ha XJ10paMeHHKOI.

. Xo0JIeCTUpAMHH: CKOpPOCTTa Ha abcopOLus Ha MapalneTamMosl ce MOHMKABa OT XOJIECTHPAMHH,
CnepoBaresHO, XONECTHPAMHH HE TPAOBa [1a ce NMpHeMa B paMKHTE Ha €HH 4ac, aKo ¢
HeoOXoAUMAa MaKCHMAJTHA aHAJITE3HA.

. MeTtoknonpaMua U goMnepuaoH: abcopbuusaTa Ha napaneTaMos ¢¢ NOBHIIaBpa OT
METOKJIOTIpaMH U AOMIIEPHAOH. Brapeku ToBa, He ¢ HeoOxoauMo aa ce H3barea
eAHOBpPEMEHHAaTa ynoTpeda.

o Bapdapui/aHTHKOArynaHTH: aHTHKOAryJIaHTHUAT €¢eKT Ha BapdapuH U JpYTH KYMapHHH
MOXK€E J1a C€ 3aCHJIH NIpH peAoBHa ynoTpeba Ha mapaueTaMol ¢ MOBHILEH PHCK OT KbPBEHE,
OO3H, NIPUIOXKEHH HHLMIEHTHO HE OKa3BaT CbhLUSCTBEHO BIHAHHE.

. 3UOBYAHH: MOBHILIEHA Y€CTOTA HA HEYTPONEHHA. 3aTOBa, NapaLeTaMoil X 3HAOBYIHH
Tpa®Ba na ce npunarar eJHOBPEMEHHO CaMoO IO JIEKAPCKO MpeAnHCaHue.
. [IpobeHenna: KOHIOralMaTa Ha NapaleTaMoll ¢ MIIOKYPOHOBA KHCEIHHA ¢e MHXHOUpa,

KOETO BOAH A0 HaMaJldBaHE Ha KJIHpbHCA Ha napaueramorn ¢ npubausurentio 50%. [Ipu
NaLlHECHTHUTE, KOUTO NMpHEMAT €AHOBPEMEHHO NpobeHenn, TpabBa na ce nMa npeaBu
HaMaJisBaHE Ha 103aTa Ha rnapaneTraMon.

. XenaToTOKCHYHH cyOcTaHUMU (BHXK Touka 4.4). XenaTOTOKCHYHOCTTA HA ITapaleTaMoll
MOXe na 6bae YCHIIEHA OT €AHOBPEMEHHOTO MPHIIOKEHHE HA JIEKAPCTBEHH MPOAYKTH,
KOHTO 3acarar uepHua Apod, kaTo SapOUTypaTH, TPHUHKIHYHH aHTUASIIPECAHTH H
aJIKOXOJI.

4.6 DepTRIAHTET, OpeMEeHHOCT H KbpMeHe
bpeMeHHOCT

Hsama onut o1 ynorpebara Ha ubynpoder/napaueramon 200 mg/500mg dbunmupann tabnerku npu
Xopa mo BpeMe Ha OpeMeHHOCT.

Om nanuuauemo na ubynpogpen.
IloTHCKaHeTO Ha HPOCTArNAaHAHHOBHA CHHTE3 MOXKE Ja NOBIUAe HeOnaronpuaTHO 6peMEHHOCTTA
WM emOpHoO/(peTanHoTo pa3suTHe. JJaHHHM OT eNMIEMHONIOTHYHH [TPOYUYBAHHS MTOKa3BaT MOBUILIECH
PHUCK OT HEAOM3HOCBAHE H CHPAEYHH MajipopMaliMK M racTpOCXU3KC ciiel yrnorpeba Ha HHXUOHTOPH
Ha MpocCTariaHAHHOBHA CHHTE3 B PaHEH €Tan Ha OpeMeHHOCTTa. AOCOMOTHUAT PHCK OT ChpPACUHH
MasipopmMaLmy e 61N noBHiLeH ot nog 1% Ha okono 1,5 %. Cuura ce, ue pUCKBT C€ NIOBHILIABA NPH
BHCOKH JI03H M IIPOABJLDKHTENHO NeueHue. [Ipy NpoyYBaHUA C dKMBOTHH NPHIOKEHHETO Ha
HHXHOMTOpPU Ha NPOCTArJaHAWHOBHA CHHTE3 BOAH A0 Npe- H NOCT-UMIVIAHTALHOHHA 3aryba H
emOpHo-deraneH neranurer. OCBeH TOBa ce ChoOMIaBa 3a NOBHIIEHA Y€CTOTA HA BPOLEHH
MaJipopMaLMH, BTIOYUTENHO ChPACYHO-CHAOBH, IIPH KHBOTHH, NPHEMaTH HHXHOUTOPH Ha
NpOCTarNaHAWHOBHA CHHTE3 110 BpeME Ha OpraHOreHe3ara.

SR
Ot 20-Ta ceqmuua Ha OPEMEHHOCTTA HATaTBK, yNioTpebaTa Ha HOynpoden Moxe 1a HPRHS Tigws y n o\ O
OJIMTOXMAPAMHHUOH B Pe3yJITaT OT HapyleHa ¢yHKiuA Ha Os0peuuTe Ha moga. To T ey
MPOABH CKOPO CJIEJ], HAYAIO0TO Ha JIeYEHUETO U OOMKHOBEHO € 06paTHMO clies| npek




IOITBJIHEHWE, HMa CHOOIEHHA 3a C/Ty4aH Ha CTeCHABaHE Ha Ha ductus arteriosus cnejl IEUCHHE Npe3
BTOPHA TPUMECTBP, MOBEUETO OT KOHTO Ca €€ Bh3CTAHOBHIIH Clie]l CriMpaHe Ha JieueHueTo. [Topanu
Ta3u npuiuHa, Hbynpoden He TpabBa aa ce H3MON3Ba NPe3 MBPBUS U BTOPHA TPHMECTBD OT
OpeMEeHHOCTTa, OCBEH NPH KaTeropu4yHa HeoOxoaAuMocT. Ako HOynpodeH ce H3NON3Ba OT JKEHH,
KOHTO Ce OTIMTBAT Jla 3a0peMeHeAT WM npe3 ITbPBUA H BTOPHS TPUMECTHP Ha OpeMeHHOCTTa, H03aTa
TpaOBa fa ObJe MAKCHMAIHO HUCKA M MPOLB/DKMTETHOCTTA Ha JIeYeHHe Bh3MOXKHO Hali-KparTka.
[IpeHaTaIHOTO MPOCNEAIBAHE 32 OJTHTOXHAPAMHHOH H CTECHEHHE Ha ductus arteriosus Tpabsa na ce
MMa NpeaBUl Cel €KCIO3HLMS HA UbyTIpodeH B NpOABbIDKEHHE HA HAKONKO AHM OT 20-Ta
recralMoOHHa cegMHuua HataTbk. MGyTpodeH TpabBa na 6vae crpaH, ako ¢€ YCTAHOBH HaJIMYME Ha
OJIMTOXHAPAMHHOH HJIM CTeCHEHHE Ha ductus arteriosus.

[1o Bpeme Ha TpETHA TPUMECTHP OT OpeMeHHOCTTa BCHYKH HHXHOHWTOPH Ha NPOCTArTaHAMHOBHUA
CHHTE3 MOTaT [la W3JIOXKAT IUI0/1a Ha PHCK OT:
- KapAuoITyJIMOHAIHa TOKCHYHOCT (C NMPEKAECBPEMEHHO CTeCHABaHEe/3aTBApAHE Ha (heTalHuA
OYKTYC apTepHo3yc K BenoapobHa XHnepreH3ns);

OLOpeuyna qucyHKUMSA (BIDK NO-rope);

MakHKkaTa 1 HOBOPOACHOTO B Kpast Ha OpeMeHHOCTTa OT:
- BB3MOXHO YIB/DKaBaHE Ha BpEMETO Ha KbPBEHE, aHTHArperaHTeH €peKT, KOHTO MOoXkKe aa ce
HabmI0JaBa JOpH B MHOTO HHCKH JO3M;
-  MOTHCKaHe Ha MATOYHHTE KOHTPaKLHH M 3a0aBEHO WIH YABJDKCHO paXaaHe.

CneposarenHo, HOynpoder/napaueramon 200 mg/500mg ¢punMupanu TabneTKH e NPOTHBONOKA3aH
rnpe3 TpeTH TPUMECTHD Ha GpeMeHHOoCTTA (BX. TO4Ka 4.3).

Om Haauuuemo Ha napayemamon

3HauMTENeH 00eM AaHHU NIPH OpEeMEHHH KeHU HE NOKA3BAT HUTO MaNGOpMATHBHA, HUTO
(eTO/HeOHAaTAIHA TOKCHYHOCT. Pe3ynTaThTe OT eNUAeMHOJIOTHHHATE NPOYYBAHUA BbPXY
HEBPOJIOTHYHOTO pa3BHTHE Ha iella C €KCMO3HLIMSA HA NapaLeTaMol in ufero He ca yoeauTenHu. AKo €
HeOOXOMHMO OT KIMHHYHA INE€AHA TOYKa, TapaLeTaMol MOXE /ia Ce TPUIIara 1o Bpeme Ha
OpemeHHOCT, HO TpAOBa Na ce U3NON3Ba Hal-HUCKATa eQEKTHBHA 1032 33 BB3MOXKHO Hal-KpaTKo
BpEME K C Bb3MO)KHO Hal-HHCKaTa YECTOTA.

KxpMene

Ho6ynpoden u Heropute MeTaboaUTH MOTAT Ja MPEMHUHAT B MHOTO Majkk konuauyecTra (0,0008%
OT MaH4YMHATA J103a) B KbpMaTa. T'bH KaTo 3a cera He ca W3BECTHH YBPEXAAUIH e(eKTH BHPXY
KbpMadeTaTa, NPpeKbCBaAHE HA KbPMEHETO OOUKHOBEHO HE € He0OX0AHMMO MO BpEME Ha
KpaTKOCPO4HO JieueHHe ¢ HOynpodeH ¢ npenopbrYHTENHATa J034.

Cnen nepopaiHoO NPWIOKEHHE, NIAPALIETAMOJT Ce eKCKPeTHPAa B KbpMAaTa B KITHHHYHO HE3HAYUTETHO
konuuecTBo. Cnopea myONUKYBaHHTE JAHHH, KbPMEHETO HE € IIPOTHBONOKa3aHo. CienoBaTeinHo,
[apaneraMoJl MOXE Ja C€ H3I0/I3Ba CBIJIACHO [IPETIOPBKUTE NO BPEME Ha KbPMEHE.,

QDEpTHNHTET

YnoTpebara Ha NIPoyKTa MOXeE a HapYIlH )KSHCKHA QEpPTIWIHTET H HE e MPEenopbUBa MpPH KEHH,
KOWTO OMMTBAT Ja 3aueHar. [Ipu xxeHH, KOUTO HMaT TPy XHOCTH CbC 3a6peMEHABAHETO MITH NIPEMHHABAT
H3C/IeiBaHUA 3a Oe3mtonue, Tpsabea na ce obmMucnn npekparaBate ynorpebara Ha nekapcTBeHUs

NPOIYKT.

4.7 EdexTr BbpXy cnocobHOoCTTA 38 modHpaHe H padora ¢ MAIIUHH

Jlekanon KoMnneke He BAHsAE HAH UMa CaMO HE3HAYUTENHO BIHAHHE BPXY CHOC
mwogupanHe H pabota ¢ MAIIKHH. BB3MOXKHH ca HEXXeJIaHH PEeakLHy, KaTo 3aMas
yMOpa H 3pMTENHH HapylueHus, cnea npueM Ha HCIIBC. [TanenTuTe, KOMTO
peakuuy, He TpAOBa Aa wWopUpaT HIH paboTAT C MALIHHH.




4.8 Hexelanu JeKapcTBeHH PeaKnHH

B knnHuuHKMTE Npoy4Banus ¢ uGynpoden/napaueramon He ¢a HabMOgaBaHU APYTH HeXEIaHH
PEaKIHH, Pa3IH4HHU OT TE€3H MPH CAMOCTOATE/ICH NpHeM Ha ubynpodeH uim napaueramon.

TabnuyeH CNUCHK Ha HEXETAHUTE peaKlMH

B Tabnuuara no-nony ca u3GpoeHH HexxeNlaHUTE peaki UK OT AAHHHTE OT MpPOCie ABAHETO Ha
neKapcTBeHaTa 0e30MacHOCT, ChoGuiaBaHH NPH NALHEHTH, MPHEMAalIM CaMOCTOATEeNHO HOynpodeH
HJIA ITapaleTaMoll MPH KPaTKOCPOYHA H ABArocpouHa ynorpeba. Hexenanure peakuuu ca naaesu
no-Aoay, B TabAH4YCH BHA CNOpEeI CHCTEMO-OpraHHa Knacuukauus u yectota. YecTorarta ce
OINpenesia KakTo ciaeasa: MHOro Yectu (=1/10), yectu (=1/100 no <1/10), wewectu (=1/1000 no
<1/100), peaxu (=1/10 000 no <1/1000), mHoro peaku (<1/10 000) u ¢ HeH3BECTHA YecTOTa (ot
HaJIHYHUTE JAHHH He MOXke 1a ObJe HanpaBeHa oleHka). IIpu BCAKO rpynupaHe B 3aBHCHMOCT OT
HECTOTATa HEXKEJIAHUTE PEAKLIHH C€ H30POABAT B HU3XOAAIL Pel IO OTHOIIEHHE HA TAXHATA
CEPHO3HOCT.

ICHCTEMO-0praHeH KAac HecToTA Hexenana peaknus
HapymeHnus Ha KpbBTa U MHoro peaku XeMaTonoeTHYHH HapylueHus'
INTKM(HATa CHCTEMA
HapyueHus Ha MMyHHaTa HeuecTn PeakuiH Ha CBPBEXYYBCTBUTEIHOCT ¢ YPTHKAPHS H
CHCTEMA NpypUTYCZ,
MHoro peaku [Texku peakiiH Ha CBPBXYYBCTBHTEIHOCT.

ICMMIITTOMHUTE MOTaT Ja BKJIIOYBAT: OTOK Ha
VTULIETO, €3HKA H JIApHHKCA, AMCITHEA, TAXHKAPAHS,

NMOTOHHA (aHadHNaKCHA, AHTHOEAEM HJTH TEXBK
F;:JK) 2,
Hapymennsa Ha MeTtabonmuama U IC HEUM3BECTHA €TabONMMTHA aLMA03a ¢ roJisMa aHUOHHA
XPAHEHETO 4eCToTa pazHuHa'®
[IcuxuysK HapylmIeHUS MHoOro peaku O0BPKaAHOCT, AENPECHS, XATIOUHHALIUH
HapyieHns Ha HEpBHATa HevecTH I napobonue, 3aMatHOCT
cHCTEMA
MHOTO peaKu ACeNTHYEH MEHHHIHT °, mapecTe3us, ONTHYECH
HEBPUT, COMHOJIEHTHOCT,
Hapyiuesus Ha ouMTe MHoro penku BputenHo HapylIeHue
Hapyuienus Ha yXoTo H MHoro peaku LT'I:!HHTyc, BEPTHIO
nabHpHUHTA
ChpacyHH HapylleHus MHOro peaku CbpaeyHa HEAOCTATHYHOCT, OTOK
C1 081 HapyLIeHHs MHOro peakH Xuneprouus *
PecniapaTOpHH, rpbIHH H MHoro pegku PeakTHBHOCT Ha QMXATEIHATA CUCTEMA,
MEIHACTHHATTHU HAPYIUCHUA BKJIIOYHTEIHO: aCTMa, H30CTPAHE Ha acTMa,
OpOHXOCAa3bLM, AUCITHES 2.
CToMallHo-4peBHH HapylmeHus [Hectu KopeMHa 6osnka, noBpriiaHe, THapHs

HeuecTH enTH4YHA A3Ba, CTOMAIIHO-Y
TOMALHO-YPEBEH KPBBOH
ematesa °, yaueposeH cTo




[yueposeH koauT, Gonect Ha Kpou 7, ractpur,
MaHKPeaTHT, PnaTyneHLHs, KOHCTHIALHA.

XenaTobMnHapHu HapymieHuss  [MHoro peaku HapyuieHa yepHoApoOHa QYHKLIHA, XENaTHT,
KbJTEHULA °,
Hapymenus Ha Koxara u YecTH Xunepxuaposa
MOAKOXHATA ThKaH
HevecTn (O6pUBH OT passiHyeH THII 2
MHoro peaxu [Texxxu GopMH Ha KOKHH peakuuH.

By/103HH peaxiH, BRIIOYHTETHO CHHAPOM Ha
Stevens-Johnson, epurema Myntudgopme,
TOKCHYHA eMHAePMaHa HEKPOTH3a 2,
EKCHONMATHBHH EpMaTO3H, MypITypa
IC Heu3BecTHA €KapCTBEHA peakL|s ¢ e03MHODHIUA U
JecToTa ucteMHu cuMntoMu (DRESS cunnpom), ocrpa
CHEePATH3HPaHa €K3aHTEMAaTO3Ha MyCcTya03a
AGEP), peakliyi Ha GOTOUYBCTBHTEIHOCT
Hapymenus Ha 6s6peuure 1 MHoro peaku HedpoTokcHYHOCT B pasnuyHn GopMu,
MAKOYHUTE MbTHILA BIJTIOUMHTEIHO HHTEPCTHLIHANEH HEDPUT,

Eecbpomqeﬂ CHHAPOM, OCTPa H XPOHHYHA
bOpeyHa HelOoCTaTHUHOCT °,

00K HapyweHns U edextdH HAa [MHOro peaku YMOpa, HepasnoNoKeHUE
MACTOTO HA NMPHJIOKEHHE
N3acnenBaHnA Hectu [ToBHiIeHa anaHWH aMHKEOTpaHcdepasa,

TIOBHIICHA raMa-riryTaMuntpascdepasa,
OTKJIOHCHHA B U3C/IeABaHUA Ha YepHOgpoOHaTa
YHKUHA cnel ynoTpeda Ha napaueTamol

OBHLICH KpeaTHHHUH B KPbBTA, IOBUIIECHE Ypes
KpBBTa

HeuecTu OBHIIIE€HA acrapTaT aMHHOTpaHchepasa,
OBHLICHA aJIKaJiHa pocarasa B KPLBTA,
OBHIICHA KpeaTHH ¢ocPOKHHA3a B KPbBTa,
MOHHXEH XEMOINTOOHH, MOBULIEHH
TPOMOOLIHTH.

Omnucanve Ha H30paHH HEXKETHY PEAKIIMH
' IpuMepuTe BKIIOUBAT arpaHyJOLHTO3a, AHEMHS, aIUIACTHYHA AHEMHS!, XEMOJIHTHYHA aHeMu1,
JIEBKONCHHA, HEYTPOIECHMA, NAHLIUTONEHHA U TpoMOoLToneHua. [1spBHTe NpU3HauM ca BUCOKa
TeMMnepaTypa, OONKH B I'bPJIOTO, NOBLPXHOCTHM A3BH N0 YCTAaTa, MPHIIONOAOCOHH CHMITTOMM, CHJTHA
OTNAAHAJIOCT, HEOOACHUMO KbPBEHE H CHHHHH, H KbPBEHE OT HOCA.

2lox1aBanK ca peakLMH Ha CBPBXUYBCTBHTENHOCT. Te MoXe aa ca (a) HecneUNPUUHM aNEePrudHH
peakuuH 1 aHagunakcus, (6) noBHILIEHa peaKTHBHOCT Ha JUXaTesHATa CUCTEMA, Hamp. acTMa,
BIIOLIABaHe Ha aCTMa, OPOHXOCHA3bM HIIH IMCITHES, HH (B) Pa3iIHYHM KOXXHH PEaKLMH, HANp.
TIPYPHTYC, YPTUKAPHS, AHTHOEAEM H MO-PAIKO €KC(HOIHATHBHH K OYN03HH AepMaTO3H (BKIHOUHUTENHO
TOKCHYHA CNHACPMATHA HEKpOJH3a, CHHAPoM Ha CTHBBH-IDKOHCHH B epHTeMa My TTHOpME).

* T1aTOreHeTUYHUAT MEXAHU3BM Ha JIEKAPCTBO-HHIYLIMPAHHS acelTHYEH MEHHHIHT HE € HAITBJIHO
u3sacHeH. Brnpekn ToBa, HanvunHTe AaHHH oT HCITBC-cBbp3anu acenTHYHH MEHHHTHTH HACO
peaKLHa Ha CBPBXYYBCTBHUTENHOCT (MOPagH BpeMEHHO B3aHMOJEICTBHE ¢ NpHeMa Ha Jie
H34C3BAHETO MM ClIeH CITHpaHETO MY ). Tpsabna ga ce orbenexy, ue ca HabmonapaHy e .

Ha aCeNTHYCH MEHHHIMT NIPH NMAIHEHTH CbC CHIIECTBYBAIH aBTOMMYHHH HapyIIEHHA CCANS
IYITyC EPUTEMATO3YC U CMECeHA CheIHHMTEIIHO-ThKaHHa 60JIecT) no BpeMe Ha ne'-leHl«i WHGYn "_7‘.-';-.__ ¥
CbC CHMNTOMH KaTO: CXB&HAT BpaT, rMaBoboiine, raacHe, NoBpbIAHE, TPECKA WIH AE3 ReuTaitd(s




TOYKa 4.4).

* KnHH{uHK npoyYBaHus NOKa3Bar, 4e ynotpebara Ha ubynpodeH, ocobeHo BbB BHCOKH 103U (2400
mg/AeH) MOXe Ja € CBbP3aHa C JIeKO MOBHILIABAHE HA PUCKA OT apTepHANHU TPOMOOTHUHH CHOUTHA
(HanpuMep HHapKT HA MHOKapAa HJIH HHCYT) (BXK. Touka 4.4).

> Hait-yecTo HabmoaaBaHUTE HEKeIaHH CHOMTHSA €a C racTPO-HHTECTHHAIEH ITPOH3XO.

® IToHskora dataiHH, 0COOEHO B CTAPYECKA BBL3PACT.

"Bux Touka 4.4

8 Tlpeno3supane Ha MapaneTaMoN MOXKe a AOBEIE JO OCTPA UePHOAPOOHA HENOCTATHYHOCT,
4YepHOAPOOHA HEAOCTATHYHOCT, YepHOAPOOHA HEKPO3a M YBpEXKAaHe Ha uepHHs Apob (Bxk. Touka 4.9),
? OcofeHo NpH ABIrocpoyHa yroTpeta, ChIPOBOACHA ¢ MOBHILCHH CEPYMHH HHBA Ha yped H C elleM.
Biuro4Ba cBUIO HEKPO3a Ha NMalwinTe.

1® Cayuan Ha MeTaGoAMTHA AIM103a ¢ rOIAMA AHMOHHA MPa3HHHA, JhIDKALILA CE HA
[OHPOrIyTaMUHOBA allMA034a, ¢a HabNJaBaHU NPKU NALAEHTH ¢ PUCKOBH (paKTOPH, H3MO/3BALLH
napauetraMo (Bx. Touka 4.4). [lpu Te3n nauMeHTH € Bb3MOXHO /1a Bb3HHKHE ITHPOIJIYTAMUHOBA
allK103a BCeACTBHE HA HUCKH HHBA HA I'TYTATHOH.

CrofmaBaHe HA NOAO3UPAHH HEXENAHH PeaKiIiH

CrobliaBaHeTo Ha NOAO3HPAHH HEXKEaHH peaklMM Cliefl pa3zpellaBaHe 3a yroTtpeda Ha JEKapCTBEHH
NPOAYKT € BXHO. T0Ba N03BO/IABA & NPOAL/DKH HAOMIOAEHHETO HAa CHOTHOLLIEHHETO MOJI3a/PHCK 34
NIEKApPCTBEHHS NMPOAYKT. OT MEJAHLIMHCKHTE CHCLIMATTMCTH CE€ H3HCKBA Jia cho0laBaT BCAKA MOJ03HpaHa

HeXXelaHa peaklUs Ype3 HallMOHATHA CHCTEMa 3a ¢hobIaBaHe B U3nbaHUTENHa are i s no
JeKapcTBara yi. ,,Jlamsau ['pyes” Ne 8, 1303 Codus, Ten.: +35 928903417, yeGeaiit: www.bda.bg.

49 [IlIpepo3npane

Hoynpoden
[Ipn neua npuemsT Ha noseue ot 400 mg/kg ubynpoden Moxe aa noBeae 10 Bb3HUKBaHE HA
cuMnTOMH. [IpH BE3pacTHH eexThT A03a-0TrOBOP € No-¢1adbo HapaseH.

[TomyxuBOTHT NpH npeao3upaxe ¢ 1,5-3 yaca.

Cumnmomu

[ToBeueTo nMalwWeHTH, NpUeNH KIMHHYHO 3HaYKUMH KosidyecTBa HCIIBC, pazpuBat Haii-Beue raache,
NOBpPBINAHE, CNUracTpalHa 60nka WK no-paako avapud. LllyM B yuMre, rnaBoSomve U ¢CTOMAUIHO-
YpEBHO KBbPBEHE ChILO Ca Bb3MOXHH. [Ipy no-cepro3nn oTpaBaHHA ce HaOMOaBa TOKCHYHOCT OT
CTpaHa Ha LIEHTpPa/Ha HepBHA CUCTEMa, H3pa3sBallla CE B CHbHIMBOCT, IOHAKOra BK30y1a H
Ae30pHEHTaLHA KM xoMa, [loHsikora nauMenTyTe nony4asar rep4oBe. IIpu cepuo3nu oTpaBaHus
MOXKXE [1a HACThNIM MeTabOoJIMTHA alMa03a M yaIbDKaBaHe Ha mpoTpoMOuHoBo Bpeme / INR, canp3aHo
BEPOATHO ¢ HaMeca BbB (PYHKLUUMHUTE HA LMPKYJIHpAIIMTE (aKTOPH Ha KphBOCHCUpBAHETO. Moe 21a ce
Habogaea octpa 6p0pedHa HEJOCTATHUHOCT H YEPHOAPOOHO YBpEX/IaHe, aKO Ca IIPHAPYKEHH OT
aexuaparauua. BeamMoxxHoO e obocTpaHe Ha acTMAaTa NPH ACTMATHLH.

Jeuenue

Jleuennero Tpabsa fAa Obe CHMITOMATHYHO M MOALBPKALIO, KATO CJASABA 12 BKJIIOYBA MONTLPKAHE
NPOXOAHMOCTTA HA AUXaTeTHHUTE NETHILA H NPOCICAABAHE HAa ChPASYHHTE U XKM3HCHHTE MOKA3ATEIH
A0 crabunusrpaHe Ha nauyenTa. [1o 1 yac ¢iea npHeM Ha NOTEHLMAIHO TOKCHYHATA 034, Ha
NnalyMeHTa MOXKe Ja ¢€ MPHIOXKH MepOpPaTHO AKTHBEH BBIVICH. UecTHTE WM NPOAB/DKHTENHH
KOHBYJICHM TpAOBa Ja Ce TpeTUpaT ¢ JUa3enam WM Jiopa3enaM 3a MHTPaBEHO3HO npuinoxenue, [Tpu
acTMa TpsabBa aa ce npunarat OpOHXOJWIATATOPH.

[lapalieramon
YepHoapoOHO yBpexkAaHe MPH BB3PACTHH € Bb3MOXKHO NP npueM Ha 10 g (ekBuBane

Tabnerkn) wWin noeeye napaueramorn. [Tornemanero Ha 5 g (exBuBanenTHo Ha 10 Ta
NOBeYe NapaneTaMos MOXKE Aa AOBeAe 10 YepHOAPOOHO yBpeKaaHe, ako IpU Nnauye
€IHH MY NOBEYE OT PUCKOBUTE (PAKTOPH NO-A0NY:




a) NaLHEHTHT € Ha MPOoAb/DKHTENHA Tepanus ¢ kapbaMazenuH, ¢eHodapOUTOH, PEHUTOUH,
NPUMHAOCH, pHQAMITHLIMH, XXBJIT KAHTAPUOH WIH APYrH JEKapCTBEHH IPOAYKTH, KOHTO
MHIYLIMPAT YEPHOAPOOHUTE EH3UMU.

0) NalMeHTHT PEAOBHO KOHCYMHPA ANKOXO0J, MIOBEYE OT MPENOPbYHTEIIHITE KOJIMYECTRA.

B) NauHEHTHT BEPOATHO UMA H3YEPTIBaHe HAa [NTYTATHOH, HATIp. XPAHUTEITHH pas3CTpPONCTRA,
kucTHuHa Gubposa, XUB uHdekuMsa, HeA0OXpaHBaHE, KAXEKCHA.

Cumnmomu

CHMIITOMHTE Ha IpeZ03UpaHe ¢ [1apaLeTaMol B MbPBHUTE 24 yaca BKIIIOYBAT NpediieIHABaHE, raicHe,
MOBpBILAHE, aHOpekcHA ¥ KopeMHa 6onka. YepHoapoOHO yBpekIaHe MOxXe fia ce Habmonasa cnen 12
no 48 yaca ciiel npueMa, Korato ¢e HabJTIoJaBaT OTKJIOHEHHUA B PE3YJITATHTE OT U3C/IEABAHUA HA
yepHoZpoOHaTa GyHKUHMA. Moxe na ce nosBAT aHOMAaNTHH B MeTa0oH3Ma Ha IIIOK03aTa U
meTabonuTHa anuao3a. [Ipu Texxko oTpaBaHe YepHOAPOOHATA HEAOCTATHYHOCT MOXKE Ja IPEMHHE B
eHuedanonaTvsa, KPbBOUIINB, XMIIOTIHKEMHIA, MO3bYEH OTOK U CMBPT. I1pu Goska B KpBCTAa,
XE€MATypus H MPOTeHHypus ce npeanonara Octpa 6s6peyHa HeAOCTATLYHOCT ¢ OCTpa TyOyiHa
HEKpO03a, KOHTO MOTAT Jia C€ Pa3BUAT JIOPH U MPU OTCHCTBHE HA TEXKO 4epHOAPOOHO yBpexaane. Hma
chOOIIeHUS 32 ADUTMHUH U NTAHKPEATHT.

Jlevenue

He3aGasHOTO JieueHNE € OT ChUIECTBEHO 3HAYCHHUE NPH MpeAo3HpaHe ¢ MapaieTamoi. Jfopu u npu
OTCBCTBHE Ha TEXKKO H3ABEHH PaHHH CHMITTOMH, NALMEHTHTE TPA0OBa CIEIIHO Aa ObJAT IPHETH B
OONMHMLA 32 OKa3BaHe Ha HezabaBHa nomoul. CUMIITOMUTE MOraT fia Ob1aT OrpaHHYEHM A0 rajicHe WIH
NOBPBIAHE H € BE3MOXKHO [1a HE OTPa3gBaT TEXECTTA HA NPEAO3HPAHETO MIIH PUCKA OT OpraHHa
yBpeaa. JleuenneTo TpsabBa na 6ble B ChOTBETCTBUE C YCTAHOBEHHTE TEPANEBTHUHH MPENOPDKH.

Tpabra na ce UMa NPEeaBUA CUECHHUE C AKTHBEH BBITIEH, aKO MPEIO3HPAHETO € HACTBITHIIO B PAMKUTE
Ha | yac. [InasMeHaTa KOHLUEHTpaLMs Ha NapaLeraMon Tpadea aa 6bae HaMepeHa 4 yaca WIH NMO-KbCHO
cJe MorTbllaHe (M3MepBaHeTO Ha KOHLIEHTPALMHMTE HA NO-paHeH €Tan He JjaBa HaJexXAHa

nHopMaLKA).

Jleyenne ¢ N-aneTHILIMCTEHH MOXKe A ce MPHAOXKH 10 24 yaca ciael MpMeM Ha rnapaneraMol, Ho
MaKCHMAaNeH NMpoTeKTHBEH edekT ce Habmonapa no 8 yaca cnen norabuiaHeTo. EQEKTHRHOCTTA Ha
AHTMAOTa HAMANIABA PA3KO CJIEA TO3H NEPHUOA.

[Tpu HeoOXxoMUMOCT Ha NnalMeHTa TpAOBa Aa C€ MPHIIOKH HHTPABEHO3HO N-aUueTHILIMCTEHH, B
CHOTBETCTBHE ¢ YCTAHOBEHATA cXeMa Ha NpuiokeHKe. [Ipy nMnca Ha MOBpPBIIAHE, NEPOPATHO

MPHI0XKCH METHOHHH MOXE a 615:1[& noaxondiiia antT€¢pHaTHea B H3BBHOOITHHYHH CHTYAIIHH.

JleyenneTo Ha NMAlHEHTH ¢ TEXKO HAPYILUEHHUE Ha yepHOApOoOHaTa GyHKUHMA 24 yaca ciel
MOTTBILAHETO TPsAOBA a Ce NMPOBEXKAa B CbOTBETCTBUE C TEPANEBTHYHHTE NPENOPBKH.

5. ®APMAKOJOIAYHH CBOHCTBA
51 @apMakoIHHAMHYHH CBOHCTBA
dapmakorepaneBTH4HA rpyna: HepeHa cucreMa, aHaIreTHUH. Jpyru aHaareTui M aHTHITHPETHLIY;

AHWINAM; napaleTaMort, KOMOHHALIMM, H3KITIOYBALH IICHXOJIENTTHLIH,
ATC xoa: NO2BES1

MACTOTO U HAYHUHA HA neicTBHe. TesH JomTbaBalliM ¢e MeXaHH3MH Ha IeHCTBHE ca
BOJM JI0 MO-H3pa3¢Ha aHTUHOLIUUETIUHA A aHTHITHPETHYCH e(PEKT, OTKOJIKOTO npu
BELLIECTBA, NPHIOKEHH CAMOCTOATENTHO. g




Hoéynpoden

Ho6ynpoden e HCIIBC, koero e aoka3ano epekTHBHOCTTA CH B OGHKHOBEHHTE eKCNIEPHMEHTATHH
MOZCAY Ha Bb3ManeHHe NMpU XXKHBOTHH 4pe3 HHXHOHpaHe Ha NpOCTarIaHAWHOBHUS CHHTES.
[IpocTarnaHaIMHHUTE CEHCUTH3UPAT HOUMUENTUBHUTE adepPeHTHH HEPBHU OKOHYAHHUS KbM
MEeIUaTOpUTe, HanpuMep OpaaukunuH. [Topagu ToBa HOynpodeH npeAH3BHKBA aHAIreTH4EH edekT
uype3 nepH¢epHa HHXHOULIMA Ha uMKIokeureHasa-2 (COX-2) H30eH3MMa, KOETO NMOCISBALLIO BOIM JI0
HaMaJleHa CEHCHTH3allUA HA HOLMLISITUBHUTE HEpBHH oxoH4aHuA. HabmoaaBaHo e chlio, ye
uOynpogeH HHXHOMpPA HHIYLIMPaHaTa JIEBKOLIMTHA MUIpaLiMs KbM Bh3naleHuTe 30HH. U6ynpoden
¥Ma OTYETIHBO ACHCTBHE B rpbOHAYHUA CTHIO, OTYAaCTH KbM HHXMOHpaHeTo Ha COX.
AHTHNHpeTHYHUTE ePeKTH Ha HOYNpodeH ce NpOABABAT Upe3 LEHTPaTHO HHXMOHpaHe Ha
npocTariaHAUWHHTE B XHnotanamyca. Uoynpoden nuxudbupa obpatimo TpoMOOLIMTHATA arperalius.
[Ipu xopa ubynpoder HamanaBa Gonkara, OAYBAHETO H MOBUIIICHATA TEMIIEpAaTypa Nopaau
Bb3MAJIEHHE.

JlaHHK OT eKcnepHMEHTAIHH NPOYYBAHKUs N0Ka3BaT, de uGynpodeH Moxe KOHKYPEHTHO Jia MHXHOHpa
epexTa Ha HHCKa 032 ALETHICATHLIMIOBA KHCENHHA BBPXY TPOoMOOLIMTHATA arperalus, Korato ce
IPHJIAraT €JHOBpEeMEHHO. HAKOM (apMakoaMHAMHYHK NPOYYBaHMS MOKABAT, e MPH NPUEM Ha
CAHHHYHH A03H HOynpoden 400 mg B pamkuTe Ha 8 yaca npeau wiK B pamkuTe Ha 30 MHHYTH CJieq
MPHEM Ha alleTWICATHLIMAOBA KHCeIHHa ¢ He3abasHo ocBobokaaBaHe (81 mg), e HabmoaasaHo
HamansABaHe Ha eexTa Ha aUeTWICATHLIHIIOBATAa KHCEIHHA BbpPXY 00pasyBaHeTo Ha TpOMOOKCaH HITH
TpoMOOLMTHaTa arperauusa. Bonpexku u¢ uMa HEACHOTH T10 OTHOIIEHHE BB3MOXKHOCTTA 34
EKCTPanoJMpPaHeTO Ha Te3N JaHHHU B KIMHHYHATA NPAKTHKA, HE MOXE Aa C€ H3K/IIOUYH BB3MOXHOCTTA,
4e peJoBHATA, ALArOCpoUHa ynotpeda Ha HOyNpodeH MOXKE 1a HaMaNTH KapAHONPOTEKTHBHHA edeKT
Ha HHCKHTE 034 aUETHICATHLIIOBA KHCeNHHa. CMATa ce, Ye JIMIICBAa KNHHUYHO 3HAUHM edeKT npH

ClIy4dad Ha eaMHH4HA ynorpeba Ha ubynpoden (BUX Touka 4.5).

[Tapaneramos

To4HHAT MeXaHH3BM Ha AEHCTBHE HA MapalleTaMOoJ He € HAITBJIHO H3ACHEH; BBIPEKH TOBAa UMAa
3HAYMTEIHH [OKA3ATEJICTBA B MIOAKPENa Ha XHIIOTE3aTa 33 LICHTPAJICH aHTHHOLMLISTITHBEH e(exT.
PasznuuHu OMOXWMHYHM U3CIEIBAHUA NOKa3BaT MHXHOMpaHe Ha IieHTpanHara akTuBHocT Ha COX-2.
ITapauieTamMon MOXe CBIIO a CTHMYJIMpa aKTHBHOCTTA HA HU3XOJSLIMTE THTHIUA Ha 5-
XHAPOKCHTPHUIITAMHH (CEPOTOHHH), KOMTO MHHXUOMpPAT HOLMLENITHBHOTO NPEAABAHE HA CUTHAJT B
rpsOHavYHAA MO3BK. HaTHUHHUTE NaHHy NOKa3Bat, Ye napaieTaMoll OKa3Ba MHOTO ¢1a6 HHXUOMTOpEH
eeKT BppXy nepudepHuTe uzoeH3uMH Ha COX-1 u 2.

KomOunaumsra ubynpodeH H napaneraMmon

KombuHauusara uGynpogeH/napaueraMon e oco0eHo NOAXOAALLA NPH 00JKa, 3a KOATO € HeobXoauMo
Mno-CHJIHO obnekyasaino cpeacTso ot uoynpogen 400 mg unu napaueramon 1000 mg camocroaTenHo,
KaKTo H [o-0bp30 AcACTBAIO CpeaACTBO OT HOynpodeH.

IIpoBexnanu ca paHIOMH3HPaHH, ABOHHO-3aC/IETICHH, TU1ALE00-KOHTPOIMPAaHH MPOYUBAHMS ¢ Ta3H
KoMOUHaNHs, KATO € H3NO0N3BaH Mojen Ha fonkata ciell ieHTanHa onepaums. [Ipoyusanusra ca
MOKAa3aJy, ve:

. Hoynpoden/napaneramon 200 mg/500 mg ¢punmMupanu tabrieTku ca no-¢PeKTUBHH MIPH
obnek4yaBaHe Ha Oonkara oTkonkoTo napaneramon 1000 mg (p<0,0001).
. [IpOAB/DKMTENNHOCTTA Ha AHAITETHYHHA edekT e O1na 3HaYUTENHO MOo-ToNAMa TIPH

HOynpoden/napaueramon 200 mg/500 mg punmupanu tabnerku (8,4 yaca) or Ta3u Ha
napanetamon 500 mg (4 yaca, p<0,0001) wm 1000 mg (5,2 uaca, p<0,0001).

. Ob1aTa oLieHKa Ha H3TMTRAHOTO JIEKAPCTBO OT YHACTHHLIMTE € NT0KA3a/1a BHCOKM HUBA HA
YIOBJICTBOPEHOCT, KaTo 88% oT TiAX ca onennnm nbynpoden/napaueramon 200 mg/
¢bunmMupanu Tabrnetku Kato ,,100pH”, ,,MHOIr0 JJOOpH” WIIH ,,0TIMYHK" 1O OTHOLI
obnexvaBaneTo Ha 6onkara. [IpoayxTsT ¢ PHUKCHpaHa 103082 KOMOHHALMA € U
no-no6pe aekicTeue ot ubynpoden 200 mg, nmapaueramon 500 mg 1 1000 mg
BCHUYKH CJTYYaH).




Ho3ara B enHa ¢punmupaHa Tabnerka ubynpoden/mapaneramon 200 mg/500 mg obnexkuana no-
edexkTHBHO O0JIKaTa OTKOJIKOTO KOMOMHaLMaTa oT napaueramon 1000 mg / konenHoB ¢ocdar 30 mg
(p=0,0001), u ¢ HabmoaaBaHo, Ye ¢ He No-MaNKo ePeKTHBHA OT KOMOUHALMATA MeKAY HOyTIpodeH
400 mg u xkoaeunoB ¢ocdar 25,6 mg.

Ho6ynpoden/napaneramont 200 mg/500 mg dunmMupanu tabnerku uMa 6Lp30 Havano Ha ASHCTBHETO, ©
,,JIOTBBPJACHO 0ce3aeMo obiekueHUue Ha HokaTa”, MOCTHIHATO 3a cpeaHo 15,6 MuHyTH (103a ot |
Tabnetka) wiu 18,3 MuHyTH (1032 OT 2 TabeTKH), KOETO € NO-0Bp30 OTKONAKOTO NpH HOynpoden 200
mg (30,1 muryTH, p<0,001), ubynpoder 400 mg (23,8 muuyTH, p=0,0001) u napaneramon 500 mg
(23,7 muuyth, p=0,0001). ,,CriiecTBeHo oOnexk4eHne Ha 60NKaTa” MpH TO3H NPOAYKT € MOCTHIHATO 33
cpenHo 39,3 MuHyTd (A032 oT 1 TabneTka) wiu 44,6 MUHYTH (J03a OT 2 TabmeTku), KOeTo €
3Ha4YHTENHO No-6Bp30 0TKONKOTO npH Hbynpoden 200 mg (80,0 munyTH, p<0,0001), ubynpoden 400
mg (70,5 munytH, p=0,001), napaueramon 500 mg (50,4 munytn, p=0,001) u napaueramon 1000 mg
(45,6 MuHyTH, p<0,05).

[IpoBenenm ca M APYTH PaHAOMH3HPaHH, ABOHHO-34CNETICHH, MTaue00-KOHTPOJIHPAHH NTPOYUYBaHHUA C
Taz¥ KOMOHMHALIHA, KaTO € W3MOJI3BaH Moaen Ha Oonkara ¢iea aedranHa onepauus. [IpoyusanuAaTa ca
MOKa3aIu, 4e:

o Hoynpoden/napaueramon 200 mg/500 mg dunMupanm tabieTku ca no-ePEKTHBHU IIPH
obnek4apane Ha 6onkaTta ot napaueramosn 1000 mg (p<0,0001) u ubynpoden 400 mg (p< 0,05).
. [TpoaB/DKUTENMHOCTTA HA AHAIITETUMHHA €eKT ¢ OKUna 3HAYMTENTHO NO-TONSAMA MPH

ubynpoden/napameramon 200 mg/500 mg dunmupanu Tabnerku (9,1 yaca) OTKOIKOTO NMpH
napanetamos 300 mg (4 yaca) win 1000 mg (5,2 uac).

. Ob111aTa OLICHKA Ha U3NKUTBAHOTO JIEKAPCTBO OT YYACTHHLIMTE € NMOKa3ajla BUCOKM HHWBa Ha
Y AOBJIETBOPEHOCT, KaTo 93,2% OT TAX ca OUCHHIIH MPOAYKTa KaTo ,,0008p”, ,,MHOr0 100Bp” UIN
,,OTJIHYEH ' MO OTHOIEHUe obneK4apaHeTo Ha Honkara. [IpoaykTeT ¢ PukcHpaHa 1030Ba
koMOHHaALIMA € UMai 3HAYMTENHO no-go0pe aAecTeue oT napauertamon 1000 mg (p<0,0001).

Hpyro panaoMHU3UPaHO, IBOHHO-3aCNENEHO KIMHUYHO MPOYYBAHE € MPOBEACHO ¢
ubynpoden/mapaneramon 200 mg/500 mg punmupasu TabieTkH 3a ieueHHe Ha XpOHH4HA 00JKa Ha
KoJ1gHOTO. [TpoyUuBaHeTO € nokazano, ue:

. Hoynpoden/napaueramon 200 mg/500 mg ¢unmMupanu tabneTky ca no-e(eKTHBHH NPH
obnexkuasaHe Ha Oonkara ot nmapaueramon 1000 mg npu xkparkocpouHo (p<0,01) ¥ aparocpouHo
neyenue (p<0,01).

. Ob1uara ouecHKa Ha Hbynpoden/napaueramon 200 mg/500 mg dunmupanu Tabnetku ot
YYACTHHLMTE € MOKAa3a/1a BACOKHM HHBA HA YAOBIETBOPEHOCT, Karo 60,2% 0T TAX ca OLUEHH
MPOAYKTA KaTo ,,00bp” WM ,,0TNHYEH” 332 ABJIFOCPOYHO JeueHHe Ha §0Jka B KOJIHOTO.
H6ynpoden/napaueramon 200 mg/500 mg pruimupanu TabieTkH € HMaJ 3HAYMTENHO no-aobpo
nedicteue ot napaucramon 1000 mg (p<0,001).

Hobynpoden/napaueramon 200 mg/500 mg punmupann tabnerkn obnexkuyasa no-edektuBHO O0NKaTa
OTKOJKOTO koMOHHaumaTa ot napaueramos 1000 mg/kogennoe gocdar 30 mg (p=0,0001) u
koMOHHaLMaTa Mexay nbynpoden 400 mg u kogeusor docdar 25,6 mg (p = 0,0001).

52 DapMAaKOKHHETHYHH CBONHCTBa

Hoynpoden
Abcopbyun

Ho6ynpodeH ce abcopbupa nobpe oT cTOMALIHO-YPEBHHA TPAKT K ¢€ CBbP3Ba BbB BUCOK IMPOIIE
miasmenure 6enteuu. HUoynpoden ce pazTBaps B CHHOBHAJIHATA TEYHOCT. I1lnasMeHure
noynpoden ot ubynpoden/napaueramon 200 mg/500 mg TabnerTky ce yCTaHOBAT CJI
KaTO MUKOBHTE IU1a3MeHH KOHLIEHTpALlMU ce Jocturar 1-2 daca ciie IpHeM Ha i
ubynpoden/napaueramon 200 mg/500 mg rabnerku ce npuema ¢ xpaHa, MMKOBHTE




HOyrnpodeH ca no-HUCKHU M IOCTHIaHETO UM ce 3a0aBd ChC CPEAHO 25 MHUHYTH, HO KaTO LAJIO CTeIeHTa
Ha abcopOLuA € eKBHBAaNIEHTHA.

buompanchopmayun u enumunupane

Hoéynpoden ce MeTabonusnpa B HEPHHUA Apod 10 ABA OCHOBHHM MeTabONMTAa, KaTO MbPBUYHHAT ITET Ha
eKcKkpeuus e upes Ox0Opeuure, noa gopmMata WiH Ha METAOONUTH, HITH Ha N1O-TOJIEMH KOHIOTATH,
3a€IHO C HE3HAYHTEITHO KOMKWYECTBO HOynpogeH. EkckpeumsTa upes Ob0peumte € 6bp3a M B IThiHA
cTeneH. EMHMHHaUUOHHHMAT NMOJTYXXKUBOT € OKOJIO 2 Yaca.

[Ipu orpaHHdeHH NPOyUYBaHUA HOYTNIpOdEH ce OTAENA B KbpMaTa B MHOTO HHCKH KOHLIEHTPALIMH.

He ce nHabmoaapaT 3HaUHMH pa3IMKH BbB apMaKOKMHETHYHHA npodun Ha ubynpodeH npH 1Hna B
CTap4yecKa Bb3pAacT.

[ lapaneramMoJ

Abcopbyun

[Tapaueramon ce abcopbupa OBp30 OT CTOMAILHO-YPEBHHA TPAKT. CBBP3BAHETO C IIA3MEHUTE
OenThUM € HEZHAYHTETHO NPH OOMYaHHUTE TepaneBTHYHU KOHLEHTPALIMH, BBIIPEKH e 3aBUCH OT
nozata. [InasMeHuTe HUBA Ha nmapaueramon ot nbymnpoder/napaueramon 200 mg/500 mg Tabnerx ce
YCTaHOBABAT Ha 5-Ta MMHYTA, KaTO MHKOBH ILTa3MEeHH KOHLUEHTpauuu ce gocturar 0,5-0,67 vaca cnen
npueM Ha rinagHo. Korato ubynpogen/napaueramon 200 mg/500 mg tabnerku ce npueMe Ha riajaHo,
MUKOBUTE IJIa3MEHHU HHBA Ca N0-HUCKHU H C€ JOCTUTAT CbC CPEAHO 55 MMHYTH no-6aBHO, HO KATO LIAIO
cTeneHra Ha abcopbuus € eKBUBaNEHTHA.

buompancgopmayus u exumunupane

[Tapaueramon ce MeTabonusupa B uepHus Apob U ce OTACNS B YPHHATA, INTABHO KATO IIIOKYPOHUAHH H
cyngarHH KOHIOraTH, Kato okono 10% ca rmyratvoHHM koHioratH. [lo-manko or 5% ce enumunupa
KaTo HenpoMeHeH napaueTaMosl. ETMMHHALHOHHHUAT IOIYKUBOT € OKOJIO 3 4aca.

Manbk xHAPOKCHIHpaH MeTabONHMT, KOUTO OOHKHOBEHO ce 00pa3yBa B MHOIO MAJIKH KOJHYECTBA OT
OKCHJIa3M ChC CMeCEHH (PYHKLMH B UepHHUA Apob U ce AETOKCHKUpA Upe3 KOHIOranusa ¢ YepHoapoOeH
ITyTaTHOH, MOXKE J1a aKyMynHpa cliell Ipeo3HpaHe ¢ rapaleTaMos U Aa IPHUKHHHY YBPEIKAAHE Ha
YyepHuUs apoo.

He ce nabnmioaapat 3HaUYWMHM pa3IMKi BbB (JapMaKOKHHETHYHUA Mpod1 Ha MapalieTaMos MpH JTULa B
cTapyecka Bb3pacT.

Kom6uHauusaTa uynpodeH ¥ mapaueraMo;
buoHanuyHOCTTA H PapMaKOKHHETHUHHAT Npodun Ha ubyrnpodeH U napareraMon, IPUETH HO.

(opMaTa Ha TO3HK JICKAPCTBEH MPOOYKT, HE CE MMPOMEHA KOrato ce npueMaTr B KOMOMHALUA KaTo
e AHOKPAHTHA WX MHOTOKPAaTHH JIO3H.

To3u nekapcTBeH NPOIYKT € NPOU3BEAEH Upe3 TEXHOJOTHA, KOATO MO3BOJIABA €AHOBPEMEHHOTO
ocBoDOXKAaBaHe Ha MOYNpodeH U napaLeTaMon, 3a 1a MOXe aKTHBHHTE CbCTABKH Ja OKAXKAT
KOMOUHUpaH e(exT.

5.3 IlpeaxknIHBEMYHY X2HHH 33 0€30NaCHOCT

Hoynpoden

NpeAKITHHAYHHU JaHHH, KOUTO ca OT 3HauYeHHe 3a NpeANMCBallK JeKap, OCBEH IPEIC
Hactosmara Kparka xapakreprucTHKa Ha NPOIYKTa.

[lapatieTamon



HsiMa KOHBEHIIMOHAIHH NPOYYBaHUA, IPOBEACHM NPH YTBEPACHHU CTAHJAPTH 34 OLICHKA Ha
TOKCHYHOCTTA MO OTHOUICHHE HAa PENPOAYKTHBHHUTE (PYHKLMH H Pa3BUTHETO.

6. ODAPMAINIEBTHYHHA JAHHH
6.1 CroHchbk HAa IOMOIIHHUTE BEIeCTBA

CupueBdHa Ha TablieTkaTa

[{apeBruHO HUILLIECTE

Kpocnosuaon (Tun A) (E1202)

KonoupaeH de3poaeH crutdideB nuokcHa (ESS51)
Iloeupon K-30 (E1201)

[IpexenarHHU3KPAHO HUIIECTE (LAPESBUYHO)

Tank (E553b)
CreapuHoBa kucenuHa (50)

OUIMOBO MOKPHTHE
Nonu (Burna0B ankoxon) (E1203)

Tank (E553b)

Makporon 3350 (E1521)
Turanor guokcua (E171)
6.2 HechbBMeCTHMOCTH
Henpunoxumo.

6.3 Cpok HA rOAHOCT
3 ronuHH

6.4 ChnenHajlHH YCJIOBHHA HA ChbXPAHEHHE

Toamn JCKaAPCTBCH IIPOAYKT TPHGBR da C€ CbXpaHiBa B OpHI'HHAJIHaTa ONAKOBKA, 3a Ja C€ NIpCAna3u OT
CBCT/IHHA.

To3u nexkapcTeeH NPOOYKT HE H3MCKBA CIICLIMATHH TEMIICPATYPHH YCIIOBHA HA ChXpaHEHHE.
6.5 BHI H CBALPKAHHE HA ONMAKOBKATA

biucrepu ot anymunnit-PVC/PVDC, onakoBaH# B KAPTOHEHM KYTHH.

brmcTepHu onakoBku: ¢ o 10, 16 wiu 20 punmupanu tabnetku.

Enxnonozoru 6nucrepuu onakorku: 10x1, 16x]1 unm 20x1 dunmupanu tabnetku.

He BcuuxH BHAOBE ONMaKOBKY Morar Ja ObpJaT IMycHAaTH B Ipoaaxda.

6.6 ChnenHajiHH NpPeANa3HH MEPKH NPH HIXBLPJISHE

Heusnon3saHUT ACKAPCTBEH NPOLYKT WIH OTNIAABYHATE MaTEPHAIIN OT HEro TpAOBa Aa ce U3XB
B CbOTBETCTBHE C MECTHUTE M3HCKBAHHA.

7. IIPUTEXATEJL HA PAJPEIIEHHETO 3A YIIOTPEBA



Sandoz d.d.
Verovskova 57,
1000 Ljubljana
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$. HOMEP(A) HA PABPEIIEHHETO 3A YIIOTPEBA

Per.No: 20200009

9. AATA HA IT'bPBO PAZPEIIABAHE/TNIOJHOBSIBAHE HA PA3ZPEIIEHHETO
3A YIIOTPEBA

Jlata Ha mepBo paspewasane: 27.01.2020
Hara Ha mocneaHo noaHoeasane: 20.08.2024

10. JATA HA AKTYAJIM3HUPAHE HA TEKCTA
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