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THProBCcKO MMe Ha JIeKapCTBEHUA NPOAVKT
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Niaspan 750 mg Prolonged-Release Tablets
Huacnax 750 Mr TabneTku ¢ yabimKeHo ocBoboXOaBaHe

KonuuecTBeH M KavYecTBEH CHLCTAB

Beaka Tabnetka ¢ ygbmkeHo ocBoboxaaBaHe cbgbpka 750 mg
HUKOTUHOBA KMCEenWHA.
3a nomollHK BeliecTRa BMK T. 6.1

INekapcTBeHa chopma

TabneTka ¢ yAbLmKeHO 0CBOBOXKaaBaHeE.
bana o wmHoro ceeTno cuBa TabhneTka ¢ chopma Ha Kancyna.
KoHueHTpauuaTa e LamnoBaHa OT efHaTa cTpaHa Ha BCsKa TabnieTka,

KnuunyHeu faHHu

4.1 NMNokazauus

Jlewenne Ha aucnunugemusn, ocobeHo npu naumeHT ¢ KomBuHMpaHa
cMeceHa QUCAUNUAEMUA, XapakTepusupalla ce C NMOBULLEHMW HUBA Ha
LDL-xonectepon U Tpurauuepnan n Hucek HDL-xonecteporn, kakto u

NPy NauueHTu ¢ nbpBUYHa xunepxonectepuHemusi. Niaspan Tpsibea aa
ce uanonsea npu nauneHT B KomOuHauua ¢ HMG-CoA nuxubutopn Ha
penykrasara (CTaTUHW), KOrato  MOHMXKapalwmsT edekt BbpXy
xonecteporia Ha HMG-CoA uvHXxubnTopu Ha peaykrazata Karto
MoHOTepanusa e HegocTathyeH. Niaspan moxe aa 6bhe nanonssaH KkaTo
MOHOTEpPanUs camo npv naumeHtTw, kouto He noHacat HMG-CoA
uHxMbuTopn Ha pepyktasara. [lpunaraHeTo Ha Auera M OPYrU He-
thapMakonorMyHu Mepkn (Hanp. ynpakHeHusl, HamalieHne Ha TernoTo)
TpabBa Aa npoabsKaT no BpemMe Ha rieveHneTo ¢ Niaspan.

4.2 No3MpoBKa U HaYUH Ha ynoTpeba

Niaspan Tpabsa ga ce npuema npeau rsraxe, cref neka Hecbhbpkalla
MasHKHKM Beuveps (Hanp. si0brka, obesmacneHo KUCeno MnsKo, dunus
xns0), xaTo No3uTe ce onpeaenaT UHAMBKUAYaNHO Chopes peakuusita Ha
nauymeHra.

HavariHa fosa:
Tepanusita ¢ Niaspan tpsbBa pa ce 3anodHe € HUCKa [os3a K Oa ce

yBennyapga rocrteriedHo. [periopbynTentHara cxema Ha fnoBullaBaHe Ha
ho3uTe e nokasado B Tabnuua 1:




Tabnuua 1: CxXema 3a noBMLUaBAHE HAa A03UTE

Cepmuua (1) Rosuposka HreBHa fosa
HMKOTHHOBA
KMGEAWHA
1 Niaspan 375 mg 1 Tabn. 375 mg
npegv nsrade
HavyanHa 2 Niaspan 500 mg 1 Tabn. 500 mg
npegn nsarade
cxXeMa Ha 3 Niaspan 750 mg 1 7a6n. 750 mg
npean nsrade
TUTpUpaHe 4-7 Niaspan 500 mg 2 tabn. 1000 mg
npegu naraHe
Niaspan 750 mg 2 Taon. 15800 mg
npeau asraHe
Niaspan 1000 mg 2 tabn. 2000 mg

npeon nsarade

lNMopakpXalla [o3a:
lNMpenopbunTenHara nogabpxawa gosa e 1000 mg (ose tabnetky ot 500
mg) no 2000 mg (ase Tabnetku ot 1000 mg) egHOKpaTHO AHEBHO Npenu
nfraHe, B 3aBMCHMMOCT OT peakumsiTa U NOHOCUMOCTTa Ha nauveHTa KbM
fiekapcTBoTO. Ako peakuuaTa kbMm 1000 mg gHeBHO e HeadeKBaTHa,
nosarta Moxe fa obvae nosuiiieHa no 1500 mg gHeBHO M B nocnencTsne
0o 2000 mg gHesHo.

Huenata pgosa Niaspan He Tpsbea aa 6bOe noeuwasada nosevye ot 500
mg Ha BCeku 4-CeMnyeH NepuoL ciied MbPBOHAYanHOTO TUTPUpaHe A0
1000 mg. MakcumarnuaTa gosa e 2000 mg gHeBHO.

PasnuuyHute KoHueHTpauun Niaspan T1abneTkm wmaT pasnudHa
OUMOHaNMYHOCT 1 3aTOBa HE Ca B3aMMO3aMEHSEMIA.

Niaspan He TpsbBa fa ce 3ameHs ¢ APYri HUKOTMHOBK NMpenapaTy,

B T. 4.4.

[lpn pauuveHTn, rexkyBaHuW nApegu C Apyru MpoAyKTW, ChbAbpXalln
HUKOTUHOBa KucenuHa, nedenmneto ¢ Niaspan Tpsbsa ga ce 3anodHe c
npenopbYMTENiHaTa CXema 3a noBulliaBaHe Ha fosuTte. opgabpxalara
nosa TpabBa BRocneAcTBUE Oa ce ofpedenn WHAUBWMAYaANHC CrpaMo
peakuusaTa Ha naLueHTa.

Ako rnieuyeHmeto c¢ Niaspan e npekbcHato 3a W3BECTEH nepuom,
Bb300OHOBABAHETO Ha TepanuATa TpabBa Oa cTaHe Mo cxemara 3a
noBulUaBaHe Ha fosara.

TabneTkmte Niaspan He TpADBa Aa ce 4ynaT, maykar Wnik CObBKBAT
npeau reATaHe.

B1bpeysu 3ab0nsiBaHunA;

He ca npoBefeHW NPOy4YBaHWS MpU NALWEHTU ¢ HapylleHa ObbOpedHa
dyHkumst, Niaspan Tpsbea fa ce npunara ¢ BHUMaHWE npy nadueHT ¢
6b6peyvHo 3abonasaHe.

YepHoapobHu 3abonsasaHns:

He ca npoBefeHu npoy4ysaHus Npu NauyeHTh ¢ HapylueHa yepHoapobha
dyukumn. Niaspan Tpsbea ga ce npunara ¢ B auneHTn ¢
aHamHesa 3a YepHofpobHo 3abonssaqe U NpUAgK I,
roremMy KormuecTtea ankoxon, sk T.4.4. Niagpah/e.gpe
fauneHTn CbC 3HavYUmMa YepHoapobHa Ancdyh) e




[MaumeHTH B HanpeaHana Bb3pacT

He e Heobxopgnmo agantupaHe Ha fgosara.

deua

BesonacHocTTa ¥ ePekTMBHOCTTA Ha TepanusaTa ¢ HUKOTUHOBA KUcenuHa
npu Aela 1 1HOLWK He ca ycTaHoBeHW. Ynortpeba npu geua u oHOWN He
ce npenops4ea.

4.3 MNpoTuBoOnOKasaHusa

Niaspan e npoTuBoNoKasaH npu NaLMeHTn CbC:

-  CBpPbX4yCTBUTESNHOCT KbM HUKOTUHOBA KUCErMHa WITM HSIKoe OT
NMOMOLLIHNTE BelecTrBa, BIK T. 6.1

-~ 3Hauyuma yepHoApobHa ANchyHKUMS

- AKTuBHa nenTidHa sizpeHa 6onect

- ApTepuasiHo KbpBeHe

4.4 Crnepmanny npoTUMBONOKa3aHWUA U crnieuManky npeaynpexacHus 3a
ynotpeba

Niaspan He TpsibBa pna ce 3ameHs C APYIM NPOAYKTUM C HUKOTUHOBA
kucenuna. Korato ce npemuHaBa OT [PYrM MPOAYKTYW C HUKOTUHOBaE
KmcernuHa, Tepanuata ¢ Niaspan Tpsabea pga ce 3anovHe c
npenopbYnTernHarTa cXxema 3a nopullasaHe Ha gosuTe, B T7.4.2.

YepeH apob

[MpopykTuTe © HMKOTUHOBA KUCENWHA C& CBhpP3BaT C aHOPManHu
yepHoOpoOHM  u3crieaBaHns.  Texka  JYepHoopobHa  TOKCUYHOCT,
BKMIOYBAlYa ocTpa u4epHoapobHa HeKkposa, e HabniogasaHa npu
fMauveHTy, npuematit npoaykKTM €  HUKOTUHOBA  KMCENMHAa ©
NPOOBIDKUTENHO  AelicTBWE, BMECTO  HMKOTMHOBA  KWCEenuHa C
HernocpeacTBeHO AelcTBue. Tbid Kato dapmakokmHeTukata Ha Niaspan
ce paznnyaBa OT Apyrute NPOLYKT ¢ HUKOTUHOBA KucenvHa, Niaspan He
Tpsabra fa ce 3amectea ¢ Tax. CrneyuanHuTe npOTUBONOKAa3aHWA W
creunanunte npepynpexgenua aa yrnotpeba B KXIT Ha HMG-CoA
MHUBUTOPK Ha pelyKTasaTta Tpsabsa CbLUO fa ce UMaT npensus.
MpenopbyBa ce BHUMaHWe, korato Niaspan ce Wsnonsea npu nauveHTy,
KOWTO KOHCYMUpaT TrofiemMn KonuuecTsBa arnkoxon wWwunu uwmat B
aHamHesaTta ch YepHoapobHo 3abonsasaHe.

Mpu nedvenne ¢ Niaspan ce Habniogasa NoBULLaBaHe Ha YepHoapobHuTe
TpaHcaMyHa3Y. YBenuyapaHeTo Ha TpaHcamuHasnte, obaue, e obpatumo
npy cnupaHe Ha nedeHueTto ¢ Niaspan.

YeproapobHu uacriegeanns, Bkmodsawm AST un ALT, Tpsbea pa ce
npaBaT NEPUOLMMHO MpKM BCMYKM MauueHTV No Bpeme Ha NeYeHWeTo ¢
Niaspan, KakTo 1 npegu Hero, B Criy4ai Ha aHamHesa uW/unu CUMNTOMK Ha
yepHoapobHa guchyHKUMS (Hanp. XbATEHUUa, rageHe, Tpecka w/unu
hrsmdecko HepasnornoxeHue). AKO HMBaTa Ha TpaHcaMmuHasute ce




CxenetHa myckyrnaTtypa:

EAVHMYHKM  cboblieHns 3a  pabGgomuonuaa npy  nauvenTtn  Ha

koMbuHupara Tepanusi ¢ Niaspan u HMG-CoA uHxubutopn Ha

pepykrasata, Ca nonyYyaBaHuW OT CHOHTaHHW poknaju. JiekapuTe,

Bb3HaMepsiBatu aa komburnpat aeverneTo ¢ HMG-CoA uHxunbutopu Ha

pegyktazata W Niaspan 7TpsfGea BHUMATENHO LA  NPELeHsT

NOTEHUManHuTe nonsu W pPUCKOBE ¥ BHUMATENHO Ha HabniogasaTr

NaLneHTUTe 3a BCAKAKBA CUMITOMU Ha pabaoMuonusa, Hanp. MyckyriHa

Borka, yyBcTBUTENHOCT Mnu crabocT. ToBa ce oTHacsi ocobeHo 3a

MbpBUTE MECEUM Ha TepanusTa W Mo BpeMe Ha BCUMYUKW Nepuoau Ha

yBENMuyaBaHe fosata Ha HAKoe OT nekapcTeata. B Takuea cnyyaun tpsabea

fa ce obMmucnu HeoOXoguMocTTa OT NEPUOSMMHO W3CNeaBaHe Ha

cepymHaTta KpeTuHuHoBa doctokuHasa(CPK) n kanua. Husoto Ha CPK

TpsibBa Aa ce usMepu Npeaw 3anoyBaHe Ha TakaBa KoMOUHauusi rpu

nauneHT, KOUTO uMar Mpefpasnonaratiy hakropys 3a pasBuUTHE Ha

paboomMmonuaa, Karo:

- BbOpeuHo HapyleHne

- XUTIOTUPEOUAN3LM

- 3noynotpeba ¢ ankoxon

- Bb3pacT Hag 70 roguHn

- IWYHE KK cemeliHa UCTOPUS 3a HaclieACTBEHN MYCKYIHW HapylLeHus

- RpeguluHa UCTOpUA Ha MYCKYNHa TOKCuYHocT ¢ cubpaty mnm HMG-
CoA nHxubutop Ha pefykrasata

MyckynHo yepexgane TpsbBa Aa ce uma npef BWA NpU BCEKW NaUMEHT C

AMbysHa Muanris, MyckyrnHa cnabocT n/mnu CbLIECTBEHO MOBULLEHNE HA

myckynnute CK mmea (>5 x ULN). [pn Tean ycnoeus neveHueto tpsbea

a ce cnpe.

Ykaszanuata 3a npegnucsaHe (KXIT) na HMG-CoA wnubutopu Ha

pegykrasaTta Tpsbea ChLUO Aa ce UMaT npeLsua.

[MOKO3EH MHTONEPAHC

Auabetuuute unu noteHumanHute gruabetHn naunexTn TpsibBa CTPUKTHO

ha ce HabnwaasaTt, ThA KATO MOXKE Aa UMa [J030-3aBUCKMO MOBHULLIEHUE

Ha [MoKo3HMA uHTonepaHc. Moxe pga e Heobxogumo yTo4dHsBaHE Ha

avera wunu Tepanus € rnepopanHn anTuguabetHn npogykTm w/unm

WNHCYIIH.

HectaburHa creHokapamsi 1 OCTbp MUQKapAeH MHAMAPKT

flpenopwvuBa ce ocobeHo BHUManue, korato Niaspan ce uvanonsea Mpwu

ragueHTM ¢ HecrabunHa cTeHoKapaus wnu npu octpa ¢asa Ha

MuokapraeH nHGapkKT, ocobeHo KoraTo TakuBa NnaumeHTu rnoryyasar

M Ba3OAKTUBHW IEKapCTBEHWM TMPOOYKTW KATo HUTpaTtW, Kanuuesu

aHTaroHUcTy Unu agpeHobnokvpally cpeacTea.

Muko4Ha KucenuHa

Mpu neuenne ¢ Niaspan ce yBenuyasa HUBOTO Ha NWKOYHATA KUCENWHA.

MpenopbunTenHo e HabmoaeHne Ha NAaLMeHTUTE, NPeapasnonoXeHy KbM

nogarpa.

KpbBOChCUpBaHe

Niaspan wmoXxe pa noenWAe Ha

npoTpoMBuHOBOTO Bpeme, BWK T.4.5. 3a na/ih

AOAMNOXEHW Ha XUpypriiHa UHTEPBEHUMS, € Hep _@( i 5




npeueHka. Tpabsa aa ce BHMMaBa W B criyYawte Ha KOMBUHMPaHO
rneyenve ¢ Niaspan u aWTUKoarynasTW; nHauweHTUTe, nonyYyasaliy
aHTVKoarynasTy, TpsAbBa pefoBHO fa ce U3CnenBat 3a NMPoTPoMOMHORO
Bpeme 1 Bpoil Ha TpoMOoUUTH.

Xunodochartemus

Niaspan ce cebp3Ba ¢ HamaneHust Ha HuBaTa Ha octopa. Bunpekn ve
TE3N HamaneHWsa ca npexofHu, ce npenopwyYBa HabnAeHNe Ha HuBAaTa
Ha dhocdopa npu NaUMeHTH ¢ pUCk OT Xunodocharemus. '
Opyru

lMaumeHTn ¢ aHamHesa 3a XbLATEHULa, YepHoaApoBHO-XMBUHO 3abonaeaHe
W nenTuyHa s3Ba, TPsiOBa BHUMAaTENHo Ja ce HablofaBart No Bpeme Ha
TeparnusaTa ¢ Naispan.

4.5 JlekapcTBEHU U APYIM B3aUMOAECUCTBUA

I'lo Bpeme Ha nprema Ha Niaspan Tpsbsa aa ce usbsirea KOHCYMauusiTa
Ha arnKkoxorn W ropely HanuTky, Nopafm onacHocTTa OT yBenuyasaHe Ha
HEXenaHuTe NekapcTBeHn peakiuy Ha 3ayepBsBaHe U npypUTyc.

Niaspan ce cBbp3Ba C Manku, HO CTaTUCTUMECKW 3HAYMMM, [030-
s3aBMcuMK HamaneHusa Ha 6poa Ha Tpombouutute (cpegHo -11% npwm
2000 mg). B ponbnHeHue, Naispan ce cBbpsBa C Malku, HO
CTaTUCTUYECKU SHaYMMK TOBMLLEHUSt Ha MpPOTPOMOMHOBOTO BpeMe
(cpepHo npubnnantento +4%).

Korato Niaspan ce npunara eAHOBPEMEHHO C aHTUKOArynaHTh,
npoTpoMBUHOBOTO Bpeme K 6posa Ha TpombounTutTe TpsibBa BHUMATENHO
Aa ce cnepgat.

HuKoTuHOBaTa KMcenuHa MoXe Ja MOoTeHUMpa XUNOTEH3UBHUS eeKT Ha
ravrnuobiiokupallute cpeacTsa, Harnp. TpaHcaepmaneH HUKOTUH WIu
BA30AKTUBHM  rEeKapcTBEHW TNPOAYKTM  KaTo  HUTpaTW, Kasnumesen
aHTaroHVUCTW WUy agpeHobnoKepu.

AHuOH-0BMeHHWTE npenapaty ce CBbp3BaT C JAPYrM  nepopanHu
SIeKapCcTBEHM NPOAYKTM W 3aToBa TpsibBa ga ce npuemart OTAEenHo, BUK
ChLUO ¥ MHDOpMaUUATA 3a NpednvceaHe Ha cboTeeTHUA npodykT (KXIT).
HukoTuHoBaTa KucenvHa MoXe fa AoBeae A0 anilimBo NosuULLIEHNE Ha
HSIKOW hriyOpOMETPUYHI U3CTNISABAHNA Ha KaTexonaMuHUTe B rnnasmara
unu ypuHata. HukoTuHOBaTa KMCEnuHa MOXe CbLUo Taka fa Aane
haniiney NONOXMTENTHY peakuuy ¢ PasTBOp Ha mMepeH cyndart (peareHT
Ha beHeduKT) ApW TeCcTORE 3a ITII0KO3a B ypuHaTa.

[pu Komburnpato npunoxenue Ha Niaspan n HMG-CoA uhxubuTtopu Ha
pefykrasata (ctatMHu) BUX T.4.4 (TOBA ce oOTHAcsa 3a 4YepHua aApod u

CKeneTHaTa MycKynartypa).

4.6 BpeMeHHOCT U KbpMeHe

bpemMeHHoCT:
He e wu3sBecTHO panu HMKOTUHOBATa KUCENWHA B

W3non3eany NMpu NUNUOHW HapyLeHus, MoXe ga
fioAa, Koraro ce rnpunara npu BpemeHHu X
pPenpoayKTUBHaTa cnocobHocT. Onutute npw
7.5.3.

NQ3u, obudyalHo




Niaspan He TpsibBa fa ce npeanucsa Ha BpeMEHHY XeHN, OCBEH aKo He ©
KpaitHo HeobXoOuUMO.

KbpmeHe:

Mma cboblyenus, Ye HUKOTMHOBAaTA KMCENWHA MPeMuHaBa B KbpmaTa.
Mopapu pucka OT CEPUO3HKM HEXenaHu ITeKapCTBEHU peakumn npy
KbpMadeTaTta OT JMNUAO-APOMEHsLUMTE AO3¥ HUKOTUHOBE KUCEMUHA,
TPsidBa Aa ce B3eme pelleHue fanum ja ce Chpe KbPMEHeTo unu aa ce
Crpe nexkapcTBeHUsi NMPOLYKT, KaTo ce B3eMe MNpepBUid BalKHOCTTa Ha
riekapcTBoTo 3a Maiikata. He ca nposexpganu mscnensaHusi ¢ Niaspan
NPK KbpMeLn Manku.

4.7 EchekTu BHLPXY cnocoBHOCTTa 3a WwodupaHe v paboTa ¢ MaluHy

’ Niaspan uma HesHaunTenHo unu BboOLIe HAMA BAWSIHUE BLPXY
criocobHocTTa 3a Wwodupaxe n paboTa ¢ MaLLUHUA.

. 4.8 Hexxenanw nekapcTBeHU peakuumn

3auepBaBaHe

MNpu nnayebo koHTponWpaHy KNMHKYHKW NpoyyBanus ¢ Niaspan, cnydanTe
Ha 3avepBsiBaHe (T.e. 3arpsiBaHe, uepBeHuHa, cbpbex nunu napete) ca
Hal-yecTuTe HexesriaHu nekapcTBEHM peakuun, HabrioaasaHn npu
nevenneTo ¢ Niaspan (cvoblyasanu npu 88% ot nauuentTute). Mpn Tesn
npoyysanust no-manko ot 6% oT nauueHTtuTe, npuemartn Niaspan,
CnrpaT nevyeHneTo nopaan savepesBaHe.

B cpaBHeHMe ¢ HUKOTMHOBATa KUCEMMHA C  HEMOCPEACTBEHO
ocBoboxgaBaHe, MO-Marnko criyyan Ha 3avepesiBaHe ca CboOLUeHu npw
rnaunmeHTuTe, Kouto nonydasatr Niaspan, Bbnpeku 4e 0OpoAT Ha
nauueHTUTe € cxodeH. Crien yeTupuceaMUUHa noaabpKalla Tepanusl ¢
Niaspan niput aHeBHM fpo3u 1500 mg, YecToTaTa Ha 3adepBsBaHe npes
TO3U fiepuog e cpepHo 1,88 cniyyas Ha nauueHT.

‘ B noesevyemo cny4au, 3a4yepesieaHe ce rosesiea 8 HayYaliomo Ha

reyenuemo u o epeme Ha dosupaHomo mumpupatHe. BeposmHo
mo ce npeduseukea om oceoboxdasaHe Ha rpocmaanaHéun D2 .
MoHocumocTTa KbM Hero oOWMKHOBEHO Ce pasBMBa B MPOLbLIDKEHWE Ha
HeKonkoceaMUYHUs nevebeH Kypc.
CrnoHTaHHKM  CboOLUeHMs1 38 HeXemnaHW INeKapcTBEeHW  peakuuy
npeaynpexaaBar, Ye B pedku cray4vau, 3a4epBsiBaHeTo MOXe da e 1o~
CUNIHO M 2 € NPUAPYXKESHO OT CUMATOMM Ha 3amaliBaHe, Taxukapnws,
cbpuebueHe, sagyx OucriHea, W3NOTABaHe, BTIpucaHe WWnnm enema,
KOUTO B pefikv criyyan morart ga JoBefnar Jo cuHKon. B makuea cnydau
mpsiGea Ga ce HazHayu MeOUKaMeHITO3HO fie4YeHUe.

Peakimm Ha CBP'bLXHYBCTBUTENHOCT

Peaxyuume Ha cepbx4ysCcmeUMENIHOCHT
psidko. Te ce xapakmepusupam CbC
2eHepanusupaHa eK3aHmeMa, 3ayep




XurnomoHrusi U YupkynayuodeH Kosarnc. B maxuea cnyvau mpsi6ea
Oa ce HazHa4u MeOUKaMeHMO3HO JIeYeHue.

Crnephute HexenaHu nEKapcTBEHW peakuwn ca HabruofgasaHn npu
KIMMHUYHYA  UBNUTBaHWS UMW NPW  PYTMHHA Tepanus, npu nauueHTn
nosnyvasaliy npenopvUUTEnH AHEBHN nogabpxaliy gosu (1000, 1500 u
2000 mg) Niaspan. Te ca knacuuuMpaHn No CUCTEMU K OPraHn, U
rpynupanmn no Yectota (MHoro Yectu >1/10; yectn >1/100, <1/10,

He MHoro yecty >1/1000, 1<100; penkv >1/10000, <1/1000; mHoro peaku
<1/10000, BKMOYMTEITHO U30NUPaHM cryyan).

Flo npuHUMn, NosiBUTE Ha HeXenaHW NeKapCTBEHW peakLunn ca no-4yecTu
FIpU KEHW, OTKOJTKOTO NMPU MbXe.

Tabnula 2: HexxenaHu NekapcTBeHU peakumm

inac oprax Muoro yectn | Yectu >1/100, He mHoro yectu Pepxn MHoro pegkm
>1/10 <110 >1/1,000, >1/10,000, <1/10,000, BKA.
’ <1/100 <1/1,000 U30NUpaHK cryyau
Hapywerus Ha Peaxuus Ha
UMyHHama cucmema cepbXyyecmau-
mefiHocH
MeTabonuabm Hamanen AHopekcus
HapylleHns Ha rroKo3eH flodaepa
XpaHEHETO TONEepaHe
MeyxuaTpuysm Beackthue
HapyLuerns Hepgrocm
Hapyiuenus Ha Iasobornne, Curkon Muzpena
HepBHatTa cucTema 3aMaiiBaHe [lapecmesust
Hapywenug Ra 3pumennu ToxcuyHa
3apeHuenio cMyuieHus ambnuornus,
Hucmoudra
manynapraedeMa
CpreuHu HapylueHus Taxukapaus, lIpedcupdro
cbpuebneHe, mpenmere,
SEBRY% Hpyau cepdevnu
apummuu
C'HbA0BYU HapyLleHys 3a4epesiBaHe XnnoToHus, Konanc
' (sarpsiBaHe, cratmyHa
YepBeHUHa, XUAGTOHNA
chpbex,
W3TPELNBaHE)
Pecrimparoptn, Aucnnea Purur
TOpaKanHu 1
MEAUaCTUHANHY
HapyLeH1s
FacTpouHTecTUHAMHY luapus, rapnene, Armusupane Ha
HapyLeHns noBpbLUaHe, FenmuYyHU 51384,
abgoMvHanHa obpazyesaHe Ha
Bonka, nenmuYHU g3eu
Ancnencus
HepHodpobHo- XenmeHuua
HALYHU HapyweHus
Koxhn HapyweHus n MpypuTyC, WsnoTtsaeane, fluyeea edema, | XunepnuameH-
HapyleHust Ha o6pus MeHepanuzupHa oyno- | mayus,
NOAKOXKHUTE THKAHI ex3zaHmenma, 2 ‘b@i.‘w;, Akanmosuc
ypmuiapusi, Vi HU2PUKaHC
CyXa Koa
HapyileHus Ha




CKENETHO-MYCKYAHaTa,

Kpakama,

W cheguHuTENHaTa Muwanrus,
TbKaH MHOnaTus,
MHWBCTEHWS
OBWK Hapyluekus n Bonka, acteHus, bBorku e
ChCTOSIHUS HA MACTOTO BTPUCaHE, ebpéume

Ha DPUWICXKEHUe

nepugepeH OToK

Wacnegsanus

MNoeutasaxe Ha
CEepYMHUTE TPaHG-
amuHasu{AST,
ALT) ankanHa
thocchartasa, 0oLy
Gunupyduy, LDH,
amunasa,
rMIOKD3a Ha
rMaAHo, AUKOYHa
Kucenuna, chiabo
NOHWKEHWE Ha
6pos Ha
TpomboLuTuTe,
YALMKEHNE Ha
NPOTPOMOUHOBOT
0 Bpeme,
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5.

NutbopmaLmata 3a ocTpo npegosupade ¢ Niaspan npu xopa e
orpaHuyera. [llpusHauuTe ¥ CUMNTOMWTE Ha OCTPO MpefosupaHe ce
ovYaksa pa ObpaT Karto npu 3acurieH (apMakonorndyeH eqeKkT. CUIHO
3avepesigaHe, rageHe/noBpblUaHe, Auapusi, LUCTIENCUS, 3aMmaiBaHe,

CUHKON, XWNOTOHWUS, MOTEHUMAMHN CbpPASYHU apuTMUM U KNUHWUYHK
CTOMHOCTH

naGopaTopHm daHOMalilK, BKrilouBalln  1oBULUEHMK npn

n3creneaHe Ha YepHogpobhata dyHkuus. [laun

HUKOTUHOBa KUCElWHa HE € JoCTaThYHa.
DapMakKosIOruyHU AaHHK




5.1 dapmakoguHamMnyHM CBOMCTEA

dapmaroTepaneBTUHHA rpyna: HUKOTUHOBA KUCENUHA

ATC xon: C10AD02.

HukoTuHOBaTa KnucenvHa e BoOpasTBOPpMM BUTAMUH B-KOMMEKe, KoiiTo
€ ecTeCTBeHa CbCTaBKa Ha xpaHata. YoRewKOoTo TANO He e u3Usno
3aBUCUMO OT XpPaHUTENHUTE U3TOYHWULIM Ha HUKOTUHOBAa KUCENWHA, Tbil
KaTo T Moxe ga Obge npoussefeHa oT TpUunTochaH.

MexaHnsMbT Ha felicTBre, Ypes KOWTO HUKOTUHOBATA KucenHa NpOMeHst
nunuAHWS NPOMUIT, HE € HaMbLITHO PaskpWT. BLNpeku ToBa, € yCTaHOBEHO,
Y€ HUKOTUHOBATa KucenuHa nHxubupa oceoboxzaaBaHeTo Ha cBoBofHuUTE
MacTHW KUCENWHM OT a4nno3HaTa ThKaH, KoeTo BoAy A0 LoCTUraHe Ha no-
Manko MacTHM KMCenuHu A0 depHus gpob. Thi KaTo no-manko macTHU
KucenuHu ce TpaHcrnopTupar 40 uYepHus gpob, no-manko ce
ecrepudmumMpaT Ao TPUIMULEPUON, KOMTO crief, ToBa ce BKMOYBaT B
VLDL. Toea mMoxe pa noBefe A0 HamaneHue cuHTesa Ha LDL. Upes
NoBuilaBaHe Ha JIMNO-NpoTEenHoBAaTAa JiMnasHa akTMBHOCT, HUMKOTUHOBAaTa
KucenuHa Moxe Aa yBenu4n CTENeHTa Ha OTCTpaHsBaHe Ha XUFOMUKPOH
TpurnuuepnanTe ot nnasmarta. 1o To3u HauMH HUKOTUHOBATAa KUCEenuHa
Hamarnsea cTereHTa Ha  YepHoppobhata cuHTe3a Ha VLDL u B
nocniegcTeue Ha LDL. Marnexpa, 4e HUKOTUHOBaTa KMUCENWHa He Bhusie
BbpXy ekarnHaTa exckpeuusi Ha MasHMHK, CTepoNnM WNM KTbyHa
KncesvHa.

B npenopbuutenHute nogabmkaiiy nosu, Niaspan (HO He HUKOTUHaMKA)
BOAM OO KNMHMYHO HamansBaHe CbOTHOLUEHMEeTO Ha OBLUMSI XonecTeport
kbM HDL (-17% go -27%), LDL (-8% go -16%), Tpurnnuepuan (-14% ao
-35%), ¢ nosuwenne na HDL (16% po 26%). B ponbhnHeHve Ha
ropenocoveHoTo HamaneHue Ha Hueata Ha LDL, HukoTuHOBaTa KucenvHa
BOOW BO npomsHa B cbeTaBa Ha LDL: ot manku mnbTHUH LDL yactuum
(ocHOBEH aTeporeHeH NMUNONPOTEWH) A0 ronemu, no-neku LDL yacTuuw
(no-manko ateporeHHy). Mosuwasaneto Ha HDL cbilo ce cebpasa ¢
npomsiHa B pasnpegerneHueto Ha HDL nog-chpaxkumu, BKMIOYBALLO
noBuaBaHe CchoTHOWeHWeTo Ha HDL; kbm HDLj;, kato npotexkTuBHuA
edhekT Ha HDL ce abmkm oclosHo Ha HDL,. Hetlo nosBeye, HUKoTHHOBAaTA
KMcenuHa noBulliasa CepyMHUTE HMBA Ha anonunonpoTemHa Al (Apo 1),
€AuH OT fhBaTta rnaBHn nuvnorpotemHun Ha HDL, pokato Hamanssa
KOHLUEeHTpalmuTe Ha anonunonpotemd B-100 (Apo B), rnasHara
npoTenHoBa cbeTaBka Ha VLDL (nunonpoTtenH ¢ MHOro Hucka ribTHOCT) 1
LDL dpakumute, 3a KOUTO € W3BECTHO, Ye MMAT CbLUECTBEHa pofd B
aTeporeHesata. CepymMHuUTe HuBa Ha nunonpotenmd a, [Lp(a)], koiiTo
mMHoro Harnogobsasa LDL, Ho ce cumTa kaTo HesaBUCUM PUCKOB (DakTop 3a
KOPOHapPHO cbpAe4Ho 3abonsiBaHe, ChLUO 3HAUYUTENHO Ce peayumpar oT
Niaspan.

HaHHUTe OT KIMHWYHWUTE UINUTBaHWS NPennorararT, Je eKBUBaleHTHW
fosn Niaspan umaT cuneH xunonunuaeMudeH edekT Mpu KeHwu,
OTKONKOTO nNpu  MBXe. Hsama crneuudmuHn npoyyBaHuMs  BbpXy

peaykTasara).
BriaronpusiTHuaT edekt Ha Niaspan Bbpxy
CMBpPTHOCTT@ HE € HanbliHO YycTaHoBeH. Bb



CbOTBETHN KNMUHWYHY AAHHN 32 HUKOTWHOBE KUCEMNUHa C HENOCPEACTBEHO
oceoboxaaBaHe.

5.2 ®apmakoKMHETUYHM CBOCTRa

Abcopbuua
HukoTtuHoBata xucenuHa ce abcopbupa 6bpP30 W B ronsAMa CTEHeH,

korato ce npurtara nepoparHo (Han-manko 60-76% ot fosara).

MukbT Ha cTabynHUTe KOHUEHTPaLMK Ha HUKOTUHOBA KUCEWHA ca 0.6,
4.9 n 155 mecg/ml cnepg moan ot 1000, 1500 u 2000 mg Niaspan
€/JHOKpaTHO [IHEBHO (AaBaHun, CbOTBETHO, KaTo aee 500 mg, gse 750 mg
v ape 1000 mg tabneTku).

lMpoyysanus BbpXy OMOHANMUHOCTTA Ha eHOKPaTHa [03a NOKasBaT, Ye
pasnuyHuTe KoHueHTpaummr Niaspan tabneTkn He ca B3auMo3ameHsemMy,
PasnpegeneHue

OmTuTe Npn MULLIKW, MIMOM3BALLM PAANOAKTUBHAE HUKOTUHOBA KUCENUHA,
nokasear, 4e HUKOTUHOBATA KWCENWHa W HelnuTe MeTabonuth ce
KOHUeHTpUparT B YepHus apob, 6ubpeunte n MmacTHaTa ThKas.
MeTabonuabm

DapMakoKUHETUYHUSAT NPogUN Ha HUKOTUHOBaTa KUCESMHAa e CrioXeH
nopagu Obpavsa wu obwmper first-pass meTabonuabm, KOWTO €
pasHoBKaeH 1 0030BO cheuudndeH. MNpy xopata eanH OT MexaHuamuTe
(MbT 1) e 4ypes NPOCTO KOHIOMMPaHE € ULUMH A0 HUKOTUHNMKOUHA
kucenuna (NUA). Cnepa toea NUA ce exckpetupa ¢ ypuHarta, KaTo Masku
KonuyecTsa ce MeTabonuanpar obpaTtHo o HUKOTMHOBa KucenuHa. Mma
AOKasaTencTea, npegnonarawy 4e metabonnama Ha HUKOTUHOBA
KncenuHa no To3u MbT Boan A0 3advepssiBaHe. [lo gpyrus MexaHusbm
(MeT 2) ce obpasysa HukoTWHaMWA aZeHwWH gueykneotus (NAD).
NpeobnagasaHe Ha wmeTabonusbMm no [TbT 2 moxe pa Aosede Ao
XENATOTOKCUHHOCT. He e MasicHeHo Jann HUKoTuHamug ce obpaaysa KaTo
npekypcop Ha unu cneg cuHres Ha NAD. HukotuHamupg no-HataTeK ce
meTabonuaupa noHe Ao N-methylnicotinamide (MNA) 1 nicotinamide N-
oxide (NNO). MNA no-HataTek ce metabonuaupa [0 [nABe ApPYrU
ckegnHenusi, N-methyl-2-pyridone-5-carboxamide (2PY) u N-methyl-4-
pyridone-5-carboxamide (4PY). lNMpu xopaTta o6pasyBaHeTo Ha 2PY sBHO
npeobnagasa npen 4PY. Flpun posute, npunaraHu 3a rneyeHne Ha
xunepnunuaemns, Tesn nbrua Ha metabonnsupade ca HacuUTeHM, KOETo
00siCHsiBa HENWHENHOTO B3aNMOOTHOLUEHWE MEXOY [03aTa HUKOTUHOBA
KACeNWHa W nrnasMeHnTe KOHUEHTPauuu chnej nNpUnoXeHne Ha
MHoroxkpaTHa gosa Niaspan.

HukoTuHamng Hama XunonunngemnyHa akTUBHOCT. AKTUBHOCTTa Ha
apyriute meTabonnTi He e n3BecTHa.

Envumunnpaxe

HukoTuHoBaTa kucenuHa u HeliHute Metabonutu ce enuMuHMpar 6bP30
C ypuhaTa. Cnepn egHoOKpaTHU 1 MHOFOKpaTHW 4osu, npubnmsurenso 60-
76% oT npunoxexarTa fola kato Niaspan ce oTKpuBar B ypuHaTa Karto
HUKOTUHOBa KucenuHa u metabonutu; go 12%
HEMpPOMEHEeHa HUKOTMHOBa KWUCENWHa cnej
CowoTHOWeHNeTe Ha MeTabonnTuTe, OTAeneH
npurioxeHaTa no3a.




Monoen pasnuyus

CrabunHnte nnasMeHn KOHUEHTPaLMKM Ha HUKOTWHOBATA KUCENWHa U
meTabonuTute cnep npunoxenue Ha Niaspan ca, o NPUHLMN, NO-BUCOKU
FPW 2KEHW, OTKOJIKOTO NpU MbXe, KaTo CTeneHTa Ha pasnvikaTta, Bapupa B
3aBuCUMMOCT OT [osata u wmetabonura. BbacTaHoBSBaHeTO Ha
HUKOTUHOBaTA KNCEeNMUHa 1 MeTaboNnMTi B yprHata e no NPUHLMA CXOOHO
npu MbXETe 1 XKeHuTe, KOETO NoKassa, Ye abcopbumsaTa e nogobHa v 3a
Asata nona. HabnwopgaesaHute pasnukM Npy MONoOBETE B MiasmeHnTe
HMBa Ha HUKOTUHOBaTAa KUCESIMHA N HelHuTe MeTabonutu, Moxe ga ce
ABIKN Ha MONOBO-CHELMpUUHN pasiuky B MeTabonusnpallata creneH
1 obemMa Ha pasnpefeneHue.

5.3 [lpegxnuHMyKHK naHHW 3a GE30NaCHOCT

HukoTuHoBaTa KMcenmMHa rokassa cnaba TOKCUYHOCT MpU oBuYaiiHuTe
OMUTIN NPU KUBOTHMU.

>KeHokn saium ca posupanu ¢ 0.3 g HUKOTMHOBA KUCEnuHa OHEBHO B
nepuoga npegu 3ayesBaHe A0 KbPMeHe, KaTo OTOMCTBOTO MM e 6es
TepatoreHHn ecbektu. [lonbrnHutenHn  cnelmMduuHM  ONUTU  BBPXY
pPEnpoOAyKTUBHOCTTA MNpWU XMBOTHW HE Ca MNPOBEXAaHW C HUKOTUHOBA
KucenuHa unam Niaspan.

WscriegBanna npu MUKW He MOKasBaTl KaHUEpOreHHW Jeicreus,
CBbpP3aHN C JevYeHUeTOo W He MOoBMuABaT MPEXUBAEMOCTTa Cneq
MpuUoXeHue Ha BUCOKW A03W HUKOTUHOBa KUCESUHa

6. DapmaleBTUYHN OAHHU

6.1 Cnuck Ha NOMOIUHKTE BelUEeCTBa U TEXHUTE KONINMYEeCTRA

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

6.2 @U3NKO-XUMUYHK HECHLBMECTHMOCTH
Hsama

6.3 CpoK Ha ropHOCT

3 roanHu

6.4 Cneumnansu ycrioBus Ha ChXpaHeHue

Ha ce cbxpansBa go 25°C.
Ha ce cbxpaHnBa B opurvHanHara onakoBKa U fa ce npeanassa oT Bhara.

6.5 Oanuu 32 onakoBKaTa

PVC/Chlortrifluoroethylene/PE/Aluminium 6nucrep

bnucTep.
Onakosku o 14, 28, 56, 98 n 105 6p. Tabn.



6.6 MNpenopsku Nnpy vrioTpeba

Hama crieyyaniu nsnckeanus

7. WmMe u anpec Ha npuTexarens Ha paspelieHUeTo 3a yrnorpeba

Merck KGaA, Frankfurter Str. 250, 64293 Darmstadt, Germany

8. PerucrpauuoreH Homep

9. Oata Ha aKTyannsalus Ha TeKCcTa:

13.04.2005 r.
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