IHCTPYKUIIA
AJIS1 MEAUYHOI 0 32CTOCYBAHHS JIIKAPChKOIro 3ac00y

Kaayniexc
(Claudiex)

Cknao:

oiroua peuosuna: Cilostazol,

1 Tabnerka MicTuTh nMI0CcTaz0xy 100 mr;

OONOMIJICHI ~ peuo8uHU: KPOXMallb KYKYPYA3SHUW, IENI0JI03a MIKPOKPUCTATIYHA, KaJbIIIO
KapMeso3a, TipoMesno3a, MarHiro creapar.

Jlikapcbka ¢opma. TabneTku.
OcHosni @izuxo-ximiuni eracmusocmi. TaONETKU Kpyryioi ¢GopMu OUIOTO KOJBOPY, 3 PUCKOIO 3
onHoro O0Ky. liamerp 6au3bko 8 MMm. TabneTKky MOXHa pO3AUTUTH HA JBI PiBH1 103H.

dapmakoTepaneBTUYHA rpyna. AHTUTPOMOOTHYHI 3aCO0N. AHTHATPEraHTH.
Kon ATX BO1A C23.

Dapmakonoiuni enacmueocmi.

Dapmaroouramixa.

Hunocrazon € iHriditopom arperamii TpomOoimtiB. Jlikapchbkuil 3acid MOKpallye 31aTHICTb
MepEeHOCUTH (PI3MYH1 HABAHTAKEHHSI, SIKY OIHIOIOTH 32 a0COTIOTHOIO JUCTAHIIIEI0 TIPH TIEPEMDKHIN
KynbraBocTi (a0 MakcuManbHOIO mucTaHiiero xoapbm (MJIX)) Ta MOYaTKOBOIO TUCTAHIIIEIO
MepeMbKHOT KyJIbraBocTi (a6o 6e36osricHoro nucraniiero xoapom (bJIX)) y TecryBanHi Ha OiroBiit
JOPIKITI. 3a pe3yibTaTaMHu JTOCITIKEHb MPU PI3HUX HABAHTAKEHHSAX OyJ0 BCTAHOBIICHO 3HAYHE
a0COJIIOTHE TIOKpaIlleHHsT Ha 42 MeTpu MakcuMalibHOi auctaHIii xoapbu (MJIX) mopiBHSHO 3
mane6o. BianoBigae BigHocHoMy nokparieHHto 100 % Big miane6o. Lei edext OyB aemo HUKIAM
y XBOpHUX Ha IIyKPOBHI1 /11a0eT.

[umocTtazon mae BazoAMIaTaTOpPHUIN edeKT, 1Mo OyJ0 MIATBEPIKEHO BUMIPIOBAHHSIM KPOBOTOKY
HIDKHIX KIHI[IBOK 3a JIOMOMOTOI0 TEH30METpUYHOI ruietu3dmMorpadii. L{umocrtazon Takox iHrioye
npoidepaltiro  KIITHH TJIaJKHX M’A3IB Ta 1HrIOye peakililt0o BHBUIBHEHHS TPOMOOIIMTIB
TpoMOo1mTapHoro pakropa pocry Ta PF-4 y TpomGonintax goauHu.

JlocniKkeHHsT TPOJEMOHCTPYBAIM, IO LUJIOCTa30JI COPUYUHSE 3BOPOTHE MPUTHIYEHHS arperarii
TpoMOOIMTIB. [HTiOyBaHHS e(PEKTUBHE MPOTH PSATY arperaHTiB (BKIIOYAOUH apaxiJOHOBY KHCIIOTY,
kojyareH, A/I® ta agpenainin), y mamieHTIB 1HTIOyBaHHsS TpuBa€ 10 12 TOAWH, a IMICs 3aBepUICHHS
MPUHOMY IUJIOCTA30JIy BiAHOBJICHHS arperaiii mpoxomawno y mexax 48-96 romun, 6e3 edekty
pukortery (rineparperaiiii). Tako) BCTaHOBJICHO BIUIMB IMJIOCTA30Jly Ha JIMiAU, SIKI HUPKYIIOIOTh
y mina3Mmi kpoBi. [IpuiioM mikapchbkoro 3aco0y 3HIKYE pIBEHb TPUTIILIEPUAIB Ta MIIBUINYE PiBEHb
HDL-xonecrepony. TpuBaie 3aCTOCyBaHHS JIIKAPCHKOTO 3ac00y HE COPUYUHSIIO 30UIbIIEHHS PIBHS
JIETATBHOCTI cepe;] MaIlieHTIB MOPIBHAHO 3 ILIaIeoo.

DapmakoKiHemuka.

Abcopbyis.

IIpu perynspHoMy mpuiiomi nmiocrazony y no3i 100 Mr aBiyi Ha m00y y mHalieHTIB 13
3aXBOPIOBAHHSAMU TMepUGEPUYHUX CYAWH CTaOUIbHUN cTaH nocsraeThes mpoTaroM 4 AHiB. Cmax
[UJIOCTA30Jly Ta MOT0 MEPBUHHUX METAOO0MITIB MiABUINYETHCS MEHII TPOTIOPIIIIHO 3 MiABULIIEHHSIM
no3u. IIpore AUC munocrasony ta iloro MetabomiTiB 301IbIIYEThCS TPUOIU3HO MPOMOPIIIHHO /10
N03yBaHHA. SIBHMI TepioJ] HaMiBBUBEACHHS ITWIOCTa30ily ctaHoBUTh 10,5 romuwnu. IcHye aBa
TOJIOBHUX METAa0OJITH — AET1IPOLMIOCTa301 Ta 4'-TpaHC-TIAPOKCULIMIOCTA30J1, 10 MalOTh OJIM3bKI
MOKa3HUKM HamiBBUBeleHHs. Jlerigpomerabomnit mae B 4-7 pas3iB BHUILY AHTUTPOMOOTHYHY
aKTHBHICTh, HDK II0OYaTKOBa pe4yoBUHA, a 4'-TpaHC-ripokcumeradomit — 1/5 Binx aKkTUBHOCTI
mutoctasony. Konnenrparii y mina3mi kposi (oTpumani 3a gjornomororo AUC) nerinpo- ta 4'-TpaHc-
riipokcumeTadomniTiB npubau3Ho craHoBisATH 41 % Ta 12 % Bix KOHUEHTpalii LUIOCTa30iy
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BIJIIIOBIJTHO.

Memabonizm.

[{m10cTa301 BUBOJUTHCS MEPEBAXKHO 32 JOMOMOTOI0 META00II3MY Ta MOAAIBIIOTO BUBEICHHS HOTO
MmeTabomitiB i3 ceuero. IlepBunHi i30pepmentn nutoxpomy P450, ski GepyTb ydacTb y HOTO
metabonizmi, — CYP3 A4, menmoro miporo — CYP2C19 ta nie menmoro miporo — CYPLAZ2.
Bugeoenns.

lonoBHMil nutax BuBeneHHS — 13 cedyero (74 %), 3aMMIIKOBI KUTBKOCTI BHAUIAIOTHECS 3 KaJOM.
He3nauHi KiTbKOCT1 HE3MIHEHOTO IMJIOCTA30JTy BUAUIIOTHCS 3 CEUYEI0, @ MEHII HiK 2 % HOro 103u
BUIUISETBCS Y BUTISAL Aerigponmioctasony. [Tpubmmzno 30 % Bix mo4aTkoBOi 103U BUALIIETHCS 3
cedero K 4'-TpaHC-TiIPOKCUMETA0O0IT. 3aIHIIKOBa KUTBKICTh BUAUISETHCS SK CyMa METa0OoJITIB,
KOJICH 3 AKHX HE TIepeBUIYe 5 % Bif 3araibHOT KUTBKOCTI.

Posnooin.

[unocrason 3B’s3yeThest 3 Outkamu Ha 95-98 %, nmepeBakHO 3 anbOymiHoM. JlerimpoMeradotiT Ta
4'-TpaHC-T1IIPOKCUMETAOO0IT 3B’ A3yI0ThCs 3 OUTKamu Ha 97,4 % Ta 66 % BiANMOBIAHO.

Hemae miaTBep/keHHS 3JaTHOCTI IIMJIOCTAa30Jly 1HAYKYBaTH MIKPOCOMaJbHI (PEPMEHTH IEYIHKH.
dapMaKOKIHETHKA 1IMJIOCTAa30Jy Ta HOro MeTaboIITIB He 3ajekaia 3Ha4yHOI MIPOIO Bij BiKy abo
crari nauieHTiB 50-80 pokiB.

B 0c¢i6 13 TS5KKOI0 HUPKOBOIO HEJIOCTATHICTIO BUThHA (Dpakilist muiocTa3ony Oyna Ha 27 % BuIioro, a
Cmax Ta AUC Oynu BinmosinHo Ha 29 % Ta 39 % HWXYMMH, HDK B 0C10 3 HOPMAIBHOIO (PYHKITIEIO
HUPOK. Cmax Ta AUC nerinpometaboiTy Oyiu BinmoBimHo Ha 41 % Ta 47 % HIWKYMMHU Yy TIAIlI€HTIB
3 TSOKKMMU MOPYIICHHSIMH HUPOK MOPIBHSHO 3 MAI[lEHTaMU 3 HOPMAJIbHOIO (yHKIII€t0 HUPOK. Cmax
ta AUC 4'-tpaHc-rigpokcunmiocraszony O0yian Ha 173 % ta 209 % BummMu B 0Ci0 13 TSKKOIO
HUPKOBOIO HENOCTATHICTIO. HeMae maHWX 11010 MaI(i€eHTIB 3 TMOMIPHOIO Ta TSIKKOKO MEYIHKOBOIO
HEJO0CTaTHICTIO.

KuiniuHi XapakTepucTuKH.

Ilokazanns.

Jlnst 30UIBIIEHHST MaKCUMalibHOT 0€300JIiCHOTI MHCTaHINi XOAhO0M y TAIIEHTIB 3 TMEPEMDKHOIO
KYyJbTaBICTIO, SIKI HE MaroTh OOJIEH y CTaHI CIIOKOIO Ta O3HAK HEKpPo3y NepudeprUIHMX TKaHWUH
(3axBoproBaHHs nepudepuynux aprepii, cramia I 3a DouTeitHOM).

3acTOCOBYBATH SIK Tepallito APyroi JiHii IS MAaIi€HTIB, y SIKUX 3MiHA CTHJIIO JKUATTS (BKIIOYAIOUH
BIJIMOBY BiJl KypiHHS Ta KOHTPOJLOBaHI MPOrPaMU 3aHATh CIIOPTOM) Ta IHIII BIAMOBIAHI 3aX0U HE
MIPU3BEIH JI0 3HAYHOTO MOCIabIeHHS CUMIITOMIB MEPEeMDKHOT KyJIbraBOCTi.

Ilpomunoka3zanns.

- Bigoma rinepuyrauBiCTH 10 HHIOCTa307y abo 10 OyAb-SKOTO KOMIIOHEHTA JIKapChKOTO
3aco0y;

- TsDKKa HUPKOBA HEAOCTATHICTH (KIIPEHC KpeaTuHIHY <25 MII/XB);

- moMipHa abo TsDKKa MeYiHKOBa HEIOCTATHICTD;

- 3acTiiiHa ceplieBa HEJOCTaTHICTS;

- BariTHICTB;

- Oynb-ska BiZOMa CXWIBHICTH JO KpoBOTeYl (HAampHKIaJ, BHUpa3ka [UIyHKa abo
JBAHAALATUIANO] KHUIIKK Yy CTafii 3arOoCTPEeHHS, HEUIOJaBHI TreMopariyHuid 1HCYIbT (10
6 micsriB), mnpomipeparnBHa ¢dopMa Aia0ETUYHOI pEeTUHOMATIi, C¢JI1abo0 KOHTPOJbOBAHA
rinepreHsis);

- TNPOTUIOKA3aHO MAalLliEHTaM 31 IUTYHOUYKOBOIO TaxiKap/i€ro, NUTyHOUKOBOIO (Pibpuisiiero abo
MYJIbTUIOKYJISIPHOIO I[UTYHOUKOBOIO €KTOIIEI0, M0 TMPOXOAUIM abo He MPOXOIUIH
BIJIMOBIIHY Tepariio; MaljieHTaM 3 MOJOBKeHHsAM iHTepBany QT;

- TsDKKa TaxiapuTMis B aHaMHe3i;

- OJIHOYACHE JIIKyBaHHs JBoMa a0o0 Ouibllle JOJATKOBUMHU aHTUTPOMOOIMTAPHUMH 3aco0amMu
ab0 aHTHUKOAryIsIHTaMH (HANpPUKIAJ aleTUICATIINIOBA KUCIIOTa, KIOMIIOTpeNb, TemapyH,
Bap(apuH, alleHOKyMapoJ, fadiratpad, puBapokcaban abo amikcadbaH);

- HecTaOUIbHA CTEHOKap/is, iH(APKT MiOKapaa MPOTAroM OCTaHHIX 6 MicAliB abo KOpoHapHE
BTPYYaHHS MPOTATOM OCTaHHIX 6 MiCALIB.
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B3aecmooia 3 inwumu nikapcoKumu 3acodamu ma iHuii 6UOU 63acMo0ill.

Aumumpombomuuni  3acobou.  Uwmnocrazon €  iuriditopom  ¢ocdomiecrepazu 11 3
aHTUTPOMOOLMTAPHOIO AKTUBHICTIO. MOr0 3acTOCyBaHHS 3J0pOBUM 0c06aM y n03yBaHHi 150 mr
MPOTATOM 5 THIB HE MPU3BOMIIO JIO TIOJOBXKEHHS 4acy KPOBOTEHUI.

Ayemuncaniyunosa kucroma (ACK). Cymicae 3actocyBants 3 ACK mpoTsarom KopoTKoro vacy (110
4 nuiB) Oyno moB’si3aHe 3 mimBHIIEeHHAM Ha 23-25 % npurniuenHs AJ|®-inaykoBaHOi arperaitii
TpoMOOIMTIB MOpiBHSAHO 3 mpuiiomMoM TiTbku ACK. He cnocrepiranocst oueBUAHUX TEHASHIIIA 10
30UTbIIICHHS PIBHSA TEMOpAriyHUX NOOMHUX e(eKTIB y MAI[ieHTIB, SKi NMPHHMaIM acIipuH Ta
IIMJIOCTA30JI, IOPIBHSHO 3 MAI[IEHTaMU, SIKi TpHiiMalTy Tutanebo Ta exkBiBaneHTHI 103u ACK.
Knoniooepeno ma inwi anmumpomooyumapui 3acob6u. CyMICHUH TPUHAOM IHIOCTA30Jy Ta
KJIOTIIOTPENII0 HE BIUIMBAaB Ha KUIBKICTh TpoMOouuTiB, mporpomOiHoBuit wac (ITH) abo
aKTUBOBAHUW 4acTKOBUU TpomoOoractuHoBuM vac (AUTY). Vci 310poBi y4aCHUKH JOCTIIKEHb
Majii TOJOBXEHHM Yac KPOBOTEUl MPH NPHHOMI KIOIMIOTPEN0 y MOHOTEparii Ta CyMiCHOMY
3aCTOCYBaHHI 3 IMJIOCTA30JIOM, IO HE MPHU3BOJMIO A0 3HAYHOTO CYMapHOTO BIUIMBY Ha dYac
kpoBoteul. [IpoTe cmix ngoTpumyBaTHCs OOEpeXHOCTI NpU KOMOIHOBAaHOMY 3aCTOCYBaHHI
UAJIOCTA30Jy 3 OyAb-SIKUMH aHTUTPOMOOTHYHMMH 3aco0amu. Crifi pO3TIASHYTH MOKIIUBICT
MEepIOJUYHOTO MOHITOPUHTY dYacy KpoBoTeul. JIiKyBaHHS LMJIOCTA30J0M MPOTUIIOKA3aHO
MalieHTaM, Kl NpuiMaloTh ABa a0o OUIbIIE J0JAaTKOBUX aHTUTPOMOOIIMTAPHUX/aHTUKOATYJISIH THUX
3aco0iB. binbm BHcOKa yacToTa BHIAJKIB KPOBOBHWJIMBIB CHOCTepiraisacs HpH OJHOYACHOMY
3actocyBanHi kinomnigorpento, ACK 1 munocrazomny B xomi nociimkenas CASTLE.

Ilepopanvui anmuxoacynswmu (hanpuxnad eapgapun). Ilpu ogHOKpaTHOMY TpuiiomMi He OyIO
BUSIBJICHO TPUTHIYEHHS MeTaboii3zMy BapdapuHy a0o BIUIMBY Ha mnapamerpu koarymsuii (ITY,
AYTY, ugac kpoBoteui). [IpoTe pekoMeHAOBaHO NOTPUMYBATUCS OOEPEXKHOCTI MAaIllEHTaM, SKi
MPUIMAaIOTh IIHJIOCTA30J1 3 Oy/b-IKUM aHTHKOAryJIsLIfHUM 3ac000M, Ta TMPOBOJUTHU MEPIOAUUHUN
MOHITOPHUHT JJIsl MIHIMI3aIii MOXJIMBOCTI KpoBoTeul. JIIKyBaHHS ITMJIOCTA30JI0M MPOTUIIOKA3aHO
MarieHTaM, K1 IpUUMaloTh J1Ba a00 OUTBIIE T0JATKOBHX aHTUTPOMOOIIUTAPHUX/aHTHKOAT YIITHTHUX
3ac00iB.

Ineioimopu yumoxpomy P450 (CYP). llunoctazon 3HaYHOIO MIpOI0 MeTaboi3yeThesi epMeHTaMu
CYP, ocobmuBo CYP3A4 ta CYP2C19, 1 menmoro miporo — CYP1A2. JlerinpomeraOoir, KU
Ma€ aHTUTPOMOOIIMTAPHY aKTUBHICTh y 4-7 pasiB BUIILY, HDK IHJIOCTA30J1, IMOBIPHO, YTBOPIOETHCS
rosjoBHUM uymHOM Tix giero CYP3A4. 4'-tpaHc-rinmpokcumetaboiiT, 3 akTUBHICTIO 1/5 Bix
IAJIOCTA30J1y, IMOBIpHO, yTBOproeThbes 3a momnomoroto CYP2C19. Takum ymHOM, 3aco0u, IO
npurHiuytotb CYP3A4 (manmpukiaa aeski MakpoJIiau, a30JI0B1 MPOTUTPUOKOBI 3aco0u, IHTIOITOpH
npotea3) abo CYP2C19 (mampukian iHriOiTopyd MPOTOHHOTO HAcoca), MIABUIIYIOTh 3arajibHy
(dapmakosioriyny akTuBHICTH Ha 32 % Ta 42 % BIANOBIIHO Ta MOXYTh MiBUIIYBATH MOOIYHI
edexktn nuiocTazony. Moxe OyTn HEOOXITHUM 3HIDKCHHS J03W ITWIIOCTa3oy jo S0 mr ABivi Ha
100y 3aJIeKHO BiJl IHIMBINYyaaIbHOT €PEKTUBHOCTI Ta MIEPEHOCUMOCTI.

[Tpuitom 100 Mr mummnocrazonly Ha 7-i JIeHb 3aCTOCYBaHHS €PUTPOMIIHMHY (IMIOMIpHUN I1HTi1GITOP
CYP3A4) 500 mr 3 pa3u Ha o0y mpusBoauio ao niaBumieHHs AUC munocrazony no 74 %, sike
CYIpOBOJKYBajocs 3HIKEeHHsAM Ha 24 % AUC i#oro nerimpomera0oliTy, ajie 3 MOMITHUM
nigsuiieHasM AUC  4'-tpaHc-rinmpokcumerabonity. 3 ypaxyBaHHsM 3HadyeHb AUC 3aranbHa
(apMakoJIOriyHa AaKTUBHICTh LWJIOCTA30ily 30uUIblIyeThess Ha 34 % mpu OJHOYACHOMY HOTO
npuiioMi 3 eputrpominrHoM. Ha mifcTaBi ux AaHUX peKOMEH0BaHa /103a [UJI0CTAa30y CTAHOBUTh
50 mr 2 pa3u Ha 100y MpH OAHOYACHOMY IMPHUIHOMI 3 €pUTPOMIIMHOM Ta HOJIOHUMH 3acobaMu
(HarmpuKIIa, KIapUTPOMILUHOM).

OnHouacHe 3acTocyBaHHsI KeTokoHa3oidy (iHriditopy CYP3A4) 3 muinocta3onoM MpU3BOIUIO O
30ubmienHs  AUC  muiocrazony Ha 117 %, mo cynpoBojukyBanocs 3HmwkeHHsM AUC
nerinpomerabonity Ha 15 % 1 30umbmenHsmM AUC 4'-tpaHc-rigpokcumerabonity Ha 87 %.
3 ypaxyBanHasaMm 3HaueHb AUC 3aranpHa (apMakosoriyHa aKTUBHICTh IHJIOCTAa301y 30UTbIIYETHCS
Ha 35% mnpu OJHOYACHOMY 3aCTOCYBaHHI 3 KETOKOHa3oioM. Ha migcraBi mux AaHMX
PEKOMEHIOBaHa 7032 LMJIOCTa30,ly CTaHOBUTH 50 Mr 2 pas3u Ha 100y IpU OAHOYACHOMY NpHUioMi 3
KETOKOHA30JIOM Ta MOAIOHUMH 3aco0aMu (HApUKIal, iITPaKOHA30JI0M).



3acTocyBaHHS IWIIOCTa30My 3 mwiriazeMoM (crmabkum iHribitopom CYP3A4) mpusBoauio a0
s3oupmenHs AUC mwmiocrazony Ha 44 %, ske cympoBojpkyBaniocs 30umemienHsM AUC
nerinpomerabonitry Ha 4 % Tta 30ubmenHsM AUC 4'-tpanc-rimpokcumeraboiity Ha 43 %.
3 ypaxyBanasam 3HaueHb AUC 3araipHa (hapMakojoridHa aKTUBHICTh IHJIOCTA30JTy 30UThIIYETHCS
Ha 19 % mpu ogHOYacHOMY MpHUiioMi 3 TuiITia3eMOM. ['pyHTYIOUHCh HA IUX JaHUX, KOPUTYBAaHHS
71031 HE MOTPIOHO.

[Tpuitom omnokpaTtHOi m03u 100 Mr mmimocrazony 3 240 M rpedndpyroBoro coky (iHriGiTop
kumkoBoro CYP3A4) He mnposBiIsB TOMITHOTO e(ekTy Ha (apMaKOKIHETHKY HHIOCTA30Iy.
VY 3B’3Ky 3 IIUM KOPHTYBaHHS J03W He TmOoTpiOHO. IIpoTe BXKHMBaHHS BEIHUKUX OOCSATIB
rpedndpyroBOT0 COKYy MOKE HAJaTH KIIHIYHO 3HAYYIIHA BIUIMB Ha (apMaKOKIHETUKY
[IUJIOCTA30ITy.

3acTocyBaHHS MUJIOCTa301y 3 omernpasosioM (iaridiropom CYP2C19) npusBoauino A0 30UTbIIICHHS
AUC munocrazony Ha 22 %, sike cympoBoixyBasniocs 30utsmeHHs M AUC nerigpomeradosiiTy Ha
68 % 1 3amxkenasM AUC 4'tpanc-rinpokcumerabonity Ha 36 %. 3 ypaxyBanHsM 3HaueHb AUC
3arajbHa (papMakoJIOTIYHA aKTUBHICTh LUJIOCTA30i1y 30UIbIIyeThCS Ha 47 % INpu OAHOYACHOMY
npuiiomi 3 omernpaszoiioM. Ha migcTaBi muxX JaHUX PEKOMEHJOBAaHA 7032 IMJIOCTA30Jly CTAHOBHTH
50 mr 2 pa3u Ha 100y IpH 0THOYACHOMY MPUHOMI 3 OMEIPA30JIOM.

Cyocmpamu ¢hepmenmy yumoxpom P450. byno Bim3HadeHo miaBuiieHHs nuioctazoiom AUC
noBactatuny (uymuBuii  cyoctpar CYP3A4) Ta i#oro P-rigpokcukuciotru g0 70 %.
Cnin notpuMyBatucs 00epeXHOCTI MPU CyMICHOMY MpUiioMi LusocTas3oly 3 cyocrpatamu CYP3A4
3 BY3bKMM TEpamneBTHUUYHUM IHJEKCOM (HampuKiaa LU3anpul, TaJoQaHTpuH, MIMO3HJ, MOXIAHI
pbkkiB). Cnig JOTpUMYBATHCS OOEpPEXKHOCTI NHpPU OJHOYACHOMY MPUHOMI IIWIIOCTa307ly 31
CTaTMHaMH, 10 MeTaboni3yloThcsi  (pepmentamu  nutoxpomy CYP3A4, mwanpukmang 3
CHMBACTAaTHHOM, aTOPBACTATHHOM 1 JIOBACTATHHOM.

Inoykmopu ¢pepmenmy yumoxpom P450. Brunus mayktopiB CYP3A4 ta CYP2C19 (Takux sk
kapOamasemnis, ¢peHITOTH, prudaMITilUH Ta MpenapaT 3Bipo00r0) Ha GapMaKOKIHETUKY ITHIIOCTA30Ty
He OyB AochimkeHuil. TeopeTHyHO aHTUTPOMOOTHYHA [Tisi MOXKe OyTH 3MIHEHA, TOMY HEOOX1THUM
MOHITOPHHT Yy BUTIQJIKY pa3i mutoctazony 3 inaykropamu CYP3A4 ta CYP2C19.

Ilin wac mocmimkeHnb TroTIOHONAMIHHS (ke 1HAYKye CYP1A2) 3HMKYBalo KOHIIGHTpAIliIO
[AJIOCTA30JTy Yy Tu1a3Mi kpoBi Ha 18 %.

[HI11 TOTeHLIHHI B3a€EMOJIIT
Cnin notpumyBatucsi 00€pPEKHOCTI MPHU OJHOYACHOMY 3aCTOCYBaHHI IHIIOCTA30JIy 3 OYIb-SKUM
IHIIUM  3acO000M, 3JaTHUM 3HIDKYBAaTH apTepiaibHUN THCK, Yepe3 MOXKIIUBICTh PO3BHTKY
AMTUBHOTO TIMOTEH3UBHOTO €(DEKTY, IO CYIPOBOKYETHCS pe(DISKTOPHOIO TaxiKapai€to.

Ocoobnueocmi 3acmocy8anus.

[IpuiiHATHICTD JIIKyBaHHS IIMJIOCTA30JIOM CJIil PETEJILHO OI[IHIOBATH MOPSJ 3 IHIIUMH BapiaHTaMHu
JIKyBaHHS, TAKUMHU SIK PEBACKYJIsIpU3AILisl.

B cuny cBoro mMexaHiamy Aii IUI0CTA307 MOXKE CIPUYMHUTH TaXiKapAito, CepUeOUTTs, TaXiapuTMit0
Ta/abo aprepiaibHy TINOTEH31I0. 30UIbIIEHHS YacTOTH CEPIEBUX CKOPOYEHb, acolliiioBaHe 3
[UJIOCTA30JI0M, CTAHOBUTH MPUOIU3HO BiA 5 10 7 yAapiB Ha XBUJIMHY, TOMY y MAIli€HTIB 3 PU3UKOM
JAHOTO SIBHIIA TIperapaT MOKe CIPUYUHATH CTEHOKAP/IIIO.

[NamieHTiB, SIKI MOXYTh OyTH CXWJIBHI JO MIABHIICHOTO PU3UKY CEpHO3HUX MOOIUHUX €(]EeKTiB 3
00Ky ceplsi B pe3yibTaTi 30UIbIIEHHS YacTOTH CEPIEBUX CKOPOYECHb, HANPHUKIAM, MALIEHTH 31
CTaOUTPHOIO IIIEMIYHOI0 XBOPOOOIO cepls, CHiJl PEeTeNbHO CHOCTepiraTH MiA Yac JIKyBaHHS
LIMJIOCTA30JI0M; CJIiI BpaXOBYBaTH, IO LMJIOCTA30J MPOTUIOKA3aHUN MallieHTaM, K1 MepeHecin
HEeCcTaOUIbHY CTEHOKapAilo abo iHpapKT MioKapJa/KOpOHApHE BTPYYaHHS MPOTITOM OCTaHHIX
6 Mics11iB, 200 3 Ba)KKOIO TaXiapUTMI€I0 B aHAMHE3.

Cnin pgotpumyBatucss 0OEpeXHOCTI NMpU NPU3HAYEHHI IMJIOCTA30Jly Malli€eHTaM 3 EKTOII€0
nepezceps 1 IUTYHOUKIB, a TAaKOXK NarieHTaMm 3 Giopuiisiieto abo TPIMOTIHHAM Mepeceps.
[NamieHTiB HEOOXITHO TOMEPEAUTH MPO HEOOXIMHICTh 3BEPHYTUCS MO JKaps y BHMAIKaX MOSBU
KpoBOTeY ab0 CHHLIB Mix 4Yac Tepamii. Y pa3i MOSBM OYHHUX KpPOBOTEU MPUHOM LUIOCTA30Jy
HEOOX1JTHO MPUTTUHUTH.

OCKUTBbKM JTIKapChbKUH 3aci0 371aTHUM MPUTHIYYBAaTH arperauito TpOMOOLUTIB, 30UIBITYEThCS PU3HK
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KpOBOTEY I Yac XIpypriyHMX BTpydYaHb (BKJIIOYAIOUYM HE3HAYHI BTPYYaHHS, HaANpPUKIA
BUJaNeHHS 3y0a). SIkmo mamieHTy HeoOXigHO TpPOBECTH XIpypriuHe BTpy4YaHHS Ta
aHTHUarperauiiiauii epexT € HeOaKaHUM, NMPUHOM IMJIOCTA30Jly CIiJ MPHUIIMHUTH 33 5 JHIB 110
omepartii.

Hanxomunm  MOOAMHOKI  TMOBIJOMJICHHS TPO  IeMAaToJIOTIYHI  BIAXWJICHHS,  BKIIIOYAIOUU
TPOMOOIMTOTICHIIO, JIEHKOTEHII0, AarpaHyJolMTO3, MAHIMTONEHIID Ta alJIaCTUYHy aHEMilo.
BinbImicTs mamieHTIB OAYKYBallM MICIs NPUIMHEHHS NpuioMy mmiocrtaszony. [Ipore aekimbka
BUIAJKIB ITAHIIMTOIIECHI] Ta alJIaCTUYHOI aHeMIT MaJIM JieTalabHI HACHIIKH.

[MamienTiB cig momepeauTH Mpo HEOOXiJHICTh HETAHHO MOBLIOMIIATH MPO Oynb-iKi O3HAKH, SKi
MOJKYTh CBITUUTH PO paHHINA PO3BUTOK MATOJIOTIYHUX 3MiH KPOBI, TAKHX SIK TiepTepMis Ta OuTb y
ropii. HeoOxiHO mpoBecTH MOBHUI aHali3 KPOBi, SIKIIO € MiI03py Ha iH(eEKIi0 a00 HasBHI Oy/Ib-
K1 HII KITHIYHI 03HAKU MATOJIOTTYHUX 3MiH KpoBi. [IpuifoM munocTas3ony citif NpUIUHUTH, SKIIO
€ KIHIYH1 2060 J1a60paTOpHI JOKA3H MATOJIOTTYHUX 3MIH KPOBI.

VY nmnauieHTiB, ki npuiimanu notyxkHi 1Hri0itopu CYP3A4 abo CYP2CI19, cnocrepiranocs
30UIBbILIEHHS PIBHIB LMJIOCTA30Jy y IUIa3Mi KpoBl. Y TaKMX BHIIaJKax PEKOMEHJOBaHa /103a
UAJI0CTa30Ty CTaHOBUTH 50 Mr 2 pasu Ha J100y.

HeoOximHo 3 00epexHICTIO MpU3HAYATH JIKAPCHKUN 3acid maljieHTaM 13 TepencepaHoro abo
IIUTYHOYKOBOIO €KTOMIE0, (10pUsALiero a00 TPINOTIHHIM Mepeacepab.

HeoOxinHa 00epeXHICTh MPU CYMICHOMY NMPUHOMI HUJIOCTA30y 3 OyIb-IKMMH IHIIUMH 3aco0amu,
0 MOXYTh 3HI)KYBAaTH apTepiaJbHUM THUCK, OCKUTBKH ICHY€ PHU3WK aIUTHBHOTO TIMOTEH3UBHOTO
edekTy 3 peIEKTOPHOIO TaxiKapai€ro.

Cnig poTpuMmyBaThCS OOEpPEKHOCTI TPH TPHU3HAYCHHI IUJIOCTA30Jly 3 OyAb-SIKUMH IHITUMH
AHTUTPOMOOTHYHHUMU 3aCO0aMU.

EdexT ranbmyBaHHsS Hanagy HCYNIBTY, IO TMPOSBIIIE 1IEH JTIKAPCHKUI 3aci0, HE AOCTIHKYBABCS TIPH
ACUMIITOMaTUYHOMY IMIEMIYHOMY IHCYJIBTI.

3acmocyearnns y nepioo éazimmocmi abo 200y8arHs 2pyooro.

Bazimnicmeo.

BigcytHi migTBep/pKeH1 JaHI IIOA0 3acCTOCYBAaHHS IMJIOCTA30J1y BariTHUM. JlOCTKEHHS Ha
TBapMHAX TIOKA3aJld PENPOAYKTUBHY TOKCHUYHICTh. [lOTEHINIHUN pHU3UK HEBIIOMUN, TOMY
[AJIOCTA30JT HE MOYKHA TIPUMMATH Y TIEP10]] BariTHOCTI.

T'ooysanus epyooro.

JlocnmipkeHHsT Ha TBapuWHAX MOKa3aid, IO LUJIOCTa30Jl MOXKE€ NPOHUKATH Yy TPYyIHE MOJIOKO.
TouHi JaH1 MPO TPOHUKHEHHS ITUJIOCTA30Jy y TPYAHE MOJIOKO XIHKHM BiICyTHI. BpaxoByroum
MO>XKJIMBUW HETATHBHUI BILIUB Ha JAUTHHY, 3aCTOCYBAHHS JIIKAPCHKOTO 3ac00y y Mepioj| royBaHHs
TPYAIIO HE PEKOMEHYEThCSI.

DepmunvbHicmo.

JlocnikeHHsl Ha TBapUHAX MMOKA3aly, 10 IUJI0CTa30J1 He BIUIMBA€E Ha (DePTUIIBHICTD.

30amuicms enausamu Ha wWEUOKICMb peakyii npu Kepy8aHHi aA8MOMpaHCNoOpmom ado [HuUMU
MEXaAHIZMAMU.

Cnig poTpumyBaTHCS O0OEpPEXKHOCTI, OCKUIBKM TMpH MPUHOMI JIKapChKOro 3aco0y MOKIIMBE
3al1aMOPOYEHHS.

Cnoci6 3acmocysanna ma 0o3u.

Jo3yeanHnsi.

PexomenioBana J103a jikapcbkoro 3aco0y - nmo 100 mr 2 pasu Ha no0y. TaOnerku mpuiimatu 3a
30 xBUJIMH A0 npuiloMy bki abo yepe3 2 ToAWHM MICis MPUHOMY DK1 BpaHLli Ta BBeUepi.

[Tpuitom nikapcekoro 3acoOy mija 4ac ki MOXe MiABMIYBATH HOTO0 MakCHMallbHI KOHLIEHTpALil y
ria3Mi KpoBi (Cmax), IO 301IbIIYe PU3MK BUHUKHEHHS MOOIYHMX peakuiil. Llumocrason maroTh
MpU3HAYATH JIKapi 3 JOCBIIOM JIIKyBaHHS MEPEMDKHOI KyJbraBOCTi. SIKIIO MpOTSAroM 3 MICSIIB
JiKyBaHHS He Oyno e(peKTHBHMM, JIiKap MOBMHEH NPU3HAUYMUTH IHIIY Tepamito. [lamieHtam, sxi
OTPUMYIOTH JTIKYBaHHSI ITUJIOCTA30JI0OM, CIIJ JOTPUMYBATUCS 3MiH Yy CMOCOO1 KUTTA (BiIMOBA Bif
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KypiHHS Ta (i3U4HI BIpPaBH) 1 IPOAOBXKYBAaTH (papMakoJOTIyHI BTpy4aHHS (HANPHUKIAA, TPUHOM
TIMTO3HIKYBAIBHUX Ta AHTUTPOMOOIMTAPHUX 3ac00iB), MO0 3MEHIIUTH PHU3HK PO3BUTKY
CepleBO-CyIMHHNX ABUI. [lunocTa3on He 3aMiHIOE JaHi1 BUAU JTIKyBaHHS.

3MmeHneHHs 034 A0 50 Mr 1Bivi Ha 100y peKOMEHI0BaHe IS MAliEHTIB, SIKi OTPUMYIOTH JIIKapChKi
3acobu, mo cuiabHO iHTIOyI0Th CYP3A4, nHanpukiaa, Aeski MakpoJigu, a3oJyibHI (yHrinuaw,
iHridbiTopu mporeasu, abo 3acobu, ki cuibHO HrIOYI0TE CYP2C19, Hanpuknan omenpas3on (JIUB.
po3ain «B3aemois 3 IHIIMMH JTIKAPCHKUMH 3aC00aMU Ta IHIIT BUAW B3aEMOII).

Hayienmu nimuso20 8iK).

Hemae HEoOXiTHOCTI y KOPEKIIil 103H JUIs 1i€l KaTeropii mamieHTis.

THayienmu 3 HUpKOBOIO HEOOCMAMHICIIO.

JIJis manieHTiB 3 KIIPEHCOM KpeaTUHIHY >25 MII/XB CHeIialibHa KOPEKIlis T03yBaHHS JIIKAPCHKOTO
3aco0y He noTpidHa. LlumocTazon npoTUoka3zaHuii MaIieHTaM 3 KIIIPEHCOM KpeaTuHiHy <25 MJI/XB.
Iayienmu 3 neuinko8010 HeOOCMAaMmHICMIO.

Jly1g maiieHTIiB 3 Jerkoro GopMOI0 3aXBOPIOBAHHS MEYIHKH J03Yy HE MOTPIOHO 3MiHIOBATU. BincyTHi
JaH1 11010 TAIIEHTIB 3 TOMIPHOIO 200 TSKKOIO MEYIHKOBOO HEIOCTATHICTIO. OCKUIBKU UIIOCTA30T
aKTUBHO MeTaboi3yeThesl (pepMEHTaMM NEUIHKY, BIH MPOTUIOKA3aHUI NalieHTaM 3 IOMIPHOO abo
TSHKKOIO IEYIHKOBOKO HEIOCTATHICTIO.

Jimu. Jlikapchkuil 3acid HE pPEKOMEHIYEThCSI NMPU3HAYaTH JITSIM 4Yepe3 BIICYTHICTh JAAHUX LI0JI0
Oe3mneKu Ta epEeKTUBHOCTI 3aCTOCYBAaHHS.

Ilepeoo3ysanns.
[ndopmariis npo rocrpe mepenolyBaHHS oOMexkeHa. MOXIIMBI CHIIBHHM TOJIOBHUI OuIb, aiapes,
TaxikapJisg Ta cepueBl apuTMii. 3a Tali€eHTaMH HEOOXITHO CIOCTEpiraTd Ta MPOBOJUTH
MIATPUMYBaNIbHY Tepanito. HeoOXiTHO CIOPOXHUTH HUIYHOK 3a JOTIOMOTOIO HAYKII OJtoBaHHS
a00 MPOMUBAHHSI.

Io6iuni peakuii.

HaiiGinpmr mommupeHi moOiuHi1 peakiiii, mpo sKi MOBIIOMJIUTM Y KIIHIYHHUX TOCITIKEHHSIX
npemnaparty, oynu rojsoBHui O0utb (>30 %), miapes (>15 %) Ta nopyieHHs poOOTH KUIIIEUHUKY

(>15 %). 1i peaxitii, ik IPaBHIIO, MAJIH JIETKY a00 MOMIPHY IHTCHCUBHICTh Ta IHO/1 MOJIETIIYBATUCS
3a paXyHOK 3HID)KEHHS JI03H.

Heb6axani edextu, ki iHOI MOXKYTh BUHUKHYTH ITiJl 4aC 3aCTOCYBaHHS IIMJIOCTA30Jy, 3a3HAYECH] Y
TaOJIMIIl HIKYE.

YacTtoTa moOIMHMX peakiii: ayxe dacto (>1/10); gacro (>1/100 mo <1/10); meuacro (>1/1000 mo
<1/100); piako (=>1/10000 mo <1/1000); myxe pigko (<1/10000); HeBimoMO (HEMOKIUBO OI[IHUTH HA
OCHOBI HasBHHUX JaHuX). Yactora mOOIYHUX peakiii, sKi CHOCTepiraJMcs y Tepiof
MICSPEECTPALIIMHOTO 3aCTOCYBAHHS, BBA)XKAETHCS HEBIIOMOIO (HEMOJKJIMBO OIIHUTH Ha OCHOBI
HassBHUX JIAHUX).

3 o6oky kposonocHnoi ma | Yacto Exximo3

JAimhamuunoi cucmemu Heuwacro Anemis
Pinxo [TpooBkeHHs Yacy KpOBOTEYi, TPOMOOIIUTEMIST
Hesinomo TenneHItis 70 KPOBOTEY, TPOMOOIIMTOIICHISA,

TPaHyIOIUTOIEHIS, arpaHyIOLUTO3,
JICWKOTICHIS, MAHIIUTOIICHIS, arIaCTUYHA aHEeMis

3 60Ky imynnoi cucmemu Hewacro AJnepriyia peakiis
3 60ky 0bminy peuosun ma | Yacto [lepudepnuni HaOpsku, HaOpsKU OOIWUYYS,
XapuyeauHsi aHOpeKcis
Hewacro ['nepriikemis, IyKpoBHi Jiabet
3 6oy ncuxiku Hewacro TpUBOXKHICTD
3 boky Hepsosoi cucmemu Hyxe gacto ["onoBHwMIt OB
Yacro 3anaMopOYeHHS




Heuacto

besconns, konmapu

Hesimomo [Tapes, rimecresis
3 6oy opeanis 30py Hesimomo KoH 1oHKTHBIT
3 boxy opeanis ciyxy Hesimomo JI3BiH i Iy™M y ByXax
3 boky cepyesoi cucmemu Yacro CeprieOuTTs, TaxXiKapAis, CTCHOKAP/is, apuTMis,
IITYHOYKOBA €KCTPACHUCTOJIIS
Heuwacro [adapkT miokapna, Gidpuisis nepeacepab,
3acTiliHa ceplieBa HeJJOCTATHICTD,
HAAMUTYHOYKOBA TaxiKap/Iis, IUTyHOYKOBA
Taxikaplis, HENPUTOMHICTb
Heuacto KpoBoBmimB B  OKO, HOCOBI KpOBOTEUI,
IITYHKOBO-KHIIIKOBI ~ KPOBOTeUi, HE3'ACOBaHi
. KpOBOTEY1, OPTOCTATUYHA TIMOTEH31sI
3 60oky cyounnoi cucmemu - - — .
Hesinomo [IpunnuBy, rinepToHis, rioTOHIA, KPOBOBWIMBHU
B MO30K, JIET€HI, M'I3H, JIHXaJIbHI IIUISXU,
HIAIKIPHI KPOBOBWJIMBH
3 6oky ouxanvnoi cucmemu | Yacto Pumnir, gpapunrit
Heuacrto 3aauiika, MHEBMOHIA, Kalllellb
Hesigomo [HTepCTHITIaTEHA THEBMOHIS
3 b6oky winynkoso- yxe gacto Jliapesi, nopyieHHs! BUTTOPOKHEHHS
KUUKOB020 MPAKMY Yacrto Hymora i OnroBaHHS, IUCHEICIS, METCOPHU3M,
OUTb Y )KUBOTI
Heuacto l'acTput
3 6boky eenamobiniapnoi | HeBimomo lematur, aHomanmii  me4iHKOBOI  (YHKIIII,
cucmemu YKOBTSTHUIIS
3 6oxy wxipu i niowxkipuux | Yacto Bucun, cBepOixk
MKAHUH Hesigomo Ex3ema, mikipHi Bucunanus, cuaapom CriBeHca-
JI>KOHCOHA, TOKCUYHUH emiiepMaTbHUN
HEKpOJIi3, KPOTIUB STHKA
3 boky ckenemuo-m’s3060i | Hewacto Mianris
cucmemu ma — CHOJYYHOL
MKAHUHU
3 b6oky Hupok ma Pinko HupkoBa HemocTaTHICTh, MOPYIICHHS (QYHKITIT
Ceu0BUBIOHUX ULTSAXIB HUPOK
Hesimomo ['ematypis, mosrakiypis
3acanvri poznaou Yacrto binb y rpynsx, acteHis
Heuacto O3H00, HE3Ty>)KaHHS
Hesinomo [Tipekcis, 611
Jlabopamopmni Hesinomo [TinBuIIeHHS PiBHSA CEYOBOi KMCIIOTH, CEYOBUHHU
00CNIOMNCEHHS B KpPOBIi, KpeaTHHIHY B KPOBI

30uIblIeHHs] KUTBKOCTI BUIAQJKIB CepueOUTTa Ta nepudepuyHux HaOpSKIB crocTepiranocs, KOJu
LIMJIOCTA30JI 3aCTOCOBYBAJIM CYMICHO 3 IHIIMMHU Ba30JWJIATaTOpaMH, SIKI MOXYTb CIPUYUHUTH
pedeKTopHy Taxikap/lito, HAMPHUKIAJ 3 TUTIIPONIpUANHOBUMU OJIOKATOPaMU KaJIbLIEBUX KaHAJIB.
€11HUM TOOTYHUM eEeKTOM, IPU IKOMY BHUMAarajid MPUIIMHEHHS JIKyBaHHS y >3 % Mali€eHTiB, sKi
OTPUMYBAJIM LMJIOCTa30J, OyB TOJOBHUM OUTb. [HIN MOUIMpEeH] NPUYMHU MPUIHUHEHHS JTIKYBaHHS
BKJIFOYAJIN CHJIbHE CepIIeOUTTS Ta Iiapero (sSKi BUHUKAIH 3 4acToToro 1,1 9%).

3acTocyBaHHS LWJIOCTAa30Jy MOXKe OyTH MOB’A3aHe 3 MiABUIEHUM PU3UKOM KpPOBOTEYi, 1 Lieil pu3nuk
MOKe 30UIbIIYBaTUCA MNpPU OJHOYACHOMY HpUHOMI JIKapChbKOTO 3aco0y 3 OyAb-SKHM IHIIMM
Ipernaparom, 110 Mae TaKy X 0.
Pu3uk BHYTPIIHBOOYHHUX KPOBOTEY MOXKE OyTH BHUILUM Y MAIIEHTIB 13 IIYKPOBUM Jlia0ETOM.




V nanienTiB BikoM Bix 70 pokiB criocTepiranacs MiIBUIIEHA YaCTOTa BUMAJIKIB Aiapei Ta CHIBHOTO
CepLeOnTTS.

Ilogidomnennsa npo nido3proeani nodiuHi peakyii.

[ToBimoMIeHHS TPO TiJO3pIOBaHI MOOIYHI peakilii Micas peecTparii JIKapchKOro 3acoly €
BAXJIMBOIO  mpoueayporo. lLle 103Bojsie  mpOAOBXKYBaTH  MOHITOPUHI  CHIBBIJHOLICHHS
«KOPHUCTB/PU3UK» Ui BIANOBIAHOTO JIIKAPCHKOTO 3aco0y. MeanyHMM MpamiBHUKaM HEOOXiTHO
MOBILIOMIISATH TIpo  Oynb-sKi Ti03proBaHi TOOIMHI peakiii dYepe3 HAIIOHAIBHY CHCTEMY
MIOB1IOMJICHB.

Tepmin npuoamnocmi. 3 poku.

YMoBu 30epirannsi. 30epiraTu B OpUTiHANBHIA ynakoBmi mpu Temmeparypi He Bume 25 °C.
30epiraTu y HEAOCTYITHOMY Ui JITeH MicIii.

YnakoBka. [lo 28 Tabnerok y 6ictepi; mo 1 abo mo 2 Giictepu B mayviil.
Kareropis Binnycky. 3a penenrom.

Bupoonuk. K. YPIAY [ KOMITIAHbA, C.A.
Micue3HaxoakeHHsI BHUPOOHUKA Ta aJpeca Miclsi IPOBA/ZKeHHS HOro AislJIbHOCTI.
Asna. Kami Pistn, 51-57, [Tanay-Coumita 1 [Ineramanc, bapcemnona, 08184, Icnanist.

Bupo6nuk. 'AJIEHIKYM XEJIC, C.JI.

Micue3HaxoakeHHsI BHPOOHUKA Ta ajgpeca Micls NPOBA/IKeHHA HOro AiAIbHOCTI.

Asna. Kopuemna 144, 7°-1* Enidicio JIEKJIA, Ecmmaraec ne JlmoOperar, bapcemona, 08950,
Icnanis.

3aaBHuK. [IpAT «DapmaneBtuuna dipma «JlapHUID.
Micue3naxoxkeHHS 3asIBHUKA.
Vkpaina, 02093, m. Kui, Byn. bopucninbscrka, 13.



