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Niaspan 500 mg Prolonged-Release Tablets / s %M/ .

Huacnas 500 mr TabneTku ¢ yabImkeHo ocBoboXxaaBaHe

1. THLpProecko ume Ha nekapcTeeHVs MPORYKT

2. KonuuyectBeH u_KavecTBeH ChLCTaB

Bcaka Tabnetka ¢ yAbmkeHo oceoboxaaBaHe CbAbpXa 500 mg
HUKOTUHOBA KucenuHa. :
3a NoMOLUHK BelllecTea BUX T. 6.1

3. JlekapcTeeHa dopma

TabneTtka ¢ yabmkeHo ocsoboxaaBsaHe.
Bana [o MHOoro cBeTno cuea TabneTka ¢ opma Ha karcyna.
KoHueHTpaumaTa e LiamnosaHa oT egHaTa cTpaHa Ha BCAKA Tabnetka.

4. KnuHW4YHW JaHHWU
4.1 MoxkazaHus

fleyeHvie Ha AMCHMIMOEMUs, OCOBEHO MPU MaUMEeHTW ¢ KOMBuHupana
CMeCeHa AMUCIUMUAEMUs, Xapakrepusupalia ceé C MOBULUEHM HUBA Ha
LDL-xonecrepon 1 Tpurnuepuam 1 Hucsk HDL-xonectepon, KakTo 1

Mpy NAaLUWNEHTH C ITbPBUYHA XUNepXonecTepuHemmsl. Niaspan Tpsabea ga
ce V3rofi3ea Nnpy NauMeHTV B KOoMBMHaUWA ¢ HMG-CoA uHxubutopy Ha
pedykrasata (cTaTuHu), KOrato  MNOHWXaBALMAT edhekt BbLpPXY
xonectepona Ha HMG-CoA uHxubutopun Ha peaykrasara Kato
MoHOTepanusa e HefocTaTbueH. Niaspan Moxe Aa 6bae M3nonseaH Kato
MOHOTEpanua camMo Mpy MauueHTH, KOUTO He MOHACAT HMG-CoA
uHXvGKUTOPN Ha pefykrasata. [lpurnaraseTto Ha Auera U ppym He-
thapMaKonorMYHU MEepKki (Hanp. ynpakHeHus, HamaneHue Ha TErmnoTo)
TpaAbia fa npoabiiKaT no Bpeme Ha NevyeHneTo ¢ Niaspan.

4.2 Jo3vpoBKa ¥ HA4YNH Ha ynotpeba

Niaspan Tpabsa fa ce npuema fpegv siaraxe, cnej neka HecbabpXaLa
MasHWHKM Beueps (Hamp. sibbrka, o6esMacneHo KUceno MIIAKO, dunus
xn516), KaTo [AO3UTE Ce ONPEAenAT UHAMBUAYaNHO CMopea peakumaTa Ha
nauueHTa.

HayanHa gosa:
Tepanusta ¢ Niaspan Tpabsa fa ce sano4yHe C HucKa hos3a u ga ce

yBenuyasa noctenexHo. MNpenopbunTenHara cxema Ha noBMLIABaHE Ha
[03¥Te e nokasaHo B Tabnuua 1:




Tabnuua 1: Cxema 3a NogMLIaBaHe Ha Ao3uTe

Ceamittia (1) | DNo3vposka [HeBHa posa
: HVKOTUHOBA
KncernyHa
1 Niaspan 375 mg 1 7abn. 375 mg
: npesv nsiraHe
Hauanda 2 Niaspan 500 mg 1 Tabn. 500 my
- , npeauv nsarade
cxema Ha 3 Niaspan 750 mg 1 Tabn. 750 mg
: NPeSu NaraHe:
THTpYpaHe 4-7 Niaspan 500 mg 2 Tabn. 1000 mg
npeau fsrade :
Niaspan 750 mg 2 1abn. 1500 myg
npegy NaraHe
Niaspan 1000 mg 2 1abn. 2000 mg
npeay narase

MNoonobpixallla nosa:
MpenopbunTenHaTa nogabpxalla gosa e 1000 mg (ase Tabnetkn ot 500

mg) fo 2000 mg (aBe Tabnetku oT 1000 mg) enHOKPATHO AHEBHO Nnpeau

nsAraHe, B 3aBWCUMOCT OT peakuusTa M MOHOCUMOCTTA Ha nauueHTa KbM
nexapcrsoTo. Ako peakuusTa kem 1000 mg AHEBHO € HeapjeksaTha,

fosata moxe ga 6bae nosuuteHa go 1500 mg JHEBHO U B NOCINEencTBre

0o 2000 mg pHeBHO.

NHeBHaTa nosa Niaspan He Tpsbsa fa ObAe nosulliaBaHa noeeve ov 500

Mg Ha BCeKu 4-ceaMuueH Nepuog crnef MbpBoHaYanHoToO TUTpUpaHe o

1000 mg. Maxcumannata gosa e 2000 mg AHeBHO.

PasnuuHnte kKoHueHTpauuu Niaspan Tabnetkm wumar pasnnyHa

BUOHANUYHOCT U 3aTOBA He ca B3auMo3amMeHsaeMu.

Niaspan He TpatBa Aa ce 3ameHs C ApYry HUKOTMHOBY npenapary,

B T. 4.4.

Mpu nauveHTn, riekyBaHUW ApeduW C APYFU TNPOAYKTY, ChbAbpxalln

HUKOTWMHOBA KucenuHa, nedeHueto ¢ Niaspan TpaAGBa aa ce sanoyHe ¢

npenopnuUTeNHaTa cXema 3a MoBuvilaBaHe Ha Ao3UTe. Mopabpxawara

nosa Tpsisa BNOCNepcTsME fAa ce onpejeny WHAUBUAYanHO ChpaMo

peakumaTa Ha nalmeHTa.

Ako neuvenveto ¢ Niaspan € I'IpeK'bCHaTO 3a WN3BECTEH Mepuog,

BL30GHOBABAHETO Ha TepanusaTa Tpabsa Aa CTaHe no cxemara 3a

fIoBULLABAHE HA fo3aTa.

Tabnetkute Niaspan He TpsbBa Aa ce 4ynAT, Maqykar UnvM cObBKBAT

npeauv renraHe.

EbbOpeyHu 3abonsBaHns:
He ca npoBedeHy npoyvBaHus npu NauneHTw ¢ HapylleHa ObOpeyHa

dhyHrums, Niaspan Tpsfsa ga ce mpunara ¢ BHUMaHue nph nauueHtu ¢
6bbpeyHo 3abonsisaHe.

YepHoapobxu 3abonaBaHuA:

He ca npoBefeHu NpoyyBaHns npy nauneHtn ¢ Hapyl.ueHa yepHogpobHa
cyrkuna. Niaspan Tpsbsa ga ce npunara ¢ BHUAI S=RQY nauneH c
aHamHe3a 3a YepHogpobHo sabonsasaHe 1 np cJHcymmpaT
rofiemMy Konu4ecTea ankoxor, Bk T.4.4. Nigs AIOKa3aH ApKU
NaLUeHTN CbC 3Hauuma HepHoapobra aucd




MauneHTy B HanpenHana Bb3pact

He e Heo6xoaMmo agantypaHe Ha fosara.

Oeua

BesonacHocTTa M eheKTUBHOCTTA Ha TEPaNUATa C HUKOTUHOBA KUCEenuHa
Npy Aela U 1oHOWW He ca ycTaHoBeHW. Ynotpeba npu geua v IoHoWM He
ce npenopbyBa.

4.3 lNpoTuBONOKa3aHUA

Niaspan & npoTuBoOnokasaH npu NaunueHTn cbe:

-  CBpPBbXYYCTBUTENHOCT KbM HUKOTMHOBA KWCenMHA WM HAKOe OT
MOMOLWHKTE BelllecTsa, BUX T. 6.1

- 3Hauuma YepHoapobHa ANChYHKLMA

- AKTUBHa NMenTuvHa A3BeHa bonect

- ApTepuanHo KbpeeHe

4.4 CrieunanHu NPOTUBOMNOKAa3aHUA W crieunanty npeaynpexaeHusa 3a
ynorpeba

Niaspan He TpsibBa Aa ce 3aMeHsA ¢ ApyrM NPOAYKTM C HUKOTMHOBA
kucenuHa. Korato ce npemuHaesa OT ZPyrv MPOAYKTW C HUKOTUHOBA
kucernvHa, Tepanusta ¢ Niaspan TpsaGea pa ce 3anodHe ¢
NpenopbyMTENHaTa cxeMa 3a NOBULLIABaHe Ha Jo3uTe, BUX T.4.2.

YUepeH npob :

MpoaoykTuteé C HUKOTUHOBA KMCENUHAa Cce CBbp3BaT C aHopMarnHy
uepHoapobHY  u3cregBaHus.  Texka  uvepHoppobHa  TOKGMMHOCT,
BKMIOMBAlla oOCTpa uepHoapobHa Hekposa, € HabriojaeaHa npu
nauWeHT, nNpUEMAM MPOAYKTM C  HWKOTMHOBa  KuCenuiHa ¢©
NPOALIBKUTENHO  AeiicTBuMe, BMECTO  HMKOTMHOBA  KucefiHa  C
HerocpeAcTeeHo gelicTane. Thit KaTo hapmakokuHeTukaTa Ha Niaspan
ce pasnuuasa OT ApYruTe NpPoAyKTH C HUKOTMHOBA KUCENWHA, Niaspan He
Tpsbea ga ce samectsa ¢ TAX. CneuuanHute NpPOTUBOMOKasaHus W
creunanHute npegynpexaenua 3a ynotpeba B KXl Ha HMG-CoA
uHKUBMTOpU Ha pedykTasarta TpabBa CbLIo Aa ce umaTt npeAsua,.
Mpeniopbusa ce BHUMaHue, korato Niaspan ce W3nornssa Npyu nauueHTy,
KOWTO KOHCYyMMpaT T[oriemMi KoruvecTsa ankoxon u/mnn uMMaT B
aHaMHes3aTa ¢y YepHoapobHo sabonseaHe.

MNpu neuenune c Niaspan ce Habniogasa nosullasaHe Ha yepHoapobHuTe
TpaHcaMuHasW. YBenuyaBaHeTo Ha TpaHCaMUHasuTe, obaye, e obpaTmo
Apy cnvpaxe Ha neveHueTo ¢ Niaspan.

UepHoapobHM uscnensaHys, BKAOYBALLN AST n ALT, Tpsibea ga ce
MPaBAT NEepUOSMYHO NPU BCUYKN NauMeHTV Mo Bpeme Ha fe4eHneTo C
Niaspan, kaKkTo 1 npefu Hero, B cryyait Ha aHamHesa w/vnn cumnTomMu Ha
yepHogpoBHa aucdyHkuMa (Hamp. XbATeHwuua, rafjeHe, Tpecka niunu
husMyecko HepasnonoXxeHve). Ako HMBaTa Ha -
nokausaT, oco0eHo aKko ce NoBULLIaT OO TPU NbTH
nekapcTBEHUAT NPOAYKT TpabBa Aaa ce cnpe.




CkeneTHa Myckynartypa.

EguHWuHM  cboBLieHns 3a pabgomuvonusa npu  nauveHtTn  Ha

kombuHupaHa Tepanus ¢ Niaspan n HMG-CoA uHxubutopu Ha

penykrasaTta, ca [rofydyasaHW OT CMONTaHHu goknagwn. Jlekapute,

Bb3HamepsBaly fa koMBuHnpat nedenuneto ¢ HMG-CoA nHxmbutopy Ha

peaykrasata u Niaspan Tpsabsa BHMMATENHO [a NpeUeHaT

NoTEeHUManHuTe MNossM W PUCKOBE W BHUMATENHO Ha Habniopasar

nauvieHTUTE 3a BCAKAKBU CMMNTOMU Ha pabaomMuonusa, Hanp. MycKynHa

Gonka, uyecTButenHoct unu cnaboct. Toea ce oTHacH ocobeHo 3a

NbPBUTE MECEeLUM Ha TepanusTa W No Bpeme Ha BCUYKU Nepuoay Ha

yBENMuyaBaHe gosaTta Ha HsKkoe OT flekapcTeara. B Takusa cryvau Tpsibsa

fa ce obmucnu HeobxogumocTTa OT NEpuUofM4HO M3CNeBaHe Ha

cepymHaTa KpeTuHnHoBa thocokunasza(CPK) v xamma. Husoto Ha CPK

TpsbBa Aa ce M3Mepu TNpepyu 3anc4yBaHe Ha Takasa KOMOWHaLMA Tpu

MauUueHTH, KOWTO uMaT mpepashonaraug akTtopy 3a passutie Ha

pabgomMmuonusa, KaTto:

- BBLOpeuHo HapyLUeHue

- XMNOTUPEONAUSBEM

- snoynoTpeba ¢ ankoxon

- Bb3pacT Hag 70 roanHn

- NYYHA UhK ceMeiiHa UCTopus 3a HACNEeHCTBEHW MYCKYITHU HapyLwieHns

- npeguiLHa UCTOPUS Ha MYCKYRHA TOKCUYHOCT ¢ dubpatu unu HMG-
CoA nHxubrTOp Ha pepykrasara

MycKynHo yBpexkgaHe Tpsabsa ga ce uma npej BWA NPy BCEKU nalueHT ¢

AvdysHa Muanrusi, MycKynHa cnabocT u/unm cbLUEecTBEHO NOBULLIEHNE Ha

myckynuute CK Hua (>5 x ULN). Tpu Tesn ycnosua neHeHueTo Tpabea

Aa ce chnpe. ‘

Vkasauusta 3a npegnuceade (KXM) Ha HMG-CoA uHubutopy Ha

pepykrasaTa TpAdsa CbLIO Aa ce UMaT npeasua.

[ NOKO3eH UHTONEPAHC

NuabeTnumrte uAM noTeHUnanH1uTe MabeTHu nauneHTy TpsibBa CTPUKTHO

[a ce Habnoaasar, Thil KaTo MOXe Ja KMa [J030-3aBUCUMO NOBULLIEHNE

Ha TNIOKO3HUS MHTonepaHc. Moxe jpa e Heofbxogumo YTouHsABaHe Ha

aveta uiunu Tepanus C nepopanHi aHTupguabeTHW npoaykTv n/unu

WHCYTIVH.

HecTabunHa cTEHOKapAUA 1 OCThbP MUOKapAeH MHMEDRKT

Mpenopbusa ce 0cOOEHO BHMMaHwe, korato Niaspan ce usronasa npu

MauMeHTi ¢ HecTabunHa cTeHoKapavs unu npu octpa dasa Ha

MUOKapaeH UHQapKT, ocofeHo KoraTo Takusa nauueHTH nonyyasar

1 Bas0aKTVBHU NeKapcTBeHW MNPOAYKTM KaTo HUTpaTh, Kanuuesi

aHTaroHUCTy unu agperHobnoxkmpally cpeacTea.

Muko4yHa Kucenmda

Mpu nevenne ¢ Niaspan ce ysenn4asa HMBOTO HA MUKOYHATA KMcEnnHa.

MpenopbYUTENHO € HabnogeHne Ha nauueHTuTe, NPeapasnonoXeHn KbM

nogarpa.

KpbBOChCUPBaHE

Niaspan Moxe fga noermse Ha Opos

npoTPOoMBMHOBOTO Bpeme, BuK T.4.5. 3a nauvej

NOANOMEHY HA XMPYPrivHA UHTEPBEHLIUS, & HEeOob




npeLeHka. Tpabea ga ce BHMmasa W B criydyaute Ha KoMmOWMHMpaHO
nevyedne ¢ Niaspan wu aHTMKOarynaHTy, nalMeHTUTe, nonyvasawm
aHTUKOAarynauTy, TpsibBa pegoBHO fa ce uscneasar 3a nNpoTpoMbOuHOBO
Bpeme n Opoit Ha TpoMBounTh.

Xunodocdharemus

Niaspan ce cBbp3Ba C HaManeHus Ha HWBaTa Ha ocdopa. Brnpeku ye
Tesy HamaneHus ca NpexoaHy, ce npenopbyea HabniogeHve Ha Hueata
Ha docchopa ApY NALUEHTU C pUCK OT Xunodoctaremus.

Opyru

MayueHT! ¢ aHaMHe3a 3a XbATeHNLE, YepHOAPOBOHO-KITEUHO 3abonsABaHe
UNu nenTuyHa sisea, TpsibBa BHUMAaTEnHo fga ce HabiogasaT No BpeMe Ha
TepanuaTa ¢ Naispan.

4.5 NlekapcTBEHU U OpYrM B3auMOOeUCTBIA

Mo Bpeme Ha npuema Ha Niaspan Tpsabsa ga ce n3barea KoHCymaumsTa
Ha anKoXos M ropeLuy HanuTky, Nopagy ONacHoCTTa OT yBeryaBsaHe Ha
HeXenaHWUTe NeKapcTBeHy peakuum Ha savyepeaBaHe 1 NpypuTyc.
Niaspan ce CELp3Ba C Mariku, HO CTATUCTUHECKN SHauuMmy, A030-
3aBUCMMM HamarieHus Ha 6Gpos Ha TpomBouutute (cpegHo -11% mnpu
2000 mg). B ponbnHenue, Naispan ce CBbp3sa € Manky, HO
CTATUCTMYECKM 3Ha4YMMK  OBULLEHUST Ha MpoTpoMOMHOBOTO BpeMe
(cpenHo npubnuantenHo +4%). ’

Koraro Niaspan ce npunara eAHOBPEMEHHO C aHTUKoarynaHiy,
NpOTPOMEMHOBOTO Bpeme 1 6pos Ha TpombouuTnTe TpsabGea BHUMATENHO
Aa ce cregAT.

HuUKOTVHOBATA KMCENMHA MOXe Aa MoTeHLMpa XMNoTEeH3MBHUA edekT Ha
raHrnuoBnokMpaluMTe CcpeacTBa, Hamnp. TpaHcAepmarneH HUKOTUH unu
Ba30aKTUBHW JeKapcTBeHW NpPOAYKTW KaTo  HuUTpatl, Karnuvesy
aHTaroHucTn unu agpeHobnokepu.

AHMOH-ODMEHHWTE rpenapaTM ce CBbp3BarT ¢ Apyr nepopanHu
neKkapcTBEHW NPOAYKTY 1 3aToBa TpAbBa Ja ce npuemaTt OTAENHO, BILK
CBLLO W MH(opMaLMsTa 3a NpeAnucBaHe Ha CbOTBETHUS MPOAYKT (KXI).
HukoTUHOBaTa KUCENMHa MoXe Aa posefe A0 anuineo NoBulLEeHUE Ha
HSKOM hAYOPOMETPYHHI U3CHEABAaHMA HA KaTexonamuHute B rasMara
unu ypvHata. HukotuHoBaTa KUCENMHA MOXe Cblo Taka fa pafe
harlumBX NONOXMTENHY pPeaKuni G pasTBop Ha MegeH cyndar (peareHT
Ha BeHeguKT) Py TECToBE 3a f1I0KO3a B ypuHaTa.

Mpu komBuHMpaHo npunoxerne Ha Niaspan u HMG-CoA MHXMOUTOPKU Ha
peaykTasata (ctatuHv) Bwk T.4.4 (TOBa ce OTHacs 3a YepHus apo6 v
ckeneTHaTa MycKynaTypa).

4.6 EpeMeHHOCT U KbpPMeHe

BpemeHHOCT:
He e u3BeCcTHO Aany HUKOTWHOBATa KWUCENUMHA B [O3M, obuyaitHo

M3NoNi3BaHyt TpKM NUNUAHU HapyLLeHna, MoXe Aa rMpu LYBPEXAaHe Ha
nrioga, Korato ce npwunara npu GpeMeHHN
penpogykTueHaTa cnocobHoct. OnutuTe npun
T.5.3. :




Niaspan He TpAGea fa ce npepnvcea Ha GpemMeHHM KeHN, OCBEH aKo He e
KpaiiHo Heobxoanmo.

KbpmeHe:

Mma cboblueHuns, Yye HUKOTUHOBATa KUCcenuHa NpemuHaBsa B KbpMmara.
Mopagu pucka OT CEepUO3HM HEXerNaHu IeKapCTBEeHW. peakuun npwu
KbpMmadeTara OT NuNUO-NPOMEHAWNTE 403N HUKOTUHOBA KUCENUHa,
TpsbBa ga ce B3eMe pelleHye ganu fa ce chipe KbpMEHeTo unm ga ce
crpe MeKkapcTBeHWs fIPOAYKT, KATO Ce B3eMe Mpenasuh BadKHOCTTa Ha
NeKapcTBOTO 3a malikata. He ca npoeexpann uscnegsannsa ¢ Niaspan
ApU KbpMeLLI Manku.

4.7 EcbeKkTy BLPXY ¢CMNOCOGHOCTTA 32 WwodupaHe 1 paboTa ¢ MalluHU

Niaspan vma HesHayuTenHO unu BboOLLE HAMa BIUstHAE BbpXY
cnocobHocTTa 3a Wwodunpade 1 paboTta ¢ MaLluHU.

4.8 HexxenaHy nekapcrTeBeHU peakumm

SauyepBdABaHe

Mpu nnauebo KOHTponMpaHy KNKWHUYHK NpoydBaHun ¢ Niaspan, cnyvaure
Ha zavepBsABaHe (T.e. 3arpsiBaHe, YepBeHnHa, cbpbex uunu napexe) ca
Hall-yecTuTe HEeXenaHu neKapcTBenyn peakuuy, HabmopasBaHu npyu
neveHueto ¢ Niaspan (cbobuiasanu npu 88% ot nauuedtTute). Mpn Tesun
npoyysaHuss no-manko or 6% ot nauueHtTuTe, npuemaiin Niaspan,
crupar NevyeHneTo nopaau sayepesBaHe,

B cpaBHeHMe ¢ HMKOTMHOBara KWCEMUHA C  HenocpefcTBeHo
ocBoBoXAaBaHe, No-Mallke cnyyYau Ha 3adepssiBaHe ca cbobllenu npu
nmauueHTuTe, Kouto nonyyasaT Niaspan, sbrnpeks ue 0OpoaT Ha
nauveHTUTe e cxogeH. Cren yeTupuceaMuuHa noggbpalla Tepanus ¢
Niaspan npu gHeBHu fosun 1500 mg, yecroTata Ha 3avepBsBaHe npes
TO3K nepuof & cpenHo 1,88 criyyas Ha nauneHT.

B noeevemo cnyvau, 3avepeseaHe ce 1iosiesiea € Hayanomo Ha
JleyeHUemo U no epeme Ha GosupaHomo mumpupade. BeposmHo
mo ce npeduseuxkea om oceoboxdasaHe Ha npocmaznaHoun D2 .
MoHocumocTTa KbM Hero oBMKHOBEHO Ce pasBuBa B NMPOALIDKEHWE Ha
HekonkocegmMu4Hua nevebeH kypc.

CnoHTaHHW CLODLUEHMA 33 HEeXenaHu NeKapcTBeHW  peakuuu
npeaynpexnasar, ye B pedku ciyyau, 3a4epBABAHETO MOXe 0a € mo-
CUMTHO W [a € NPUAPYXEHO 0T CUMNTOMU Ha 3amaiiBaHe, Taxukapaus,
cbpuebueHe, 2agyx OucrHea, W3NOTABaHE, BTpUCaHe wwnu efiema,
KOWTO B pedKn cnyyan mMorat Aa [oBefaT f0 CUHKON. B makuea cayvau
mpabea Oa ce HaszHavu MeOUKaMeHMO3HO JIeYeHue.,

Peaxguu Ha CBD'LXYYECTBHUTEINHOCT

padrko. Te ce Xxapakmepusupam
2eHepajusupaHa eK3aHmema,




XUMoOMOHUS U YUPKYnayUuoHeH Konanc. B makuea cnyyau mpsibea
da ce HazHa4yu MeduUKamMeHIMOo3HO JIeYeHUe.

CrniegHuTe HexenaHu nexapcTteeHn peakuu ca Haﬁnlo,anaHm npn

KMUHWYHU  USTIUTBaAHVA WK NpU pYyTUHHa Tepanwus,

npu R[ayueHT!

nonyqasaliy NpenopbYMTENHN AHEBHN Nnogabpawy 8oau (1000, 1500 n
2000 mg) Niaspan. Te ca knacupuLvpaHu No CUCTEMM U OpraHu, n
rpynurpaHy no Yecrora (MHoro yectu >1/10; wectut >1/100, <1/10,
He mMHoro Yectu >1/1000, 1<100; peaku >1/10000, <1/1000; mHoro pegku
<1/10000, BKAYUTENMHO U30IMpaHn cryyan).
Mo npuvHUMN, NOSIBUTE HA HEXEeNnaHW NEKapcTBEeHW peakuuk ca rMo-4ecTu
NpW XeHW, OTKOAKOTO TMPU MbKe.
Tabnuua 2: Hexxenadu iekapcTBEHU peaKtuy

Knac oprax MHoro yectn | Yectw >1/100, He MHoro vecTu Peaku MHoro pegkv
>1/10 <1110 >1/1,000, >1/10,000, <1/10,000, Bxn.
<1100 <1/1,000 M30IMPaKU cry4yau
Hapywenus Ha Pearkyus Ha
UMyHHama cucmema cepux4yscmau-
. menHocm
MetabonuabMm u Hamanex AHOpekcun
HapylweHWA Ha FAIOKO3EH fModazspa
_XpaHEHETO TofepaHe
MenxuarpuuHun BeacwHue
HapyLUIEHMs Hepatoecm
HapywweHusa Ha [maeobonue, CunHkon Muepena
HepBHaTa cucTeMa 3amMaiisaHe Mapecmesust
HapyuieHus Ha 3pumendu TokcuyHa
3peHULmo CMYULeHUsT ambénuonus,
' HuecmoudHa
. MarymapHaedema
ChphedH HapyLweHns Taxukapgus, fpedcupdHo
cbpuebueHe, mpenmete,
3a38yx Apyau cepdeqnu
apummMuu
CgoBy HapyLUeKus zaJepefBaHe XUNOTOHMA, Konanc
(sarpsABaue, CTaTnyHa
YepBeHUHa, XMNOTOHUSA
cepbeK,
W3TPEMNBAHE)
PecnvpaTtopHu, AucnHea PuHut
TOpaxanHu v
MeguacTUHanHm
HapyLueHus
[acTpouHTEeCTUHAAHN HAvapus, rageHe, Armueupare Ha
HapyLIeHWs NMOBPLILEHE, AenmuyHU s138U,
abaoMuHanHa obpazyeaHe Ha
Gonka, nenmu«4HU 538U
aucnencusi
YeprHodpobHo- Xbnmeruya
HABYHU HapyuieHus
KoxHKU HapylieHns 1 Mpyputyc, AsrnoTasane, Juye demMa, | XumepnugmeH-
HapyweHWs Ha obpue eHepanusupHa 1) - | mayus,
NOAKOKHWUTE TBKAHY eKaHmema, :@51 GBS ﬂqp Axanmosuc
ypmugapus, / 5 o NHUSPUKAHC
CyXa KoXa BEf, % P

HapywweHnus Ha




CKeneTHO-MYyCKynHaTa, - KpaxKama,

¥ ChefviHWTaNHaTa Muanrms,
ThKaH MUonaTus,
. MUECTEHUS
OBuww HapyweHUs 1 Bonga, acteHus, Bonku g
CLCTOAHMS! HAa MACTOTO BTpUCaHe, ebpdume
Ha fpunoxeHne nepugpepeH oToK
Macneaeanus MoeuwasaHe Ha
CEPYMHVTE TpaHC-
aMuHasun(AST,

ALT) anxanwHa
docthaTasa, obly
ounupydun, LDH,
amwunasa,
NnioKo3a Ha
FragHo, NMKoYHa
KUCENWHE; cnabo
NoHWeHWe Ha
Bpos Ha
TpoMBouuTuTe,
YRbMKeHe Ha
npoTPOMOUHOBOT
0 BpeME,
HamaneHue Ha
thocthopa
YeenuvaeaHe Ha
CK

4.9 [lpenosupane

MudopmauusTa 3a ocTpo npedosupade ¢ Niaspan npy Xopa e
orpaHuueHa. [lpusHauuTe W CMMATOMUTE Ha OCTPO MpefosupaHe ce
oyakea da 6bAar KaTo TpM 3acuneH dapmakonoriyeH edgexT: CUITHO
3auepBaBaKe, rageHe/MoBpbLIAHe, AMapUA, Jucherncus, 3samaiBade,
CUHKOM, XWUIMOTOHUS, MOTEHUMUAAHM CbpAeHHW apuTMUlM U KIAMHUYHK
nabopaTopHM aHOManuy, BKIKYBALUW MOBULIEHW CTOMHOCTM Mpw
nacrnegBaHe Ha yepHoppobHaTta byHKUMS. TTaumeHTsT TpsAbea ga 6wvge
BHUMaTemnHo Habnwgasak u. ga ce Npunoxy mn 3 nevyeHue.

HMKOTHMHOBA KUCENWHAa He e AocTaTkyHa.
5. MapmMakoRorviHy AaHHU




5.1 ®apmakoguHaMHU4YHY CBOUCTBA

dapmakoTepaneBTUYHa rpyna: HUKOTMHOBA KucernuHa

ATC kog: C10ADO2.

HukoTuHoOBaTa KMCEnMHa € BOgOopasTBOpMM BUTaMuH B-koMnnekc, KonTo
€ eCTeCcTBeHa CbCTAaBKA Ha XxpaHarta. YoBellkoTo TANO He e U3uAno
3aBUCMMO OT XPaHUTEINHUTE W3TOYHUUM Ha HUKOTUHOBA KUCENWHA, Thil
KaTo T8 moxe Aa 6bhe npousseaeHa o TpunTodaH.

MexaHwamMbT Ha OERCTBYE, Upes KONTO HUKOTMHOBATa KUcenvHa npomMeHs
nunuaHua npodvn, He e HamnbHO paskpuT. Bunpeku ToBa, & YCTAaHOBEHO,
Yye HUKOTMHOBATA KUCemnuHa nHxubupa oceoboxpasaHeTo Ha ceobogHuTe
MaCTHU KUCEMMHM OT aannosHaTa TbKaH, KoeTo BoaW A0 JOCTWIaHe Ha no-
Marko MacTHW KACENMuHU 4o yepHus Apob. Tbil KaTto Mo-mManko MacTHM
KACENMWHW ce TpaHcrnopTupar p[o  Jvepnna Apob, no-Manko ce
ecTepudpmumpaTr [O TPUIMMUEPWOYW, KOWTO cnef ToBa ce BKAWuBaT B
VLDL. Tosa Moxe Oa posede 00 HamaneHue cuHTesa Ha LDL. Ypes
nosullaeaHe Ha NUNO-NPOTeMHoBaTa NvnasHa akTMBHOCT, HUKOTMHOBATA
KACEeNnuHA MOXe La YBEnu4y CcTereHTa Ha oTcTpaHsiBaHe Ha XUNOMUKPOH
TPUrNrLepranTe 0T nnasmara. Mo TosuM HauyMH HUKOTUHOBAaTa KuUcenuHa
HamansBa cTeneHtTa Ha  JYepHohapobHara cuHTesa Ha VLDL u B
nocnezcrene Ha LDL. Usrnexaga, ye HUKOTMHOBAaTA KUCENWHA He Brivse
BbpXy pekanHata exckpeuus Ha MasHWHW, CcTeponu UnM Xnb4Ha
KucesnuHa.

B npenopbunTentuTe noaabpxalm fosn, Niaspan (HO He HUKOTUHamKA)
BOMM [0 KAVMHWUYHO HamansBaHe CbOTHOLIEHMETO Ha oBLumsi xonecreporn
kbM HDL (-17% Ao -27%), LDL (-8% po -16%), tpurnuuepnan (-14% ao
-35%), ¢ nosuwenne Ha HDL (16% po 26%). B ponbiHeHue Ha
FOPenocoYeHoTO HamaneHe Ha HyueaTa Ha LDL, HuKoTMHOBaTa KucenuHa
BOAU A0 NpomsiHa B cbeTaBa Ha LDL: oT manku nnbktHy  LDL vacTuum
(oCHOBEH aTeporeHeH NUNonpoTewH) Ao ronemu, no-neku LDL wactuum
(no-manko arteporeHHu). lMoeuwasaHeto Ha HDL cblyo ce cBbp3Ba €
npomsHa B pasnpegenexnero Ha HDL noa-thpakuuy, BkiiovBatlo
noeuuaeaHe cwoTHoWweHMeTo Ha HDL: kbM HDLs, KaTo NpOTEeKTUBHUSA
edpexT Ha HDL ce gprxu ocHosHo Ha HDL,. Hello noeeye, HUKOTUHOBaTA
KMCenvHa NoBuLLABa CepyMHUTE HMBa Ha anonunonpotenHa A1 (Apo 1),
eaMH OT Agarta rmaeHM mvnonportenHn Ha HDL, pgokato Hamarnsea
KOHLEHTpaumMuTe Ha anonunonpoteud B-100 (Apo B), rnashara
npoTenHosa chetaeka Ha VLDL (IUnonpoTenH ¢ MHOTO HUCKa MBTHOCT) U
LDL dpakumute, 3a KOUTO © U3BECTHO, Ye UMaT ChLUecTBeHa pona B
aTeporeHesara. CepymHUTe HuBa Ha nunonpoTeuH a, [Lp(a)l, xoiiTo
MHoro Hanogobsiea LDL, HO ce cunTa KaTo He3aBUCUM PUCKOB (haKTop 3a
KopoHapHO cbpheuHo 3afonsiBaHe, CbLUO 3HAYUTENHO ce pepyuupar oT
Niaspan.

[laHHuTe OT KAMHMMHUTE WU3NUTBaHWA MNpeanonarar, 4e eKBUBaneHTHU
posu Niaspan  MmMar cuneH xunonunugemmyeH edekT Mpy ey,
OTKOSIKOTO Mpu  MbXe. Hswma creuududHy  npoyysaHus  BbPXY
komBuHauuaTa Ha Niaspan cbc cratvHu (HMG-CoA abuTopn Ha
peaykrasaray).

BrnaronpusaTHuaT egeKkT Ha Niaspan Bbpxy
CMBPTHOCTTA HE € HanbiHO YCTaHoBeH. Bbnps




ChOTBETHY KMWHWYHM BaHHW 38 HUKOTKMHOBA KUCENWHa ¢ HENOCPEeACTBEHO
ocBoboXaBaHe.

5.2 DapMaKOKMHETUYHM CBOMUCTBA

Abcopbuua
HukoTUHOBATa KuUcenuHa ce abcopbupa 6BP30 U B ronaMa CTeneH,

KOFaTO Ce npurara nepopanto (Haii-manko 60-76% ot gosara).
MUKLT Ha CTABUMHUTE KOHUEHTpaunyu Ha HUKOTWHoBa kucenuHa ca 0.6,
49 n 155 meg/ml cnen goam or 1000, 1500 n 2000 mg Niaspan
eHOKpaTHO JHEBHO (JaBaHu, CbOTBETHO, KaTO ABe 500 mg, aose 750 mg
v gee 1000 mg TabneTku).
Mpoy4BaHus BLPXY BroHanNMYHOCTTa Ha eJHOKpaTHa [03a nokasear, 4e
pasnuyHuTe KoHueHTpaumm Niaspan TabneTku He ca B3anMOo3aMeHAeMI.
Pasnpenenexue :
OnuTUTE NPY MULLKY, U3NossBally pagnoakTMBHa HUKOTUHOBA KucenHa,
NOKasBaT, Y€ HUKOTMHOBATa KUCENWHa W Hedxnte meTtabormTin ce
KOHLIEHTPUPAT B YepHus Apob, 6bbpeuuTte 1 MacTHaTa TbKaH.
MeTabonussbm
DapMaKOKNHETUYHUAT NPOUN Ha HUKOTWHOBATA KUCENUHA € CIOXEeH
nopagu 6Obp3ua U obwmpen first-pass metabosusbM, KOUTO €
pasHoBUAeH 1 03080 cnieuunduyeH. [pu xopaTa eavH oT MEXaHNIMUTE
(MeT 1) e upes NpocTo KOHIorMpaHe € MUUMH A0 HUKOTUHMNAKOYHA
imcenuta (NUA). Cnep tosa NUA ce ekckpeTupa c ypuHata, kato manku
Konu4ecTea ce Metabonuaupat obpaTHO A0 HUKOTMHOBA KUCENMHA. Uma
foxasateficTea, mnpefnonaral uye Mertabonusma Ha HUKOTMHOBA
KVCENMUHA NO TO3WU MbT BOAW OO0 3avepeasade. [lo gpyrua MexaHusbM
(MbsT 2) ce obpasysa HUKOTMHaMWA &@ASHWH [UHYKNEOTUA (NAD).
MNpeobnapasaHe Ha meTtabonuseM Mo MeT 2 mMoxe Aa posefe Ao
XenaToTOKCHUHOCT. He e ussicHeHo fam HuKoTvHamu ce obpasysa KaTo
Npexkypcop Ha win cieg cuHTes Ha NAD. HukoTuHamMug no-Hatarek ce
meTabonmaupa noHe go N-methylnicotinamide (MNA) nicotinamide N-
oxide (NNO). MNA no-HataTeKk ce MeTabonusmpa A0 ABe ApYyrd
cbeauHeHus, N-methyl-2-pyridone-5-carboxamide (2PY) u N-methyl-4-
pyridone-5-carboxamide (4PY). Flpu xoparta obpasyBaHeTo Ha 2PY sBHO
npeobnagasa npen 4PY. Mpu pgosute, npunaraHu 3a neveHne Ha
XVNEPrMMUASMUS, Te3W MbTULLA HA MeTabonmMsnpaHe ca HacuTeH!, KOeTo
oBsicHSABa HEenMHENHOTO B3aMMOOTHOLLEeHUe MeEXay Ao3aTa HUKOTUHOEA
KNCEeNWHa ¥ MNasMeHvTe = KOHUeHTpauuu cneg npunoxeHue Ha
mMHorokpatHa fosa Niaspan.
HUKOTMHAMUA HAMA XUNOSMMUAeMVYHa aKTUBHOCT. AKTHBHOCTTa Ha
apyrute Metabonuti He e nssecTHa.
Enumunupade
HyKoTYHOBATA KUCENMHa 1 HellHuTe MeTabonvuTi ce ennMuHmpar 6epso
¢ ypuHarta. Cnep efHOKpaTHA 1 MHOTOKDaTHU AO3M, npubnuautenHo 60-
76% ot npunoxeHata fosa kato Niaspan ce OTKpUBaE-R-yYpUHaTa KaTo
HUKOTMHOBA KUcenuHa u MertabonuTi; BO ‘12"/\#@1‘ T KaTo
HerpoMeHeHa HUKOTWHOBA KucemnuHa crel AAdieRpATHONZANMPaHe.
. ChOTHOLLEHMETO Ha MeTabonuTuTe, oTAeneH|ss/ yiiral .\ cY OT
npunoxeHara nosa. =
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MNonosu pasnnyua

CtabunHute nnasMeHn KOHUEHTPauuu Ha HUKOTUHOBaTa KUCenuHa MU
meTabonutuTe crieg npunoxeHne Ha Niaspan ca, no npuHLKMM, NO-BUCOKK
MPY XXEHM, OTKONKOTO TIPM MBXKe, KaTO CTEeNeHTa Ha pasnukata, Bapupa B
3aBMCUMOCT OT Hos3ata K MeTabonuta. Bb3ctaHOBABAHETO Ha
HUKOTUHOBAaTA KUCenuHa 1 MeTabonuTi B ypuHarta e no npuHLUN CXoAHo
npy MBXETE U XKEHNTE, KOETO NoKassa, Ye abecopbuyunTta e nofobHa 1 3a
ABata nona. HaGniogaBaHuTe pasnuku npu NoroBetTe B NNasMeHuTe
HMBA HA HUKOTWHOBATA KUCEMWHA ¥ HeitHUTe MeTtabonutu, MoxXe fga ce
OBIKM Ha nonoBo-cneuvdmyHn pasnuku B Metabonvaupawiara crenes
unu obema Ha pasnpegeneHue.

5.3 [NpepkNuUHUYHN OaHHY 33 6e30NacHOCT

HukoTWHOBaTa KucenvHa nokasBa cnaba TOKCUYHOCT npn obuuaiinuTe
ONMUTY NPV XKUBOTHW.

HKeHcku sakium ca gosupadu ¢ 0.3 g HUKOTMHOBA KucenuHa AHEBHO B
neproga Mpegu 3aqvesaHe JO KbpMEHe, KaTo NOoTOMCTEOTO um e Des
TeparoreHHy edektu. [ONMbRnHUTENHW cReUuUYHN  ONUTA  BbPXY
PENPOAYKTVBHOCTTA TP JKUBOTHM HE ca TPOBEXOAHW C HUKOTUHOBA
Kucenuua unu Niaspan.

WscnegsaHnAa npy MUKW He TIOKa3BaT XaHLUSPOreHHW pJelicTens,
CBbP3aHW C NEYEHUEeTO W He TMOBNMABAT NpeXuBAeMOCTTa creg
MPUAOXEHNE Ha BUCOKY 031 HUKOTUHOBA KUCENUHA

6. PapMaLeBTUYHN JaHHK

6.1 CnuchK Ha NOMOLIHNTE BelecTBa U TEXHUTE Konn4yecTea

Hypromellose - 188,70 mg
Povidone - 12,90 mg
Stearic acid - 5,80 mg

6.2 DU3INKO-XMMNYHU HECBBMECTUMOCTH
Hama

6.3 Cpok Ha roAHOCT

3 roauHn

6.4 CneLnanH¥ YCNOBUSA Ha CbXpaHeHue

[a ce coxpaHsea go 25°C. h
Ia ce chLxpaHsaBa B opuruHanHaTa onakoBka 1 Ja ce npegnasea oT Bnara.

6.5 JaHHK 32 onaxoBKaTa

Bnunctep.
OnakoBky no 14, 28, 56, 98 n 105 6p. Tabn.




6.6 MpenopLku npu ynotpeda

HamMa cneLynanHu usnckeaHns

7. Wme v aapec Ha NnpuTexartens Ha pa3pelleHUETO 3a ynoTpeGa
Merck KGaA, Frankfurter Str. 250, 64293 Darmstadt, Germany

8. PerucrpauuoHeH HOMEp

9. [Oarta Ha akTyanusauus Ha TeKCTa:

13.04.2005 1.
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