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2. KoilngecTBeH H Ka9eCTBEH CHCTAB M & /ﬂ‘o'fr 4 ﬁ

Bcaxka Tabnerka oT 4 mg cpabpika rosiglitazone maleate, ekpHMBaNieHT Ha 4 mg rosighitazone.

1. Tbproeeko HMe HAa JeKAPCTBEHUs HPOAYKT

Avandia (Asannua)

3a noMomHMTE BEIECTBA BIDK pasjen 6.1.

3. JlekapcTBeHa ¢opma

DunMupaHy TabmeTKy:
OpamkeBH TabneTku ¢ GHIMOBO OKpUTHE, Mapkupany ¢ “GSK” oT eguara cTpana u “4” or

IpyraTa CTpaHa.

4. Knnunvyae RanAaM
41. Toxazanus
Rosiglitazone e mokasau 3a NieyeHre Ha 3axapeH auaber Tum II:

KaTO MOHOTepanHs

- IIpH HaIUEHTH, 0CODEHO TAKUBa ¢ HAJTHOPMEHO Terno, IPH KOUTO AHabeTsT € HeaeKBaTHO
KOHTPOJIUPAH ype3 aueta U GU3NIecKy YIpaxHeHHA, H NPHIOKEHHeTo Ha metformin e
HETOIXOSMIO [IOPaAH NPOTHBOIIOKA3aHHA MIIH HEMOHOCHMOCT

Kato JBoiiHa MepopajHa Tepanus B KOMOUHaIus

- ¢ metformin, pu naruenTH (0c0GEHO TaK¥BA C HAAHOPMEHO TETTIO ) C HE/(OCTaThUeH
IMUKEMHYEH KOHTPOJ BBIIPEKH NpUNoieHaTa IlepopaiHa MOHOTEPaN s ¢ MAKCHMANHN  IIOHOCHMH
no3u metformin

- ¢b¢ sulphonylurea, camo Hp# ANMEHTH, KOUTO ¢4 IOKa3aNH HEMIOHOCHMOCT KbM metformin
WIH TOPH Te3H, Np¥ KouTo metformin e MpoTHBONOKA3aH ¥ TTHKEMHYHMAT KOHTPOJI HE € JOCTaThYEH
BBIPEKH NPUIOKEHaTa MOHOTepamis ¢be sulphonylurea

KaTo TPOiHa nepopalina Tepanus B KOMOHHALHUA ©

- metformin u sulphonylurea, npu narueHTH {0cOOEHO TAKKMBa C HAAHOPMEHO TETJIO ) ©
HeJOCTaTHYEH MIMKEeMHMYEH KOHTPOI BBIPEKH NPHI0kKEHaTa NepopaiHa Tepanys ¢ ABoHHaTa
KOMOHHaUuA (BIDK pasfen 4.4).

4.2. Jo3snpoBxa ¥ Ha9YHH HA NPHIOKEHHE

3acera ONUTET OT KIMHMYMHATE U3ITUTBaHUA ¢ rosiglitazone € orpanuyes Jo0 TpU FOAMEH.
JEBnrocpounuTe MON3H OT JIeUeHHeTo ¢ rosiglitazone He ca neMoHcTpupany (B pasaen 5.1).

OGuKHOBeHO TepanusTa c rosiglitazone 3ano4sa ¢ fosa ot 4mg/aeH. IIpu Heo6xomUMOCT OT
110-1065p KOHTPOII Ha [IIMKeMHATa, Clie/] 8 ceMUIM TasH A03a MOXe Ja-GHHE yBelMUeHa A0
8mg/men. B340 T Ty
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Rosiglitazone Moxce fia ce pueMa BEJIHBXK MM ABa IBTH JHEBHO.
Rosiglitazone Moxe fa ce nprema ¢ Wik 6e3 xpaHa.

[JanMeHTH B HapeAHANA BE3pacT
He ce Hanara IIpOMAHA B A03aTa HPH NAaIlCHTH B HallpegHana Bb3pacTt.

TlanpenTy ¢ 6B6peUHO YBpeXKIaHe
He ce Hanara npoMsHa B JI03aTa [IpH NallHEHTH ¢ JieKa JI0 yMepeHa creneH sa 6x0pedna

HENOCTaTHUHOCT. JlaHHuUTe OT IPUNOMKESHHUETO Ha rosiglitazone npH nanyenTy © TEXKKa CTEICH Ha
Os6peuna HeAOCTATEYHOCT (KPEaTHHUHOB KIMpBHC < 30 mi/min) ca orpaHugeHy u 3aToBa
rosiglitazone Tpafea Aa ce MpuUnara BHUMATEITHO NPH TE3H NAHEHTH.

ITaipeHTH ¢ YepHOAPoOHO YBpeXKAaHe
Rosiglitazone He Tps6Ra Aa ce MpeAnMCRa HA MALMEHTH ¢ YepHOAPOOHO YBpexIaHe.

£l1a H FOHOIH

Hsama mgasHH 32 IPUIOKEHHeTO Ha rosiglitazone npu nauueHTtH non 18 roguxy.
CrepopareHO HeroBara yioTpeda IpH Ta3sH Bb3PacToBa IPYIIa He ¢e IPenophyBa.

4.3. HpoTHBONOKA3AHAS

Tpunaraneto sa rosiglitazone e npoTHBONOKa3aHO NPH MALMEHTH C:

- H3BECTHA CBPHXUYBCTBHTENHOCT KBbM rosiglitazone miu KeM HiAKOA OT APYTHTE CHCTaBKH
Ha TabneTkara, UIH

- CBPHSYHA HEAOCTATHYHOCT HIIH aHaMHe3a 3a chpAeyHa HepocraThyHocT (NYHA xiac ot 1

Ao IV), mwu
- yepHOApOOHO YBpEXIaHE.

Rosiglitazone ¢ NpoTHBONOKa3aH H 3a NIPUAOKEHHE B KOMOMHALMA ¢ HHCYJIHH.

4.4. CrenuMaJHH DPOTHBONOKA3AHHS H CIEUHAJHN IpeAYNpexAeHHs NPH yIIoTpeda

3agnpKaHe HA TEYHOCTH U CHPAeYHA HEAOCTATHYHOCT

Rosiglitazone mosxe 2a foBefie Ao A0303aBHCHEMO 3a[bpXKaHe Ha TEUHOCTH, KOSTO MOXe Jia
BJOIIH MM NPOBOKHPA MOABAaTa Ha CBPASYHA HEAOCTATRYHOCT. TpAGBa Aa 6BAAT NpoCieAIBaHH
NpU3HALKTE U CHMITTOMKTE Ha 3aEPKaHeTO Ha TEYHOCTH, BKIIFOUHTENIHO IOKAYBaHeTo Ha TErNOTO.
HupuBuayanHo TpAGBa na 6bAe npeleHsBaHa BE3MOKHOCTTA 32ABPKAHETO Ha TEYHOCTH Jia €
JIONIPHHECHIO 32 [IOKauBaHe Ha TeraoTo. MHoro paaxo ¢ cxobmasano 3a 65p30 U IPEKOMEPHO
NoKayBaHe Ha TErJI0TO KATO MPH3HAK Ha 3a1bpxane Ha TedHocTH. [lanuenTure TpAbea na 6s1ar
HabJ01aBaHH 33 NPU3HALK ¥ CUMIITOMM Ha CEPAEYHA HENOCTATEYHOCT, 0COGEHO IpK TE3M ¢
HaMaleHU KOMIIEHCATOPHM BE3MOKHOCTH Ha MuoKapa. JleueHuero ¢ rosiglitazone Tpabea na 6nae
TIpeKpaTeHo, ako ce HabMoAaBa BIOMABAHE Ha CRCTOAHUETO HA CEPASYHaTa ekitocT. ITpu
KIMHHYHHUTE H3IATBaHUA € Ha0moaBaHa [o-roAMa YecT0Ta Ha ciiyJauTe Ha CEpAeYHa
HEAOCTATHYHOCT MPH NIPUIaraHeTo Ha rosiglitazone 8 komOuHamus ¢ insulin. Creposarenso,
TpHJIaraHeTo Ha rosiglitazone B KoMOHHalA ¢ MHCYJIHH € IPOTHBONOKA3aHo. [To-uecTo e
cBO6ImMABAHO 3 CHPASYHA HEJOCTATHUHOCT U NPH NAllMeHTH C aHaMHe3a 3a CppAeYHa
HEHOCTATHYHOCT, IIPH NAIMEHTH B HaNpeJHAA BE3PACT ¥ NAIHEHTH ¢ JleKa 10 yMepeHa Obbpeuna
HefocTaTBYHOCT. THil KaTo HECTEPOHAHUTE IPOTHBORBINANMTENHH JICKAPCTBEHH NPOIYKTH
(HIIBJIC) u rosiglitazone ce cBBP3BAT ChC 33MBPXKAHE HA TEYHOCTH, €AHOBPEMEHHOTO MM HpHIIaraHe
MOJKe /ia IOBUINK PHCKA OT OTOLH. = P
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Hpocnensipane Ha yepHOAPOOHHTE dyHKIMM

B noct-perucTpalioHANA IEPHOK, MaKap K pAAKO € Cho0INaBaHo 3a XenaTolenyiapaa
aucdyHkmA (Biok paszgen 4.8). JlaHuute 0T npuaoKeHue Ha rosiglitazone npu nanuenTty ¢
TIOBMINEHH CTOMHOCTH Ha yepHoApobruTe eHsumu (ALT > 2,5 n5TH Ham ropuata rpaHuilia Ha
HOpMallHaTa CTOHHOCT) ca orpaHideny. ClenoBaTeHo HEBOTO Ha YEpHOAPOOHUTE eH3uMHE TpsOBa
Jia OpJie MPOBEPEHO MpeAH HaualloTo Ha IeueHHeTo ¢ rosiglitazone npu BCHYKH NalHSHTH H
AEpHOAMIHO CIe TORA TI0 KIMHHYHA NpelieHka. Jleuenne ¢ rosiglitazone He TpabBa fa ce 3amousa
NPU MAUMSHTH ¢ TOBHIISHY Haj HOPMaNHUTE rPasLM HHBa Ha YepHoApoOHuTe eHzumu (ALT > 2.5
ITHTY HaJ| TOpHA IpaHnla Ha HOpMaJHATE CTOWHOCTH) WU NIPH KaKBHTO U fia € PU3HALH 3a
yepHOApoOHOo 3abonasane. Axo ALT HuBata ca nosumenu xo >3 NBTH HaJ| FOpHATA IpaHKUIIA Ha
HOpMaJIHUTE CTOHHOCTH II0 BpeMe Ha TepanuiTa ¢ rosiglitazone Tpabra na 6paaT MORTOPHO
H3CIIEABAHH, KOMIKOTO C& MOKe Ifo-ckopo. Axo ALT HuUBaTa OCTABAT IOBHILIEHH JO >3 ITETH HAX
TOpPHATA rPaHUlA HA HOPMaNHHTE CTOHHOCTH, JiedeHueTo TpabBa fAa O5/e IpeKpaTeHo. AKo NpH
HAKO OT nanueHTHTe ¢ HabII0AaBaT CHMIITOMM, Npeoiaran(y HapymeHHe Ha YuepHoApoOHATE
GdyHKIMHA, KOUTO MOTAT J]a BKIIOYBAT HeoOACHHMO rajieHe, IIoBphilaHe, KopeMHa 0oika, ymopa,
aHOpeKCUs W/ ThMHA ypuHa, HHBAaTa Ha YepHOpOoOHUTe eH3uMHu Tpia0Ba fa 6BAAT NpOBEPEHH.
Peienuero 3a npoAsKaBaHe Ha IEYUSHHETO Ha nanueHTa ¢ rosiglitazone TpsabBa na ce ocHOBaBa Ha
KIFHUYHATA NpelieHKa o NoTyJaBaHe Ha JabopaTopHUTE pe3ynTatH. 1Ipu Hannyne Ha XKBATCHKLA,
JISYSHMETO C JeKapeTROTO TpAOGBa Ja 6b1e npekpaTeHo.

Hopnmagale Ha TerJIoTo
ITpu XTHHUYHUTE H3cNefABaHuA ¢ rosiglitazone e HabmoAABAHO HO30CBEP3aHO NOBHINABAHE
ma Ternoto. CHef0BaTeliHO, TEMIOTO Ha nauveHTHTe Tpa0ea aa Oble BHUMATeHO IIpOoCeIIBaHo.

AHemHs

JleueHueTo c rosiglitazone ce acol{HKpa ¢ AO30CBEP3aHO MOHIKABAHE HA HUBATA HA
xemornoGuHa. Ilpy nanyenTy ¢ HUCKH HHBA HA XEMOTJIOOKH [IPEAH 3a04YBaHe HA TEParHITa HMa
MIOBHINIEH PHCK OT 2aHEMUS TI0 BPEME Ha JIeYeHUeTo ¢ rosiglitazone.

XHIOrJIHKEeMUS

Tlpu nanueHTHTe, IpHeMamu rosiglitazone kato yacT ot ApoHa HiH Tpolina KoMOHEMpaHa
IiepopalHa Tepalia ¢5¢ sulphonylurea, € HalHLE PHCK OT JO303aBHCHMAa XHIIOIIMKEeMHA. B Tesu
CITy4ad MOYKe JIa Ce HaJOXH HaMaJIiBaHe Ha /103aTa Ha sulphonylurea.

Tpoiina mepopaaHa TepanHd

TTpuemsT Ha rosiglitazone kaTo 4acT oT Tpoiina IepopaiHa Tepanus B koMOuHamEs ¢
metformin # sulphonylurea, Moxe za 0Bejie IO HOBHIICHN PUCKOBE OT 3a{bpiKaHe Ha TEYHOCTH H
CBPAEYHA HEAOCTATHYHOCT, KAKTO ¥ OT XHIIOTNHKeMHus (BIk pasfen 4.8). [Ipenopsusa ce peloOBHO
npocieidBaHe Ha NAlHEHTHTEe H HaMaliBaHe Ha No3aTa Ha sulphonylurea npu HeoOXOAHMOCT.
PemenmeTo 3a 3anoYBade Ha TpOHHA liepopanHa Tepanus Tpsidsa ja ce B3eMe Clic[ BHUMATEHHO
oOMHCIIAHE Ha anTepHATHBATA 33 IPEBKIIOYBAHE KM JI€UEHHE ¢ HHCYIHH.

Apyru
Ilo BpeMe Ha KIMHUYHUTE M3IHTBAHNA, rosiglitazone e IPHEMaH OT XEHH B NPEMEHOTAY3a.

Maxap ye, B IpeAKTHHUYHUTE M3NHTBAHHA ¢ HaGNIo/ABaH XOpMOHANEH Aucbananc (Bux pasaen
5.3), He ca YCTAHOBEHHM 3HAYMTSITHU HEKEITAaHH PEaKIIHY, CBBP3aHy ¢ MEHCTPYAIHHUTE CMYIICHIL.
Karo cnemctaue oT mopoOpeHaTa HHCYIHHOBA YYBCTBUTEIHOCT, MOXE Jia ce HabmozaBa
TO/IHOBABAHE HA OBYNALMATA NPH NAUHEHTKY, IIPH KOMTO T € JUNCBANA BCHECFRUE HA MHCYAHOBA
pesucrenTHOCT. Ianpentkute TpA0Ba Aa OBAaT NpeAyNpeicHH 3a pHGKa oTﬁaﬁpemeﬁﬂBaHe. Axo




NalHeHTKa Heka Aa 3abpeMenee M 3abpemeHee, edeHneTo Tpa0Ba Aa 6Bie peKkpaTeHo (BIDK
paszen 4.6).

Rosiglitazone TpadBa ga ce npuiara BHUMATENIHO HPH IALHEHTH ¢ TEXKA CTEIeH Ha
On0peyna HeAOCTATHYHOCT (KPEaTHHIHOB KIHPEHC < 30 ml/min).

Rosiglitazone Tpabea fa ce mpHunara c BHIMaHUe IIpH ejHoBpeMeHeH npueM ¢ CYP2C8
pHxubuTopH (Hamp. gemfibrozil) unu ¢ CYP2C8 unpyxropu (Hamnp. rifampicin). ' mukeMIyHuAT
KOHTpON TpA6Ra A2 ce IpociensBa peRoBHO. TpaOBa na ce uMa npejBH POMAHA Ha J03aTa Ha
rosiglitazone B pamMKuTe Ha IpeNOpHUNTENHATA AO3UPORKA MM IIPOMsHA B CXeMaTa Ha JIeYeHHe Ha
mabeta (Bwx pasznen 4.5).

Tabnerkure AVANDIA cpaspixaT TaKTo3a H IOPajy Ta3H NPHYHHA He TpAbBa jJa ce
HPHJIArat [PH NAUKEeHTH ¢ PAIKO cpelllaHKuTe Hac/e/ICTBEHH 3a00/1BaHMA - HEIOHOCHMOCT KBM
ranakrosa, Lapp gakTaseH HeUIUT WM TIIOK030-TalaKTo3Ha ManabcopOLus.

4,5, JlexapcTBeHH M APYTH B3aHMOJEHCTBHS

In vitro W3cneBaHHS [IOKa3Bar, 4e rosiglitazone ce Merabomusupa npeaumuo ot CYP2C8 u
caMo He3HayuTeNHo KomraecTBo oT CYP2CI.

EnHOBpeMEHHOTO NpHIoXKeHHe Ha rosiglitazone ¢ gemfibrozil (uaxuburop na CYP2CS) Boau
10 ABYKPATHO MOBHINABAHE Ha ILIa3MeHNTe KOHIIGHTpaIuK Ha rosiglitazone. Brsmoxnoctta 32
MOBUMIABAHE HA PHCK2 OT J0303aBHCHMY HEXeJaHH JIEKAPCTBEHN PeaKlyi MOXKE 12 HaJIOKH
HOHWKABaHe Ha J03aTa Ha rosiglitazone. Tpa6Ba Jia ce uMa IpPeARK/ BHUIMATENHO NPOCIEIIBaHEe Ha
TJIMKEeMHIHI KOHTPOI (BIDK pasgen 4.4).

EnnoepeMeHHOTO NpuiIoxeHue Ha rosiglitazone ¢ rifampicin (uagyxtop na CYP2CS) Bomm
710 HaMailgBaHe Ha [Ia3MEeHUTE KOHIIEHTPIUY Ha rosiglitazone ¢ 66 %. He moke Aa ce U3KIIOIH
BBE3MOMKHOCTTA APYTH HEAYKTOpH (Hamp. phenytoin, carbamazepine, phenobarbital, nexkapcrsenn
NPOIYKTH, ChABPKAIM XKEJT KAHTAPHOH) CHINO Ja OBIHABAT CKCAO3ULIKATA Ha rosiglitazone. Tosa
MOXe [a HAIOKH [IOBHINABaHe Ha J03ata Ha rosiglitazone. Tpsa6pa ga ce HMa NpeABH BHHMATEHHO
NpocHefABaHe Ha MIMKeMUIHUA KOHTpo (BIK pasgen 4.4).

He ce ouaxBar KIHMHMYHO 3HauuMu B3auMogeiicteis ¢ CYP2C9 cyfcrpars Wil HHXHOUTOPH.

EnsOBpEMEHHOTO NpHiarade ¢ antuanabeTHuTe nexapersa metformin, glibenclamide u
acarbose He BOJM JO KIMHUYHO 3HAYMMH (apMAKOKHHETHYHY B3aUMOZAeHCTBHA ¢ rosiglitazone.
VMEepeHoTO NpHeMaHe Ha alKkoXxoll ¢ rosiglitazone He NOB/HABA MIHKEMIYHIT KOHTPOIL.

He ca HabmoAaRaHH KIMHUYHO 3HAYHMH B3anMoeiicTBus ¢ digoxin, cee cybcTpara Ha
CYP2C9 - warfarin, cy6ctpatnte Ha CYP3A4 - nifedipine, ethinylestradiol unua norethindrone crex
eLHOBPEMEHHOTO NpHyaraHe ¢ rosiglitazone.

4.6. DbpeMeHHOCT H KbpMCHE

Hsama focTaTh4HO JaHHM 3a IpHiaraHeTo Ha rosiglitazone npu OpeMeHHH KeHH.
HscnefpaHHsTa NPH JKHBOTHHM Ca TI0KA3aJIH PENPOAYKTUEHA TOKCHYHOCT (BHXK paszen 3.3).
B13MOKHMST PHCK IIPH Xopa & HeusBecTeH. Rosiglitazone He TpsAGRa fa 65Ae IpHIaraH 1o BpeMe Ha
OpeMEeHHOCT.

B MIIIKOTO Ha EKCrIepHMEHTAHH *KUBOTHH € OTKPHT rosiglitazone. He e uspectHO Aamu
KEPMEHETO e AOBE/E [0 H3llaraHe Ha KhPMayeTo Ha JeiicTBHETO Ha IeKapCTRoTo. CrefoBaTeHo,
rosiglitazone He TpsAORa ja 6/l NpHEMAaH OT XKEHH, KOHTO KhpMST.

4.7. Edexrd BbpXy cnocofHoCTTA 32 1H0dHpaHe 1 paboTa ¢ MAIIHHHL=

He ca HabmoaBanu edexty BEPXY ciocobHOCTTa 33 mo@npaue H gaﬁamc MamHHH




4.8. Hexenanu JeKapCTBEHH peaKIHH

He:xenauuTe peakuun®, noxnaasanu no-yecro (> 0,2 %) B cpasxenue ¢ placebo
(MOHOTEpAaIH) WIH CPaBHUTEIHOTO JleKapcTBO (KOMOMHHAPaHAa Tepanil) K 33 II0BeYE OT €HH
CiTydail IpH nalyeHTH, IpueManiy rosiglitazone B ABoiiHO Cleny M3NUTBAHHA Ca TIOCOYEHH HO-JOMY.
Te ca moApeAeHN MO CHCTEMM, OpraHH K abcomoTHa yecToTa. UecToTara Ha ciaydaute € AchuHHpaHa
Kato: yectd > 1/100, < 1/10; He wectsr = 1/1000, < 1/100.

* ONpEACHCHA Karo cuOuTHA C no,u,osnpaHa/ BE3MOKHA BPB3KA C JICUEHHETO KaKTO Ca C’BOGI]ICHH oT
H3CICOOBATCIIA

MOHOTEPAIIMS C ROSIGLITAZONE

HapyuieHus oT cTpaHa Ha KPLBOHOCHATA H AMMQHATA CHCTeMA
YecTH; aHEMHA.

Hapymennda B MeTab0JiM3bM H XpaHeHe
YeCTH: XHIIEPXOIECTEPOIIEMH.
He yecrH: XUnepITUNIAEMHESA, XUIEPTPUTTHUEPUACMIS, TIOKaYBaHe Ha TErJIOTO, IIOBULIEH alIeTHT.

HapyuieHus OT CTPaHa HA HEPBHATA CHCTEMA
He gecTH: mapectesus.

I'acTpO-HHTECTHHAIHHN HAPYUIeHHS
He vecty: duaryneHnps.

HapyineHus HA MAK0Y0-TI0JIOBATA CHCTEMA
He gecTi: ritoko3ypus

ROSIGLITAZONE B IBOWMHA KOMBUHHAPAHA TEPOPAJIHA TEPAIIHAA C
METFORMIN

Hapyurenns oT cTPaHA HA KPHBOHOCHATA H JHM(pHATA cHCcTeMa
YecTH: aHEMHS.

Hapymenust B MeTab0JH3bM H XpaHeHE

YecTH:; XHIOTIIHKEMHS.

He uecTH: XUIEPIUIHIEMHIS, BOTaBaHe Ha 3aXapHus (UabeT, XurepXoaecTepoeMns, HOBHIIaBaHe
Ha TerJI0TO, aHOPEKCHA.

I'acTpo-UHTECTHHAIHH HAPYIIeHHS
Yecru: uaTysieHIus, raacHe, NoBpBMane, TACTPHT
He wecTH: 3anex.

00K HApYILIeHHH H NIPOMEHH B MACTOTO HA NMpHUIIOKEeHHe
He gecTn: oTok




ROSIGLITAZONE B IBOMHA KOMEAHHUPAHA MEPOPAJTHA TEPAIIAA CHC
SULPHONYLUREA

Hapymenus 0T cTpaHa H2 KPLBOHOCHATA H AuMPHaTa cHCTeMa
UecTu: TpoMOOIIUTOTICHNS, AHEMHSA
He gecTit: T€BKOIIEHHS

Hapywenus B MeTaloJH3bM H XpaHeHe
UecTH: XUIOTIIHKEMHS, YBENHYaBaHE Ha TEIJIOTO, XMNEPIHIIYAEMHUA.
He yectu: XunepxonecTepoieMus, XUNepTPUTIHIEPHIEMILA, IIOBHIUCH aIleTHT.

HapymeHus oT CTpaHa HA HEPBHATA CHCTEMA
He vecru: 3aMagHoCT.

HapymieHHus 0T CTpaHa HAa AHXATENHATA CHCTEMA, FPBAHHA KOLI H MeIHACTHHYMA
He uectH: 3amyx.

TacTpo-wHTecTHHATHH HAPYIUeHUS
He gectu: gpnatyneHIHA.

JKnn4Ho-1epHOAPOOHH HAPYIeHNS
He uecTs#: HapylieHus B YepHOApobHaTa QyHKIH.

HEPYIIIEHHE! OT CTPpaHAa HA KOKATA H HOAKOXKHATA TEKAaH
HectH: 0TOK HA JHLETO

OO0 HapylUIeHMs H NPOMEeHH B MACTOTO HA NPHII0KEeHHe
YecTH: OTOK
He gectu: ymopa.

ROSIGLITAZONE B TPOMHA KOMBAHHAPAHA IEPOPAJTHA TEPATINA C
METFORMIN H SULPHONYLUREA

HapyureHnst 0T CTPaHa HA KPLBOHOCHATA H IHMQHATA CHCTeMA
YecTH: aHeMHS
He gecTH: rpaHyAOLUTONICHH.

Hapymennsa B MeTa00JH3BEM H XpaHEHe

MHOTO YeCTH: XHITOTTHKEMHS

YecTH: XHIEPXOIECTEPOIEMHUS, IOBUINABAHE HA TEIMIOTO, XUNEPIATTHASMUL
He yecTH: aHOpEKCHA.

HapyuieHHd OT CTPaHa HA HEPBHATA CHCTEMA
He uyectu: rmapoboine, 3aMasHOCT.

CepaeyHH HapyIIeHHA
He yecTH: chp/ieYHa HEAOCTATHYHOCT.




T'acTpo-uHTecTHHANHH HAPYIICHHH
YectH: raneue
He yectH: gucrierncus.

HapyumreHus Ha MYCKYJIHTE, KOCTHTE H CHeIHHHTEIHATA THKaH
He yecTH: MHanrHi

O0mu HApYIeHHA H NPOMEHH B MSICTOTO HA NPHIIOKEHHE
YecTH: OTOK

CrefHHTe HEXKENIAHH Peaxiii ca AOKJIaABAHH N0 yecToTa (U3paseHa B %).

B ABOIMHO Cen: U3MUTBAHUS e HabmogaBaH OToK (06HKHOBEHO [0303aBHCHM) IIpH 5,4 % oT
NAIWEeHTATE Ha MoHoTepanua ¢ rosiglitazone, npu 5,2 % oT nanHeHTHTE Ha ABOHHA IEPOpaHa
Tepanus ¢ metformin, npu 10,4 % or nanyenTHTe Ha [8oitHa epopanHa Tepanws cse sulphonylurea
u npu 12,1 % ot naupeHTHTe Ha TpOiiHa iepopallHa Tepanus.

B [1BOMHO CNENH KIMHMMHK M3NHTBaHu IPH MoHOoTepaud ¢ rosiglitazone He e HabmonaBaHa
9ecTo CEpAeYna HepocraTbuHocT (0,2 %), KaKTe H IpH BOiiHA IEpOpANHA Tepanus ChC
sulphonylurea (0,5 %) unu ¢ metformin (0,2 %), Ho € cro0ImaBaHa MET ITETH NIO-YECTO N0 BpeMe Ha
H3MHTBAHKATA, IPH KOHUTO rosiglitazone e komGunnpan ¢ nacynuH (2,5%). Ilpy Tpoiinara nepopanna
TeparuA 110 BpeMe Ha OCHOBHOTO JBOMHO CIANO M3NHTBAHE € yCTaHOBEHA ChpPACYHA HEAOCTATEYHOCT
¢ yectoTa 1.4 %.

B mane6o-KOHTPONHPAHO SAHOTOAUINHO H3HTBAHE NPH NAlIMEHTH C KOHTECTHBHA CHPACYHA
HegoctaTeuHocT Kiac [ u1 11 mo NYHA e nabmogasaHo BrolmaBaHe WM BEPOATHO BAOIMIABaHE Ha
sabosmiBaneTo npu 6,4 % OT naleHTyTe, JeKyBaHH ¢ rosiglitazone, B cpaBHenme ¢ 3,5 % OT
MalHeHTHTe Ha mianeto.

B nocTperucIpalMOHHNA NEPHOK ca OHITH AOKNaABaH Pk ciydau (dectora = 1/10 000,
< 1/1000) Ha xoHrecTHBHA CHPASYHA HEAOCTATEYHOCT ¥ GeloApoOeH OTOK TIPH NalMEeHTHTe,
npueMalny rosiglitazone kaTo MOHOTEpAILA MIH B KOMOHHALMsA ¢ APYTH NEPOpalHy aHTHAKAGeTHH
JeKapcTBa.

B npoitHo-crienuTe Opoy4YBauus € HaOMIoAaBaHa J0303aBUCHMA XUITOTIIMKEMHUSI TIPH
xoMOunupaneto Ha rosiglitazone cbe sulphonylurea ripu gBoiina H TPOHHA MepOpaHa Tepanui
(cvoteerHO 9,7 % u 30,7 %)

O6HKHOBEHO aHEMHATA € CBEp3aHa ¢ A03aTa M YeCcTOTaTa Ha CIIyYauTe Ha aHEMHA € T0-
BHICOKA, KoTaro rosiglitazone e npuinaran B koMOHHanuA ¢ metformin. XuilepxonecreponemMus e
ROKIABana npH A0 5,3 % OT nalueHTHTe, JeKyBaHH ¢ rosiglitazone (kaTo MOHOTEpanus, BoiHa
uI¥ TpoiiHa mepopaida Tepanyd). IJopMmapaneTo Ha HUBOTO Ha OB XOJECTEPON Ce CBEP3Ba C
nopumasage kakro Ha LDLc, Taka u Ha HDLc, HO ChOTHOINEHHUETO MEXAY 00IIuA XONEeCTepon i
HDLc ocTasa HenmpOMEeHEHO WK ce I0Z00pABa PH JRITOCPOYHH H3cieABaHud. O0mo, Te3H
HeKelaHH PeakiliH, CELP3aHH ¢ XUNIEPXOJIECTEPOJEMHU, ca GHIH JIeKH A0 CPEAHO TEHKKH H
ODHKHOBEHO HE CA M3HMCKBAJIH IPEKLCBAHE HA JICYEHHETO.

Tpu ABoiiHO-ClENH KIMHIIHY M3NMTBaHuA ¢ rosiglitazone, 4ecTOTaTa Ha HOBHIIABAHE Ha
ALT (anauuH amuHoTpasc(epasa) HoBede 0T TPH IIETH Hajl OPHATA TPaHHUIIA HA HOpMAaIHUTE
CTOMHOCTH € exHaKea ¢ Tasu npH mianebo (0,2 %) U mo-#pcKa OT TasH IPH AKTHBHUTE KOHTPOIH
(0,5 % metformin/sulphonylureas). YectoTata Ha BCHIKM HEKEIaHH PEAKIUM, CBEP3aHH C YEPHUA
npo6 ¥ xIpYHaTa cucTema, € 61Mna < 1,5 % BEB BCAKa OT IPYNHTE Ha JISUSHHE K He ce € pa3inJasana
OT 4ECTOTATA B Ipynara Ha maneGo. B mocTpericTpaloHHaA nepuo ] ca OHit JOKIafBaHH PeJIKH
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XenarouenyiapHa auchyHnkiusa. Makap ye, B MHOTO pellky cllydal e 1o crobImaraHo 3a (aranen
M3X0JT, IPUYIHHO-CEeCTBEHA BPH3Ka ¢ TeKapCTBeHHA POAYKT HE € YCTaHOBEeH4.

B nocrperucrpanionsus nepuox ca 61y cro0IMaBaHl MHOTO PEIKH ciiydan (4ecToTa
< 1/10 000) Ha anrroemeM u ypTHKapHUA.

TToBupIaBaHETO Ha Terno 0GHKHOBEHO € CBHP3aHo ¢ Ao3ara. B 24 Meceunu uanursaHus,
nedeHueTo ¢ rosiglitazone e cBBp3aHo CHC CPEAHO yBENMYaBaHE Ha Ternoto ¢ 4,5 % (4,1 kg) npu
[BoliHaTa nepopalHa Tepamisa ¢ metformin u cpenuo yBenmyasase ¢ 4,9 % (4,3 kg) npu nBoiinata
TlepopaiHa Tepamus cie sulphonylurea. MonoTtepanmsira c rosiglitazone e cBEp3aHa CB¢ cpeaHo
yBenudaBaHe Ha TernoTo ¢ 3,9 % (3,7 kg) na 18-usa mecen,. ITpu TpoiinaTta nepopanga Tepamust
rosiglitazone ce cBEp3Ba ChC CPeNHO NMOBUINaBaHe Ha Ternoto ¢ 4,3 % (4,0 kg) Ha 44-ta cenMuna.

B nocrpericTpanHoHHuA NEpUOJ ca 01l chobIaBaHy MHOrO PEJIKH Ciiydau (decTota
< 1/10 000) Ha 6Bp30 ¥ HpeKoMEpPHO TIOKAYBaHe Ha TEMIOTO.

4.9. Ilpemosupane

JlaHHHTe 32 peIo3Upate [IPH X0pa ¢a orpaHideHd. B KnMHUYHYE U3MHTBAHUA ¢ J00pOBOIIIH,
rosiglitazone e npueMas XaTo eMHIYHA HEpOpanHa fo3a Ao 20 mg u ce moHaca nodpe.

B cnyuaii Ha npeo3upane ce NpelopbyBa Aa c€ 3aroyuHe ¢ MIOIXO0AANIO MONAEPKAlIO
neYeHre B 3aBUCHMOCT OT KIMHAYHOTO CECTOSHHE Ha nanuenTa. Rosiglitazone ce cBop3Ba B romaMa
CTEHEH ¢ IPOTEHHUTE H HE CE OTCTPAHsBA Ype3 XEMOAHAIH3A.

5. DapMaKoJOrHYHHI JAHHKA
5.1. ®apMaxkogHHAMHYHH CBOiiCTBA

®apmaxorepanesradna rpyna: Oral blood glucose lowering drugs, thiazolidinediones;
ATC xox: A10BGO2.

Rosiglitazone e cenextueen arorucr Ha PPARy (peroxisomal proliferator activated receptor
gamima) HyKIeapeH pelienTop 1 € B rpynaTa Ha THa30NUANHAMOH aHTHAUaGETHIHHTE IeKapCrBa.
Toli HaManABa IIMKSMMATA Upe3 HaMaisIBaHe Ha HHCYNUHOBATA PE3HCTEHTHOCT B MACTHATA THKAH,
CKeIleTHAaTa MyCKyJaTypa 1 yepHus apob.

IIpearTHHHYHE TAHHH

AHTUXHIIEPTIMKEMHAYHATA AKTHBHOCT Ha rosiglitazone e ycraHOBeHa Tip# pemyLia
MUBOTHHCK: Mogenu ¢ auaber II Tun. B ponsnHeHue, rosiglitazone cuxpanssa gyaxuuaTa Ha B-
KJIETKHTES KAKTO JIHYHM OT yBENHUeHaTa Maca Ha OCTPOBYETaTa H ChABPIKAHHETO Ha HHCYNHH, H
NPeHOTBPATABA PA3BUTHETO HA SBHA XUIEPTIIMKEMHA IIPH XKHBOTHHCKH MoJieny ¢ auaber II Tur.
Rosiglitazone He cTEMyNHpa ceKpelATa HA HHCYIUH OT MaHKpeaca H He IPeAU3BHKBA
XHIOTIVKEMHS TIPH [UIBX0Be ¥ MUIMKH. OCHOBHUAT MeTaboHT (apaxufipoKcucydat) ¢ romim
auHUTET KBM pasTeopuMus Yosemrky PPARy noxaspa OTHOCHTEIIHO CHIIHO JgHCTBHE TIPH
H3CNE/BAHE Ha MIFOKO3HMS TOJEpaHC, HalpaBeH NPH MUIIKY ¢ HAAHOPMEHO Teryo. KiMHUIHOTO
3HAYEHHE HA TOBa HAOAFOACHHE HE € HalBJIHO H3ACHEHO.

JaHHH OT KIHHHIHH H3NATBAHAS

EdexTsT Ba HamansBaHe HA HUBOTO Ha IVIFOK03a71a ¢ rosiglitazone e ¢ mocTeneHHO HavYano
KaTo ce HabioAaBa, HOYTH MaKCHMaJIHO HaMallsBaHe Ha Ma3MeHaTa MoKo3a Ha rinagso (FPG)
OKONO 8 CeIMMILIK CIIEH HAYAJIOTO Ha JeueHHeTo. [lonoOpeHuaT rIHKeMHYEH KOHTPOII € CBEP3aH
HaMallsiBaHe HUBOTO Ha III0K03aTa NOCTIIPaHuaiHo | Ha TVIaHo,

Jleuennero c rosiglitazone ce cBbp3Ba ¢ NOBUINABAHE HA TErIOTO. B MexaHucTHYHE
TPOYYBaHHA € YCTAHOBEHO, Y& HOKAYBAHETO HA TEINOTO Ce NBILKH NPEMMHO A YBequdeHa
TNOJKOKHA MaCTHA THKAH C HAMAJIeHa BUCIIEpallHa M MHTpaxenaTelHy MacTHa TBKaH.




B croTBeTcTBHE ¢ MEXaHU3IMa MY Ha AelCTBHe, rosiglitazone moHm:xaBa MHCYNMHOBATA
PE3UCTEHTHOCT U No00paBa GyHKIUATA Ha B-KineTkuTe Ha NaHkpeaca. [1ogoOpeHUAT TIHKeMETeH
KOHTPOJI Ce CBBP3Ba H ChC 3HAUUTENHOTO HaMaliaBaHe Ha cBoboquMTe MacTHH KucenuHy. Karo
PE3YATAT OT Pa3AMUHUA, HO JIOII'BJIBAIN Ce MEeXaHH3bM Ha JlelicTRHe, JBOMHOTO KOMOHENHpPaHO
nedenwe ¢ rosiglitazone u sulphonylurea umu metformin Boau no aguTusHE edeKTH BEPXY
TIIHKEMHYHHAT KOHTPOJ IIpY [TalMeHTH ¢ guaber I Tum.

Ipu M3cieABaHHA C MAKCHMaNHa IPOIBIDKUTENHOCT TPH FOJWHH, rosiglitazone, nasan
BEAHEK MJIH IBa BT JHEBHO BOJAH O NPOABIUKUTEINHO 000paBaHe Ha NIMKEMHYHUSA KOHTPOI
(FPG unu HbA1c). Tlo-uzpasen edext Ha HaMansBaHe Ha IIIOKO3aTa ¢ HabloAaBaH MpH IalMeHTH
¢k 3aTECTsABaHe. T'Bit KaToO He € 3aBEPIISHO HACOUSHOTO H3CIeRBaHe ¢ rosiglitazone, AsnroTpaiiHn
TOJI3H, CBBP3aHH ¢ NoJI00peHn PIMKeMIUUeH KOHTPOI He ca JeMOHCTPUPaHH.

Ha 18-THa Mecell OT IPOABIDKaBAMO ABITOCPOYHO CPABHHTEHO M3IHTBaHe rosiglitazone
KaTo YacT OT ABOMHHA nepopanHa Tepanus B koMOuuanud ¢ metformin wnw cse sulphonylurea e
TIoKa3a chlara eMKacHOCT 33 Hamanssase Ha HbA lc, kakTo u komOuHamaTa oT sulphonylurea u
metformin,

He ca 3apppiueny H3cleARaHuaATa, OlleHIBally JBITOTPpaifHOTO NOBNHABAHE Ha CEPACYHATA
neliHOCT Ha NAallHeHTH, NeKyBaHH ¢ rosiglitazone.

5.2. <PapMaKOKHHETHYHH CBOIHCTBA

PesopOumsa:

AGcomoTHaTa GHOHANMYHOCT Ha rosiglitazone cleq mepopanna fo3a oT 4 mg Wik 8 mg e
okoio 99 %. [TMKET B IIa3MEHKTE KOHIEHTPALMH Ha rosiglitazone ce Habmoaaga okono 1 yac cnef
npreMa, [TnasMeHHTE KOHIEHTPAIHH ca IPHGIA3HTENHO NPONOPIHOHATHY Ha I03HPOBKaTa B obcera
Ha TepaneBTHYHATA JO03a.

TIpueManeTo Ha rosiglitazone ¢ XpaHa He BOAH [0 NpoMeHH B obmara excrosuips (AUC),
Makap de ce Habnoasa JeKo noHmkapaHe Ha Cmax (oxouo 20-28 %) u 3a6assHe Ha Tmax
(1,75 yaca), CpaBHEHO C A0O3HPAHETO Ha raafHo. Te3u MajKi NPOMEHH HE Ca KIHHHYHO 3HAYHMH U
CIIEIOBATENTHO, He € HeoOX0AuMO pueMaHeTo Ha rosiglitazone na 65e 06BEp32aHO C XpaHEeHeTo.
Pesopbuusnta Ha rosiglitazone He ce NpoMeHs OT YBEIMYABAHE HA CTOMAMHOTO pH.

Pasnpeaenenne:

TIpu 3apaBy KoGPOBOALM 06EMBT Ha pastpeielieHAe Ha rosiglitazone e okono 14 muTpa.
Cerp3BaneTo Ha rosiglitazone ¢ nnasMeHHTe NPOTEHHHU € BUCOKO (0KoJ0 99,8 %) u He ce Blie OT
KOHIEHTpAI#ATA HITH BB3pacTIa. CBHP3BAHETO HA OCHOBHHMS MeTabonuT (para-hydroxy-sulphate) ¢
IIPOTEWHUTE € MHOTO Bucoxo (> 99,99 %).

MeTtabonnsbm:

MerabonumaMET Ha rosiglitazone e MpOABKATENEH, KaTO HE CE OTAE/IA HENPOMEHEHO
H3X0HO cheauneHde. OcHOBHMTE NETHME Ha MeTaboNMU3EM ca N-AUMETHINpaHe H
XHAPOKCHIHpPAHe, TOCIeBAHO OT KOHIOTaluA Ck¢ cynd)aTa # rioKypoHOBa KricenuHa. IIpu JoBex,
IPHHOCHT HA OCHORHHA MeTaGonuT (para-hydroxy-sulphate) 3a uanocinara akIMBHOCT Ha
rosiglitazone kaTo aHTHAUAGETHO CPEACTBO HE € HAMBIHO U3ACHEH H HEe MOXe Ja Ce M3KIII0YH, Je
MeTaO0IUTET AOTIPHHACA 38 AKTMBHOCTTA. ToBa 00aye He € CBBP3aHo ¢ NpodieM OTHOCHO
fe30MacHOCTTA Ha JIEKApCTBOTO MO OTHOILISHHE HA NAMEHTHTE HITH ONPEESIEHH TPYTIH, ThA KaTo
4epHOAPOGHOTO YBPEXIAHE € MPOTHBONOKA3AHNE H B KIMHAYHUTE U3IHTBaHKA taza Il ca bunu
RKMIOYEHH 3HaUnTeNneH Opoi alyeHTH B HanpeAHaia Bb3pacT M NAlHEHTH ¢ JIeKa K0 yMepeHa
creneH Ha 6BOpedHO yBpexIaHe.

In vitro U3NHTBaHUATA ITOKA3BAT, Y€ rosiglitazone ce Me’l‘aGOJIHBI/IpaoIIpeI[HMHO oT CYP2C8 c
HesHauuTenHo yuactue Ha CYP2CO. .




Toif KaTo HIMa 3HATATENHO in vifro maxubupane va CYP1A2, 2A6, 2C19, 2D6, 2E1, 3A wm
4A c rosiglitazone, CEIIECTBYBa MaJIKa BEPOSTHOCT 34 3HATHTENHE B3auMOKEHCTEAA Ha MeTaboIATHA
OCHOBA C JIeKapcTBa, MeTaGommsnpany ot Te3r P450 ensmvu. In vitro, Tosiglitazone moxasea
ymepeno mExuOupane Ba CYP2C8 (ICs 18 pM) u cabo urxubrpane Ha CYP2CY (ICso 50 uM)
(Bmx paspen 4.5). In vivo m3NHTEaHE 32 JEKaPCTBEHO B3aHMOzecTre ¢ warfarin moxasea, 9¢
rosiglitazone we B3amMogeiicTsa cbe cyberparure Ha CYP2CS in vivo.

Ennvuaupane:

Q6T IWwiasMeH KIMpEHHC Ha rosiglitazone e okoio 3 I/h # XpaliHOTO BpeMme Ha HOJKYXUBOT
Ha rosiglitazone e oxono 3 A0 4 saca. HsMa JaHHH 33 HEOUaKBaHO KyMyJIHpare Ha rosiglitazone cien
ZO3¥pAHE BEJHEK MK [Ba NETH JqueBHO. OCHOBHIAT IET Ha OTASIAHE € Ipe3 YPHHATA, KATO ABE-
TPETH OT Z03a1a Ce OTAEIT 1O TO3H HATHH, 4 OTIEIEHOTO KOJIHIECTBO Ipe3 heKanruTe ce
P3UMCIIIRA Ha 0K0JI0 25 % oT mo3ara. B yprHaTa B deKaHMuTe JICKapcTBOTO HE C€ OT/IEI B
HelpOMeHeH BEX. BpeMeTo Ha IOMyXKHBOT, OIIPEZIeNeHO 4pe3 PaIHOAKTABHOCT, € okoxo 130 Taca.
Topa moKa3Ba MHOTO DaBHO eNUMHHApaHe Ha MetaboimTuTe. 1IpH MAOTOKPArHO BEBSXKAHE CE
o9aKBa KyMyJIEpaHe Ha MeTaGONKTHTE B Ia3Mara, 0cofeHO Ha OCHOBHEA MeTaboIuT (para-hydroxy-
sulphate), 3a xoiito ce ogakBa § IHTH MO-TOJIMO KyMyAHPaHE.

Cnenuduqanu rpynu:

Iou: TIpy apMaKOKHHEETHATHY aHANY3HA Ha H3CIEABAHATA [IOMYIAMS, He ca 0TOe3aHH
pasiadEs BER (apMakOKWHETHKATa Ha 1osiglitazone mpr MBXE B JKCHH.

IlanpenTr B HanpeAHana BB3pact: [Ipr 0606meny GapMaKOKWHETHYHY aHAIA3H Ha
H3cIeABAHATA IOMy/Ianus, He e HaGIHoNABaHO 3HAYAMO OBNMABAHE Ha (DaPMaKOKHHETHKATA HA
rosiglitazone, 06ycoBEeHO OT BE3pACTTA.

UepHoapo6HO yBpekaane: IIps nupoTHIHY alUSHTH ¢ yMEPEHa ¢opma (Child-Pugh B) ra
gepHOAPOOHO yBpEXIane, cToitHocTHTe o kprsara Cmax m AUC 3a HecBbp3anata (pakmms ca Ot
2 710 3 IBTHE HO-BACOKH OT Te3M IpH 3Apaey Jmna. Habmoxapanara pasiaika B CTOHHOCTATE MEXIY
OTHENHHATE TIAMMEHTH & TOsMa, TS JOCTHTA 0 7 KpaTHa pasnHka B cToiHOCTHTE Moz KprBata AUC
3a HECBBP3aHAaTa (ppaxmus, MEeKIY NalHeHTHTES.

Br6pedna HeocTaTEIHOCT: HiMa KIHHAYHO SHAIPMA PA3/Ais BEB (apMakOKHHCTHKATA Ha
rosiglitazone npx nanwenTs ¢ GE6PEYHO YBPEXAAHE WK IIPH TE3H B KpacH crajuii Ha 650peTHO
3a00IBaHe, Ha HOCTOAHHA XEMOAAH3E.

53. IlpeaxkapauaaaHE JaHEM 33 Ge30macHOCT

Ha6mrofapannTe B KTHEAYHITE H3MATRARAS IIPH XKHBOTHHA HEKeJIQHA PEaKIHH, C BE3MOXHO
OTHOIIEHHE KM KIHHWIHOTO MIPHIIOKEHNE Ha IEKAPCTBEHUS IPOJYKT Ca KAKTO CIICABA:
yBeTMuaBaHe Ha IIA3MEHIAT 06eM, IPHAPYKeHO OT HOHIKABAHE HA [1aPaMCTPHTE Ha JePBCHATS
KPEHBHH KJIETKH U IIOBHINABAHE Ha TEIJIOTO Ha c5preTo. CHIIo Taka € HabMOAaBaHO NOBHIIABAHE
TErNOTO Ha GepHES Apob, [asMeHaTa allaHHA aMEHOTpaHchepasa (ALT) (camMo TpH KyHeTa) H
MacTHHTE ThKaHH. Ilomo6Hu ediexTr ca HFabEONaBaHy | IPH APYTH THA30IHHHIHOHH.

B H3NBTBAHES 33 PENPOAYKTHBEA TOKCHIHOCT, IPHAAraHeTo Ha rosiglitazone Ha ITHXOBE
Ipes BTOpATa IONOBHHA Ha OPEMEHHOCTTA CE CBBP3Ba CHC CMBPT Ha ILIOKA K 3a0aBeno pasBuTHE. B
ZIOIBIHEHAE, rosiglitazone WOXTHCKa CHATE3aTa Ha OBAPHAIHHUTE €CTPANHOI ¥ POTECTCPOH, H
IOHIKARA INIA3MEHHUTE HWBA Ha Te3H XOPMOEH, KOSTO BOFH 10 e()eKTH BEPXY €CTpyca,
MeHCTPYaNHAS IIUKEI H GEPTAIHOCTTA (BHX paszen 4.4).

B MozeJ1 JKAROTHHE C baMAmma afeHoMaTosHa nomnosa (FAP), nevernero ¢ rosiglitazone ¢
022 200 TETH HO-BHCOKA OT ()apMaKOJIOTHYHO aKTHBHATA, BOJH [0 HOBHIICHO TYMOPHO
MyJITHIUTAIEpaHe B AeGenoTo 4epBo, 3HAUEHHSTO Ha TOBA OTKPATHE € HCH3AICHCHO. Obaue, in vitro
rosiglitazone nonpmmacs 3a rrdepeHnyanmaTa @ 06paTAMOCTTA Ha MYTATCHHETE IPOMEHH B
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YJOBEIIKHM PaKOBH KJIETKH OT JiebenoTo depBo. B nomeinaeHue, rosiglitazone He € nokazan
TeHOTOKCHYHOCT HNpH i Vivo U 17 Vifro reHOTOKCHYHH UICHEeBaHd H HiIMA JOKA3ATENCTEA 32
pa3BUTHE Ha TYMOPH Ha Ae0eNoTo 4yepBo NpH H3cieABaHua ¢ rosiglitazone npn Apa Buja rpu3ays B

NIPOABIIAECHUC HA RETHA WM XKHUBOT.

6. @apMaleBTHYHA JAHHH
6.1. Chnucbk HA NOMOUIHUTE BeHlecTBA H TEXHHTE KOJIHYecTRa
CobpueBuHa Ha TabjeTKaTa B TabneTKa 0T 4 Mg NEKAPCTEEHO
BELIECTBO
mg /tabs
HuTparpasyaapHH cECTABKH
Sodium starch glycollate 2.00
Hydroxypropyl methylcellulose 3cP 2.00
Microcrystalline cellulose 8.00
Lactose monohydraie 22.70
EKcTparpasyia2pHH ChCTABKH
Sodium starch glycollate 5.46
Mycrocrystalline cellulose 21.85
Lactose monohydrate, direct compression 81.94
Magnesium stearate 0.75
®unvoro nokputHe B % w/w
Hydroxypropyl methylcellulose 6¢P 40.00
Titanium dioxide 16.00
Polyethylene Glycol 16.00
Lactose 13.00
Triacetin 6.00
Iron Oxide Yellow 0.60
Iron Oxide Red 0.40
Purified Talk 8.00
6.2. HecbBMecTHMOCTH
He ca ycTaHOBeHH.
6.3. Cpoxk Ha rogHocT
2 rOAHHH
6.4. CroennanHH YCIOBHS 32 ChbXPaHeHHE
IIpOyKTET HE M3HCKBa CIIEL[UATHU YCAOBHA 34 ChXPaHEHHE.
6.5. JlaHHM 32 OIIAKOBKATA

IIppeyuna onakoeka: Matosu Omuereps (PVC / alumininm). -
KomuyecTBo B efiHa onakopka: 7, 28, 56 unu 112 cl)mIMHpaHpI 'faﬁneTKH




6.6.

10.

IIpenopbkn npu ynoTpeda
Hsama

HAmve n ajpec Ha IPHTERATEAA HA PAIPEIMICHHETO 3a yrmTpeﬁa

SmithKline Beecham plc,
980 Great West Road, Brentford,
Middlesex, TW8 9GS, UK

PerucTpaiioneH HoMep B perucTbpa mo wi. 28 3JJAXM
Ne 20000675

Hata Ha WbPBO pPaspemaBaHe 3a ynorpeda Ha JieKapcTBeHHs! IIPOAYKT

B Bvnzapus - 10/11/2000
Cmpanume om Egponeiicxus Cwroz - 11/07/2000, No — EU/1/00/137/005-009

Hata Ha (YacTHIHA) AKTYAIH3aHHA HA TeKCTa

IOnu 2005 1.
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