1. HME HA JIEKAPCTBEHHA IIPOAYKT

Huaopus 0,5 mg Tabnerku
HUnnopun 1 mg tabneTku
Hupopuua 2 mg tabneTkn
Hupopun 4 mg tabnetku

Indorin 0,5 mg tablets

Indorin 1 mg tablets

Indorin 2 mg tablets

Indorin 4 mg tablets

2. KAMECTBEH H KOJIHYECTBEH CBLCTAB

Hugopun 0,5 mg TabneTkH:
Beaka raOnetka cuabspixka 0,5 mg pelarnHHug.

Hrnopun 1 mg:
Beaxka tabnetxa ceabpa | mg penarnvHu,

Hugopun 2 mg:
Bceswka tabneTka chABPKA 2 Mg penarnHapj.

Hupopun 4 mg;
Bceska rabneTka ceabpoka 4 mg penariuEna,

[loMomHK BEHISCTBA ¢ H3BECTHO JeficTBHE:
Huzpopun 0,5 mg:
Beaka Tabnerka cpaspxa 0,33 mg HaTpuii.

Huaopun 1 mg:
Beska Tabnetka cuabpxa 0,33 mg Hatpuil.

Hngopun 2 mg:
Beaka tabnetka chanpxa 0,66 mg Hatpuit.

Hugopun 4 mg:
Bedka tabnerka chABRpka 0,66 mg HaTpHid.

3a TBNHHA COHCHK HA MOMOLHHTE BEINECTBa, BHKTE TO4Ka 6.1,

3. JEKAPCTBEHA ®OFMA

TabnerkH.

Ungopun 0,5 mg Tabnerky ca 6enu, kpbrtH ¢ aebenuna 3,4 mm 1 ABOHHO W3MBKHAIH.
Hngoput 1 mg tabnerku ca Geny, Kperm ¢ nedennHa 3,4 mm i ABOHHOMIMEKHATH, C HA/IL
Hunopud 2 mg tabneTku ca Genn, kphriu ¢ geGenuna 4,2 mm H ABOHHOHIITEKHAIIH, ¢ Ha)
Wupopus 4 mg tabnetru ca 6enn, kppri ¢ Aebenuna 4,00 mm U ¢ AETATEIHA YepTa o;r B
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Hunopuu 4 mg tabnerkd Morat fa 6bAAT pasJencHH Ha ABe paBHK MOTOBHHH.

4., KJIHHHYHH JAHHH
41 TepanesTH4HA NOKAZAHUA

PenarimHi € NOKa3aH NPH Bh3PACcTHN ChC 3aXapeH ARabeT THN 2, PH KOUTO © ANETa, HAMansapaHe Ha TerjioTo
H (pH3MYecka AaKTHBHOCT, XHIIEPrIIMKEMHATA BEYe HE MOXe Ja ce KoHTponupa nodpe. Pemarnuuug ceio ¢
NoKaiaH B KOMGHHALKMA ¢ MeT(HOPMHH PR BB3PACTHH CBC 3aXapeH AHAGET THN 2, NPH KOUTO CAMOCTOATENHOTO
NpHROXKeHHE HA MeTGOPMHH He OCUI'YPABA 3a0BONHTENEH KOHTPOJL.

Jledennero Tpabsa za ce 3anoune KaTo JOITBJIHEHHE KBM JHETATa H GH3HYECKATA aKTHBHOCT ¢ LiEN MOHIDKABaHe
Ha 3aBHCHMATA OT XpaHEHETO KPhBHA 3aXap.

4.2 [o3HpOBKa H HAMHH HA NPHJIOKERAHE

ZosHposka

PenarnuHHz ce mpHema MPEAH XpaHeHe H A03aTa CE Olpeens HHAHBHIYaNHO, 32 1A ¢e OMTHMH3HpA
FMHKEMHYHUA KOHTPO. JIOMBJIHHTENHO KbM o6H4aliHuA caMOKOHTPO Ha KpBBHATA 3aXap H/H/H 3aXapTa B
YpHHaT2, H3BBPIIBAHH OT NAlHEeHTa, KPEBHATA 3aXap HA MauHeHTa TpiAOBa Aa §hAe MOHUTOPHPAHA MEPHAIHIHO
OT JIeKap, 34 Ja ce onpeneny MHHUMA/IHaTa edeKTHBHA 03a 3a malHenTa. Onpene/MHeTo HA HUBATA HA
TAMKHpaHHA XeMOTIO0OHH HMA 3HAYCHHE [PH MOHHTOPHPAHE HA OTrOBOPA HA TALMEHTA KbM JIEYEHHETO,
[MepuoandHO MOHHTOpHpAHe e HeoOXOAHMO 33 YCTAHOBABAHES HA HEAJICKBATHC TOHIKaBaHe HA KPHBHATA 3aXap
TIpH MaKCHMAIIHATA NPENOPbHBaHa 034 (T.H. MbPBHYHO H3UEpNBAHEe) H 32 YCTAHOBABAHE HAa OTCNTabBaHeTo Ha
aJlekBaTeH MOHIDKARAI KPBBHATA 3aXap OTTOBOp CJIe Ha4YaNHHA NepHos Ha edekTHBHOCT (T.H. BTOPHIHO
H3uepnBane),

KpaTkospeMEHHO NPANOKEHHE Ha peNalMHHA MOXKE Aa € ROCTaThYHO NIPH NPEXOAHO HapymaBaHe Ha KOHTPO/Ia
np¥ nauHeHTy ¢ quabeT THN 2, KoUTo OOHKHOBEHO CE KOHTPOMUPAT Aodpe ¢ aueTa,

Hauanna noza
Hoznpobkata Tpabpa na Gbae onpenencHa oT NeKap, Coper HyAWTE HA NalHEHTa.

IMpenopsvranaTa HauaaHa gosa e 0,5 mg. Eana go ABe ceAMHUH Tp1OBa A3 mpeMHHAT MeXAY OTACTHHUTE eTand
2a ONpeAenaHe Ha Ao3aTa (B 3aBHCHMOCT OT OTr0OBOPA HAa KPEBHATa 3axap).

AKO NandeHTHTEe NPeMAHABAT OT ApYL TepopaieH XHIOMHKEMI3HPALL IeKapcTBCH NPOAYKT, HadaIHATA
opefopbuBaHa nosa e 1 mg.

Ioanepxama nosa
MakcHManHaTa IPENOPEYBAHA AHHHYHA A03a & 4 mg, IPHETA ¢ OCHOBHHTE XPaHEeHHA.

O6fmara MakcHManHa JHEBHA 103a He TpAOBA Aa NpeBHIaBa 16 mg.

Crenuajun HODY.IaNHH

Crapuecka BE3pacT
He ca npoBeKAaHH KNHHHYHH TPOYYBAHHA NPH MALHEHTH >75-TOAHLIRA BE3PACcT (BHX Touka 4.4).

Bulipeuno yepexaane

PenarnuHK He ce NOBNHABA oT GROpedHH HapywreHns (B, Touka 5.2). Ocem TpoLieHTa qu%\
penarnuHnA Ce OTACNAT Ypes GREPEUHTE H 0OHIMA NIA3MEH KIHPBHC HA NPOAYKTA € IOHHN (skﬁpwngmm&% .
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Hapyutena ¢yuxung Ha &eOpeunte. Ipu nuaGerno GomHu ¢ 6x6perHE YEpeKIaHHA MHCYTHHOBATA
MYBCTBHTENHOCT € NOBHIUEHA ¥ MPOMAHATA Ha no3aTa TpAbBa fa ce H3RBPIIBA BHUMATENHO.

YepHoapobHO yBpexIaHe
Hsama nmpoBeAeHH KIHHHYHE NpoyYBaHHS TIPH MalHeHTH ¢ YepHoApoOHA HEAOCTATHYHOCT.

I’I?.’oTOﬂBHH HIH HENOXPaHeHH MAUHCHTH
an H3ITOLICHH HITH HEAOXPaHCHH NMAHHSHTH HAYANHATA H NOANbBPXALLHTE NOZH TPSIGB& HAa 6saar YMEDCHH H 32
Jace H20erHaT XHNOTIHKEMHAYHHTE PE€aKLHH ¢C¢ H31ICKBA BHHMATCIHG OMPCREAAne Ha 03aTa.

TTanueHTH, Non H ' MEPOPAIHH XHIOIIHKEM H_IIpO, TIXT]

[lauMentrTe MOraT fa NPEMHHAT AUPEKTHO HA pellAarTHHKJ OT APYTH NEPOPATHH XHIOTAHKEMHPALH NPOAYKTH,
Brnpeku Tora, HE CbILECTBYBA TOYHA BPYb3Ka Mes Ay ROIHTE Ha peMarfHHHAA K ApYTHTe epopandai
XHIOFMHKEMUpPAIH NpoAyKTH, [penopruBaHaTa MaKCHMAIIHA HAYaNHA 032 34 NAlHEHTH, KOHTO NPEMHHABAT
Ha penarnuuug € 1 mg, NPHET npeAH OCHOBHHTE XPaHECHHA,

Penarnunup Moxe Aa ca npunara 8 koMOusanmms ¢ MeThopMEH, KOTATO KPbBHATA 3aXap HE CE KOHTPONHpa
Hobpe camo ¢ MerGopMuB. B Tosu cnyuaif fosata Ha MeTdopmun TpAbBa Aa ObAe 3anaseHa H penarNHAUA A3 Ce
MpHJIara eJHOBpEMEHHO ¢ Hero, HauanHata nosa penarnunug ¢ 0.5 mg, NpHET npeld OCHORHHTE XPaHeHN1,
KATO OMPEAGNIHeTO Ha J03aTa € B 3ABHCUMOCT 0T OTTOBOPA Ha KPhBHATA 3AXApP KAKTO HPH MOHOTEPAITHA.

[TenHaTpyyHa NoNyralus
Pemarnuuup He ce IPENOPRYBA 34 NPHIOXKeHHe [IPH Jena nof 18 roJHiuHa Bp3pacT, Nopaau AHNCA HA AaHHH 34
6e30nacHOCT H/HMH edHUKACHOCT,

Hauun Ha npunoxeuue
Penarnunup Tpadba fa ce npuemMa HEMOCPECTBEHO MPe/iH OCHOBHHTE XpaHeHHA (T.€. MpenpaHAnalIHo).

Hozute 00HKHOBEHO ce npHeMaT 15 MHHYTH Dpe/iH XpaHeHe, HO BPEMETO MOKe 2 BapHPa 0T HENOCPenCTBEHO
npeau Ao 30 MEUHYTH IpedH OCHOBHOTO XpaHeHe (T.e. MpenpaHIHanHo 2,3 uiH 4 XpaHeHHs JHeBHO). [lanuenTH,
KOHTO MPONYCKaT XpaHeHe (MAH NpuOaBAT AONMBIHHTEIHO XpaneHe) TpaOBa Aa 6bAaT MHCTPYKTHPAHH A3
nponycHar (unu A00aBaT) 4034 32 TOBA XpaHeHe.

B cnyvait Ha eaHoBpeMeHHa ynoTpeba Ha APYrH aKTHBHH BEILIECTBA, BIKTE ToukH 4.4 ¥ 4.5, 3a Ja NpeLeHHTe
JO3HPAHETOD.

4.3 IIpornsonokazaHHS|

* CBPBXYYBCTBUTENHOCT KbM AKTHBHOTO BELIECTBO HIIH HAKOE OT MOMOIHHTE BEIIECTBA, HIGPOEHH B TOUKA
6.1; .

+ 3axapeu guaber tTun | (HHCYNMMHO3aBHCHM 3axapeH AHaGer, IDDM), C-nenTHy oTpHNATENEH;

» TuaGeTHa KeTOAMAO3A, ¢ HIH €3 KoMa;

* Texxkn 4epHOAPOOHHU HApYLISHHA;

» Ennorpemenna ynotrpeba ¢ reMbudposun (Bx. Touka 4.5. ).

4.4 Cnenuaaud NpeIynpexacHHA H Npeanazgy MepkH nph ynorpeba
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Penarmunua TPﬂﬁBa Ja ce npeanucea caMo Koraro KpbBHATA 2axap € JOIHO KOHTPOIHpAHA H CHMTITOMHTE HA
nuabeta NEPCHCTHPAT, HE3ABUCHMO OT AJNCKBATHHTE OMHUTH € AHETA, cbmuqecxa AKTHBHOCT K NMOHWKABAHE Ha
TErnoTo.

XuUnorivkeMus
Penarnusui, 10A06HC Ha BCHYKH APYTH ¢CTHMYAHPALIY HHCYIHHOBATA CEKPelHA NPORYKTH, MOXKE a AoBene A0
XHNOCAHKEMHA.

[MoHKaBAIHAT KpBBHATA 3axap eeKT Ha NEPOPANHHTE XMIOTNHKEMHPAILH NPOAYKTH HaManapa MpH
NABHERTHTE CNEO NMPOABDKHTEACH NPHEM, Tosa MOXKe Ja ¢& ABJDKH Ha NPpOorpecHpalc Ha TCXKeCTTa Ha
3a00NABaHETO HITM HAa MOHHXKEHHA OTTOROP KbM NpoaykTa. To3H GeHOMEH e H3BECTEH KAaTo BTOPHUEH HEYCMEX,
33 J1a ce pasrpaHidM OT NBPBHYHHA HEYCIeX, KhAETO JeKapcTBOTO € HeeheKTHBHO NPH OTACTHHA NALHEHT CAen
nepBHA npHeM, KopHrupaseTo Ha A03aTa H IPHABPKAHETO KM HeoOxoaWMHTe AKeTa U GH3HYeCKa AaKTHBHOCT,
Tpa0Ba Aa ce mpeneHAT, MPpefy AaleH NAHEHT Aa ce KnacupHIKpa KaTo BTOPUHEH HeyClex.

PenmarAuHuIbT NPOABABA CBOETO AHCTBHE 4pes KPATKOTPaliHO CRBP3BAHE ChC¢ CREIHANHH PELENTOPH Ha -
KneTKUTe. YnoTpebaTa Ha penarnuHuA B Cry4ail Ha BTOPHYEH HEYCMeX OT CPelCTBa, CTHMYIHpain
HHCYTHHOBATA CEKpELMA, HE € HACASABAHA B KIIHHHYHH Npoyysanni. HaMa mpoBeReHH mpoy4YBasus 3a
crueTaBane Ha eekta My ¢ IpYrH NPOAYKTH, CTHMYNHPALH HHCYIHHOBATA CeKpelina 1 akapbosa.

[MposencHH NpoyuBasua 3a koMOHHEpaua Tepanya ¢ Neutral Protamine Hagedorn (NPH) ncynun unn
THA3OMHARHAHOHH, BrIpexH ToBa ollle He e ycTanoBeH NpodMITET Ha He30IaCHOCT B cpaBHeHHE ¢ APYTH
KOMOHHHpaHH TEPalHy,

KoMGnHHpaHOTO JileyeHHe ¢ METHOPMIH € CRBP3aHO C MOBHLUIEH PHCK OT XHNOMIHKEMHA.

Korato naunenT, cTaGRIH3MpPaH ¢ nepopaied XHIOTIMKEMHPAIl IPOAYKT € H3/103KeH HA CTPEC KAaTo NOBHIIEHa
TEMIIEPATYPa, TPABMA, HH(EXnHA WM XHPYPriYecka onepalHd, Moxe Aa ce HapyIIH KOHTPOIIBT Ha KPBBRATA
3axap. B TaKbB MOMEHT MOXe /13 C€ HaNoXu CIHPAHe MPHeMa Ha pearTHHEA H BpEMEHHO NPHIOKEHUe Ha
HHCYJHE,

VroTpefata Ha perarnMENg Moe Ja C& CEBPXKE ¢ [IOBHIUEH 3200MEBAEMOCT OT OCThD KOPOHAPEH CHHAPOM
(nanpumep uHbapkT Ha MHOKapaa) (BuxTe To4kH 4.8 u 5.1).

Kombunupana ynorpeba
Penarnuuna tpalisa Aa ce ApHaara ¢ MOBHUIEHO BHUMAHNE HAR A3 ce u3Harpa nNpy NanHeHTH, NpHeMAITH

NEKApCTBEHH MPOINYKTH, KOHTO BIHAAT BBPXY MeTabo/IM3Ma Ha penariHHiA (BHKTe Touka 4.5), Ako e
HAJIOKHTENHA SAHOBPEMEHHaTa yNoTpela Tpa6Ba Aa ce NMpoBexaa BHHMATENHO NPOCHeAABaHe HA KPBBHATA
3aXap M CTPOro KNHHAYHO HAGMIOAeHNE,

neruduHl H MANAEHTH

Hsama npoBeAeH: KNHHHYHH NPOYUBAHHA TIPH NALKEHTH ¢ YRpeAcHa YepuoapobHa dyHkuus. KiuuuuHu
Npoy4pauka He Ca mpaBeHH NIPH Aena i JOHOWH moj 18 romuHu, KakTo U mpy MalHEHTH Hal 75 FOAHHM.
CneaonarenHo He ¢¢ TIPENOPEYBA NeY¢HHEe PH TE3H MPYRU ManeHTH.

IIpR H3TOWIEHH H HEAOXPAHEHH MALHEHTH ¢e MPenopbiBa BHHMATETHO THTPUpaHe Ha Ao3aTa. [TspeonavanyaTa
H noJAbpxanETe 1034 Tpadpa aa 6bJaT ymepeHu (BIDKTE ToUka 4.2).

TToMOUIHH BEILLECTBA: g

To3u NeKapCTREH NPOAYKT ChEbpPka o-Manko ot 1 mmol Hatpuft (23 mg) sa Tabnerka, 'r.e/ {g& ﬁparermf@?
HeChABoKAN] HATpPHI. >




4.5 BzaummopelicTBHE ¢ JPYTH JieKapcTReHHE APOAYKTH B APYTH dopMe Ha B3aHMOAeHCTBHE

HssectHO €, Y€ HAKOH JICKApCTBEHH NPOAYKTH MOraT Aa [MOBJAHAAT BEPXY MeTadoNMM3MA Ha TI0KO3aTAa .
CrnenoBarejiHo NtekapaT TpAOBEa Aa HMa NpenRHA BE3MOAKHUTE BIAHMOACHCTBHA:

In vitro 1aHHHMTE NOKA3BAT, Ye PENAFMHHMAGT ce MeTabonusupa npegumuo ot CYP2CS, o cemio 1 o CYP3A4.
KiHHHYHE qaHHY Mpy 3ApaBn 10OpoRonLUH NOTELpxAaBaT, 4e CYP2CS8 e Hali-RaskHHAT €H3UM, YJacTRall B
MerabonuaMa Ha pemariuuuAaa, Jokato CYP3A4 uMa HeaHauHTenHa ponsd, HO oTHOCKHTenauaAT AN Ha CYP3A4
MOKeE Nia HapacTHe npu uuxuGupane na CYP2ZCS. Cnenosarenno, MeTabonK3Ma, a 0TTaM W KAHPLHCA Ra
penarnuHKAA, MOTaT Ja ObAaT U3MEHEHH OT AeKapCTea, MOBIHABALIH Te3H MTOXpoM P-450 ensumu ypes
HHXHOHpaHe HMH WHAYKUHA. CnenMario BHUMaHue TpAOBa fa ce ofbpHE KOraTo eHOBPEMEHHO Ca NPEANHCAHH
nanxubnropu Ha CYP2C8 u CYP3A4 ¢ penarnunng,.

Bb3 ocHopa Ha in vitro IaHHH peTTarIHHHZ C¢ MPOABSBa KAaTo CyOCTpAT HA AKTHBHO YEPHOAPOOHO 3axBaillaHe
(opranHyen aHHOH-MpeHacAw npotenn OQATP1B1). JlekapcTeeHuTe npoaykTH, kouto HHXUOHpaT OATPIBI1,
CHIUO TAKA MOTAT A3 NOBUILAT WIAIMEHHTE KORUEHTPAMH Ha PENIATNWAKA, KaKTo ¢ AOKa3aHO 34 LIMKNOCNOPHH
(Bux mo-goiny).

Creanure cyGCTAHIIHM MOTAT A3 YCHAAT H/HIH YABAKAT XHMOrTHKEMUpALIHA  edekT HA  penariMHHA:
FeM$uOpOIHT, KIApUTPOMHLIMH, HTPAKOHA30N, KETOKOHA30J, TPUMETOHPHM, LHKIOCNOpHH, Jedepasupoke,
KNOTHAOrpE, APYTH aHTHIHAGETHYHH NEKaPCTBEHH NPOIYKTH, HHXHOATOPH Ha MOHOAMHHOOKCHAA3aTa
{MAQH), necenexrusi OeTa-610KepH, HHXHOHTOPH HA AHTHOTEH3MH KOHBePTHpAlIHA eH3HM (ACE-
uxubutopn), canmuunami, HCTIBC, oxtpeotia, ankoxon u anabonru creponnn.

EHOBpeMEHHOTO NpHnaraHe Ha rempmuopoznn (600 mg Apa nbTH AseBHO), HEXUOUTOP Ha CYP2CS, 0
penarnuuua (equHH4YHA Ao3a or 0.25 mg) yeennvasa naouira Ha AUC kpHBata Ha perarinssa 8.1 meTd 1
Cumax2.4 MBTH NPH 3apaBH 10O0poBonuu. BpeMeTo Ha NOMYXKHBOT ce YABMkapa ot 1.3 yaca Ha 3.7 waca U
Na3MEHATa KOHUSHTPALHMA Ha penarnuaus Ha 7* vac ce ypenutiasa 28.6 metH ot reMbpubposun.
ExHoBpeMenHaTa ynotpeba #a reM(pr6posin ¢ penarilHHEA € MPOTHRONOKa3aHa (BXK. Touka 4.3).

EnHOBpeMeHHOTO npu/oXeHue Ha TpuMeTonpuM (160 mg ABa METH AHEBHO), yMepeH uHxubuTop Ha CYP2CS,
W penarauHua (exMHHYHA 1o3a ot 0.25 mg) yeenmaasa miomra Ha AUC kpuBata, Cuex ¥ t 12 (¢boTBETHO 1.6-,
1.4-, 1 1.2 mpTH), 63 CTATHCTHYECKH 3HAYMMH e()eKTH BbpXy HHBOTO HA KPbBHaTa 3axap. Ta3u nunca Ha
dapmakoauHaMH4eH edexT e HaOMoaaBaHa IPH NPIIOKECHHE Ha MO-HHCKA 103a pelariHHM], OT
TepaneBTHYHATA. Thil Kato npodHIBT Ha 6€30NaCHOCT Ha Ta3H KOMOHHALIMA HE & YCTAHOBEH 3a JIO3H NO-BHCOKH
or 0.25 mg 3a penaryueu i 320 Mg 32 TPEMETONPEM, €THOBPEMEHHOTO MM NpHIOXKeHHEe TPAOBA Na ce
u3tarsa. Ako eAHOBpEMenHaTa ynoTpe6a & HaNOKHTENH], & HeoOXONAMO BHIMATENHO NPOCNEAABAHE HA
KpBBHATa 3aXap H CTPoro KIHHHYHO HabmoneHue, (Bk. Touka 4.4).

PugaMnuuiHsT, Koiito € MomeH HHAYKTop Ha CYP3A4, a cumo ¥ Ha CYP2CS, neficTea kato HHAYKTOP H
MHXHGHTOD HA MeTaGonuama Ha penarnuHBAa. CefieM THEBHO CAMOCTOSTENHO NPHIOKEHHE Ha PUGaMIHIMH
(600 mg), nocneasano oT A0GABIHE HA pPeNArMHHKAL (€AMHEYHA 1033 4 M) Ha CeAMHA JeH, BOAH 10 HAMANABAHE
Ha AUC ¢ 50% (edexT 0T komMbuHupana HHAYKUHSA ¥ HHXHOGHINA). [1pn nprnoxenye Ha penarnuaun 24 daca
CTMeA ocneanaTa A03a pupaMnuiLuH, ce Babmonasa 80% namanenne Ha AUC na penarnunufa (edekr ot
CAMOCTOSTENHA HHAYKLMS). 3aT0Ba NpH eAHOBPEMEHAO NPHOKEHHE Ha PHOAMITHIIAH H PENArTHHHT, €
HeoGXOAHMO HATNACAHE Ha [I03aTa HA penaridHHa, OCHOBAHO Ha BHHMATETHO HaG/MoAeHHe Ha
KOHIEHTPALMATA Ha IMIOK03a B KPBBTA MPH 3aMovBaHe Ha JieieHHe ¢ pHdaMIHUMH (0CTpa HHXH
mocaenBaty 1034 (koMOHHRpana HEXHOWIMA H HHAYKLHS), CNHPAHE HA JISYSHHETO C PH
(CaMOCTOATENHA MHAYKIIAA) H 0 ABE CEAMHLH ClIeM CIHPaHe Ha PHAMITHLHHA, KOTATO }i
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Ha pHdaMnuuKHA € n3KmotueH. He ¢ H3KmodeHo ApYrH HHAYKTOPH, KaTo HeHHTOHH, kapGaMasenim,
denobapbuTan, BT KaHTapPHOH a HMaT ToAoGeH edekT.

EdekTbT Ha KeToKOHA30/a, MPOTOTHN Ha MOLIEH H KOHKYpeHTeH ARXHGHTOp Ha CYP3 BEpXY
(apMAKOKHHETHKATA HA peNarniHua € MpoyieH MPH 3ApaBH AobpoBomn. EAHOBPEMEHHOTO npuaaraHe Ha 200
mg keTokoHason yeennyasa AUC H CpexXHa penarnuauia 1.2 msTH MpH NpoMAHA B podmna Ha KPBBHATA
3axap no-manko ot 8% ( mpu eauHHYHA K032 4 mg penarauHu). EdsospemenuoTo npunarade Ha 100 mg
HTpaxoHa3ol, HHXHGHTOp Ha CYP3A4, chino e npoy4eHo npH 3apaBH AoGpoBoIUH H yeennyasa AUC 1.4 neri.
Hama Habmionasano 3Ha4HTeAHO AelficTBiue PpXY HHBOTC Ha MIFOKO3aTa OpH 3apaBi AoGpoposud. [Ipu
KIHHHYHO H3CNeABAHE HA 3paBu JOOPOBO/IIH ¢RHOBPEMEHHOTO puaarase Ha 250 mg KapuTpOMHIMH
(MoeH uHxnouTop Ha CYP3A4), neko yeenuuasa AUC va penarnuuuga 1.4 mv1H H Coex 1-7 TBTH, H
YBEIH9aEa CPeRHOTO HukpeMenTAIHO AUC Ha cepyMEnst uucynutl 1.5 n6TH # Cpax 1-6 0o, TouHHAT
MEXAHH3bM Ha B3AHMOJCHCTBHETO HE € H3ACEH.

B npoyuBaHe, NpOBeJEHO ChC 3APAaEH AOGPOBONLM, €1HOBPEMEHHOTO NPHNOKEHHE Ha pellarnHHuA (efMHUYHA
zo3a ot 0,25 mg) H uMKNOCNOpHH (MHOrOKpaTHA f103a oT 100 mg) noeumaea AUC H Cnax Ha penariHHun
CROTBETHO okono 2,5 # 1,8 ooy, Toil xaTo 3anMoaelicTBHeTO HE © YCTAHOBEHO © AO3M, NO-BHCOKHA 0T 0,25 mg
penarnuHRA, ¢AHOBPEMEHHATA yoTpeba Ha WHKIIOCTIOPHH H penariniug Tpabna Na ce u3barsa. Ako
KOMOHHALINATA € HATIOKMTENHA, TpAORa J]a Ce H3BHPLIBA BHHMATENMHO KNHHHYHO HabniofeHe H npocheaBate
HA KPEBHATA 3axap (BHkKTe Touka 4.4).

B npoyugaHe 3a OlleHKa Ha JIeKAPCTBEHH B3adMOACHCTRHA, IPOBEASHO CEHC 3APARH J05POBONLH,
eHOBpeMeHHaTa ynotpeba Ha knormmaorpen ( 300 mg HaToBapeaia foza) — upxubuTop Ha CYP2C8 ¢
penariHHEA, yBenuuaea 5,1 nbTH ekcriosAmuaTa Ha penarmiHui (AUC 0-0), a mpoAsmkHTENHATS TEPANHA ¢
KJIOMHAOTpEN { B AHEBHA A03a 0T 75 mg) yrennyara 3,9 NbTH ekcno3HuHATa Ha penarmHHA] (AUC 0-00).
Habnioxasako e 1eko, HO 3HAYHMO NOHWKaBaHe HA HUBATA Ha KPbBHATA 3axap,

Ee’ra-ﬁnoxepn’re MOraT Jja MacKHpaT CHMITTOMHTE HA XHNOrNHKEMHA.

EnHOBPEMEHHOTO MPHIOXKEHHE HA UHMETHIAKRH, HAQEHITAH, eCTPOreH HIH CHMBACTATHH C peNarniHu,
BerukuTe cyoeTparn Ha CYP3A4, He npoMens 3Ha9HTETHO $apMAKOKRHETHUHHTE TapaMeTpH HA HA
penarnHHHuA,.

PenarnHHUABLT HAMA KAHHHYHO 3HAUUM edekT FspXy GapMaKOKHACTHYHUTE CBOICTBA HA JHTOKCHH, TEO(DHIHH
niu sapdapus npu steady state, KOTaTo ¢& EpUIIara npu 3apasu AoSposomn. CneloBaTeNHO He € HEOOXOoNHMa
KOPEKLHA HA A03ATA Ha Te3H CheAHHEHHA NPH AHORPEMEHHOTO HM NPHIOKEHHE © PEIarinHuA.

Cneanure cyGCTaHLUHH MOTAT 14 HAMANAT XUITONTHKEMHPALHY e(EeKT HA penarniHuga.

[MepopanHu KOHTPaLENTHBH, pudaMIHLHH, 6apGuTypaTH, KapbaMasenwH, THa3HAR, KOPTHKOCTEPOUAH, RaHA30,
THPEOHAHH XOPMOHH ¥ CUMITATHKOMHMETHLH.

Korato Te3H JIeKapCTBEHH NPOAYKTH ce MPHIAraT WIH ¢ CITHPA NPHIOKEHHETO HM IIPH MALMENT, KoHTo
NONYYaBa penarnHHuj, NalMeHTsT TPAOBA Ja ce Halmonara BHUMATE/HO 34 NPOMEHH B MNIMKEMMYHHA KOHTPOJL,

Korato penarNMHHIBT ce [PHIIAra 3a€/IHO ¢ APYTH I€KapCTEEHH MPOAYKTH, KOUTO KaTo HEro ¢e H3NbyBar
OCHOBHO ¢ XKIIBYKATA, TpAOBa a C& HMAT NPeABUA BLIMOXKHHTE B3AHMONICHCTRIA.

4.6 @epTHARTET, OpeMEHHOCT H KbpMene

KJIMHHYHA TpoyYBaHus ¢ PeNaridHiA NpH GpeMeHHH H KbpPMELIH JKeHH He ca NPOBEXAAHM. JaToBa~.
6e30MacTHOCTTA npH OpeMeHHN XeHH He MoXe Ja ce onenu, Jlocera MpH npoy4ysaHHd MpH,
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nocneHHA cTaguit oT 6peMeHHOCTTA H N0 BpeMe Ha KbPMEHE, ce Habmonasa eMOpHOTOKCHYHOCT -
MandopMaly B pa3BHTHETO Ha KpaliBHuuTe npH deTycH H HOBOPOAERH. B xppMaTa Ha ONMUTHHTH KHBOTHH ce
oTKpHBa penarnzHun. [Topany TasH MpHUHA penarMHHEALT TpA0Ra Aa ce H3GATBa NO BpeMe Ha GpeMEHHOCT H Aa
He C& H3MOI3Ea OT KeHH, KOHTO KbpPMAT.

4.7 EdekTn BbpIy coocodHocTTa 3a WodApaHe H pabora c MAIIAEA

TNauuenTrTe TpA6RA A2 GBIAT [IOCHTBETBAHH Jia B3HMAT MPEANA3HH MEPKH 3a H3GATBAHE HA XHMOTMHKEMHS,
xoraro modmpat. Tora € 0cOfeHO BaXKHO TPH TE3H, KOHTO cNalo pa3sno3HaBaT WiIH H300WO He pasnosHaBaT
npeaynpeguTeNHATe CHMITOMA Ha XUNOITHKEMHATA, HIIH aKO YeCTC HMAT eltH30) Ha xunornukemus. [Ipu
Tesu obcroaTencTea TpAGBA Aa ce 0OMMCIH YMecTHOCTTa Aa ce modHpa.

4.8 Hexenand rekapcTBeHHA PeaKnuH

B1®3 0cHOBA Ha ONKTA ¢ peNATTHHHEA H APYIHUTE XHNOCNHKEMHPAIE TeKapCTBeHH NPOLYKTH ca HaGmoaBaHu
CNETHHTE HEXeNaHH NekapeTBeHd peakuun: Yecrorara e Reduunpana kato: Yecrn (=1/100 mo <1/10), HeuecTH
(=1/1,000 mo <1/100), peaxu (>1/10,000 no <1/1,000}, muora peaxr (<1/10,000), ¢ HeuzpecTHa yeeTOTA (OT
HAMMYHHTE JaHHHE He MOxe na ObAe HanpaBeHa OLeHKA),

Hapylmenus Ha HMYHHATA CHCTEMA.

MHoro peku: Aneprus

[enepanuzapany peakUii Ha CBPLXYYBCTBHTETHOCT (HAMPHMED aHa(PHNAKTHYHH PEAKUHH), HITH
UMYHONOTHYHH PEaKIiiK, KATO HATIPHMEP BACKYJIHT.

Hapymeunua na MerabolH3Ma H XpaHEHETO!
YecTH: XHOIOTAHKEMHA

C HeuzBECTHA HECTOTA: XHNOrIHKEMHYHa KOMa H He3CE3HAHHE, BC/ICACTBHE Ha XHITOTTHKEMHA.

Kakto u npy Apyrd XRONOCTHKEMHIHPAINH NeKapcTBEHH IPOAYKTH ClIe] NPHIOXKEHHE Ha PeNarnvHHL ¢a
Haﬁnm,uanann XHIIOTITHKEMHYUHH POAKIIHH. Tesu PeaKkLHe 0OHKHOBEHO Ca JISKH H JISCHO C¢ OBNIaJgBar ¢ IIpHEM
Ha RBIVIEXMAPATH. AKO ¢4 TeXKH, HRHCKBALIH AOMBIHHTEHA BHHIIHA TIOMOIL, MOXE Ja € HeoGxoAHMa HHY3HA
Ha rmoko3a. [ToABATA HA T€3H PeaKHHMK 3IABHCH KAKTO IIPH BCAKO NPOTHBOAHAOETHO NEUEHHE OT HHAHBHAYATHH
akTopn KATO XpaHWUTENHH HABHIH, AO3HPOBKA, (PHIHYECKO HATOBAPBAHE H CTPEC (BIK To4Ka 4.4),
BzaumonelicTBHATA ¢ APYTH NEKAPCTBEHH MPOAYKTH MOTAT 2 TTIOBHIIAT PHCKA OT XHIIOMTHKEMHA (BIX TOYKa
4.5). Io ppeMe HA NOCT-MAPKETHHIOB ONMHKT, CIYYaH HAa XHIOTMHKEMHA Ca NOKNaBAHH NPH MAIHESHTH HA
ACHCHHUE © penariuHuA B xoMOuHALIMA ¢ MeT(l)OpMHH HIH THa30AWIHHAHOH,

Hapyinenus Ha ouuTe:
MHoro peaxu: 3pHTENHE HApYIIEHHS,

TIpoMeHHTe B HMBATA Ha KPBBHATA 3aXap BOAAT AO MPEXOJHH 3PHTESIHH HapyllleHHs, 0coGeHo B HaYanoTo Ha
TepanuaTta. Takiea HApPYUWIEHRs ca CHOSIIEHY CaMO B HAKOU CAYYaH CISR 3aMovEaHe Ha TEYCHHETO ¢
penarnyHuA. HHTO eHH TaxkB cny4ail He e 1oBen A0 MPeKpaTABAHE HA TepanraTa ¢ PEMATIHHIA N0 BpeMe Ha
KNHHHYHH H3NMHTEAHAS,

ChpicyHn HapylIeHNRd
Pemin: Crpreuno-cba0B0 3a0001BaHe

JuabeT TN 2 e CBLP3aH ¢ MOBHIIEH PUCK OT CHPJAEYHO-CHAORO 3abonsARane. B eiHC eMHISMHOAOHYHO
Npoy4BaHe, B IpYNaTa Ha penariiHuA € choOLIeHO 33 NO-BHCOKA YeCTOTA Ha OCThP Koponapen cm-u:[pom.
BrLnpekn ToBa NPHYHHHO-CIEACTBEHATA BPb3Ka 0CTaBa HeACHa (BIDKTe Touka 4.4 | 5.1),

CroManHo-4YpeBHH HAPYIIEHUA:



Yecru: KopeMna Oonka H Anapus

Muoro peaku: [ToBpbiane 1 3anex

C HeuspecTHa uectota: ['aneHe

CroMamHo-4peEHH OTINAKBaHHA KaTo KopeMHa Gonka, maaphs, rageHe, NOBPLLLaHe | 3alIeK ¢4 AOKNAABAHH OT
KTHHHYHH Mpoy4BaHkEA. YecToTara # TEKECTTa Ha Te3sH CHMITOMH HE Ce PasTHYaBaT OT Te3H, HabnonapaHH npy
JPYrHTe HHCYTHHOBH CEKPETaro3y.

Xenaro-0HAHAPHY HADYIISHHS

MHoro penxn: Hapyinena sepuonpotna gynxnms.

B MHOTO penikH ciyqan ca NOKIIaNBaHH TEXKH YepHoApobHK HapyineHns. BeNpekn ToBa He € yCTaHOBEHA
MIPHYHHHO CNENCTBEHA BPE3KA C penariuHum.

Muoro penkn: HopgilieHn HepHOAPOGHH EHIHMH.

Otaenny ¢Iy4an Ha NOBHUIABAHE HA YEPHOAPOOHUTE eH3HMH ca ChOOLIeRH 1O BpeMe Ha JIeUSHHE ¢
penarmuaua. [Toseuero cnyda ca AeKH H DpeXofHH U MHOTO MANKO NAlHEHTH ca NPEKbCHANH JTEYEHHETO
nopagH NOBHINABAaHE HA YEPHOIPOOHHTE EHIUMH.

Hapyluennsa Ha KOXaTa ¥ NOAKOYKHATA ThKaH
C Hem3BecTHa YecTOoTa: CBPLXIYBCTBHTENHOCT

Moxke na ce MOABAT KOKHH PEAKI[HH HA CBPBXYYBCTRMTENHOCT KATO €pHTEMA, ChpOek, 0GpUBH B ypTHKapHS.
Hsama nprusHa Aa ce Mofo3Hpa peakilHa Ha KPbCTOCAHA MYBCTBHTEIIHOCT Che CyManHnypeliHH TeKapcTBeHH
MPOLYKTH, MOpajay Pa3lMKa B TAXHATA XHMUYHA CTPYKTYDA.

Cro0inasane Ha ONOZHPAHH HeXeNnaH¥ pPeakiHu

Cro0iapaneTo Ha MORO3HPAHNE REKENAHH PEaKIHH CAeR paspelllaBate 3a YoTpeGa Ha nekapcTBEHHA IPOAYKT
¢ BakAo, Topa no3sonABa Aa NpoAbIAKH HaGMOACHUETO HA CHOTHOIICHHETO NON3a/PHCK 32 JIEKAPCTBEHHSA
npoaykt. OT MeOHIMHCKATE CHELHANHCTH 6 H3HCKBA Aa ChOOIIABAT BCAKA MOAOIMPARA HEXKENaHa peakLus
qpes:

HManenauTensa areHUA No NeKapcTRaTa

v ,Jamsas pyer” Ne8

1303 Codus

Ten.: +3592 8903417

yebcaiiT: www.bda.bg

4.9 TIlpeno3spane

Penarnunui € mpuaaral ¢b¢ CeAMHYHO MOBHINABANIH ¢€ A03H OT 4 - 20 mg 4 MHTH AHEBHO 3a MEPHOJ, OT IeCT
ceamMuuy. He ca ycradnosenn npoGnems Oo otHowenue Ha 6esomacioctta. Thilt karo XHNoraHKeMus B TOBA
mpoy4Bale He e J0TMYCHATa MOPalH MOBHIICHHA KATIOPHEH IIPHEM, OTHOCHTENHOTO MPEAO3HPAHE MOXE A
AOBelle A0 NPeKOMEepeH NONMKABAI T0Kko3aTa eeKT ¢ pa3BUTHE HA XHITOTTHKeMHYHH CHMIITOMH
{CBeTOBBPTEK, HIMOTABAHE, TPEMOP, TABOOONNE H T.H.). AKO Te3H CHMATOMHY ce nosasT Tpabpa na ce
[peAnpHEMAT AeKBATHH MEPKH 3a KOPEKIHA Ha HHCKATa KPhBHA 3axap (NepopanHo BbIexuapats). Maoro
TEXKa XHTIOTIIMKEMHA ¢ FBPUYOBe, 3aryda Ha ch3HAHHWE WIH KOMa TpsOBa Aa Ce IEKYBa ¢ BEeHO3HO NMpHAoKEHHE Ha
rMoKo3a.

5. @®APMAKOJOTMYHU CBOMCTBA
5.1 dapmaxoguHaMHATHA CBOIiCTRA

Mdapmaxo-TepaneBTH4Ha rpyna: [Ipou3BoAHO Ha KapOaMoRNMeTHA GeH30eHa KHCENHHA
ATC vom:A10BX02
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Mexanussm Ha aeHcTIBUE g

PenarnuHHIBT ¢ HOB KpaTkoAeHcTBanl NepopaneH, CTAMYAHPAIE HHCYIHHOBATA CEKPELMA JISKAPCTBEH MPOTYKT.
PemarnuuuasT NoH#KaBa Obp30 HHBATA Ha KPHEHATA 3aXap Upes CTHMYRHpaHe ocBoboXAapaHEeTO Ha HHCY/IMH
OT nankpeaca, eieKT, KoHTO 3aBHCH OT (DYHKUIHOHHPAHETC HA -KIETKHTE B TAHKPEACHHTE OCTPOBH.
PenarnuauanT 3ateaps ATd-3aRHCHMUTE KaAIHEBH KaHATH B MeMOpaHaTa Ha B- KNeTKHTE Hpes CBhp3BaHe Ha
PELEITOPH, PA3THYHH OT TE3H HA APYTUTE CTHMYIHDAIIH CEKPEl{HITa Ha HHCY/IHH cpeAcTha. Topa
JernonapusHpa - KNeTKUTe B BOAH JO OTBapiHE Ha KANHEBUTE KaHANH. B pesylTar Ha TOBa NOBHINEHUA
Kanues HHQIYKC BOJM 0 CEKPELHA HA HHCYNHH OT f-KIETKHTE.

(DEEMaKD,gHHQ_MH‘{HH ceOHCTRA

TTpn nayneHTd ¢ ARAGET THI 2, HHCYJHHOTPOITHYMAT OTTOBOP KBM XPaHATa HaCcThIEA 0 30 MHHYTH clien
nepopanHa n03a pernarniiii. Topa BOJH 00 e(tIEKT Ha TTOHIDKABAHE Ha KPEBHATA 3axap [IPe3 Hendda nepHo] Ha
xpaHeHe, [ToBHIIEHHTe HUBA Ha HHCYJIMH He epCHCTHPAT cieq xpaHeHe IlnasMeHATe HHBA Ha peNarTHHRAA
6Bp30 Ce NOHWKABAT H Ca YCTAHORSHH HHCKH KOHLEHTPALMH B MAA3MaTa OpH nauueHTH ¢ quaber Tan 2, 4 yaca
ClIeN NPHNIOKCHUE,

Knunuuta e¢mkacHocT u 6e3onacHocT

H030-3aBHCHMO TOHWKABAHE HA KPLBHATA 3aXap € HaOmoaBaHo NPH NalMEHTH ¢ ARA0ET Tun 2, Koraro ce
npHnara 203 ot 0.5 10 4 mg penarnunAua,

PesynraTute 0T KIHHHYHO POYYBaHE MOKA3BAT, HE OMTHMANHOTO A03HPaHEe HA PeNariHHK/, € NPeil OCHOBHHTE
XpaHeHHA (NpenpaniHATHO IPHIMKEHAS),

Jo3ute 0brkHOBEHO c& MpueMaT 15 MHAYTH IpeJy XpaHeHe, HO TOBa BpeMe MOKe Aa BapHpa OT
HEMIOCPEACTREHO NpelH XpaHeHe 10 30 MHHYTH MPEAH TOBA.

EAHO eNMAEMHONIOTHMHO MPOYYBaHe NPEANoNara NOBHLIEH PHCK OT OCTBP KOPOHAPEH CHHAPOM NPH JIEKYBAHH ¢
petariuHus NAUHEHTH B CPABHEHHE ¢ Te3H, IEKYBAHH CbC CYNpasunypeliny NPoayKTH (BIKTE TOUKa 4.4 1
4.8).

52 ddapMakoKHHETHYHH cRoiicTBa
Penarmunnast 6bp3o ce abcopbupa B CTOMAIIHO-YPEBHUA TPAKT, KOETO BOIH A0 GBHP30 MOBHINABAHE HA
NIa3MeHaTa KOHLEeHTPalUUA Ha JeKapeTBeHNA NPoAykT. MakcHManHaTa nna3MeHa KOHIEHTpauHa ¢e JOCTHIA J0
1 4ac cnea npunokenne. Clel AOCTHraHE HA MAKCHMYMA, IITA3MEHOTO HHBO GhP30 ce MOHKKaBa H
penmarmHHHALT ce eMEMMHHPA 3a 4-6 Yaca, [TnasMeHUAT NOMYKHBOT € NpUGIHM3UTENHO | Yac.
DapMakoKHHETHKATA Ha penariniug ce Xapakrepiaupa ¢ abcomornata GuoHanuuHoct pr 63% (CV 11%),
mansk obeM Ha pasnpeznenenne 30 L. (pasnpenenetue BHB BETPEKNETHYHATA TEUHOCT) H OBP30 ETHMHHNPAHE OT
KPBBTA.

Tpu KIUHHYMKTE TPOYYBAHHA C¢ OTKPHRA IHATHTENTHA DA3lIHKA MEXY OTAeNHHTe HHAUBANH (60%) no
OTHOIIEHHE Ha KOHLIEHTPALMATA Ha PENArnHHKHAA B IazMata. [IpH OTAeNHHS WHANBHA Ta3| BapHaOUITHOCT € OT
HHCKO [0 YMepeHo u3paseHa (35%) ¥ moHeske 103aTa Ha pelarivHiAA ¢ ONpenend 0T KIHAHYHUA OTTOBOp,
e(HKACHOCTTa He ¢e BiHse oT BapHabHIHOCTTA.

BpemeTo Ha 3agbpiaHe HA penarNiHij € YBeNHYeHO NPH TIAUHEHTH ¢ YepHOAPOOHa HEAOCTATHYHOCT, KAKTO U
npH BL3PAcTHH NalMenTH ¢ auader Tun 2. AUC (SD) (vacTTa noa kpHeara) cien eAHOKPATEH IpUeM Ha 2 mg (4
Mg npy NALHEHTH ¢ YepHoApoSHa HepocTaThuHOCT) ¢ Guna 31.4 ng/ml x hr (28.3) npu 3apasn AoGpoBoNUH,
304.9 ng/ml x hr (228.0) npn nayuenTy ¢ YepHOAPOOHA HeaocTarbyHOCT B 117.9 ng/ml x hr (83.8) npu
BBAPACTHH MauHeHTH ¢ guaber Tan 2.

Cnen neTAHEBHO NPHJIAraHe Ha penarAHHu (2 mg/tpH MBTH Ha JeH)} OpH NaUMEHTH C TEKKH YBPEeXKJIAHMA Ha
GrGpeunara GyHKUHA (KpeaTHHHHOB KIHpBHC :20-39 ml/min), peayTarHTe MOKA3BAT 3HAYHTEIH (EYRDAT
yBefnueHne Ha ekcnonupane (AUC) H BpeMeTo Ha MOAYXHEBOT (t ), B CpaBHEHHE ¢ NaitHeH M
Oufpeuna pynxIma.
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PenarnuHHABT ce CBBP3RA B 3HAUMTENHA CTElEH C IasMeHHTE POTEHHH TIpH Xopa (nosede oT 98%).

He ce oTkpHBa KMHHHYHO 3HAYHMA pasiiHKa BbB GapMaKOKHHETHKAT2 HAa PeNarIiHHAA, KOraTo ce puiara Ha 0,
15™ unn 30™ MUHYTA TIpefu XpAHEHE WM Ha DIaTHO,

PemarnuHuART N0oYTH HANMBIHO ce MeTaboNMU3KPA W HATO SAHH OT HicneABaHuTe MeTalonnTH HE NOKa3Ba
KIIMHHYHO 3HAYHM XHOOrMHKEMHEH edeKT.

PenarnHHKABT H HeroBUTE MeTaCONHTH CE eKCKPETHPAT MPEAHMHO TIpe3 XAb4kara. CaMo Manka 9act (no-
Manko oT 8%) or npHIokeHara Aa3a e NOABABA B YPHHATA, AIPeRHMHO Kato MeTabonnta. ITo-manko ot 1% ot
JEKapCTBEHHA MPOAYKT C€ YCTAHOBABA B HATIPAKHEHHATA.

5.3 TlpeaxkAundvHH JAHHH 32 Ge30nacHOCT

IpeaxnHHHYHATE AAHHH BB3 OCHOBA HA KOHBEHUHOHANHH H3CREBAHHA 32 onpeJeniHe Ha 6e30acHa
dapmMakoorH, MHOrOKpaTHA J030BA TOKCHYHOCT, FeHOTOKCHYHOCT W OHKOTeHEH NOTEHIHAN, He NOKa3BaT
ocobeH pHCK 3a XOpaTa.

6. DAPMALIEBTHYHH JAHHH

6.1 ChHHCHK Ha TOMOIMHATE BELECTRS

MukpokpHCTATHA HEMYN03a

Ilonokcamep 188

Kpockapamenosa Hatpuii

MarHesueB cTeapat

6.2 HechBMecTHMOCTH

Henpunoxumo.

6.3 Cpox Ha roaHoct

5 roguHH

6.4 ChemAa HH YeAOBHA HA CHXPaHeHHe

Tozn nekapcTheH NPORYKT HE HIHCKBEA CNGIHATHH YCIOBHA HA ChXpaHeHHe.

6.5 Jannn 33 onakoeBKaTa

OPA/AI-PVC/Al 6muctepu. OnaxoBkl ot 15, 30, 90, 120, 180 unu 270 TabneTkH, CEOTBETHO,
He BcHuKy BHIOBE ONIAKOBKH MOraT Aa HBAaT nycHaTH B npofax6a.

6.6 Cnenuajanu NpefNa3sHH MePKH NPH HIXBLpJAHe H paGoTa
Hama cnenyuaniy H3ucKBaHHs.

HenznonssaHRAT NPOAYKT WK OTNAXLYHATE MATEPHATH OT Hero TpA0Ba Aa ce HIXBBPAAT B CHOTBETCTBHE C
MECTHHTE H3HCKBaHHA.

7.  TIPETEXATEJ HA PASPEIUEHHETO 3A YIIOTPEGA
STADA ARZNEIMITTEL AG, Stadastrasse 2-18 D- 61118 Bad Vibel, I'epmatus
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8. HOMEP(A) HA PAIPEIIEHHETO 3A YIIOTPEBA

Hunopnn 0,5 mg tabnerku: 20090542

HHaopud 1 mg tabneriu: 20090545

Hupopun 2 mg tabnerkn: 20090546

WUnnopur 4 mg tabnerku: 20090547

9. JATA HA ITBPBO PAIPEIIABAHEMIOJHOBABAHE HA PAIPEINEHHETO 3A YIIOTPEBA

01.12.2009/19.09.2014

10. JATA HA AKTYAJTH3HPAHE HA TEKCTA

08/2018
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