KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA
i
HadBCTEPCTED HA SEPABEONEZGAUETS

1. ToproBcko HMe HA JeKAPCTBEHHS HPOAYKT

figiaomenna s
AVANDAMET 2 mg/SOO IIlg @)I/IJIMPIP&HH TaﬁHG'I'KK paap ﬁ‘ewie 23 yﬂgr}éﬁd E‘i k\’{ ».i_ }_\ \5 0.& 395

2. KoaHdecTBeH H KaJeCTBeH ChCTAB Wi/ (€07.06 Zéé&’l/{

Besxa Tabnerka cpabpiKa 2 mg rosiglitazone (mon dopmara Ha rosiglitazone maleate) n
500 mg metformin hydrochloride (otropapsum va 390 mg metformin ocHOBa).

3a NOMOIOHHTE BEMIECTBA BHUX pasgen 6.1.

3. JlexapcrBeHa (hopma
OuiMIpaHnA TabNeTKH.

Brexopososy ¢umvupann TableTkH, Mapkupasd ¢ "gsk" or enpara ctpana u ¢"2/500" or

IpyraTa.

4, Kianpwyay 1auam

41 Tlokaszanus

AVANDAMET e noxasaH 3a iegeHre Ha 3axapen auaber Tun II npu manmerrta, ocobeHo
TaKHRa ¢ HaJJHOPMEHO TETIO:
- TIpH KOWTO HEe € BB3MOKHO Ja c€ IOCTHIHE JOCTaThICH MIHKEMHICH KOHTPOT IIPH
CaMOCTOATENeH epOpalcH HpHeM Ha MaKCHMAaTHATa JIOHOCHMA fo3a metformin.
- KaTo TpoliHa mepopanHa Tepamis B koMOuHaNms cke sulphonylurea npr narpeHTH ¢©
HEHOCTATHYCH MIMKEMHIEH KOHTPOJI BBIIPEKH JIPHIOXEHaTa JBoliHa epopallHa Tepallis ¢ PHeM
Ha MaKCHMAJHATa TOHOCHMA Jo3a metformin u sulphonylurea (Bmx paszen 4.4).

42. [lozupoBKa H HAYHH HA YHOoTpeba

ObuxrOoBeHO Havaymara H03a AVANDAMET e 4 mg rosiglitazone aaeeno mmoc 2000 mg
metformin hydrochloride muesso (mpuemann mox hopMara Ha n8e Tabierkd AVANDAMET
1 mg/500 mg, 182 OHTH AHEBHO) .

TIpu Heo6XxO0AMMOCT OT I0-HOOLP KOHTPOI Ha INHKEMHATA, 03aTa Ha rosiglitazone Moxe na
Opae yeenrdera xo 8 mg naeBHO ciel 8 cenmuny. MakcuMangaTa IPeNOPLIUTENHA JHEBHA 032
e 8 mg/2000 mg (Tas: Ho3a ce mOCTUra dpes mpHeM Ha jee Tabnetkn AVANDAMET 2 mg/500 mg
IBa IYETH JHEBHO) .

IMosunIaBageTO Ha A03aTa Ha rosiglitazone (nobaBeH KM ONTHMAaNHATA Fo3a metformin)
MOXe [ia ce NpeAmprenMe [Ipey NaNfeHTsT 12 IpeMane Ha nedenne ¢ AVANDAMET.

Moxe Fa ce IpeAnpHeMe JUPEKTHA HPOMAHa 0T MOHOTepanns ¢ metformin KM
AVANDAMET, xorato e KNMHAYHO ONpaBAaHo.

e
TIprembr H=a AVANDAMET 110 BpeMe Ha HIH Henocpencﬂeﬂqwneﬁpaﬂene MOXE Ia
HAMAJH CHMITOMHTE OT CTPaHa Ha racTPOHHTECTHHAIHATA cr«m}"éma cBI,p?IaHH €, metformln
Faen V. W




Tpoifaa nmepopayma Tepanns (rosiglitazone, metformin m sulphonylurea) (Bux paspen 4.4)
- IMapuenrn, npueMamy metformin u sulphonylurea : koraTo e HogxozsamO MOKe Aa ce 3alloOgHE
meqeane ¢ AVANDAMET = posnpoeka 4 mg aHeBHO rosiglitazone ¢ metformin B no3a,
3aMecTRama IpHeMakara JO MOMEHTA.
- ITanwewTn Ha TpoiiHa HEpOpaHa Tepanus : xoraro € nomxomamo AVANDAMET moxe ma
3aMeCTH IpHeMaHnTe IO MOMEHTA A03H rosiglitazone u metformin.

Korato e moaxogsmo AVANDAMET moxxe na 654¢ H3MOJB3BaH, 3a Ka 3aMECTH
eJ(HOBPEMEHHOTO NiegeHne ¢ rosiglitazone u metformin B gBoiiHaTa mME TpoiiHa NepopanHa
TEpanys, 33 Aa ce ONPOCTH JIe9eHHETO.

IlanyenTH B HanpeRHala BE3DAcT
brbpeunara QyHKIHS Ha TaNUEHTATE B HanipejHana Bb3pact, npueMamu AVANDAMET,

TpsbBa fa 6b4e peFOBHO Hpocieassana (B pasgenu 4.3 u 4.4), Teit kaTo metformin ce
eKCKpeTHpa gpe3 OBOpeluTe ¥ IpH NaIeHTHTE B HalipeJHala Be3pacT OpOpegnara Qynxius
00HKHOBEHO ¢ HaMalecHa.

TlanuenTy ¢ 6E0peYHO YBpEXKIAHE

AVANDAMET ne tpsa0pa a ce nprnara Ipy HallAeHTH ¢ 6B0peuHa HEFOCTATEIHOCT HilH
yBpefeHa Ob0peuHa GyHKIns, HaNp. HIBA Ha cepyMeH KpeaTHHHH > 135 pmol/l npu mexe 1
> 110 pmol/l mp# »xewu WM KpeaTHEMHOB KMpEHC < 70 ml/min (B pasgemn 4.3 u 4.4).

Jleiia ¥ nonpacTBamy
HsiMa TaHHHA 32 MPMUIIOKEHAETO Ha rosiglitazone npy nanmeRTH Ha BB3pacT o 18 romimm.
CregoBateNso Heropara ynorpeba IIpH Ta3H Bh3PacTOBA FPYIia He ce IPeHophIBa.

43 IIporuBomoxkazaHus
AVANDAMET ¢ npoTuBOnOKa3aH IpH NalUenTH ChC:

- CBpBXIyBCTBHIENHOCT KBM rosiglitazone, metformin hydrochloride wmi Hakoe oT
DOMOMIHHATE BEINECTBA
- Copredsa HeJOCTATFIHOCT Il aHaMHe3a 3a chpiedHa HegocTatsarocT (NYHA cramm [ o
V)
- OcTpo MK XPOHHIHO 3a00isIBaHe, KOSTO MOXE J0 JOBEE IO ThKAaHHA XHIIOKCHS KaTo!
- Crpreuna Wy JUXaTeTHA HEAOCTATEIHOCT
- Ilpecen nH(apKT Ha MUOKapAa
- IMox
- YepHonpoOHO yBpeKIaHe
- QOcTpa ANKOXOJHA HHTOKCHKAIMS, ATKOXONMA3EM (BIK paszen 4.4)
- JuabeTHa KeToann03a Wik JuabeTHa Hpe-KoMa
- BrOpedna HeJOCTaTEYHOCT AN yBpeAeHa Oh0peuna QyHKIMA, HANp. HHBA HAa CCPYMEH
KpeatuHud > 135 pmol/l mpu Mmexe 1 > 110 pmol/l npu sxeHM WHmu KpeaTuHUHOB KIMPHHC
<70 ml/min (Bmx 4.4).
- OcTpH CHCTOAHES, TIPH KOKTO € BE3MOKHa IPOMsAHa Ha 0p0pednaTa QyHKIHS KAaTo:
- Hexunparanus
- Texka pHbEKIHET
- Hlox
- BeTpecsRoBO npanarase Ha HoXupaHd KO
4.4)
- Krpmene.




ITpotasonokasano e u npunoxennero Ha AVANDAMET B koMOHHaXHS ¢ HHCYNHH
(Bex paszen 4.4).

4.4 CoenuajaHs NpexyNpexAeHAs i CICHHATHE OpeAa3Hy MePKH IPH yHoTpeda

JlakTaTHa aIHAO32
JlaxTarHara anumo3a € MHOFO PSIKO, HO CEPHO3SHO MeTa0ONMHTHO YCIIOXKHEHHE, KOSTO MOKE

Aa ce HabIMIOAABa B pe3yJITar Ha HaTpyueaneTo Ha metformin. CrobmabanTe cifysay Ha JIaKTaTHA
al|i03a IpH NalHeHTH, npreMamy metformin, ca BabirogaBasy rIaBHO IIpH auadeTHO HomEM
TAIAEHTH CHC 3HaunTelHa Or0peura HeocTaThbIHOCT. YecToTaTa Ha CIIy9anTe Ha IaKTaTHA
arrEo3a Movke u Tp#6Ba Aa Oblie HaMaleHa | Ipe3 ONEHKa Ha JAPYTH PHCKOBH (QaKTOpH KaTo JIOIO
KOHTPOJIHpPaH AUabeT, KETO3H, IPOFBIDKUTENHO IafyBake, IPEKOMEPEH IIPHEM HA ATKOXOI,
gepHOAPOGHA HeAOCTATHYHOCT HIIH APYTH CHCTOSHHSA, CBEP3aHH C XHITOKCHAL.

Jmarsoctuimpane:

JlaxTaTHATA AlMA032 CE XapaKTepPU3Hpa ¢ AIEA0THIHA SUCIHES, KOpeMHH GOMIKHA K
XHIOTEPMHIS, OCTHSABaky OT koMa. JlaGopaTopHATE HAXOMKH ¢ JHATHOCTHYHO 3HAYCHHE Ca
HaMmajleHie Ha pH Ha KpBBTa, Na3MeHy JIaKTaTHH HABa Haf 5 mmol/l 1 nopymenn: aHaOHHA
pasIuKa H CHOTHOHIEHHE NakraT/mupysar, [Ipy noxospenue 3a MeTaboNMTHA alHA034, IPHEMA Ha
JIEKAPCTBEHHS IIPOAYKT TpsOBa a OBlie NpeKpaTeH K HallUeHTET Ja ObAe XOCUHTATH3HpaH
Be3abaBHO (Bvk pasnen 4.9).

Brbpegna ¢yuKImg
T3it kaTo metformin ce excKkpeTupa upe3 6pOpennTe, cepyMHEUTE HIBA Ha KpeaTHHHHA
Tps0Ba Ja ce IpocieisBaT PefloBHO:
- Haif-MaNKo BeIHBXK TOFHUIIHO MPH TalMeHTH ¢ HopManHa 650peusa QyHRKI.
- Hali-MaNko ABa A0 YEeTHPH IIFTH FOJUINHO NPH HAUHCHTH C HUBA Ha COPYMHMS KpeaTHHyH Ha
rOpHATA rpaHUNA Ha HOPMaJIHKTE CTOHHOCTA H IIPH MAIUeTH B HAIpeHala Bb3PacT.

Hawmanenarta 656peuna GyHKITHS IIpH TaNHEHTHTE B HAPEAHANA BB3PacT € 9ecTa
6ezcammromua. Heo6xomumMo € 0co0eH0 BHEMaHKE B Cliygaute, korato 0p0peunaTa QyHKIHA
MOKe fa ObAe HapyieHa, HallpuMep HpH 3all09BAHE Ha aHTUXHIIEPTEH3UBHO MIIH JHYPETHYHO
JeYenye WK HpA 32II09BaHe Ha TEpallnst ¢ HeCTEPOUIRNTE IPOTHBOBE3IIANNTENHE ICKapCTBEHH

HPOHYKTH.

3anpeiKKa Ha TETHOCTH U ChPeYHa HeOCTaThIHOCT
Rosiglitazone Moxe fa JoBene Ko JO303aBHCAMO 3abpiaHe Ha TEYHOCTH, KOETO MOKE Ja

RHOINH W IPOBOKHpA HOABATA Ha CEpaeYHa HepocraTsaHocT. Tpabpa Aa 6baaT npocneassann
NIPU3HAITATE ¥ CHMIITOMHTE Ha 3aIEPIKAHETO Ha TEIHOCTH, BKIFOYHTENHO MOKaIBaHeTO Ha TErTIOTO.
WsmmBrayanHo TpsiOea ja 6pfe OpelienaBaHa BE3MOKHOCTTA 3aABPKAHETO HA TEIHOCTH g €
JOIIPHHECHO 38 IIOKAYBaHe HA TEIIOTO. MEOTO paxko e crolmapano 3a 65p30 B NPEKOMEPHO
TIOKagBade Ha TerfaoTo KaTo MPH3HAK Ha 3aabpikate Ha TeynocTn. IlanaerTHTe TpabBa na 6naar
HaGIIOAaBAHH 32 IPH3HALM ¥ CUMIITOMY Ea CEPIEIHA He0CTAaTHIHOCT, 0COOEHO NpHU Te3H C
HaMaleHH KOMIICHCATOPHH BE3MOXHOCTH Ha Muokapza. Jleueanero ¢ AVANDAMET tpsabea na
ObIe NPEKPATeHo, ako ce HaONIoIaBa BIOMABAHE Ha CHCTOSHAETO Ha ChpJeUnaTa Aekinoct. [Ipu
KIHEHYHUTE H3MUTBAHAA € HaOmo/1aBafa o-ToMsMa 9eCTOTa Ha CIyJauTe Ha CEpHeTHA
HEJI0CTATEYHOCT XIpH IIPUIAraHeTo Ha rosiglitazone B xomOusanms ¢ insulin. CiexorarenHo,
npunaragero Ha AVANDAMET B xoMOmHanms ¢ HHCYIIHH € IPOTHBOIOKA3aHo. [To-1ecTo e
cLOOMIaBAHO 33 ChpAETHA HEFOCTATHYHOCT K IPH TaHEHTH C AHG)EEE3a=A CHDICTHA
HENOCTATHTIHOCT, IIPH NANEeHTH B HalipeAHana Bb3pacT B nau;zeﬁm ¢ neica;,zrh ymepesna OB0petta
HEAOCTATHIHOCT. T'BH KaTo HECTEPOHOHUTE npomnomsnanmem JIeKaIJCTBEBI}{ OPOHYKTH K
1osiglitazone ce cBEP3BAT CBC 3abPXKaHe Ha TETHOCTH, SIUHS BPBMGHHOTO TM pﬂ araHe MOXXe JXa
IOBWHIF PHCKA OT OTOLH. B




Hpocnenssane Ha 9epHOIpOOHATE 17148

B nocr-perncTpanirOEEAAT HEPHOL, MaKap H PAIKO € cr00IMaBaHo 34 XenaTolenyIapHa
auchymug (sumx pasgen 4.8). OmuTET 0T HpHANOKEHHE Ha rosiglitazone IIpk HalyeHTH CBC
3aBHIEHH CTOMHOCTH Ha gepHoApoOHuTe emsumu (ALT > 2,5 neTH Hazx rOpHa rpaHHIa Ha
HOpMAIHUTE CTOMHOCTH) € OrpaHdeH. 3aToBa HHBOTO Ha YepHOAPOOHHTE eH3uMu TpAOBa Ka Onxe
IIpOBepeHo mpexH HaganoTo Ha JederneTo ¢ AVANDAMET npu BCHYKH HAHEHTH H TEPHOXHIHO
cren ToBa, 6asupano Ha xmHWYHA npenieAka. Jieuerne c AVANDAMET ne 1ps6Ba ga ce 3arousa
[IpH HANFeHTH ¢ HOBHINEHA HaJ HOPMAJHKTE IPAHHIY HIBa Ha YepHonpoOHuTe emsumu (ALT >
2,5 OBTH HaJ| TOpHA IPAHUIA Ha HOPMANHHTE CTOMHOCTH) WM IIPH KAKBUTO Y 4 € IPH3HaNy 3a
geprozpobHO 3a0onseane. Axo ALT mmBara ca rroBHiIeHn 10 >3 DETH Haj rOpHaTta Ipaiuna Ha
HOPMAaNHHTE CTORHOCTH 110 BpeMe Ha Tepanuira ¢ AVANDAMET tps6sa na 6p1aT HOBTOPHO
H3CHEABAHH, KOJIKOTO C& MOXE Ii0-ckopo. Axo ALT HuBara ocTapat IIOBUIEHH A0 >3 IIBTH HAJ
ropHATa TpaHHAIA Ha HOpMaJHHTE CTOHHOCTH, JiedeHHeTo TpsOBa Aa 65/e IpexkpaTeHo. AKO OpH
HSKO# OT IAIMeHTHTe ce HaOMIoAaBaT CHMIITOMY, TIpeATIoNaralii HapyIieH e Ha 9epHORpoOHHTE
dyHKIEE, KOATO MOTaT Jia BKIIXOYBAT HeoOsACHIMO TajcHe, HoBphiane, KopeMHa Oonka, yMopa,
aHOpeKCHs H/HII ThMHA YPHHA, HEBATa HA YepHOApOORKTE eA3HMH TpsSOBa a 6BAaT IPOBEPEHHE.
PemeHnETO 32 HPOAGIDKaBaHE HA JiedeHHETO Ha namienta ¢ AVANDAMET rps6sa ga ce
OCHOBaBa Ha KIIMHHYHATA MpelicHKa A0 mojiydaBane Ha maboparopHuTe pesyiarath. [Ipn Hanmane
Ha *KBITCHANA, TeIeHAETO ¢ IEKapCTBOTO TpsAGRa Jia Obe IpeKpaTeHo.

Tloxagrawe Ha TELIOTO
Ilpu xmueEgHETe H3CASARAHAS C rosiglitazone e gabirofaBaHo NO30CBEP3aHO MOBHIHABAHE
ma Ternoto. ClepoBatellHo, TEINIOTO Ha HalAeHTHTE TPsAOBa Ja 65/ie BHEMATEIHO HPOCIEAIBato.

AneMmug

Jeuenunero c¢ rosiglitazone ce acommumpa ¢ JO30CBHP3aHO IIOHMIXXKABAHE Ha HUBATa Ha
xemornobus. Ilpy manuenTH ¢ HHCKW HHBA Ha XEMOTTIOOMH NIpellH 3amoYBaHe Ha Tepanwsira BMa
TOBHIIEH PHCK OT aHEMHS N0 BpeMe Ha nedenneTo ¢ AVANDAMET.

XHnOTTHKEMHAL

[Manmentrre, monmywasamH AVANDAMET B TpoiiHata mepopaiHa 7Tepalus CbC
sulphonylurea, MoraT na 6BRAT H3NOMKEHH Ha PUCK OT JO30CBEP3aHA XHITOINIHKEMES, 3aT0Ba MOXKE
[ia € HeoOXOIMMO HaMaiIiBaHe Ha go3ard Ha sulphonylurea.

OnepaTHBHY HHTEPBEHIHH
Tsit xato AVANDAMET criaspxa metformin hydrochloride, negennero Tps6sa na ce

IpeKbeHE 48 daca Ipe IAHOBA ONlepanys ¢ 00IHa aHecTe3NA ¥ He TpAOBa ia ce 3al09Ba OTHOBO
mo-pado ot 48 gaca cref ToBa.

IIpunarane Ha HonUpaHy KOHTPACTHH BEHIECTBA

BETpecsAoBOTO IpHaraHe Ha Hoqupany KOHTPACTHH BEINECTBA IIPH PaJHOTIOTHIHE
HpOy4BaHHA MOKe Aa HoBeze o Ox0pevna HemocTaThIHOCT. CleIOBATENHO, ThE KaT0 €AHO OT
nexapcrennTe pemectsa Ha AVANDAMET e metformin, AVANDAMET =e Tpabpa fa ce
mpreMa IpeId WIH IO BpeMe Ha TECTOBE H IPEEMET MY He tps0Ba Ja ce IIOJHOBABa o-pauo oT 48
gaca clie/l TOBa M YIpeJIH Aa € HallpaBeHa IOBTOpHA ONeHKa Ha 060peunara GbyHKunS ¥ Ja €
YCTAHOBEHO Y€ € HOpManHa (BIDK pasgen 4.5).

TpoliHa nepopailHa Tepanus P
Vrnorpebata Ha AVANDAMET g TpoiinaTa nepopaliHa Tepanus, B‘kOMGmiauHx ChC

sulphonylurea, Moxxe na OBJ€e CBEpP3aHa ¢ OBHINCH PUCK OT 3abpIKaHe Ha"retmocm H CHPIETHA
HEHROCTATHUHOCT, KAKTO B ¢ XHHOITmKeMud (BIDK pasznel 4.8). Hpenopn Ece noBMIeH KORTPOI
Ha NanEeHTHTe, MOYKe Ja ¢ HeoOXoAHMa KopeKi s Ha Fo3aTa Ha sulpho h:n‘éa Pemelmero 3a

\'i'—

(‘“




3anoyBaHe Ha TpoliHa IepopanHa Tepamus TpAOBa Ja BKIF0YBa pasINICKNaHe Ha anTepHATHBATA 32
IPEMHEABaHE Ha [[al{eRTa Ha HHCYIIHH.

Hpyru npennasun MEPKH

1o Bpeme na KIMHAYHNITE H3NHTBAHUL, rosiglitazone e mpHEMAaH OT JKEHH B IPEMEHOIIAY3a.
Maxap 1€, B IpeIKIMHAYHITE HATATEAHYS ¢ HaGMOaRaH XOpMOHANEH JucOananc (BrK pazzien
5.3), He ca YCTaHOBeHY 3HATUTEIHE HeXKEIARH PeaKIlizH, CBEP3aHH C MEHCTPYAIHATE CMYINEHHA.
Kato creacTBre OT MOKOCPEHATA HHCYIHHOBA TyBCTBUTEITHOCT, MOXE Aa ce HabmonaBa
HOIHOBSBAHE HA OBYJIANESTA IIPY HAUEHTKHE, IPH KOUTO TS € JIMIICBalla BCISICTRBHE Ha
MHCYNHHOBA pesucTeHTHOCT. [lanuenTruTe TpsabBa fa 65aat HpeAyIpefcHy 3a pACKa 0T
sa0peMensBane (BIK paszel 4.6).

TpsbBa fa ce BHUMABA IIPH ¢HOBpeMeHHO npiarane ka AVANDAMET cre CYP2C8
urxuduTopH (wanp. gemiibrozil) wmi waaykTOpH (Hatip. rifampicin), Hopagy BIMAHEE BEPXY
dapMakoxuHeTHKATa Ha rosiglitazone (pmx pasmen 4.5). OcBer Tosa AVANDAMET tpsGra na ce
H3M0JI3B2 ¢ BHHMAKME IIPH eIHOBPEMEHHO IPUIOKEHME C KaTHOHAY AEKapCTRa, KOHTO Ce
eIIMHAHUPAT dpe3 peHanmHa TyOyJHa cexpennd (Hanp. cimetidine), IOpagH BIMAHHE BBPXY
dapmakokmHeTHKaTa Ha metformin (Bmk pasgen 4.5). HusoTo a kpeBHaTa 3axap TpsadBa fa ce
TpocieaBa BEUMAaTeNHO. TpsaoBa na ce obMucm xopurupase Ha fozata Ha AVANDAMET wimwm
IpoMsAHA B JiedeHHeTO Ha Anabeta (Brxk pasnen 4.5).

Beuuky manyueHTH TpA0Ba Ja NpoABIIKAT fa CIa3par AMeTaTa CH ¢ IPAaBHIMHO
pasupeencHAe Ha IpreMa Ha BRIIEXHPATH npe3 AeHs. [JarueHTHTe ¢ HaiHOpMeHoTerno Tpalsa
Jia NPORBIDKAT HACKOeHepIuitHaTa CH JHETa.

O6ugaiinmure 1a6opaTOPHHE TECTOBE 3a IpochelsBane Ha quabeTa TpAOBa Ja NpaBaT
PEeIOBHO.

Tabtnetkure AVANDAMET chrappxaT TaKr032a | ClIeN0BaTeTHO He TPSOBa Aa ¢ IPHIAraT
IIPH TANMEHTH ¢ PeAKY HACIEACTBCHH Ipo0IeMH, CBbP3aHN ¢ HETTOHOCHMOCT KbM ranakrosa, Lapp
NaKTasHa HeFOCTATEYHOCT MK TIOK030-TalakTO3Ha ManabcopOmus.

4.5 JlekapcTBeH U APYIH B3aHMOAEHCTBHSA

He ca mposesxaann o(ANzaiHy H3IHTBAHAS 32 BRauMozelicTersa Ha AVANDAMET, ro
eHOBpeMEHHAaTa yNoTpeba Ha IeKapCTBEHHTE BEINECTRa IIpH MAHEHTH 00 BpeMe Ha KIHBHGHU
A3IHMTBAHNS ¥ OPH IFPOKOTO HM KIHHIYHO IPHIIOKEHE He ca JOBEJH O KaKBHTO ¥ #a Ouio
HeO9JaKBaHH B3amMonelcTera. [TocogennTe no-I0ay NAHHM OTPa3sBaT HAIMIHATA HE(QOPMAUU 38
nexapcTBeHHTe BemecTra (rosiglitazone r metformin) nooTAenHO.

Haimine e moByuNieH PECK OT Pa3BHTHE HA JIAKTATHA auMN03a IPH 0CTPO aNKOXOJHO
otpassHe (0c0BeH0 B CIfyJau Ha ITafyBaHe, HEOBIBONCHHO XPaHeHe Kl 9ePHOApoOHa
HEOCTATHYHOCT) B PesyNTaT Ha AHO OT JiekapcTBennTe BemecTsa Ha AVANDAMET metformin
(Brx paszmen 4.4). la ce n364rea IIpHeMa Ha allKOXOJ ¥ JEKapCTBEHH IPOJYKTH, ChIBPIKaill
AJIKOXOIL.

KariioranTe nexapcTha, KOHTO ce eTUMUHIPAT Ype3 peHalHa TyOylHa ceKpenus (Hamp.
cimetidine), Morar na B3aumoyencTar ¢ metformin, KouKypupaiixu ce 32 00InH peHanHy TyOyIHH
TPaHCIOPTHH crcTeMu. M3miTBaHe, IPoBeeHO ChC CeAeM 3paBr A0OpOBOILY, € F0XA3aN0, 3¢
cimetidine, npeanncas B go3a 400mg nea IrFTH AHSBHO, YBENMYaBa CHCTEMHATA CKCIIO3HIH Ha
metformin (AUC) no 50% ¥ Cpax 10 81%. 3aToBa, KOTaTO €AHOBPEMEHHO CE€ NPEANHCBAT
KaTHOHHH JEKApCTBa, ENIEMERMPAH Ce Ype3 peHaisa TyOyiHa ceKpernus, Tp:a6Ba fa ce 0OMuciu
CTpOTO IIPOCISAIBAHe Ha MIMKEeMUIHYS KOHTPON, KOPHIHpaHe Ha H032T4 B PaAMKHTE Ha
HpenophYUTeNHATA AO3UPOBKa A POMSIHA B IeYeHHeT0 Ha nuaberta (BIK pasgen 4.4).

In vitro wacnenBaHus OXa3BaT, de rosiglitazone ce Merabommsupa HPEﬁMHU‘OT CYP2C8 u
caMo He3HAYATENHO Konmmaecrso oT CYP2CY. P

CBBMECTHOTO IpUNarane Ha rosiglitazone ¢ gemfibrozil (K}IXHGHTGP Ha CYPZCS) BQIH(I o
JBOHHO yBeNmuaBaHe Ha IIa3MEeHNUTE KOHIIEHTPaH Ha rosiglitazone T'by KaTO FMA BEPOSTHOCT 34
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VBCJHYIaBaHE PHCKA OT CBBPP3alH C A03aTa HEKCITAHH JICKapCTBCHM pCaKI.Ei‘IH, Moxce pit: e S




HeoOXOMHMO HAMaliBane Ha mpenopbianarta No3a rosiglitazone. TpsOBa fa ce 0OMECII CTPUKTHO
TpociengBaHe HABOTO Ha KPBBHATA 3aXap M IPOMEHH B JICICHUETO Ha Juabera (BIDK pasnel 4.4).

CsBMeCTHOTO TIpHIIarase Ha rosiglitazone ¢ rifampicin (mayykrop Ha CYP2CS8) mopexia 1o
HaMansgBaHe ¢ 66% Ha rasMeHuTe XOHISHTpauy Ha rosiglitazone. Moxe J1a e HeobxoxuMo
KOpUTHpAHE Ha IIPeIopryanara xo3a. TpsaoBa Ha ce 00MUCIA CTPHKTHO HpOoCiessBage HABOTO Ha
KpbBHATA 3aXap ¥ IPOMEHH B IeueH#eTo Ha AradeTta (BIXK pasgen 4.4).

He ce ouaxBar knEHMYHO 3Ha4HMu BaaumoxelicTsua ¢ CYP2CY cyberparn mim
HEXHOHATODH.

ErzoBpeMeHHOTO NpURarane Ha rosiglitazone ¢ mepopatHATe aBTHXHTIEPTIINKEMAYHE
nexapctea glibenclamide i acarbose He BoIM K0 KIMHIIHO 3HATNMH (PapMaKOKIHETHIHI
B3AUMOJICHCTBHA.

He ca nabmronapany KNHHATHO 3HATHMHE B3aumoneicTBus ¢ digoxin, cyberpata Ha
CYP2C9 - warfarin, cyberpatnte Ha CYP3A4 - nifedipine, ethinylestradiol min norethindrone cien
€IHOBpeMEHHOTO IIpHNIaraxe ¢ rosiglitazone.

BETpechAOBOTO IPHIOKEHNE Ha HOAUPaHN KOHTPACTHH BEHIECTBA MOXKe Ja JOoBeae A0
OB0peyna He[OCTATEIHOCT, KOATO 2 IpeJH3BHKa HATpyIBaHe Ha metformin B pECK OT JaKTaTHA
armposa, [IpuemsT Ha metformin TpsOBa a ce IPEYCTanOBY IIPETH MM 110 BpeMe Ha TecTa U Ja He
ce 3anoYBa OTHOBO A0 48 waca ciej1 TOBA M CaMo aKo IIPEONCHKATa ¢ XIoKa3ana, ge 650pednara

dyHKIIHS € HOpMaIHa.

KomOpBanymy, ganaramy coeNailiy NpeAnasHy MepKH Opy yoTpeba

[ moxoxopTHEKORITE (HPLIOKEHH CHCTEMHO HIH JIOKAIHO), 0eTa-2-arOHHCTHUTE H
JHYPeTHIINTE HPOIBYBAT XHNEPriHKeMITdHaTa akTHBHOCT. [larenTuTe TpsidBa na 6p0aT
HEGOPMHEpPAHA 32 TOBA KaTO CE IIPaBsT HO-9ECTH KPBHBHH TECTOBE 32 NPOCIEAgBAHE HABOTO Ha
TIIFOK03aTa B KPBBTa, 0cobeHo Hpy 3amogBande Ha JedeHneTo. 1Ipn reobxomumMocT, n03aTa Ha
AHTHXHIEPIIHKeMITHAAT IeKapCTBeH IPOAYKT MOXKeE J2a ce IIPOMEHH YIO BpeMe Ha JeIeHHETO ©
JIDYT JIEKApCTBSH MIPOAYKT K IIPH NpeyCcTaHOBABaHE Ha HPHEMa MY.

ACE-uExu0HTOpHTEe MOTAT Ja HOHIDKAT HUBOTO Ha TTHOKO3aTa B KpeaTa, [1pu
He0OX0MMOCT, J034Ta Ha ARTHXMIEPTIHKEMAYHAST JIEKapCTBEH PONYKT TpaOBa Ja ce NPOMEHH
II0 BpEME Ha JISYeHHETO ¢ APYT HeKapcTBEH IMPOAYKT H IPH NIPEyCTaHOBABAaHE Ha NpHeMa My .

4.6. bperMenHoOCT H KBPMeEHe

Heava sanuuHs KIMHEIHA KV IPeIKIMHWIHA JaHHH 3a npunaraseTo Ha AVANDAMET no
BpeMe Ha OpeMeHHOCT B KEPMeHe.

Hsmva 10cTaTBuHo N2HHE OT IIpHIIArateTo Ha rosiglitazone ripn OpeMenu# XKeHH.
WscnenpaHuaTa TIPH XHBOTHH ¢4 TI0Ka3aili PeIPOAYKTHBEA TOKCHIHOCT (BILK pazzen 3.3).
BB3MOXHHAT PHCK IPH XOP2a € HEU3BECTEH.

Crenmosarenso, AVANDAMET ne Tpsa0Ba aa ce IpHAara no BpeMe Ha 6peMeHHOCTTa. AKO
NaIMenTKAaTA Kejae na 3a0peMenee HIH ako 3abpemenee, negennero c AVANDAMET tps6Ba na
O'BJle IpeyCcTaHOBEHO, OCBEH aKo OYaKBaHATA HOJ3a 3a MaliKaTa Ha/IBHINABA BCEKH Bh3MOXKEH DPACK
34 IIOKA.

Kaxto rosiglitazone, Taka u metformin ca OTKpWIHM B MJBIKOTO Ha EKCICpUMEHTAIHH
xuBoTHM. He € M3BECTHO Janu KBPMEHETO IHe JOBEJAS KO M3naraHe Ha KbpMaduero Ha JAeiicTBHETO
pa nekapcrBoto. Cremosarenno, AVANDAMET we tpabpa za 0BAe HpueMaH OT XEHH, KOHTO
KbpMaT (BYK pasgen 4.3).

47 Edexrn BLPXy cHOCOGHOCTT2 32 modmpane n paGoTa ¢ MamuHE -~ .

He ca pabiofaBady WK ca HaOMIONABARK HE3HAIHTEIHE e(eKTH Ha AVANDAMET B"bpxy
CIOCOOHOCTTA 3a MOgupase Kk paboTa ¢ MAIHHH. ;




4,8 Hexenaun nekapcTBeHH PeakIEd

JIaHHETE OT ABOIHO CIIEIIH M3NATBAHAA MOTBEPKAABAT, Y€ IpodHIa Ea 0e30lacHOCT IpH
enHoBpeMeHHA yrioTpeba Ha rosiglitazone u metformin e mozmoben Ha KOMOHBEHpauws MpodHI Ha
HeXeJIaHvTe JeKapCTBEHH PeakIiy Ha fBere nexapeTsa. Orpapmdenute gasmy ¢ AVANDAMET
ca ChINO B CBIVIACHE C TO3H KOMOWHHpaH HpOMHI Ha HEXeHAHATE IEKapCTBCHY peakIliy.

HexxenanuTe jJeKapcTBEHH peaknun™, JOKNaaraHy no-gecto (> 0.2%) or Te3u Ha
CPaBHUTEHOTO JIEKApCTBO, HPH NIAWKeHTH, IpueManty rosiglitazone u metformin B ABoiiHa
nepopayHa Tepanus U rosiglitazone B TpoitHa mepopanaa Tepanmus ¢ metformin n sulphonylurea, ca
HOOCOYEHH HO-IONY MO CHCTEMH, OPTaHH ¥ abCOMIOTHA YecToTa. JeCTOTHTE ca AeyAHHpaHH Karo:
mBoro gectH (>1/10), gecru (= 1/100, < 1/10), me gectr (= 1/1000, < 1/100), penxu (>1/10 000,
<1/1000), maoro pexku (<1/10 000).

* onmpemeneny Kkato CHOMTHSA C IOHO3UpaHa/BE3MOKHA BPB3KA C NEIEHHETO, ZOKIATBaHH 32
HOBeYe OT eOHH W30NHpaH ciydail

Rosiglitazone u metformin B npoiina HepopaaHa Tepanng

IlpefcTaBeHnTE TYK JAHHE CE OTHACAT 3a rosiglitazone, nobaser xeM metiormin. Hama
H3IETBAHM 32 metformin, obaBeH KyM rosiglitazone.

Hapyuienus @ kpvenama u iumpnama cucmema
YecTH: ageMud.

Hapyurenusn ¢ memabonusma it xpanenemo

UecTH: XANMOTTIAKEMEL.

He wecTn: XunepiununeMus, BIOMaBage Ha 3aXapHud AuabeT, XHIepXOoNeCTepOIeMILd,
MOKAYBaHe Ha TErJIOTO, aHOPEKCHI.

CrmomMauno-upesHy Hapymenus
Yectd: (uaTyneRnus, rajieHe, NOBpPhIane, TaCTPHT.
He gecTu: 3amex.

Obyu napywens u npodREMY 8 MACMOMO HA NPUROIICERUE
He gectn: orpaHmieH OTOK.

Rosiglitazone B Tpoiina mepopansa Tepanud ¢ metformin u sulphonylurea

Hapyuenus e xpverama u iumgnama cucmema
YecTr: anemu.
He gecTn: rpaHyHONHTONCHH.

Hapywienun ¢ memabonuzma u xpanenemo

MHOTro 9eCTH: XHIIOTJIIKEMHE

YecTH: XUNepXONecTePOIeMus], II0KAYBaHe Ha TErNOTO, XUIISPIHIANEMH.
He gecTH: aHOpeKCHI.

Hapyuwenus 6 nepsnama cucmema Py

o W -‘;\’.’:fi I ;'“':"‘-
He —wectn: rmapobonme, 3aMaliBare. T %

Covpoeunu napyuienus
He gectr: chppedHa HEAOCTATHIHOCT.



Cmomauino-4peenu Hapyenus
YecTH: raneHe.
He gectn: nucnencas.

CrenemuoMycKynnu 4 CbeOUHUMENHOMBKAHHY HAPYULEH NS
He wecrn: Muanrus.

Obiyu napyuienus u npodaeMy 8 MACMOMO HA HPUNOJICEHUE
Yeera: oTOK.

[Mpu ABOKHO-CIIENH H3NHTRAHKS ¢ HaO/moaBas 0TOK (ODHKHOBEHO CBHP3aH ¢ 03aTa) IIpH
[aiHenTH, JIEKYBaHH ¢ rosiglitazone xarto gpoiina IepopamHa repanus ¢ metformin (5,2%) 1 kaTo
TpoliHa mepopanga Tepamus (12,1%).

Crplieana HeAOCTATHYHOCT CE CPEa He ¥eCTO MO BpeMe Ha JBOHHO-CIIeNH KIHHITIHH
M3MUTBAHESA Ha rosiglitazone B ABOItHA nepoparaa Tepanns ¢ metformin (0,2%), Ho € NoKIaBaHa C
O-BUICOK OOXBAT HO BpeMme Ha H3MUTBaHus Ha rosiglitazone B koMOnHanms ¢ HECYTEH (2,5%).
YecToTara Ha ChLpAedHaTa HeIOCTATRYHOCT JIPH TPOliHa mepopanHa Tepanis € 1,4% B OCHOBHO
JBOMHO-CIAIO H3NUTBAHE.

Ilpr ABOMHO-CIICIN H3MATBAHKMS, CBBP3aHa ¢ J03aTa XHMIIOTIIMKEMIA HACTHIBA KOTato
rosiglitazone ce mpunara B KoMOHHauAs che sulphonylurea B Tpoiina nepopanaa Tepanis (30,7%).
B nosedero ciydan aHEMHASTA € CBBP3aHa ¢ JO3aTa H € ¢ JI0-BHCOKa 9€CTOTa, KOraTo

rosiglitazone e u3nonzBan B KoMOuHaNwa ¢ metiormin. Hexelnann peakiidd Ha
XAEpXOJIECTEPONEMHS Ca JoKIaxBany ipu 2,1 % oT manmerTHTe, TeKyBaBH ¢ rosiglitazone i
metformin B ABOliHA DepopaiHa Tepanns ¥ Ipu 5,3% 0T HallHEHTHTE , JEKYBaHH ¢ Tpoiina
nepopanka Tepamrs. [IOBHIIEHHTE HABA Ha OOIIHA XONECTEPOT ¢a CBBP3aHH KaKTO C IOBHMABAHE
ua LDLc¢, taka 1 5a HDLc, o otHOmeHpeTo 00 XonecTepon:HDL ¢ ocTasa HENPOMEHEHO HIIH Ce
nono6psAsa IIpH ABIrOCpoYHUTe M3NUTBaRHS. KaTo namno, Te31 HexelaH: peaknyi ca Ouig Jexu 10
CpeXHO TEXKH i 00HKHOBEHO HE Ca H3MCKBAIU NPEKBCBAHE HA JICYCHHETO.

YecToTaTa Ha BCHUKH He)XENaHH JIEKapCTBEHH Peakiiy OT CTpaHa Ha JepHHs Apob H
WITBYHATA cHcTeMa € Omna < 1,5 % mpH Beska neKyBaHa rpylia H € Ouna nofobHa Ha 9€CTOTaTa B
rpymnara Ha miane6o.

B noseweTo cliywau yBENHICHHETO Ha TETJIOTO € CBBP3aHo ¢ fo3ata. B 24-meceqmu
H3UTBAHN, ICYeHHETO ¢ Tosiglitazone xato MBOiiHA mepopanHa Tepanusa ¢ metformin e cBBp3aHO
CHC CPEAHO YBeJMIeHne Ha TerIoTOo 0T 4,5 % (4,1 kg). Kato Tpoiisa nepopaiaa Tepamms,
rosiglitazone ¢e cBBP3Ba ¢HC CPENHO YBERUUEHNE Ha Terioro oT 4,3% (4,0 kg ) ra 44-1a cepmumna.

TonsmuTtensa padopMannis 3a OTACNHHTE JIEKAaPCTBEHH BEAIeCTRA Ha (hHKCHpaHaTa H032
KOMOHUHAUATS

Rosiglitazone

IIpu ABOMHO-CHENH KIIHIINY N3HTBaBN] ¢ rosiglitazone, yecToTaTa Ha IIOBHINABAHE HA
ALT (anamms amunotpancdepasa) moseue oT TPH IBTH HAJl FOpHATa rPAHANA Ha HOPMAJIHITE
CTOHHOCTH € efHaksa ¢ TasH npH mianedo (0,2 %).

B ocTperucTpalMOHHNS NEPHOXK ca OMM AOKNAABAHA PEAKH CIy9IaH Ha MIOBHITaBaHe
HEBOTO Ha 9epHONPOOHKTE SH3UMH B XeTiaTonenyapHa Juchysakias. Makap ge, 8 MHOI'O PeIKy
cliy4aH € OmiIo cpo0masago 3a daraleH U3, IPHIHHHO-CIACICTBEHA BPE3Ka C 1eKapCTBEHAS
IIPOJXYKT HE € YCTaHOBEHA.

B moctperncrpannoHHES HEPHON, 3a rosiglitazone kaTo MOHOTEPAHHS -—aﬁlﬁﬂ}{aﬂﬁﬂ c
ApPYTH HepOpansy aHTHAHaGeTHE MPORYKTH, ca OWIM JOKITANBaHH DEKH. (:uyr;an Ha Kom‘ecmnna

n'-"

CHpACYHA HEHOCTATHIHOCT U BenoApobeH OTOK. P
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B nocTperucTpaninosEAs IEPHOA ca OHIIM ChOOINABAHN MHOTO PEIKM CiIyYan Ha aHTHOEHEM
H YPTHKApHUL.

B nmocTpeructpanmonsus nepuos ca 6niny cpr00IHaBaHH MHOTO peAKH cilydan Ha OBp30 B
IIPEKOMEPHO MOKagBane Ha TETrTIOTO.

Metformin

MBHOro 9ecTo ce HOABSIBAT TaCTPOMHTECTHHATTHHE CHMIFTOMHE KaTo FaJicHe, IOBphINakHe,
muapust, QONK® B KopeMa # 3aryba Ha anetut. Te ce HabMIOZaBaT II0~-9ECTO B HAYAOTO Ha
NIe4eHUEeTO ¥ IIPH NOBEYeTO CIIydal H39e3BaT COOHTAHHO.

Yecto ce crobmapa 3a 1105B8a Ha METaleH BKyC B yCTaTa.

Msoro paaxo e cp00maBaHo 3a YMEPEHO 3a49€PBABAHE IIPY HAKOH MAITHEHTH CBC
CBPBXTYBCTBHTEIHOCT.

Ms=oro paaKo UpH HaupeHTH, ieKyBaHH IPOABIDKITeNHO ¢ metformin, e Habmonaeano
HaMaJleHHE Ha pe3opdmara Ha BuTaMud B, B HamaseHHe Ha cepyMHHETE MY HHBa. KaTo 1110 T0Ba
HSMa KIMHAIHA 3HATAMOCT.

JlaktaTha amumosa (0,03 ciygas/1,000 nampesT-roquHEHA) ce HaOIEOaBa MHOTO PAAKO
(Bwx paspen 4.4).

4.9 Ilpenosmpane
Hsma Bamigsy GaHEy 110 OTHOUIEHHE Ha npenosupane Ha AVANDAMET.

JlarmwTe 32 mpeno3upane Ha rosiglitazone npyn Xopa ca orpaHAYcHY. B ximEAYHA
H3OUTBAHEA C JOOpOROIIIH, rosiglitazone e mpHeMaH KaTo eHHAEYHA TIepopansa xo3a 1o 20 mg u
ce monacs nobpe.

3HagnTeNHO Ipeao3upane Ha metformin (MM eZHOBpEMEHHO CBINSCTBYBAIHM PHCKOBH
(haxTop¥ 3a MAKTATHA aOHOZ032) MOXE Ja IOBEAE O JaKTaTHA alu03a, KOSTO € CIIEITHO CHCTOSHEE
H TpsOBa na OBJe Nexysana B OOIHHIA.

B ciygait Ha mpefo3upane ce IPernophyBa 3an04BaHeTo Ha IOAXONSI0 IOIABP/KAMIO
JICYCHUE B 3aBHCHMOCT OT KIMHHIHOTO CHCTOAHME Ha nanuenTa. Hal-eQeKTHBHEAT METOL 34
OTCTpaHsBaHe Ha JakTatTa H metformin e xemoxmanmmzara. Obage, rosiglitazone ce cBEp3Ba BEB
BHCOKA CTEIEH ¢ DENTHIOHATE U HE ce OTCTPaHsBa ¢ XEMORHANH3a.

5. @apMaKoJOrAIHH JaHHH

5.1 dapmaroarsEAMHYAN CBOHCTBA
dapmaxonoruasa rpyna; Combination of oral blood glucose lowering drugs
ATC xox: A10BD 03

AVANDAMET xoMOHHHpa JBa aHTHXUIEPIIHKEMUYHE aTeHTH C JOIBIBANIH C& MEXaHU3MH
Ha [ieliCTBHE 3a HofoOpsaBaHe Ha IMTHKEMIYHNS KORTPOI IpH NarweHTH ¢ Auader Tum II:
rosiglitazone maleate, KOWTO NPHHAMIEKY KBM rpyaTa Ha THa3OMAIHEAHOHNTE 1 metformin
hydrochloride, npaHajesxam KsM rpynara Ha OursanuauTe. THA30HAHEIMOHATE AEHCTBAT
OCHOBHO 9pe3 HaMaJIIBaHe Ha HECYJIHHOBATA Pe3HCTEHTHOCT, @ OHTBaEKMAMTE OCHOBHO 4pe3
HaMaIsBane IPOAYKUHATA Ha FII0K03a B IEpHAL Apos.

Rosiglitazone

Rosiglitazone e cenextuBen aronuct 5a PPARY (peroxisome proliferator activated receptor
gamma) HyKJeapeH PelerrTop U € B IpyniaTa Ha THa30MIHHAHOH aHTHAHA0e THIHUTE JIEKAPCTEa.
Toit HamMansBa IIIAKeMUsITa Ipe3 HaMaiisiBaHe Ha HHCYIHMHOBATA Pe3SHCTEHTHOCT BH %&H,
CKeNeTHATA MYCKyIaTypa K YepHuEs Apob. ,

AHTHEXUNEpriHKeMIraHaTa akTHBHOCT Ha rosiglitazone € ycTanoseHa Hpn pe,&mxa 3
MHBOTHHCKH Mogen# ¢ auaber II tun. B nonsnuenue, rosiglitazone c*sxpaHﬂ;Ba- (I)YHKHHSIT& ha
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KJIETKHWTE KaKTO JIMYH OT YBEJIHYEHATa Maca Ha OCTPOBYETaTa H ChABPKAHHETO HA HHCYIIHH, H
IPEAOTBPATARA PAa3BHTHETO Ha SBHA XHIEPrIUKeMus IIPH AMBOTHHCKA Moaend ¢ Auader II Tum.
Rosiglitazone we cTaMynupa ceKpenuaTa Ha HHCYJIUH OT NaHKpeaca | He Npen3BHKBA
XUNOrMHKeMMS OPHA IIEX0oBe H MUmKH. OcHOBHMAT MeTa0ONUT (TIapaxBipoKCHCYIIhaT) ¢ TOIIM
apmEEETET KBM pazTBOpUMES YoBemKki PPARY moKassa OTHOCHTENIHO CHIHO ASHCTBHUE HPH
H3CJIeABaHE Ha TTHOKO3HHS TOJEPaHtce, HallpaBeH MK MUIIKE ¢ HaJHOpMEHo Terno. KimangnoTo
3HAYEHHE Ha TOBA HAOJEONEHNE He e HAITRIIHO U3SICHEHO.

Ifo BpeMe Ha KIEHHNTHH H3MATBAHHS € YCTAHOBEHO, U€ €DeKTHT Ha HaMaliBaHe Ha HHBOTO
Ha DIIOKO3aTa ¢ rosiglitazone e ¢ HOCTENEHHO HagaNo Karo ce HabofAaBa, HOYTH MaKCHMalHO
HaMaIsgBaHe Ha IiazMeHara Iimokoza Ha riagao (FPG) okono 8 cexMimu ciex Ha9anoTo Ha
neyerreTo. ITogo0pensaT NKeMITIeH KOHTPOT € CBBP3aH ¢ HaMaJlfBaHe HHBOTO Ha IMI0K03a1a
DOCTIPAHAWATHO ¥ Ha ITIaNHO.

JlewenwmeTo ¢ rosiglitazone ce cBbp3Ba C NOBHIIABAHE HA TErIOTO. B MEXaHHCTHIHH
IIPOYIBaHHS € YCTAHOBEHO, 4€ IIOKaIBaHETO Ha TEXI0TO €& MBIDKH HPEeANMEO Ha YBeNHdeHa
DONKOXHA MACTHa THKAH ¢ HaMAaieHa BHCIEepaiHa H HHTpaxelaTe)Ha MacTHa ThKaH.

B croTBETCTBHE ¢ MEXAHH3MA MY Ha AeiCTREE, rosiglitazone B xomOnHanws ¢ metformin
[NOHIDKABA MHCYJITHOBATA Pe3HCTEHTHOCT U Moo0psea GpyHKIHsATa Ha B-KIIeTKHTE Ha TagKpeaca.
TlomoBpeHuaT rAuKeMIYeH KOHTPOI ¢ CBEP3Ba 1 ChC 3HAYHTENHOTO HaMallJRaHe Ha CBOOOIHHTE
MacThy kacenuny. KaTo pe3ysiTaT oT pa3irdsps, HO HOITBIBANT ce MEXAHH3BM Ha NeHCTBHE,
KOMOUHEpasoTO Jiegenue ¢ rosiglitazone u metformin Bomn 0 anATHBHY eQeKTH BEPXY
INIKEMWIHHAT KOHTPOJI IpH anyeHTH ¢ aradet H Tam.

Ulpu M3cienABanns ¢ MaKCHMalHa IIPOALJOKUTEIHOCT 3 TOAWHY, rosiglitazone, nasax
BE/IHEK WM ABa IIBTH JHEBHO B JBOMHA NiepopalHa Tepanus ¢ metformin Bomw A0 IpOABIDKUTETHO
noaobpsBane Ha rmakeMIaEEs KouTpol (FPG mm HbA lc). Io-n3pasen ediekt Ha HamansBane Ha
TIFOKO3aTa € HaOoMasaH IIPH NAIHEHTY ChC 3aTIbeTaRrade. THi KaTo He € 3aBHPIICHO HACOUEHOTO
m3cneBane ¢ rosiglitazone, AEATOTpaiBA HOI3H, CBBP3aHH C TOZOOPCHILT TIHKEMAYCH KOHTPOJ HE
ca JeMOHCTpUPaHH.

Ha 18-Tus Meceli OT IPOABIDKABANIO AEITOCPOYHO CPAaBHUTEIHO H3MATBaHE, rosiglitazone B
mBoiiHa fepopalka Tepanns ¢ metformin e nmoxasan crmara eduxacHOCT 3a Hamamspane Ha HbAlc,
KakTo M KoMOmHarmaTa ot sulphonylurea mroc metformin.

He ca 3aBpeHn H3CHEIBAHANTA, OEHABAIMY ABITOTPAHHOTO HOBIHABAHE HA CHPACTHATA
IeHHOCT Ha IaOHEHTH, JeKyBauu ¢ rosiglitazone B xombunamms ¢ metformin.

Metformin
Metformin e Gurpapyy ¢ aBTEXHOCPIIHKEMITHE e(eKTH, HaMansgBanl HABATa Ha TIIa3MeHaTa
IIIOK03a KaKTO Ha INIAJHO, Taka H cjie]] HaxpansaHe, 1ol He CTHMY/HpPa MHCYJIMHOBATA CEKPEIHUI K
NOpazy TOBA He BOAH J0 XAMOTIHKEMHUA.
Metformin mMoke ma oKasBa AeHCTBHETO CH Upe3 TPH MEXAHH3MA:
- HaMagBane IPOAYKITHATA Ha [II0KO3a B 9epHES Npol, KaTo WAXHONpa THOKOHEOTeHe3aTa i
TTAKOreHONHu3aTa.
- B MYCKYJIHTE YMEpPEHO IOBAIIABA MHCYINHORATA TyBCTBETEHOCT, TOR00PsBa IEpHAEPHOTO
3axXBalllaHe Ha TIIOK03aTa H U3NON3BaHeTO H.
- 3abaBg pesopOiidTa Ha [IOKO03aTa B YepBaTta.

Metformin cTeMyIHpa BETpEKIeTh¥HATa CHHTE3a Ha IIHKOreH, Bh3JcHCTRAHKH Ha TTHKOreH
CHHTETA3aTa.

Metformin mosumasa TPAaHCHOPTHHS KallalfUTeT Ha ceNHA(pIYHA TANOBE MEMOpaHHK
rmoko3n# Tpascnoprepn (GLUT-1 1 GLUT-4). i

Tipu xopa, OCcBeH 110 OTHOIICH#E Ha MIIKeMHsTa, metformin mva 6JIar0anH’£eﬁre¢em ;38
BLPXY JHOHAHASL MeTadoIu3bM. ToBa € oKa3aHo B KOHTPOJMPAaHH, CPEIHO- m ,II'BJ]I‘OCPO‘ZHH
KIWHUYHE H3NMTBAHAS 32 TeparnepTHIny Jo3n metformin: metformin HmaJI;,tB&?HHBaTa Ha- 06111;151‘1

xosecrepon, LDLe y TpuriunepuiuTe. {E =y
07

[
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o Bpeme Ha mpocnekTHBHO parnomuzupano n3nuTBare (UKPDS) e ycranosena
JBITOCPOTHA TI0JI3a OT HHTCH3NBHASL KOHTPOJI Ha TI0K034Ta B KphBTa py fuaber tam 11
ANanuzuTe Ha pe3yNITATATE Ha TIAIMEHTH ¢ HaIHOPMEHO TEINo, NeKyBany ¢ metformin cuex
HEYCHENIHA CaMOCTOATEIHO IPHIIarafga (ueTa, ca HoKazanm:

- 3HauHTeNHO HaMaleHHe Ha a0COIOTHUS PUCK 32 BCSAKO OT YCIOKHEHHSTa, CRBP3aHU C
nradeTa, pu rpynata Ha metformin (29,8 cnygas/1,000 mamuesT-roMeER) COpsMO TpyHaTa

Ha CaMOCTOSTENHO Ipunarasa aueta (43,3 cuywas/1,000 nammenr-royunn), p=0,0023 u

CHpSIMO TPYHHTE Ha KOMOHHHpPAaHa Tepanus ¢he Cyadanmrypeiing HPOXYKTH B MOHOTEpaITHs

¢ macymmd (40.1 coygas /1,000 nanuest-romusg), p=0.0034
- 3HaunTeHO HaMaJieHie Ha aOCONMIOTHHS PHCK OT CBEp3aHaTta ¢ JuabeTa CMBPTHOCT:

metformin 7,5 caygaas/1,000 nanuenT-rogaay, camo Ha aueta 12,7 cayzas/1,000 naumenT-
roguny, p=0,017
- 3HaunTENHO HaMalleHHE Ha abCOMOTHAS pHck OT 06IHa cMEPTHEOCT: metformin

13,5 ciygan/1,000 manueHT-rofHEY COPAMO CaMOCTOSTEIIHO NpHIarasa JHETa

20,6 coygas/1,000 manmen-rogean (p=0.011), 1 cupsMo rpynrTe Ha KOMOHHHpaHa TepaIl

ChC CyndaHmIypeiinn IPOAYKTH i MOHOTepanas ¢ nHeynnH 18,9 cnydas/1,000 nanuenT-

roguay (p=0,021)

- 3HaYRTENHO HaMaieHuEe Ha abcooTasnst pucK oT nH(apKT Ha Muaokapxa: metformin 11
ciy4as/1,000 manMeHT-TOAMHY, CAaMOCTOSTeNHO IpHnarara AueTa 18 coygan/1,000 nanuenT-
romuau (p=0,01).

52. dapmakoKHHETHIHH CBOiicTBAa

AVANDAMET

Pezopbmns:

He ca HaOmogaBaHy CTATACTAYCCKH 3HAYHMH Pa3iMKH MeKTY XapaKTepHCTHKUTE Ha
pesopOrmsta ya rosiglitazone u metformin B Tabnetxa AVANDAMET u Te3w, noxyJeHd
CHOTBETHO OT Tabnerku rosiglitazone maleate m metformin hydrochloride.

IpueMsT Ha XpaHa He oka3Ba edext ppxy AUC ma rosiglitazone mm metformin mpu
apunarage #a AVANDAMET sa 3apasu go6posoymd. Cren npreM Ha xpafa Cpax € Orio Haii-
ancko (22 % rosiglitazone u 15 % metformin), a ty.x € 3adaBeno (¢ mpubIM3ETEnHO 1,5 Jaca 3a
rosiglitazone 1 0,5 gaca 3a metformin). To3u eekT Ha XpaHaTa He Ce IpAeMa 32 KIHHHYHO
3HAYHM.

TTocogennTe O-I0JLy HAHEH OTpa3sBaT hapMaKOKHHETHIHHTE CBOHCTBA HA OTACIIHHTE
nexapcTBeEH BemectBa Ha AVANDAMET.

Rosiglitazone

Pezopbnns:
AG6comoTHata OrosamuuHoCT Ha rosiglitazone ciex mepopanHa jJoza ot 4 mg i 8 mg e

oK0II0 99 %. ITuKET B INa3MeHKTe KOHIEHTPpalnH Ha rosiglitazone ce Habmonxasa okono 1 gac cnex
npAema, [[a3MeHATe KOHLEHTPalHH ¢a IPROMM3NTEIHO NPOHOPIHOHAHY Ha JO3HPOBKATa B
obcera Ha TepauEeBTHIHATA O34,

IIpuemareTo Ha rosiglitazone ¢ xpaHa He BOZH J0 HpoMery B obmara excnosumus (AUC),
Makap 3¢ ce nabnojiasa iexo nonmxasane Ha Cmax (okoro 20-28 %) u 3a0apsue Ha Tmax
(¢ npuGnusuTtenso 1,75 gaca), CPAaBHEHO C AO3MPAHETO HA IIafHO. Te3d MalKe IPOMEHH He ca
KNMHAYHO 3HAYAME H CIEHOBATENHO, He e HeoOXoquMo IpaeMaHeTo Ha rosiglitazone na 6n1e
0OBBpP32HO ¢ XpaHeHeTo. PesopOnusra Ha rosiglitazone He ce IpOMeEHs OT yBenMJyasane Ha

L et BT

cTOMamHOTO pH. .

-

Paznpenenenne: R X
Tpu 3apaen goOporosmu o0eMBT Ha pasipeAcIcHEe Ha romghtazonc & oKONo 14 eriaa‘,‘}
Cerp3BareTo Ha rosiglitazone ¢ ma3sMeHNTE HPOTEHEM € BHCOKO (OKOJIO 99 8 %) H He g8 BJm’sIe |0'r
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KOMIEHTPAMATA HIIH Bb3pacTTa. CBHP3BAHETO HA OCHOBHHA META00NHT (para-hydroxy-sulphate) ¢
HPOTEHHHTE & MHOTO BHCOKO (> 99,99 %).

MeTaGoausnLM:

Metabom3MsT Ha rosiglitazone € HpoFBIDKHTENCH KATO He C& 0TS HEHPOMEHCHO
m3xoxHo chenuaenne. OCHOBHHTE IIETHINA Ha MeTa00Mu3EM ca N-IAMETHIHPaHe X
XAAPOKCHIIUpaHE, IOCHSABAHO OT KOHIOTaUMsA CBC cynhaTi ¥ IIIOKYpOHOBa KECeInHa. LIpH H0BeK,
I[PEHOCHT Ha OCHOBHI MeTabomur (para-hydroxy-sulphate) 3a nsocTraTa aKTHBHOCT HA
rosiglitazone kato aHTHAHEAGETHO CPEACTBO HE & HANGIHO H3SICHEH ¥ HE MOXKE [a CC M3KIIOTH, Je
MeTaBONETHT NOUPHHACS 32 AKTHBHOCTTa. ToBa 06ade He € CBBP3aHo ¢ HpoblIeM OTHOCHO
6e30MACHOCTTA HA IEKAPCTBOTO 10 OTHOINEHHE Ha HAlEHTHTE KT ONPSENCHH IPYIIH, ThH KaTo
epHONPOOHOTO YBPEXAaHe € NPOTUBOIIOKA3AHHE H BB KIMHIIHATE H3IKATBAHIA daza Il ca 6unn
BKITIOYEHH 3HaYATencH 6poii nannenty Hax 60 roMuHM ¥ ALMSHTH C JIeKa 0 yMEPeHa CTCICH Ha
OB0pedHO YBpeXKIaHe.

In vitro M3HATBAHHUITE IOKA3BAaT, ge rosiglitazone ce MeTabonMu3Kupa MPEAHMHO OT CYP2C8,
¢ we3paunTenHo yuactae Ha CYP2CO.

Toii KaTo HIMa 3HATUTEIHO in vitro naxubupane Ha CYP1A2, 2A6, 2C19, 2D6, 2E1, 3A
wie 4A c rosiglitazone, CBIIECTBYBA MAJIKA BEPOATHOCT 38 3HAMUTENHHE B3auMOJiCHCTBHS Ha
MeTaGONETAA OCHOBA C JIEKApCTBRa, MeTabonmu3npan oT Tesu P450 ensumMu. I vitro, rosiglitazone
rrokaspa ymepeno unxutupane sa CYP2C8 (ICs0 18 pM) u cnabo unxuGupare Ha CYP2CY (ICs0
50 uM) (smx gact 4.5). [n vivo U3NATBAHE 34 JIEKAPCTBEHO R3auMoelicTBre ¢ warfarin IOXassa,
ye rosiglitazone He B3auMozeiicTBa cie cyberparute Ha CYP2CY in vivo.

EquvaHupase:
OO T IWIa3MeH KIAPHHC Ha rosiglitazone e okono 3 I/h 1 xpaliHUAT eMIMUEHANAOHEH

OJY)KUBOT Ha rosiglitazone € oxoio 3 1o 4 yaca. Hava ZaHHN 32 RE0YAKBAHO KYMyIHPaHE Ha
rosiglitazone ciej| FO3HpaHe BEIHEX WX JBa IHTH JHEBHO. OCHOBHMST BT HA OTACIAHE € Upe3
ypHBATa, KaTo ABE-TPETH OT H03aTa Ce OTAIAT [0 TO3M HAUUH, @ OTHENICHOTO KOJIMIECTRO ¥Pes
pexammnTe Ce H3UUCIIABA HA OKOJIO 25 % OT A03aTa. B ypuzara u (pekanuuTe JIeKapcTBOTO HE Ce
OTAeI B HeNpoMeHeH By, ENnMuHANMOHHKAT [OMYKHBOT, ONPS/IENTCH Ipes PafHOaKTHBHOCT €
oxono 130 uaca. Tosa noxassa MHOTo GaRHO eMMMUHEIpaHe Ha MeTabomuTHTe. 1IpH MHOFOKPATHO
BBBENCIAHE C& OUAKBA KyMYJIHpane Ha METa00MHTHTE B IiIa3Mata, 0cOOEHO Ha OCHOBHH
meTaboimat (para-hydroxy-sulphate), 3a kolTo ce ouaksa 8 IBTH HO-TOMLIMO KyMyIIHpPaHE.

Creyuguunu zpynu:

ITon: Tipu dhapMakOKUHETHYHY aHANM3U Ha H3CNe/BaHATa TIONYNalHs, HE €& OTOSTA3aHH
pasuKs BbB (apMaKOKHHETHKATA Ha rosiglitazone npy MBXE H XKEHH.

Hayuenmu & nanpednang vspacm: 1Ipu obodmenn thapMaKOKHHETHYHH aHaKU3H HA
H3CIEMBANATA IOIYNAINA, HE & HaboaBaHo 3HAIMMO TOBNKBaHe Ha (apMaKOKHMHETHKATA Ha
rosiglitazone, 00yCIOBEHO OT BB3pacTTa.

Yepnodpobuo yepescoque: Tlpu (UPOTHIHH JIATHCHTH ¢ YMEDEHA dopma (Child-Pugh B) na
TepHOAPOGHO YBperKAaHe, CTOHHOCTHTE MOX KPHBATA Cmax 1 AUC 3a HecBbp3aHaTa Qpaxis ca
0T 2 710 3 TIBTH TI0-BHCOKE OT Te3| Ty 37pasy Jina. HabmonasanaTa pasiika B CTORHOCTHTS
MEXY OTHCIHNTE HAHEHTH € FOJAMa, TS JOCTHra [0 7 KpaTHa pasnuKa B CTOIHOCTHTE TIOJ
kpupara AUC 3a HecBbp3aHaTa QpaKiys, MEXKIY NAHCHTHTE,

Buvbpeuna nedocmamvynocm.: HaMa KIHHUTHO SHAYHMM pasiiind BB
dbapMaKoKUHETHKaTA Ha rosiglitazone mpH ManUeHTH C OBOpeuHo YBpeKNAHe HIIH NPY TE3H B KPacH
cTamuii Ha 6B6peuHo 3abonaBaxe, Ha XPOHHYHA XEMOJAAH3A.

o g - B a
SN LR LT
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Metformin

Pezopomusn:

Cren mpHeM Ha TiepopaliHa J03a tyey ¢€ JOCTHTA 3a 2,5 Jaca. AGCOMOTHaTa OHOHATMIHOCT
cieq mpHeM Ba Tabinerka metformin ot 500 mg e nprbmusuTenso 50-60 % npwy 3apasu mma. Cuexn
HepopalicH IpyeM BhB (eKauTe ocTapaT Hepezopbuparu 20-30 %.

CreJ nepopalicH np#eM pe3opbiiisra Ha metformin € ¢ HACHHIZHE U € HEIBJHA.
Ipexnmonara ce, e GapMakoKuHeTHKaTa Ha pe3opOimiira Ha metformin e nenmnnelina. IIpn npreM
pa o6H9aiiHn Josu metformin i HOpMATICH JO30B PEXXHM, PABHOBECHH NITA3MEHH KOBIICHTPAllHA ce
nocTurat 3a 24-48 yaca u 0BHKHOBEHO ca HOo-Maiky oT 1 pg/ml. B KORTpoNAEpaHi KIMEIIHA
H3IITRAHMI MaKCHMANIHUTe TinasMenn HuBa Ha metformin (Cp,y) He ca mpernmey 4 ug/ml, xopu
H IpPH MaKCUMAJIHH FO3H.

TlpreMLT Ha XpaHa HaMalgBa CTENIeHTa | JIeKo 3a0aBs pe3opOuusTa Ha metformin. Crex
mpHeM Ha 1032 ot 850 mg, ca nabmonasann 40 % 10-HECKa BEPXOBA Ijla3MeHa KOHLIEHTPpALlkd,

25 % pamanente Ha AUC = yxpbraBaHe Ha BpEMETO 3a JOCTHIAHE Ha BBPXORBA [HIa3MeHa
KoHIeHTpays ¢ 35 min. KSIHHHYHOTO 3Ha4eHe Ha TOBA HAMAICHHE He € U3CHEHO.

Pasnpenenenne:

Cepp3BadeTo ¢ miasMernere OenThIM ¢ HearaunTenHo. Metformin ce pasnens B
epaTpouwTATE. IITHKOBATE KOHIEHTPAINY B KPEBTA ca O-HICKH OT Te3H B MIa3Mara H e
HaOJoAaBaT HpHOJM3WTENHO 110 CHHIOTO BpeMe. Hall-BepoATHO YePBEHATE KPBBHM KIECTKH
HpEACT2BIBIBAT BTOpIYHA 001acT Ha pasnpenencHue. Cpepnara Vg € Onia B paMKHTE Ha
63 — 276 mTpa.

Merabonnsnm:
Metformin ce excxpeTHpa HenpoMeHeH B yprHaTa. 1Ipn Xoparta He ca yCTaHOBEHH

MeTabONMATHA HPOAYKTH.

Enxnmunnpane:

Br6peunnsaT KMpsHC Ha metformin e > 400 mi/min, xoeTo noxaspa, 9e metformin ce
eNMEMUHEDA Ipe3 [IIoMepyiHa Qrirpanys H TyOynHa cexpenus. Cren NepopaleH IpHeM KpalHOTO
BpeMe Ha IONyeMMEHApaHe € IpHGIH3UTEIHO 6,5 gaca. [Ipu mapyena 660peuna dynkims,
6B0pedHEAT KIPHHC HaMalisiBa NpONOPIMOHAIHO Ha KPeaTRHKHA M 110 TO3H HaYHH ce YAbIDKaBa
BPEMETO Ha HOIyeIHMEHMpAHE, KOeTO BONH KO IOBHIIABaHe HUBOTO Ha metformin B rrasmara.

5.3 Ilpeaxiunnynn JAHHH 3a HezonacHocT

He ca mpope:x/iand H3MATBAHAA ¢ KHBOTHY ¢ KoMOHEMparuTe Hpoayktd B AVANDAMET.
TlocogeHnTe HO-AONIY AAHHHE Ca OT CaMOCTOATENIHH H3NUTBaHuA ¢ rosiglitazone mimm metformin.

Rosiglitazone

Habnropapanute B M3IUTBAHMA IIPH XXHBOTHH HEXEIaHH PeaKIldH, ¢ BE3MOXKHO OTHOMICHHE
KBM KIHHHIHOTO NPHNOKCHHE Ha JIEKapCTBEHUA IIPOAYKT C& KAKTO CHC/BA: YBEINYABAHE Ha
mWIasMeHHIT o00eM, IPHAPYKEHO OT HOHMKABaHe Ha IapaMeTPHTe Ha YePBEHUTE KPBBHY KICTKH H
[OBHINABaHe Ha TeINIOTO Ha crpieTo. Chmo Taka e HaboxaBaHo HOBHIABAHE TEMIIOTO HA 9EPHE
Apo6, mnasMeHara anaHus amasoTpaHcepasa (ALT) (caMmo npu KydeTa) H MaCTHHTE THKaHH.
TompoOHn eeKTH ca HaOIFONaBaHy H TIPH IPYIH THA3O0MHAAHHOHH. . ,»:;';--fﬁ‘*;f}\

B m3nuTBaHmi 3a pelpOAyKTHBHA TOKCHIHOCT, IIPHIarageTo Ha ros1gl;tazone Ha IIJI*BXOBB
Ipe3 BTOpaTa NOJOBHHA Ha OpeMEeHHOCTTA € CBBP3Ba ChC CMBPT Ha MHoAa H 3&6&36}10 passnme.

B nonmnnenvie, rosiglitazone moATHCKA CHHTE3aTa Ha OBaPHAHATE ecm'pa,npron,q nporec'}:epoﬂ 'ﬂ a!

‘
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TIOHIIKaBa MIa3MEHHTE HUBA Ha Te3H XOPMOHH, KOETO BOAH 10 edeKTH BEPXY ecTpyca,
MeHCTpYaJIHHS HUKBA H PEpTHAHOCTTA (BIK 4.4).

B Momel JXKHBOTHH ¢ pamuiHa agesoMaTossa momknoza (FAP), negenrerto ¢ rosiglitazone ¢
n032 200 WETH HO-BHCOKA OT GapMaKONOrHIHO aKTHBHATA, BOJH O JIOBHIIEHO TYMOPHO
MyJITHILIHIHpaHe B Ae0e0T0 Yepro. 3HAYEHACTO Ha TOBa OTKpHTHE € Hem3scHeno. Obaue, in vifro
rosiglitazone nonpusacs 3a audepennuanyara ¥ obparaMocTTa Ha MyTareHHHTe POMEHY B
9OBEINKHA PAaKOBH KIETKH 0T febenoto epro. B nonbnaenne, rosiglitazone ne e roxasan
TeHOTOKCHIHOCT XIPY M VIVO | in Vilro TeHOTOKCHIHY M3clieABaHNs H HMa JOKa3aTelICTBa 3a
pa3sBETHE Ha TYMOPH Ha J1ebenoTo depBo IIpH H3CcIeBaHuA ¢ rosiglitazone Ipu /iBa BH/a IPH3a9H B
IPOABJDKEHHE Ha LI HM KHBOT.

Metformin

IMpepxmuaagspre nanay 3a metformin He oTkpHBaT crenAduEIeH pHCK 3a XopaTa Ha
OCHOBaTa Ha KOHBESHINMOHANHE (papMakoNOruIHY N3NATBAHS Ha 6e30HacHOCTTa, TOKCHIHOCTTA
TEPH MHOTOKpATHO JIO3HpaHe, FeHOTOKCHYHOCTTA, KAPIWHOTeHHYS IOTEHITHAN H PEHPORYKTHBHATA
TOKCHIHOCT.

6. ®apmaneBTHIHH JaHHH

6.1 CnHerK HA HOMOINHATE BEIECTEA H TEXHHTE KOJIHYCCTBA

CopneBnHa HA TA0METKATA mg /tabs
Sodium starch glycollate 1,00
Hypromellose (E464) 21,00
Microcrystalline cellulose (E460) 33,10
Lactose monohydrate 11,35
Povidone (E1201) 15,00
Magnesium stearate 2,90
DunvoBo nokpatTHe B Yow/w
Hypromellose (E464) 10,63
Titanium dioxide (E171) 3,30
Macrogol 1,06
Iron Oxide Red (E172) 0,02
6.2 DH3HEKO-XUMHYHH HeCHLBMECTEMOCTH
He ca n3BecTHH.
6.3 Cpox Ba rogaOCT
2 TOOHHH.
6.4. CrennaiHu yCI0BMA 32 CbXpaHeHUe ‘ ,;'};’:::;\\
“:", & .""",;"‘"'_'"‘-” LE ',a,
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To3n JCKaApCTBEH HPOAYKT HE U3HCKBA HHKAKBY CHEITUATTHH YCIOBHA HA tf'{;-gﬁpaae}me
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6.5 JIaHHH 33 OAKOBKATA

Hemnpozpagun 6mucrepr (PVC/PVdAC/anymunmiif). KapToreHa KyTHS, chABpXKama 28, 56 u
112 tabaerkmn.
6.6 TipenophKH npH ynorpeda

HsaMa cnenuarHil d3HCKBaEHd.

7. Hme m anpec Ba npATekaTeNd HA pa3pelleHHETO 3a yIOoTpeda

SmithKline Beecham plc

980 Great West Road
Brentford, Middlesex TW8 9GS
United Kingdom

8. PerucrpalioHeH HOMeP B peructbpa no wi. 28 3JIAXM

20040158

9. HMaTa Ha HbpBO pa3pelieHHe 3a YIIOTpeda Ha JieKkapcTBeHHSA IPOAYKT
20.10.2003 r.

10. JaTa Ha (JacTHYHa) AKTYANH3ANUA HA TEKCTA
26.04.2006 .




