KPATKA XAPAKTEPUCTHKA HA-TFPOAVETA
HHHCTEPGTEO HA 30PABEONASBAHETO |

) RpuAGania Kaks
Avandia (ABaszua) paspemenue sa ynorpesatle |\ lgs ox A0

0% /
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Besika Tabnerxa ot 4 mg chaBpika rosiglitazone maleate, exsuiBaneHT sa 4 mg rosiglitazone.

1. THProBeKo MMe Ha JeKapCTBeHHs HPOayKT

Y

ITIoMOmHO BEHIECTRBO
Corbpxa nakrosa (npubmisutendo 105 mg).

3a reIHIA CIIHCHK Ha [TOMOIIHKTE BEIIECTBA BHX pasznen 6.1.

3. JlexapcTBeHa opma

dunMupaHa TabieTKa.
OpamkeBu TabieTKH ¢ (raMOBO NOKpHTHE, MapKkupant ¢ "GSK” ot efiHara cTpaua i “4” ot

JApyraTa cTpaHa.

4, Kiauaunuum faHHHA

4.1. Iioxazapun
Rosiglitazone e nokasaH 3a ieyeHne Ha 3axapeH Auadet Ta II:

K4TO MOHOTepanus

- Ip¥ MANKEHTH, 0C00eHO TaKKBa ¢ HaTHOPMEHO TEIAI0, HPH KOMTO JMaGeThT ¢ HealeKBaTHO
KOHTPOAUpPaH upes AueTa ¥ PU3HYeCcKH YTPaXKHEHHS, ¥ IPWIOKEHNEeTo Ha metformin e
HeNoIXOAAII0 HOpakH HPOTHBOIIOKA3aHKA MU HEHOHOCHMOCT

KaTO ABOHHA MepopajHa Tepanus B KOMOHHALHs

- ¢ metformin, npu naupenTy (ocoGeHo TakKBa ¢ HANHOPMEHO TETIIO ) ¢ HEAOCTATRYEH
TIIMKeMUYEH KOHTPOJI BBIPEKY [IPHJI0IKEHaTa Iepopaliia MOHOTepanys ¢ MaKCUMaiHH — NIOHOCHMMU
mo3u metformin

- cne sulphonylurea, camo mpu ranHeHTH, KOUTO ¢4 HOKA3aK HETIOHOCHMOCT KbM metformin
WM TIpH TE3H, HpH KOUTo metformin e NMpoTHBOMOKA3aH U TIIHKEMHUYHUAT KOHTPOIL HE € BOCTAThYCH
BRIIPEKH MPUIIOKEHaTa MOHOTepamis ¢he sulphonylurea

KaTo TPoiiHa NepopaiHa Tepanus B KOMOHUHAUHA ¢

- metformin u sulphonylurea, nipu nanpenTH (0cOOEHO TaKknBa ¢ HAJHOPMEHO TETJIO ) ¢
HEeZOCTATRYEH MIMKEeMMUEH KOHTPOJI BBIIPEKH NPHIIo)KeHaTa IIepopanHa Tepanus ¢ AsofiHara
KoMOHHaLus (Biok pasgen 4.4).

4.2. Jo3upoBKa H HAYHH Ha NPHIOKEHHE

3acera OMIATHT OT KTMHHYHKTE M3IHTBaHuA C rosiglitazone e orpaHYYeB:-I0. TPH FORMHIL.
JiparocpognpTe NON3H OT JIeYeHUETo ¢ rosiglitazone ne ca ):(emonm*pnpaﬂn (BH?K azgen 5.1).
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O0nKHOBEHO TepanusTa ¢ rosiglitazone 3armousa ¢ 1o3a ot 4mg/neH. Ilpn HeoOXOKMMOCT OT
TI0-00Bp KOHTPON Ha MIIMKEMUATA, cliel 8 ceIMHIM Ta3y Jo3a Moxe Aa ObJe yBenHdeHa 0
8mg/nen.

Rosiglitazone Moxe Aa c€ npueMa BeHBK HIH Jipa IIBTH AHEBHO.
Rosiglitazone Moxe pa ce npueMa c uny 6e3 Xpasa.

IlannenTy B HalnpeaHala Bb3pacT
He ce panara npoMsiHa B J03ata NpH NallHeHTH B HaNpeananla BE3pacT.

INanuenTy ¢ 6E0peYHO YRpEXKIaHE
He ce panara npoMsHa B I03aTa ¥py AUEHTH ¢ JieKa 10 yMEpeHa cTeneH Ha 050peuna

HeJOCTATHYHOCT. J[aHHWTE OT NPHAMKEHKETO Ha rosiglitazone rpu nalKeHTH ¢ TEXKKA CTENIEH Ha
OB0pedHa HeROCTaTHYHOCT (KPEATHHHMHOB KIHMPEHC < 30 mi/min) ca orpaHnYeny U 3aTOBA
rosiglitazone Tpsz0Ba a ce pHiara BHUMATECHHO [IPH TE3H HAlHEHTH.

TManyedTty ¢ YepHOAPOOHO YBpeXIaHe
Rosiglitazone He Tpa0Ba Ja ce NpeANKcBa HA HALMEHTH ¢ YepHOAPOOHO YBpeKAaHeE.

Jena u roHony

Hama panny 32 NpHAOKSHUETO Ha rosiglitazone mpu nanuentu mox 10 romunm.
CriuecTBYBaT OrpaHU4eHH KaHHH 3a ynotpedara Ha rosiglitazone kato MOHOTepanus NpU AeNa Ha
BB3pact Mexny 10 u 17 rogueu (Bix pasgend 5.1 u 5.2). Hanmuuynure JaHHH He MOTBBPKAABAT
eduKacHOCTTA Npy NeAHaTPUYHATA IONYAIHA, Iopajay KoeTo ynotpebara Ha rosiglitazone npu Tesu
HalieHTH He ce NpenopbyBa.

4.3. IIporuBomoKa3aHHs

[punararero Ha rosiglitazone ¢ NPOTHBONOKA3aHO NPH NALUEHTH C:

- H3BECTHA CBPHXYYBCTBHTEIHOCT KBM rosiglitazone uiny KeM HAKOE OT NOMOIIHUTE
BEINECTBa

- ChpAeyHa HeJOCTATHYHOCT MM aHaMHE3a 3a chpAeuHa HepocTaThyHocT (NYHA Knac oT I

o IV)

- 4epHOAPOGHO YBpEKIAHE.

Rosiglitazone e npoTHBONIOKa3aH ¥ 3a NPHIOKEHHE B KOMOHHAUYA C WHCYHHH.

44, Choennainu npesyupexIeHHst M MpeaNasHl MepKE NPH ynoTpeda

3apnpixane HA TEYHOCTH H ChPAEYTHA HEAOCTATLIHOCT

Rosiglitazone Moxe fa 1oBele IO AO303aBHCHMO 3aABPIKaHe Ha TEUHOCTH, KOSTO MOXKE ha
BIIOLINY VK TIPOBOKHPA [IOSBATA Ha CHPACYHA HefocTaTryHOCT. Tpabea Aa 6baat npocaesaBanu
TIPU3HALKTE ¥ CUMITTOMUTE Ha 33ABPKAHETO Ha TEYHOCTH, BKNKOYHTEIHO MOKaYBaHETO Ha TErVIOTO.
HMupuerayanHo TpaOBa aa 6b1e IpeleHsBala Bb3MOMKHOCTTA 38BPKAHETO HA TEYHOCTH Jia €
JHOTIPMHECTIO 3a NIOKAYBaHe Ha Terioto. MHOro pAaaxo € cxo0IaBaHo 3a OBp30 U NPeKOMEpHO
HOKAYBAHE Ha TErJIOTO KATO MPH3HaK Ha 3albpiaHe Ha TeyHocTd. IlanuenTute TpsabBa 1a 6614t
HaOMIOaBaHy 3a MPU3HALY U CHMIITOMHU Ha CHPAEYHA HEAOCTaThYHOCT, 0CODEHO NPH TE3H C
HaManeHH KOMIEHCATOPHH BB3MOMKHOCTH Ha MHOKapAa. Jledyenueto ¢ rosiglitazone TpabBa na 6sze
IPEKPATEHO, aK0 ce HabIIoaBa BlIomaBaHe Ha CBCTOAHUETO HAa CBPAEYHATa JeitHoct. Iipu
KITAHUYHHTE USIUTBAHHA € HAOJI0aBaHa YI0-TOJIIMA YeCT0Ta Ha CAyYanuTe Ha ¢ ChpAGUHA
HeJOCTATEYHOCT IIPH IIpHIaraHeTo Ha rosiglitazone B komOuHamms ¢ insuli /nf’C’nemBaTenHo
npularaHeTo Ha rosiglitazone B koMGHHAIMS C HHCYIIRH € npomnonoxa]"{a 10 Ho-qec'ro £




chOOIABaHO 3a CHPACYHA HENOCTATHYHOCT M IpH NAMHEHTH ¢ aHAMHE3a 33 ChpAeuHa
HeAOCTATEYHOCT, HPY NMALMEHTH B HanpeHana Be3pacT U TALHEeHTH ¢ eXa io yMepeHa 0p0peuna
HeJOCTaThYHOCT. 1B KaTO HECTEPOUIHUTE IPOTHBOBE3NAIMTENHH JEKapCTBeHH MPOAYKTH
(HIIBJIC) u rosiglitazone ce CBEP3BaT ChC 33AbP)KaHE HAa TEYHOCTH, €AHOBPEMEHHOTO UM MIpHIIaraHe
MOX€ A4 MOBHIIH PHCKA OT OTOLH.

Mpocnexspane HA YepHOAPOOHHTE QYHKIMHA

B nocr-peructpalMoHHENs HEPHOI, MaKap W PSIKO € Cho0ImaBaHo 3a XenaTolenyiapHa
muchyrKims (siox pasgen 4.8). JlannuTe oT npuioKeHHe Ha rosiglitazone npu nagHeHTH ©
TIOBUIIEHH CTOMHOCTH Ha YepHOpoGHuTe ensumu (ALT > 2,5 nsTH HaZk ropHara rpaHina Ha
HOpManHaTa cTOlHOCT) ca orpanHyeny. ClieoBaTeHO HUBOTO Ha YepHOAPOOHUTE SH3UMH TpAORa
na ObAe NpOBEpEHO NMpeAl HAYaNoTO Ha JIEYEHHETO ¢ rosiglitazone Npy BCHYKYM NANMEHTH K
HEPHOAHYHO Clie] TOBA [T0 KNHHH4YHA npeneHka. Jleenue c rosiglitazone He TpaOra Aa ce 3anousa
IIpH [aIMEHTH C TIOBWIIECHH Hafl HOpMaNHNUTE FPaHKIM HUBa Ha YepHoapoOHuTe eHsumu (ALT > 2,5
IITH HaJl FOPHA IpaHyiia Ha HOpMallHKTe CTOHHOCTH) MITH IIpH K2KBUTO M A2 € Npu3Hally 32
yepHOAPoOHO 3a0oaBane. Ako ALT HuBaTa ca NOBUINEHH IO >3 IETH HA) rOpHATA FPaHKL@A HA
HOpMaNHUTE CTOHHOCTY O BpEME Ha Tepanusta ¢ rosiglitazone Tpsbsa fa ObIaT NOBTOPHO
H3CJIeJIBAHHU, KOJIKOTO ce Moxke No-ckopo. Ako ALT Huparta ocTapaT NOBULIERH A0 >3 ITETH Haj
ropHaTa rpaHuIa Ha HOpMallHHTE CTOMHOCTH, IeYeHHETo TpA0bBa fa 6kIe NpekpaTeHo. AKO npH
HAKOH OT NauHeHTHTe ce HabIoaaBaT CUMITOMH, NIPEAIOaraliy HapyIeHHe Ha YepHoApoOHHTE
yHKIHH, KOHTO MOTAT Ja BKIIIOYBAT HeoOICHUMO rafieHe, NOBphIaHe, KopeMHa 00iKa, ymopa,
AHOpEeKCHA WK ThMHA YpuHa, HUBaTa Ha YepHOIpOOHNTE eH3uME TPA0Ba A2 ObaT IpOBEPEHU.
PelieHneTo 3a NposKaBaHe Ha ISYEHHETO HA IanyeHTa c rosiglitazone Tpsabpa fa ce 0CHOBaBa Ha
KIMHHYHATA [IPELieHKa JIo IoTy4YaBase Ha JadopaTopHuTe pe3ynTaTy. lIpy Hannune Ha XKEBATSHUNE,
JIEYSHHUETO ¢ IeKapcTBOTO TpsabBa fa Oblie MpeKpaTeHo,

IMosumagaue HA TEFJIOTO
TIpu KIMHHYHEATE W3CNeABanys ¢ rosiglitazone e naGIOaBaHO JO30CBHP3aH0 NOBUIIABAHE
Ha TeroTto. CllefjoBaTelIHO, TErSIOTO Ha NAlHeHTUTE Tps0B2a Aa O'bJe BHUMAaTENHO NpociesissBaHo.

Apemusn

Jleuennero c rosiglitazone ce acoiuupa ¢ AO30CBHP3aHO MOHMKABaHE HA HUBATa Ha
xeMmornotusa. ITpy nanuenTH ¢ HECKY HABA HA XEMOTTIOOHH NPEY 3a[I0YBAHE Ha TepanuaTa uMa
[TOBHIICH PHCK OT aHEMHs 110 BpeMe Ha JieyeHHETO C rosiglitazone.

XHNoraHKkeMHs

Ilpu nalpeHTHTE, IpHeManu rosiglitazone xaro yact oT ABoitHa WK TpolHa KoMOHHHpaHa
nepopaina Tepanun cue sulphonylurea, e Hanume pHCK OT X0303aBHCHMA XRIIOFANKEMHSA, B Te3n
clyyad MOJKe JIa c€ Hajl0)XKH HaMalsiBaHe Ha jo3aTa Ha sulphonylurea.

Tpoiina nepopaJ/ina Tepanus

TlpnemsT Ha rosiglitazone KaTo yacT OT TPOiHA Nlepopanka Tepanud B KoMOHHALA C
metformin 4 sulphonylurea, Moxe Ja fopezie 10 MOBHIMEHH PHCKOBE OT 3abpPXaHe Ha TeYHOCTH 1
ChpJCUHA HEJOCTATHYHOCT, KAKTO ¥ OT xunornukemus (sux pasnen 4.8). Ilpenopsusa ce pefoBHO
npoclie/IIBaNe Ha NAlHEeHTHTE H HaMaJisIBaHe Ha fo3ata Ha sulphonylurea npu HeoGXOAUMOCT.
Pemenuero 3a 3anoyBane Ha TPoitHa nepopasiHa Tepamisd TpA0Ba Aa ce B3eME c/Ie BHHMATENIHO
0OMHKCIIAHE Ha aITepHATHBATA 3a NIPEBKAIOYBAHE KBM JIeueHYe C HHCYAMH.

Hpyru f;’ﬁ’ e
TTo BpeMe Ha KAHHUMHUTE WAMUTBAaHUA, rosiglitazone e npueMaH Ot JKeH B peMeHonaysa o

Makap 4e, B NpeSKITHHIYHHTE U3NUTBAaHHA € HaGHIOIABaH XOPMOHaIeH BHch




5.3), He ca ycTaHOBEHU 3HAYUTENHY HEXXEIaHU peaKiliy, CBbP3aHH C MEHCTPYANHHTE CMYINEHH.
Kato cnencreue o1 nogodpenara HHCYNIHHOBA YYBCTBUTENHOCT, MOKe Ja ce Habmoaasa
HONHOBABAHE Ha OBYJNALMAITA TIPH AIIHEHTKY, NIPH KOKTO TS € JUIICBANA BCIEICTBUE HA HHCYIHHOBA
pesucTeHTHOCT. ITanenTrute TpabBa ka ObJaT NpeNynpeleH: 3a pucka OT 3abpeMeHsaBane. Ako
NaleHTKa MCcKa Ja 3abpeMeree Wik 3adpeMenee, TeueHueTo TpA0Ba na ObAe npekpateHo (BIK
paszen 4.6).

Rosiglitazone Tpa0Ba ja ce Ipuiara BEHMAaTENHO NTPH NANMEHTH ¢ TeXKKa CTelieH Ha
Os0peuHa HegocTaThYHOCT (KpeaTHHUHOB KIMpsHE < 30 ml/min).

Rosiglitazone Tp:a6Ba Aa ce npuiara ¢ BHUManue npH eqHoBpeMeHeH npueM ¢ CYP2C8
nuxuduTopu (Hanp. gemfibrozil) mimm ¢ CYP2C8 vmnykropu (Hanp. rifampicin). ['mukeMuaHIST
KOHTPOJI TpsA0Ra Iia ce mpocnenssa penosro. TpabBa fa ce UMa NpeBHA NPOMsHA Ha J03aTa Ha
rosiglitazone B paMKuTe Ha IPENOPHUNUTENHATA O3UPOBKA MM NIPOMAHA B CXEMaTa Ha JIeUeHHE Ha
mualera (B pasfen 4.5).

Tabnerxure AVANDIA chABIKAT JaKT03a U IOpafH TasK IpHYHHA He TpsOBa Ja ce
npHUIaratT Npy NalHEeHTH C PAIKO CpeliaH|uTe HaclleCTBEeHH 3a00BaHMA - HEMOHOCAMOCT KBM
ranaxkTosa, Lapp naxtaser neduiuT 1M rroKo30-ranakTo3sa manabeopOmps.

4.5. JlekapcreeHH H JPYTH B3aHMOACHCTBHSA

In vitro uscnensanys NoKa3par, ue rosiglitazone ce metabonmsupa npemumuo ot CYP2C8 u
caMo He3HAYHTENHO KoJiyecTBO oT CYP2CO.

EnnospemeHHOTO NpHIo)KeHHe Ha rosiglitazone ¢ gemfibrozil (naxuburop ra CYP2C8) Boau
JO JBYKpaTHO IOBMILABAHE HA NNasMeHUTe KOHIeHTpanuy Ha rosiglitazone. BramMoxkHocTTa 32
NOBHUINABAaHE Ha PHUCKA OT JO303aBUCHMY HEXENaHH ACKAPCTBEHH PeaKUMH MOJKE N HANOXKH
MIOHIDKABAHE Ha f03aTa Ha rosiglitazone. TpaGea ja ce MMa NpeABHA BHMMATETHO NpOCieisBaHe Ha
IIMKeMHYHIA KOHTpoa (BHxK paspen 4.4).

EnmnoppemenHoTO NpunoxeHye Ha rosiglitazone c rifampicin (manyxrop va CYP2CS8) Boau
J0 HaMaJABaHe Ha NIIa3MeHHTE KOHISHTpLME Ha rosiglitazone ¢ 66 %. He mMoixe ja ce H3KII0UH
BE3MOXHOCTTA NPYrH HHAYKTOpH (Hanp. phenytoin, carbamazepine, phenobarbital, nexapcreenu
TIPOAYKTH, ChABPIKALIH JKBAT KAHTAPHOH) CHLUIO Jia TOBIMABAT EKCIIO3KIUATA Ha rosiglitazone. Toa
MOZKE 12 HATIOXKH TIOBHIIABAaHE Ha J103aTa Ha rosiglitazone. Tpabpa Aa ce MMa npeABHA BHHUMATENHO
TpOCAEAABAHE Ha PTAMKEMHYHIA KOHTpON (BIDK pa3fen 4.4).

He ce owakpar KIHHMYHO 3Ha9nMH B3auMopeiicTera ¢ CYP2C9 cybcTpaTu uny HHXMGUTOPH.

EnHoBpeMeHHOTO Npuiiarade ¢ agrunuabernure nexkapersa metformin, glibenclamide u
acarbose He BOAH A0 KIMHHAYHO 3HAYMMM (PapMaKOKHHETHUHH B3anMOJeiicTBIS ¢ rosiglitazone.
VmMepeHoTOo NpHeMaHe Ha aiKoXoN ¢ rosiglitazone He MOBIMABA IMHKEMUYHAS KOHTPOIL.

He ca HabmomaBanu KIHHHMYHO 3HaYHMK B3auMoeiicTBus ¢ digoxin, cke cyberpata Ha
CYP2C9 - warfarin, cy6erparute Ha CYP3A4 - nifedipine, ethinylestradiol sy norethindrone ciren
eIHOBPEMEHHOTO NpHNarane ¢ rosiglitazone.

4.6. bpemeHHOCT B KbpMeHe

Hsama gocTaTsyHO AaHHK 3a IPHUAAraseTo Ha rosiglitazone npu OpeMeHHN KeHH.
WscniepaHusATa pH SKUBOTHH ¢a IOKA3aJIM PENpOAYKTHBHA TOKCHUHOCT (BHX pasaen 5.3).
BB3MOKHUAT pUCK IPH X0pa € Hen3BecTeH. Rosiglitazone ne Tpsa0Ba Aa OBA€ npunaraH no BpeMe Ha
GpeMEHHOCT.

B MIISKOTO Ha eKCTIEpHMEHTAIHY )KUBOTHH € OTKpHT rosiglitazone. He e u3BecTHO namu
KBPMEHETO Mie JOoBefe A0 U3Jlarane Ha KbpMaueTo Ha ACHCTBHETO Ha TIeKAPCTBOTe:: Cne,uosa'renﬁo,
rosiglitazone He TpsAGRa fa ObAe NpPHEMAaH OT JKEHH, KOHTO KbpPMAT. SERHEE




4.7. EdgexTH BLPXY cHOCOOHOCTTA 32 INO(pupaHe B paboTa € MAIHHHE

AVANDIA He MOBAHABA WK NIOBJIMABa NpeHeOpeRIMO Manko cHocoOHOCTTA 3a IodHpaHe
1 padoTa ¢ MauHy.

4.8. Hexenann JexkapcTBeHH peaKIHH

IlaHHH OT KIHHHYHH H3HATBAHNHA

He:xenanuTe peakipy Npy BCEKH PEXUM Ha ICYEHHE ¢a NPECTaBeHl HO-N0Iy N0 KIAacoBe
CHCTEMM, OpraHu ¥ adCOMIOTHA YeCToTa. 3a JO30CBBP3aHHTE HEJKSIaHH PeaKiii KaTeropusTa o
YEeCTOTa OTPa3gBa Hali-BHCOKata Jo3a rosiglitazone, Kareropiure 9ecTOTH HE OTYMTAT APYTH
$akTOpH, BKAIOYBAIIM BAPUPAMIATA NIPOBDKUTEAHOCT HAa M3THTBAHETO, NPEAUIIHOTO CHCTOAHUE K
OCHOBHHTE 0c0OeHOCTH Ha naupenTa, Kateropunre 4ecTOTH Ha HEXENaHUTE peakliul, omnpenelleHH
BE3 OCHOBA HA ONMKTA OT KIHHHYHHITE U3MHTBAHNA, MOKEe Aa HE OTPa3fiBa YECTOTATa HA HEXKEIaHHTS
peaxLiH, HabIoIaBany 110 BpeMe Ha HopMaliHara KIHHHYHA IpakTHKa. YecTorara Ha CIIyJauTe €
neduEMpaHa karo: MHoro yectn > 1/10; gectn 2 1/100, < 1/10; u ve vecTh = 1/1000, < 1/100.

B Tabmuma 1 ca H30poeHH ycTaHOBEHUTE HejKeNlaHH peakui B cOopHaTa nolmyauus oT Hax 3
000 nexysany ¢ rosiglitazone nalyeHTH NO BpeMe Ha KNMHWYHA M3NUTBaHKL. B Tabaunara
HeKeNIaHUTe peaKlUy BBB BCAKa IPyna CHCTeMa, OpTaH ¢a NPEeACTABeHH ¢ HaManABallla YecToTa 32
MOHOTepanuara ¢ rosiglitazone. ITpy Beaxo rpynupase B 3aBUCHMOCT OT YECTOTATA, HEXKEHAHHTE
NEeKapCTBEHH peakiyy ce H30pogBaT B HU3XOMAI PeJl [0 OTHOINEHNE Ha TEXECTTA.




Tatauna 1. YecTora Ha HeXXeJaHATE JeKaPCTBEHH PEaKNlH, YCTaZHOBEHH OT AAHEH OT
KAXHAYHHA IPOy4YBaHHS

He:xenana peaknmst Yecrora Ha HEKEAaAHHTE PEAKIHH cTiope] Pe:XUMA HA jJedeHHe

RSG RSG + MET RSG + SU RSG +MET
+SU

Hapyiuenns Ha KPHBOHOCHATA K MMMQHH CHCTEMH

aneMHs YecTn Yectu Yectn YectH

JIEBKOIIEHHA YecTn

TpOMOOHKHTONEHUA Yectr

IPaHyAOLUTONCHIS Yectn

Hapymenns Ha MeTal0JHM3MA H XpPaHEeHETO

xunepxonecreponemus’ | Yectu Yectu Yectu Yeetn
XunepTpurnuuepunemMus | Yecru Yectn

XUATIEPITHTIEM YIS Yeetn YeeTu Yectu Yecta
[OKAYBaHe Ha TEFHOTO Yectu Yectn Yectn Yecti
oBUIaBaue Ha aneruta | Yectn Heuectn

XHIIOT TUKeMHA YectH MHoro gecTs Msoro decTs

HapyiieHnnas H2 HepBHATA CHCTEMA

CBETOBBPTEXK* Yectn Yectu

riaarobonue® UectH

ChpaeyHH HApYINeHHS

CHpAEYHA Heuectu
HeJIOCTATHYHOC

CTOMaIllHO-‘lpeBHﬂ HapYHICHHS]

3ameK Yecru | Yectu | YecTn | Yectn

Hapymennﬂ HA MYCKYJHO-CKCJICTHATA CHCTEMA H CHLEAHHHTEIHATA ThKaH

Muasraa* | I | | Uectu

O0mu HapyeHus H eeKTH Ha MECTOTO HA IIPHIOXKEHHE

OTOK | Yectn | Yecu | Muoro wect | Muoro yectu

RSG — Monotepanus ¢ rosiglitazone; RSG + MET — Rosiglitazone ¢ metformin; RSG + SU — Rosiglitazone cne
cyndanmtypeen nponykt; RSG + MET + SU — Rosiglitazone ¢ metformin u cyndannnypeen npoayxr

* YecToTaTa 32 OCHOBHOTO PaslpOCTpaHEHHe Ha TE3H peaKuyH, B3eTa OT JaHHHTE OT
KIMHHYHHA NPOYyURaHHs OpPH Ialedo rpyna, e “uect”.

! XunepxonecTeponeMus € NOKIafBaHa npy %o 5,3% oT naiMeHTHTe, ICKYBaHH C
rosiglitazone (MoHOTepanus, AiBolHa MK TPOHHA Nepopalita Tepansi). IIoBHINCHITE. HUBA HA
OB XONECTEPOI Ca CBEP3alK KakTo ¢ noBumapane Ha LDLc, Taka i na HDL ;jﬁo OTHOTeHUeTO
ofuy xonectepon : HDLc ocTaga HeNpoMeHESHO U ce n0Ao0psARa mpy ,H,‘bJ'II‘OC? %t»n"e H3nmanm\

—




Karo nisano Tesu Hexxenan PeaxIy ca OMITH NeKH 10 CpeaHO TCIKKH U 00HKHOBEHO HE ca M3HCKBAIH
IIPEKBCBAHE HA JCUCHHETO.

*B aBoitno cnenu KITHHUMYHY H3NUTBaHKA IPH MOHOTepanus ¢ rosiglitazone e nabmonarasa
HedyecTo chpaeuna HegoctarsunocT (0,2 %), KakTo M ApH ABOMHA NiepopaliHa Tepanys Che
sulphonylurea (0,5 %) win ¢ metformin (0,2 %), Ho e croOIaBaHa AET HBTH N0-YECTO MO BpeME Ha
H3NHTBaHUATa, IPY KOUTO rosiglitazone e komOunnpan ¢ uucynus (2,5%). llpu Tpolinara nepopaika
Tepanus 0 BpeMe Ha OCHOBHOTO ABOMHO CISINO M3NKUTBaHEe € YCTAHOBEHA ChpeyHa HeZIOCTaTHYHOCT
¢ uectota 1,4 %.

B nnane60-KOHTPONMPaHO €HOTOIHUIITHO B3NUTBAHe [IPH NAIUEHTH ¢ KOHTeCTHBHA Chpilc4Ha
HepocTarpunocT Kiac 1 1 Il mo NYHA e nabniogapaHo BAOMIABAHE HIM BEPOATHO BIOIIABAHE HA
3aboiisBaneTo mpH 6,4 % OT manueHTHTe, TeKyBaHu c rosiglitazone, B cpaBHenue ¢ 3,5 % oT
[alMeHTHTE Ha aanedo.

ITpu neoMHO-cneny KMMHUYHE U3NHTBaHKS © rosiglitazone, yecToTaTa Ha NOBHINARAHE Ha
ALT (ananun amunoTpancdepasa) ropede OT TPH ITFTH Haf TOpHATa MPaHKIA Ha HOpMaJiHUTe
CTOUHOCTH € efnakBa ¢ Ta3u npu mianedo (0,2 %) 1 No-HECKA OT Ta3H NPH AKTHBHHTE KOHTPOIHM
(0,5 % metformin/sulphonylureas). YectoTaTa Ha BCUYKH HeXKENAHH PEAKIiHH, CRBP3aHH C YEPHUA
Ipob U KNBYHaTa cucTeMa, e Ouna < 1,5 % BBB BCAKa OT rPpyNUTE Ha ISUEHHE H He CE € pa3iuyaBaia
OT YECTOTATA B Ipynara Ha mianebo.

IlocTMAapKETHHIOBH AAHHH

B momrbineHye Ha HesKellaHATe JIGKapCTBSHH PEaKlky, YCTAHOBEHY OT AaHHH OT KAMHHYHM
IPOYYBaHuUsl, HEKEaHHUTE JIEKAPCTBEHH Peakiuy, NpecTaBeHy B Tabnuia 2 ca yCTaHOBEHH O
BpeMe Ha CIleApericTpalioNHaTa ynorpeda Ha posurinTasos, YectoTure ca feUHUPaHE KaTo:
perxu > 1/10 000, < 1/1000 1 muoro penxy < 1/10 000 BxounTeNHO H30IHPAHY CIIyYaH.

Taoauma 2. YecToTa HA HEXKEAAHHTE JEKAPCTBEHN PEaKIiHH, YCTAHOBEHH OT
NMOCTMAPKETHHIOBH JAHHH

Hesxelana peakups | YecToTa

Hapymnierna Ha MeraloJn3Ma U XpaHeHETo

OBp30 U PEKOMEPHO NIOKaYBaHe Ha TerIoTo | Muoro penku

CopedHH HapyHIeHNS

3acToliHa ChpAeUHa HEROCTATHYHOCT/0enoipodeH OTOK | Penxu

XenaTo-GHJIHapHE HApYIOEeHHs

YepHOAPOOHa AHChyHKIMA, IIEPBOHAYAIHO JOKa3Ballla Ce C Penxu
TIOBHIIGHO HHBO HA YEPHOAPOOHMTE CHIUMIT

Hapymemm Ha KORaTa H NOAKOKHATA ThKaH

8HTMOEIEM Mpuoro peaku

YpPTHKApHs Muoro peaku
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4.9. Tipejgosupane

HasnuTe 32 npe/io3upaHe NpH X0pa ¢a OrpaHiYeHH. B KIHHKYHY H3NHTBaHMA ¢ JOOPOBOIIIH,
rosiglitazone e npueMan KaTo eMHIIHA [IepopanHa fo3a Jo 20 mg U ce noHaca nobpe.

B criyuaii Ha npeio3kpaHe ce MpenophyBa Aa Ce 3anoyHe ¢ NOAXOAIIO TOAABPKAIILD
JIeYeHNe B 3aBHCUMOCT OT KINMHUYHOTO CHCTOAHUE Ha naumeHTa. Rosiglitazone ce cBnp3Ba B rofisima
CTENEH ¢ NPOTEHHUTE H He Ce OTCTPaHABA Ype3 XEMOAHANU3A.

3. @apMaKoJIOrHIHH JAHHH

5.1. ®@apmakoIHHAMHYHH CBOHCTBA

®apmarorepanesTHaHa rpyna: Oral blood glucose lowering drugs, thiazolidinediones;
ATC rom: A10BGO2,

Rosiglitazone e cenextuen aronnct Ha PPARy (peroxisomal proliferator activated receptor
gamma) HyKIieapeH peleNTop ¥ € B IPYNaTa Ha THA30AUIHHANOH aHTHINA0ETHYHUTE NEKAPCTEA.
Toit HamMansBa rMHKeMHATA Ype3 HaMalABaHe Ha HHCYJIHHOBATA PE3UCTEHTHOCT B MaCTHATA THKaH,
CKeJieTHaTa MycKynaTypa H YepHus IpoO.

Hpepxnunuynn JaHHH

AHTHXUNeprIMKeMUYHATa aKTHBHOCT Ha rosiglitazone € ycTaHoresa npu peauna
MUBOTHHCKK Mozienu ¢ auabet I Tumn. B monwianenne, rosiglitazone cuXpauasa GpyHKIMATa Ha -
KIIETKATE KakTo JTHYH OT yBeJM4eHaTa Maca Ha OCTPOBYETATA M ChABDKAHHMETO Ha HHCYINH, H
NPEAOTBPATABA PA3BUTHETO Ha SBHA XMIEPIJIMKEMMS NIPY XHMBOTHHCKH MoJenu ¢ auabet I Tum.
Rosiglitazone He cTMynupa cexpenyaTa Ha HHCYIHUH OT TAaHKpeaca | He NIPeAU3BHKBa
XMIIOLIHMKEMES TIPH ITEX0BE M MHKH, OCHOBHUAT MeTaboNuT (Mapaxuapokcucyndar) ¢ rolnsm
adunnuTeT KM pastBopuMHUA yoremky PPARY noKa3Ba OTHOCHTEHO CHIHO AeliCTBHE IPU
H3CICABAHEe Ha TIIOKO3HMA TOJEPAHC, HaNpaBeH NPy MHIIKH ¢ HAaIHOPMEHO Terno. KNHHHYHOTO
3HadeHHe Ha TORA HADMIOASHHE He € HANIBIHO H3ICHEHO.

JaHnn oT KIHEHYHN M3THTBAHHSA

EdeKxTHT Ha HamMallsgBaHE Ha HHBOTO Ha FJIOKO3aTa ¢ rosiglitazone e ¢ nocTeneHHO HAYANO
KaTo ce Habnroaasa, MOYTH MAaKCUMANIHO HaMallsBaHe Ha Iia3MeHaTa MiloKo3a Ha rinanHo (FPG)
OKONO 8§ ceqMuUIIH ClIek HAYaI0TO Ha JeyeHHeTo. [1o100peHRAT IHKEMHEICH KOHTPOX € CBEP3aH C
HaMANABaHe HUBOTO Ha PNIOK03aTa OCTIPaHANAaNHO B Ha TAagHO.

JlewenyeTo ¢ rosiglitazone ce cBbp3ea ¢ IOBUINABaHE Ha TETNOTO. B MexanucTHyHN
Npoy4YBaHUs € YCTAHOBEHO, Y€ TOKAUBaHETO Ha TErVIOTO C€ ABLJIKH NPeUMHO Ha yBEIMYEHa
HOJKOKHA MaCcTHa ThKaH ¢ HaMalleHa BHcliepaliHa M MHTpaxeraTesiia MacTHa THKaH.

B cBoTBeTCTBHE ¢ MEXaHH3Ma My Ha [eiicTBHe, rosiglitazone noHmxasa HHCYAHHOBATA
PE3HCTEHTHOCT K MoA0oOpsaBa yHKUMsTa Ha B-KneTKUTe Ha aHKpeaca. IToaoOpeHaT riukeMudeH
KOHTPOJI C& CBBP3Ba H ChC 3HAYMTENIHOTO HaMaliBaHe Ha CBODOJHUTE MaCTHH kucenunu. Kato
Pe3YJNTAT OT pasAUYHM, HO ZOIIBIBALL C& MEXaHN3bM Ha JelicTHe, IBOHHOTO KoMOHHHPaHO
nevyende c rosiglitazone u sulphonylurea nm metformin oay Ao aauTuBHE ekt BEPXY
FIMKEMAYHMAT KOHTPOJ IIPY NanuedTts ¢ ngader I tum.

Ipu uscneABaHMsS ¢ MaKCHMalHa NPOABIDKHTEIHOCT TPH TOAMEH, rosiglitazone, fapan
BEJIHEXK MM J(BA [IFTH JHEBHO BOJH JIO IPOARIDKUTENIHO NoA00pABaHe Ha IIIMKeMHYHUS KOHTPOI
(FPG win HbA 1c). Tlo-nspaseH edekT Ha HaMalIsgBaHe Ha IMI0K03aTa € HabmoiaBaH [Ipy NalesTH
ChC 3aTBCTsABaHE. Thil KaTO He € 3aBBPIIEHO HACOUSHOTO H3CNeIBaHe ¢ rosiglitazone, ABNroTpaiiHu
TIOJI3H, CBBP3aHU ¢ NOJ00PeH s IMUKEMHYEeH KOHTPO HE ¢a JEMOHCTPHPAHM. J———

Ha 18-rust mecel] 0T NpOABIKABAIIO ABITOCPOYHO CPABHHTEIHO U3NIUTBAHE ,r051g11tazone
KaTo 49acT oT ABOIHA Nepopanna Tepanus B koMOuuanua ¢ metformin unu cue su I




ToKas3aj ChINaTa epuxacHoCT 32 Hamanssane Ha HbAlc, xaxto ¥ komOuBauuaTa ot sulphonylurea
metformin.

H3BspiieHo € aKkTHRHO KOHTPOJHPaHO KIIHHAYHO u3nuTeane (rosiglitazone mo 8 mg nuesHo
i metformin jo 2 000 mg fHeBHO) ¢ NPORBILKUTERHOCT 24 ceamuuy npu 197 nena ¢ puaber Tun 2
(ua pe3pact mexay 10 u 17 rogunn). CtatucTHdecky 35a4uMo nogodpenre sa HbAlc ot
U3XOJHUTE HKBA € MTOCTHIHATO CaMo NIpH Ipynara, npueMana metformin. Rosiglitazone ne
JeMOHCTpHpa cxoaHa ¢ metformin edukachocT. Ilo Bpeme Ha neyennero ¢ rosiglitazone He ca
Ha0MmoaBaHy pas/ikKy [0 OTHOMIeHHe Ha 0e30macHoCTTa NpH Jelia B CpaBHEHHE C BB3PacTHH
NalMeHTH Che 3axaper auader tun 2. Hama aenrocpouny gasky 3a ebuxacHoctta M 6e30nacHocTTa
IpH NefUaTPUYHY TANHeHTH.

He ca 3apbpllleHH M3ceqRakIaTa, OLSHABAM JHArOTPalHOTO NOBIIHIBAHE HA CHPACYHATA
JeiHOCT Ha NAIfHeHTH, IeKyBaHu ¢ rosiglitazone.

5.2. dapMaKoKHHETHYHH CBOHCTBA

Pezopbunsa

AbcomoTHaTa OMOHATHYHOCT Ha rosiglitazone cnen nepopansa 1o3a oT 4 mg wau § mg e
okono 99 %. ITuxsT B INa3sMeHKTe KOHLEHTpalny Ha rosiglitazone ce HaOmonasa oxono 1 gac cnep
npuema. [InasmenuTe KOHIEHTPaHE ¢a NPUOIM3HTERHO HPONOPIMOHAIIHY Ha RO3MpOBKara B obcera
Ha TepalleBTUYHATA JI03a.

[IpuemaneTo Ha rosiglitazone ¢ xpasa He BoJIU [0 IpoMeHH B obmata excnosunus (AUC),
Makap 4e ce nabnionasa jeko noHmwxkapaHe Ha Cmax (oxoino 20-28 %) 1 326apase Ha Tmax
(1,75 yaca), cpaBHEHO ¢ JO3UpaHeTO Ha MiaqHo. Te3u MaNiKi IPOMEHH HE Ca KIMHHUYHO 3HAYHMH H
CHE/I0OBATENHO, He & HeoOXO0AUMO IpHeMaHeTo Ha rosiglitazone fa 6be 00BBp3aHo ¢ XpaHEHETO.
PezopOrusita Ha rosiglitazone e ce mpoMeHs OT yBenu4yaBaHe Ha cTomMamHoto pH.

Paznpepenenne

ITpu 3ppaeu noGpoBonM 00eMBT Ha paspeeieHue Ha rosiglitazone e oxono 14 nuTtpa.
Cebp3saneTo Ha rosiglitazone ¢ niasmMeHuTe NpoTeHHE € BUCOKO (oKono 99,8 %) u He ce BiIHsgE OT
KOHIEHTPaHUATa MK Bh3pacTTa. CBBpP3BaHETO HA OCHOBHMA MeTabomut (para-hydroxy-sulphate) ¢
NIPOTENHHUTE € MHOFO BHCOKO (> 99,99 %).

MeraGoanzem

MeraGonrusmsT Ha rosiglitazone e npoRbHKUTENEH, KaTO HE C& OTAENA HEIIPOMEHEHO
H3XORHO chenuHeHre. OCHOBHHTE HETUIIA Ha MeTaboNU3EM ¢a N-IuMETHIHpaHe 1
XHAPOKCHIINpaHe, HOCeAB2HO OT KOHIOTAlUA ¢be cyH(aTH H MIOKYPOHOBA KucenuHa. I1pu yosek,
NPHHOCHT Ha OCHOBHMA MeTabonut (para-hydroxy-sulphate) 3a ngnocTHaTa akTHBHOCT Ha
rosiglitazone xato aHTHAHA0ETHO CPEJCTRBO He € HaIIbIIHO H3ACHEH K HE MOJKE Aa Ce H3KIIOYH, Ye
MeTaGoNHTET FONpHHACA 38 aKTHBHOCTTA. ToBa o6aye He € CBBP3aHO ¢ NpodieM OTHOCHO
6e30NacHOCTTa HA NIEKAPCTBOTO TI0 OTHOUIEHKHE Ha HANUEHTHTE UK ONpeIeNenH Py, Thi KaTo
YEepHOAPOOHOTO yBpEXKaase € NPOTHBONOKAa3aH e i B KIMHWYHWTE H3NKUTBanysa dasa III ca Gunn
BKSIIOYEHH 3HAYUTENSH Opoil MAUMeHTH B HallpefiHala BE3pacT M NalMEHTH ¢ JIeKa 10 yMepeHa
cTerneH Ha OLOpeyHo yBpexKAaHe.

In vitro uanuTBaHWATA N10KA3BAT, ye rosiglitazone ce merabonuzupa npegumuo ot CYP2CS, ¢
HesHauuTenHo yyactue Ha CYP2CO.

Toi xaTo HAMA 3HAYMTENHO in vitro HExubupane Ha CYP1A2, 2A6, 2C19, 2D6, 2E1, 3A unu
4A c rosiglitazone, chIiecTByBa MafKa BEpOSTHOCT 3a 3HAYUTEIHU B3aHMOACHCTBIA Ha METaboNHTHA
OCHOBA C JIEKapCTBa, Merabonn3upani oT Tesu P450 ensumu. In vitro, rosiglitazone nokasea
yMepeHo nuxubupane Ha CYP2C8 (ICso 18 pM) u cirabo nexuGnpane Ha CYP2CS>(,I€5’0';5“6_‘“@END ,
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(sux paznen 4.5). In vivo u30MTBaHE 3a JIEKapCTBEHO B3aUMOACHCTBIE ¢ warfarin MoKa3ga, ye
rosiglitazone He B3auMogekicTBa cre cyberpaTute Ha CYP2C9 in vivo.

Ennrmunrpane

OO6muaT m1a3sMeH KIMpHHC Ha rosiglitazone e oxono 3 I/h 1 kpalisoTo BpeMe Ha HONYXKHBOT
Ha rosiglitazone e oxono 3 xo 4 yaca. Hama JaHHH 3a HeOWaKBaHO KyMynupaHe Ha rosiglitazone cien
Jo3upane BeJHEXK WK JBa NBTH JHeBHO. OCHOBHHAT IIBT Ha OTACIIMHE € Upe3 YPHHATa, KaTo JIBe-
TPETH OT J03aTa Ce OTHEIAT I10 TO3M Ha4YMH, 2 OTAENEHOTO KOIHUYECTBO Ypes (eKanunuTe ce
H3UHUCIIABA Ha 0KoNO 25 % OT fo3aTa. B ypuHaTta U eKanuuTe ISKapeTBOTO He Ce OTAENA B
HENpOMEeHeH Bu. BpeMeto Ha noay:uBoT, ONpefelleHo Ypes pajHoaKTHBHOCT, € okoao 130 yaca.
Tosa nokaszpa MHOTO 6aBHO eMMUHMpaHe Ha MeTabonuTHTe. IIpyu MHOTOKpaTHO BBBEXAAHE C
ouaKsa KyMyJiupaHe Ha MeTabonuTHTe B Iia3mara, ocofeno Ha ocHoBHIA MeTadomut (para-hydroxy-
sulphate), 3a Kolito ce ouaksa 8 NBTH NO-TONAMO KyMYJIHpPaHe.

Crnenudmanun rpynu

Ion: Ylpu apMakOKMHETHYHY aHAIK3H HA H3CNEHBANaTa [IOylauKs, He ca oT0ea3anu
pazinyMs BbB (papMaKOKHHETHKaTa Ha rosiglitazone NpH MBXKe 1 JKeHH.

Hayuenmu 6 nanpeonana evspacm: Ilpu 0600menn papMaKOKHHETHYHH aHANU3H Ha
H3ciIe(BAHATA IIONYNANs, He € HabMomaBaHo 3HAYUMO NOBIHABaHE Ha (PapMaKOKMHETHKATA Ha
rosiglitazone, 06yCcJIOBEHO OT BE3pacTTa.

Heya u onow: OapMaKOKHHETHYCH aHATH3 Ha NONYNal, BIJIFOUBAMa 96 nauueHTy Ha
BE3pacT Mexay 10 u 18 rogunn 1 ¢ Terno ot 35 o 178 kg, noxasea CXOIHY CpefiHE CTORHOCTH 3a
CL/F nipu geua u pe3pactHy. UHpusunyanaure CL/F B neauaTpuyHaTa MONyNanus ¢a B CHINUA
JIMAana3oH KakTo WHAUBAAYAIHITE JaHHH NIPH BB3pacTHu. Marnexna, ye CL/F He 3aBHcH OT
BB3pacTTa, HO [IPH NeAMaTpHYHaTa NoNyAauya HapacTsa ¢ yBellnyaBaHe Ha TeroTo.

Ueprnodpobro yepesicoane; Tlpu BHPOTHYHH TIauMeHTH ¢ ymepeHa gopma (Child-Pugh B) ra
yepHOApOOHO yBpexaane, cTolinocTiTe oA kpueara Cmax ¥ AUC 32 HecBEp3aHaTa (pakuud ca oT
2 1o 3 IBTH MO-BHCOKU OT Te3H npH 3)paBu nuia. HabaroxaBaHaTa pa3inuka B CTOHHOCTUTE MEXAY
OTNICAHNTE MAHEHTH € TOIAMa, TS JOCTHra 10 7 KparHa pasiiiKa B CTOHHOCTHTe HOJ KpkiBata AUC
33 HeCBHp3aHaTa Qpariiys, MEKAY NalAeHTHTE.

FuOpeuna nedocmamvynocm: Hama KITHHUYHO 3HAYUMH pa3iiydig BbB QapMaKoKHHETHKATa
Ha rosiglitazone Npu namyenT# ¢ GEOpeYHO yBpexKIaHe MM TIpK Te3H B KpacH crafuil Ha 6rOpeyHo
3aboisBane, Ha MOCTOSHHA XEMOAHAIH3a.

5.3. IpegkiHBEHYHH A2HHM 3a Ge3onacHoCT

Ha6nioaaBaHuTe B KIHHHYHUTE H3MKHTBAHKA NIPH XKMBOTHH HEXEAAHK PEaKiiiy, ¢ Bh3MOXKHO
OTHOILIEHHE KbM KIHHHYHOTO NPUIOKEHNE Ha JIEKapCTBEHHS NPOAYKT Ca KaKTo Clie/Ba:
yBEnUdaBaHe Ha Mia3MEeHUAT 0GeM, HpHIPYKEHO OT NOHKABAHE HA NapaMETPUTE Ha YEPBEHHUTE
KPBBHH KJIETKH ¥ NOBYMIIABaHE HA TErTI0To Ha chplieTo. ChINO Taka € HabMoAaBaHo NOBUINABAHE
TErfoTo Ha YepHUs Apol, miasMenaTa anaHuy aMuHoTpancdepasa (ALT) (camo npH Kyyera) H
MacTHHTe ThKaHu. [Tono0Hu edexTy ca HaGMONABAHU H NIPH APYIH THA3OAHIHHIHOHH.

B u3nuTBaHus 3a pelpOAYKTUBHA TOKCHYHOCT, NIpUIaraneTo Ha rosiglitazone Ha misxoBe
npe3 BTopara IOJOBHHA Ha OPEMEHHOCTTa ¢ CBRP3Ba ChC CMEDPT Ha Mmnoxa U 3abapeHo passurye. B
JOWBIHeHe, rosiglitazone NoATHCKa CHHTE3aTa Ha OBapMalHKTE €CTPANHOIl U MPOreCTepoH, 1
TICHH)XKaBa [1a3MEHUTE HIBa Ha Te3u XOPMOHH, KOETO BOJM 0 e(eKTH BBPXY eCTpyCa,
MEHCTPYaITHILT LUK K (hepTUNHOCTTa (BIK paszen 4.4).

B MofeJ XHBOTHH ¢ (JaMuiHa afieHoMarosua nojiunosa (FAP), meueHunerto ¢ rosiglitazone ¢
Jio3a 200 mETH Mo-BICcoKa OT (apMakoROTHYHO aKTHBHATA, BOJH JIO MOBHIIEHO TYMOPHO™
MYJITHIIHOEpaHe B AeGENOTO YepRo. SHAYCHHETO Ha TOBZ OTKPUTHE € HEH3ACHEHO, OGave, in vitro
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rosiglitazone monpunacs 3a nqudepeHUMaNEATa B 00paTUMOCTTA HA MYTareEHHTE IIPOMEHH B
YOBEINKH PakoBU KIETKH ot NiebGenoTo yepro. B nontinetue, rosiglitazone He e nokasan
FEHOTOKCHYHOCT HpH ix vivo U in Vifro reHOTOKCUYHH H3CJISIBaHMA M HiIMa JIOKa3aTecTBa 3a
pa3BUTHE Ha TYMOPH Ha aeGeloTO YepBo npu U3cieBanus ¢ rosiglitazone mpu IBa Bua rpH3ady B

NpOOEIKCHHEES HA LEHHA HM XKHBOT.

6. MapManeBTHYHH IAHEA
6.]. CnHchbk HA TOMOUTHHTE BEIECTBA H TEXHUTE KOJIHYECTEA
CropluieBHEa Ha TaGIeTKaTa B TabneTKa OT 4 mg NeKapCcTBEHO
BEHICCTBO
mg /tabs
HuTparpaHyJapHH CECTABKH
Sodium starch glycollate 2.00
Hydroxypropyl methylcellulose 3cP 2.00
Microcrystalline cellulose 8.00
Lactose monochydrate 22.70
ExcrparpanyjapHuu ChCTABKH
Sodium starch glycollate 5.46
Mpycrocrystalline cellulose 21.85
Lactose monohydrate, direct compression 81.94
Magnesium stearate 0.75
®dunmoso noxpurhe (Opadry orange
OY-L-23028):
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 ycranoseHu.
6.3. Cpok Ha FrogHOCT
2 roAVHH
6.4. CroemuajHH YCJIOBHA 32 ChXPaHeHHE
TIpoRYKTHT HE U3MCKBA CIIEITHANHN YCIIOBHA 334 CHXPaHEHME.
6.5. danHu 32 ODAKOBKATA

TInpeuuHa onakopka: MaToBi 6nucrepu (PVC / aluminium).
Konuyectso B ejuHa olakoBka: 7, 28, 56 win 112 dpuamupasu Tabner




6.6. CrnenndHYHHN NpeIUA3ZHN MEPKH NPH M3XBLPAsiHe HA H3NMOI3BaH JIeKAPCTREH NPOAYKT
HJIH OTHAALYHH MATEPUAH OT Hero

Hewnsnon3gaHuaT NpOAYKT HIK 0THAAPYHHTE MaTCpHhaiiii OT HEro 'ijﬂﬁsa Ja ce HIXBBPHAT B
CBOTBCTCTBHE C MECTHHTC U3HCKBAHIA,

7. Hve 1 anpec Ha NPUATERATEIST HA pa3pelieHHETO 32 YHoTpeba
SmithKline Beecham plc,
980 Great West Road, Brentford,
Middlesex, TW8 9GS, UK

8.  PermcrpanuoHeH HoMep B perucrbpa mo 3. 28 3JTAXM
Ne 20000675

o. JarTa Ha IEPBO pa3pemaBaHe 3a YIOTPe0da Ha JeKapcTBeHUs NPOAYKT
B Fonzapus - 10/11/2000
Cmpanume om Esponetickus Coioz - 11/07/2000, No — EU/1/00/137/005-009

10. Jdara Ha (qacTHYHA) aKTyaJdU3alHs HA TEKCTa

TIoapoOHa uHGOpMals 32 TO3U NEKapCTBEH MPOAYKT € NpeflocTaBeHa Ha yel caiira Ha
Erponeiickara aresuys no Jekapersata hitp://www.emea.eu.int/.
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