Ckian

Oitova peuosuHa: cilostazol;
1 TabrmeTka MicTuth mnocrasony 100 mr;

OONOMIJCHI peuoB8uHU: KpOXMallb KYKypPyO3sSHUH, IIeJII0I03a MiKPOKPUCTAJIiuHa,
KaJsbllil0o KapMeno3a, rilmpoMesio3a, MarHito creapar.

JIikapcbKa ¢dpopMma

TabneTku.

OcHOBHI (pi3uKo-xiMiuHI 81acmueocmi: TabneTKu KpPyriol ¢opmu 6ijioro KOIbopy, 3
PHUCKOIO 3 omHOro 00KYy. [liameTp 61u3bK0 8 MM. Tab1eTKy MOXKHa PO3MiIUTH Ha [Bi
piBHI fO3WU.

®dapMaKoTepalneBTHYHA rpymna

AHTUTPOMOOTHYHI 3aco0u. AHTHArperanTu.

Kom ATX BO1A C23.
dapMakogHHaMiKa

LIumocTa3o7 € iHribiTopoM arperatiiil TpoMO01UTiB. JIiKapCchKul 3acib ImoKpalilye
3[aTHICTh NEePeHOCUTH (Pi3nyUHi HaBaHTaXKeHHS, Ky OLIIHIOIOTH 3a aOCOJIIOTHOIO
OUCTAHIIEIO TIPU TIEPEMiXKHIN KyTbraBocTi (a00 MaKCHMaIbHOIO AUCTAHIIEI0 XOOH0U
(MIIX)) Ta mMOYAaTKOBOIO MUCTAHIIi€I0 TepPeMixKHOI Ky/TbraBocTi (abo 6e360/1icHO0
oucTanilieo xogbobu (BIX)) y TecTyBaHHi Ha 6irosiit mopixiii. 3a pe3ynbTaTaMu
OOCIiAXKeHb IIPU Pi3HUX HaBaHTaXKeHHSX OyJI0 BCTaHOBJIEHO 3HaYHe abCOII0THE
MMOKpallleHHs Ha 42 MeTpu MaKCHUMallbHOI gucTaHIil xonsou (MIX) IopiBHSIHO 3
mane6o. BignoBigae BimHOCHOMY nokpaineHHI0 100 % Big mmane6o. Lleit epekT OyB
Oelllo HUKYMM Y XBOPUX Ha I[yKPOBUH fiaberT.

[IunocTa30j1 Ma€e Ba3oguIaTaTOPHUM edeKT, 1110 OyI0 NifTBEPAXKEeHO BUMipIOBaHHAM
KPOBOTOKY HUXKHIX KiHI[IBOK 3a JOIIOMOI'0I0 TEH30METPUYHOI IIIeTu3Morpadii.
[IumocTa30s TakKoXK iHTiOye mpomidepallito KIIiTUH ITagkuX M’'s3iB Ta iHTiOy€e peakiliio
BUBiJIbHEHHS TPpOMOOILIMTIB TpoMOoIMTapHOro akropa pocty Ta PF-4 y TpoMmOo1uTax
JIIOOWHHA.

HocnigXeHHs: IPOOeMOHCTPYBaJly, 110 [IUJIOCTAa30J1 CIIPUYUHSAE 3BOPOTHE
MMPUTHiYeHHs arperatilii TpomOo1uTiB. IHTiOyBaHHS epeKTUBHE MPOTHU PSAOY arperaHTiB



(BK/IIOYal4YM apaximoHOBY KUCIIOTY, KonareH, AIl® Ta agpeHarsliH), y Halli€HTiB
iHribyBaHHsI TpuBa€ mo 12 roguH, a MicJisg 3aBEPIIEeHHS IPUNOMY ITUIOCTA30JTy
BiIIHOBIIEHHS arperaiiil mpoxonuno y Mexax 48-96 ronus, 6e3 eheKTy pUKOIIETY
(rineparperaiiil). TakoK BCTAaHOBIIEHO BIIJIUB LIMJIOCTA30J1y Ha JIMiau, sIKi IUPKYIIOIOTH
y 11a3Mi KpoBi. ITpuitom mikapchKoro 3aco0y 3HUIKYE pPiBeHb TPUTIIILIEPUAIB Ta
migBuIye piBens HDL-xonecTtepony. TpuBae 3acTOCyBaHHS JTiIKapChKOTO 3aco0y He
CIPUYUHSAIO 30i/IbIIIEeHHS PiBHS JIE€TalbHOCTI cepeq MallieHTiB MMOPiBHSAHO 3 malebo.

dapMaKOKiHEeTHKA

Abcopbuis

[Tpu perynsspHOMY IpuiioMi nunocTasony y go3i 100 Mr aBiui Ha goOy y IallieHTiB i3
3aXBOPIOBAHHSIMU ITepudepudHUX CYOUH CTaOiIbHUM CTaH MOCATAEThCS MIPOTITOM 4
gHiB. Cmax IMI0CTa30Jy Ta MOro IIePBUHHUX MeTa0O0IiTiB IIiABUIIYETHCSI MEHIIT
ITPOTIOPIIiNHO 3 migBUuileHHAM O03u. [Ipote AUC 1mmnocra3ony Ta #oro MetabomiTiB
30iNTbIIy€THCS IPUOJIM3HO IIPOIOPIIINHO A0 MO3yBaHHA. fIBHUY IIepion HalliBBUBEIEHHSI
mnocTta3ony ctaHoBuTh 10,5 roguHu. IcHy€e mBa romoBHUX MeTabOIiTH -
OerigpoiuaocTa3on Ta 4'-TpaHC-TiTPOKCUIIMIOCTA30]1, 1110 MaloTh OJIM3bKi TOKa3HUKU
HariBBUBe#eHHs. [lerimpomMeTalbortiT Ma€e B 4-7 pa3iB BUILY aHTUTPOMOOTUYHY
aKTUBHICTB, HiK ITOYAaTKOBa PEeYOBUHA, a 4'-TpaHc-TigpokcuMmeTabomiT - 1/5 Bix
aKTUBHOCTI nmnocTta3oiny. KoHileHTpalil y mi1a3Mi KpoBi (0OTpuMaHi 3a JOIIOMOT 00
AUC) perigpo- Ta 4'-TpaHc-TimpokcuMeTaboIiTiB Npuban3Ho cTaHOBIATL 41 % Ta 12 %
BiZl KOHIIeHTpAllil II1JI0CTa30JIy BiATIOBiAHO.

Memaboaizm

[IunocTa30j1 BUBOOUTHLCS IIepPeBazKHO 3a JOIIOMOT0I0 MeTab0s1i3My Ta MOZalIbIIoro
BUBEeOEeHHs oro MeTaboIIiTiB i3 ceueto. [IepBuHHi i3odepmeHTH IuTOXpOoMy P450, ski
O6epyThb y4acTh y vioro metabosisami, - CYP3A4, meHiIoio Mmipot - CYP2C19 Ta e
MeHIIoK Mipowo - CYP1A2.

BuseoeHHsA

I'omoBHUH IINISX BUBEOEHHS - i3 cedelo (74 %), 3aIUIIKOBI KiJIbKOCTI BUOLISIOTHCS 3
KasioM. He3HauHi KiJIbKOCT1 HE3MIHEHOT0 LIUJIOCTa30J1y BUOUIAIOTHCA 3 Ce4elo, a MeHIII
HiX 2 % ¥MOro mo3u BUOINSAETLCS y BUTTISAOL merigponunoctasony. [Ipubnusno 30 % Bin
ITOYaTKOBOI TO3U BUMIIISIETHCS 3 ceuelo K 4'-TpaHC-TigpoKcuMeTaboIIiT. 3aluIlIKoBa
KiNTbKiCTh BUAIMSETHCA SIK cCyMa MeTaOlO0IiTiB, KOAeH 3 IKUX He ImepeBuinye 5 % Bif
3arajabHOI KiJIbKOCTI.

Po3noodin



LlnmocTa3o 3B’13y€eThes 3 Oinkamu Ha 95-98 %, mepeBaxkHO 3 aTbOYMiHOM.
IerinpomeTabosiT Ta 4'-TpaHC-TimpokcuMeTaboIiT 3B 13yI0ThCs 3 OinkaMu Ha 97,4 %
Ta 66 % BigIOBIOHO.

Hemae migTBepaKeHHS 30aTHOCTI LIUJIOCTA30JIy iHAYKyBaTU MiKpOoCOMallbHI (pepMeHTU
neuvinku. ®apMaKOKiHETHKa IIMJIOCTAa30/Iy Ta Moro MeTaboJIiTiB He 3ajiexasa 3Ha4HOIO0
Mipoio Bif BiKy abo0 craTi naitieHTiB 50-80 pokKiB.

B 0ci6 i3 Ts2kK010 HUPKOBOIO HEIIOCTATHICTIO BilbHA (pakxiiis nmumocrasony Oyia Ha 27
% Buioio, a Cmax ta AUC 6ynu BigmoBimHO Ha 29 % Ta 39 % HUKYMMH, HiXK B 0Cib 3
HOpMaJibHOI0 QyHKIIi€ero HUpOoK. Cmax Ta AUC pgerigpomeTtabomniTy 6ynu BigmoBimHO Ha
41 % ta 47 % HUXKYUMU y MALI€HTIB 3 TAXKKUMU IIOPYILIEHHSIMHA HUPOK OPIBHAHO 3
nalieHTaM¥u 3 HOpMaJbHOIO (yHKIIi€I0O HUPOK. Cmax Ta AUC 4'-TpaHc-
rigpokcununocra3oiny 6ynu Ha 173 % ta 209 % BUIIMMHU B 0Ci0 i3 TSIKKOI0 HUPKOBOIO
HepgocTaTHICTIO. HeMae maHUX 1100 Malli€HTIB 3 IIOMIPHOIO Ta TAXKKOIO II€4iHKOBOIO
HEeOOCTaTHICTIO.

IToxa3zaHHSA

I 30inmpIIeHHsT MaKCUMaJIbHOI 6e300JTiCHOI AuCcTaHIli] X0Ob0u y IMAlliEHTiB 3
IMepeMiKHOIO0 Ky/IbraBiCTIO, IKi He MaioTh 00JIel y CTaHi CIIOKOIO Ta 03HAK HEKPO3y
nepudepruYHNX TKaHUH (3aXBOPIOBaHHSA nepudepudHmx apTepiu, ctafgisa Il 3a
QOHTEMHOM).

3acToCcoByBaTH K Tepallilo APyrol JiHil O Malli€eHTiB, y AKX 3MiHa CTHUIIIO XKUTTS
(BKJIIOUAIO4YU BiAMOBY Bif KypiHHSA Ta KOHTPOJIbOBaHI IporpaMu 3aHATH CIIOPTOM) Ta
iHIIT BifITOBimHI 3aXoou He MPU3BEIU 10 3HAYHOT'O IT0CIabIeHHsI CUMIITOMIB
IepeMiXKHO] KyJIbIaBOCTi.

IIporunnoka3aHHs

e BimoMma rinep4yTnuBiCTh 40 LIUIIOCTa30Jy abo mo OyOb-IKOT0 KOMIIOHEHTA
JIiIKapChKOTO 3aco0y;
TSI2KKa HUPKOBA HENOCTATHICTh (KJIipeHC KpeaTuHiny £25 MI11/xB);

rnmoMipHa abo TsXKKa IMeYiHKOBAa HeIOCTATHICTh;

3acCTiliHa ceplieBa HEeOCTaTHICTh;
BariTHICTH;

Oymb-siKa BioMa CXUJIBHICTh IO KPOBOTEUi (HapuKIIal, BUpa3Ka IITyHKa abo

OBaHAIIATUIANIOl KUITKYU ¥ CTafil 3aroCTPEeHHS, HelloJaBHil reMoparigyHuu
iHCYnBT (mo 6 MicsiIiB), mponidepaTuBHa ¢popMa giabeTHYHOI peTUHOoIaTil, cinabo
KOHTPOJIbOBaHa TinepTeH3is);



e IIPOTUIIOKA3aHO MallieHTaM 31 IIUIYHOYKOBOI TaXiKaphi€lo, IIJIyHOYKOBOO
dibpunsiiero abo MyIbTUIOKYIISIPHOIO IIJTYHOYKOBOIO €KTOIII€0, 1110 ITPOXOOUIIH
abo He IMPOXOOUJIN BiOMOBIOHY Teparrito; MmallieHTaM 3 ITIOOOBXKEHHSIM iHTepBaly
QT;

e TsI2KKa TaXiapuTMis B aHaMHe3i;

e OJHOYACHE JIiIKyBaHHS ABOMa abo OiibIlle OJATKOBUMU aHTUTPOMOOIUTAPHUMU
3acobamu a0 aHTUKOATYJISHTAMU (HallpUKJIal alleTHUICaIilniIioBa KUCI0Ta,
KJIOMiforpenb, rermapuH, BapdapuH, alleHOKyMapoJ, nabiraTpaH, puBapokcabaH
abo amikcabaH);

e HecTabilbHA CTeHOKapPMis, iHpapKT MioKapaa IPOTSATOM OCTaHHIX 6 MicsIliB abo
KOpPOHapHe BTPy4YaHHS IIPOTATOM OCTaHHIX 6 MiCSIIiB.

B3aemofisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH4 Ta iHIIII BHOH B3a€EMOIin

AHmumpombomuuHi 3acobu. ITunocTtas3oin € iHridiTtopom dochopmiectepasu III 3
aHTHUTPOMOOIIMTAPHOIO aKTUBHICTIO. FOro 3aCTOCyBaHHS 3[0POBUM 0CO0aM y
po3yBaHHI 150 MIr mpoTsaroM 5 OHIB He IIPU3BOOUJIIO [0 IIOLOBXKEHHS YaCcy KPOBOTEYi.

Auemuascaniyuaosa kucaoma (ACK). CymicHe 3acTtocyBaHHs 3 ACK mpoTtsrom
KOPOTKOTro 4dacy (mo 4 gHiB) OyJio IMOB’si3aHe 3 IIiOBUIIeHHSIM Ha 23-25 % NpurHidyeHHs
Al®-iHgyKoBaHOI arperailii TpoMOOIUTiB IMOPiBHSAHO 3 puiiomom Tinbku ACK. He
CIIOCTepirasaocs OYeBUOHUX TEHEHIIiN 00 30ibIIIeHHs PiBHS reMopariyHux modiyHux
edeKTiB y Halli€HTiB, AKi IpUKWMalIld aCIliphH Ta LMJI0CTa30JI, IIOPIBHAHO 3 IIalliEHTaMH,
sIKi IpuiManu 1aiebo Ta ekBiBaneHTHI go3u ACK.

Kaonidoepeav ma iHwi anmumpomboyumapHi 3acobu. CyMmicHUM TPUNOM
IIMJIOCTA30JTy Ta KJIOIMiIOTpeJIio He BIIJIMBAB HA KiIbKiCTh TPOMOOIIUTIB,
nporpomObiHoBui yac (ITH) abo akKTHBOBaHUM YaCTKOBUHN TPOMOOIIJIACTUHOBUM YacC
(AYTY). Yci 3gopoBi y4aCHUKHU AOCIIAXKEeHb MaJid IOOOBXKEHUU YaCc KPOBOTEUi IIpu
MIPUIOMI KJIOMIigOTPE0 Y MOHOTEpaIlil Ta CyMiCHOMY 3aCTOCYBaHHi 3 IIMJI0CTA30JI0M,
III0 He IPHU3BOAMIIO A0 3HAaYHOT0 CyMapHOI'O BIIUBY Ha Yac KpoBoTedi. [IpoTe crif
OOTPUMYyBaTHCS 00epeKHOCTI TPy KOMOIHOBAaHOMY 3aCTOCYBaHHI IIMJIOCTA30/1y 3 Oy Ib-
SIKUMU @aHTUTPOMOOTHYHUMHU 3acobaMu. CJTi po3rasiHyTH MOXKJIUBICTh IEPiOgUYHOTO
MOHITOPUHTIY Yacy KpoBoTeui. JIiIKyBaHHS IIUJIOCTA30JI0M IIPOTUIIOKA3aHO IallieHTaM,
SIKi MPpUMMaloTh IBa ab0 OinbIlle MOOAaTKOBUX
AQHTUTPOMOOIIMTAaPHUX/aHTUKOATyISHTHUX 3ac00iB. Binbl1 BUCOKa 4acTOoTa BUIIaAKiB
KPOBOBUJIMBIB CIIOCTEpiranacs Ipu OQHO4YaCHOMY 3aCTOCyBaHHI kionigorpesnto, ACK i
LusI0CcTa30iy B xoai gociigxeHnHss CASTLE.

ITepopasavHi aHmukoazyaaHmu (Hanpukaao eapgapuH). I1pu ogHOKPATHOMY IIPUHOMI
He OyJI0 BUSIBJIEHO IIPUTHiUEeHHS MeTab0J1iaMy BapdapuHy abo BOIMBY Ha NapaMeTpu
koarynsiii (ITHY, AYTY, yac kpoBoTedi). [IpoTe peKOMeHO0BaHO OOTPUMYBATUCS



00epexKHOCTI IallieHTaM, SIKi IPUMUMaIOTh IIUI0CTA30JI 3 OyOb-IKUM
QHTUKOATYJISAILIMHUM 3aCO000M, Ta MPOBOAUTHU MEPIOAUYHUN MOHITOPUHT OIS
MiHiMi3aIlil MOXKJIMBOCTL KpoBOTedi. JIiKkyBaHHS IIMIOCTA30JI0M IIPOTUIIOKA3aHO
nalfieHTaM, sIKi IpuiMaloTh gBa abo Oinblille MOJdaTKOBUX
AHTUTPOMOOIIMTAPHUX/AaHTUKOATyITHTHUX 3aCc00iB.

IH2i6imopu yumoxpomy P450 (CYP). LlunocTa3oy 3HAYHOIO Mipoio MeTaboIi3yeThCs
dbepmenTtamu CYP, ocobmuBo CYP3A4 ta CYP2C19, i meHIioo mipoto - CYP1A2.
IerinpomeTaboJIiT, SKUM Ma€ aHTUTPOMOOIUTAPHY aKTUBHICTh yV 4-7 pa3iB BUIIY, HiXK
LI1JIOCTa30JI, iIMOBIPHO, YTBOPIOETHCS I'OJIOBHUM YMHOM ImIif giero CYP3A4. 4'-tpaHc-
rigpokcumeTaboIIiT, 3 aKTUBHICTIO 1/5 Bim 1IM0CTa30/1y, iMOBIipHO, YyTBOPIOETHCSA 3a
ponoMmoroio CYP2C19. Takum ynHOM, 3acobu, 1o npurHiuyiots CYP3A4 (Hanmpukiap
Oesiki MaKpoJIiou, a30J10Bi MpoTUrpubKOBi 3acobu, iHridiTopu nporeas) abo CYP2C19
(HanmpuKnaz iHTiOiTOPU MPOTOHHOTO Hacoca), HiABUIIYIOTh 3arajabHy GapMaKoIoTiuHy
aKTUBHICTDL Ha 32 % Ta 42 % BiANOBiAHO Ta MOXKYTh IIiABUITyBaTH N0OiYHI eheKTHU
1IMI0CTa301y. Moxke O0yTH HeOOXifHUM 3HUKEHHS OO3U IUocTa3oiy mo 50 Mr aBiui
Ha mo0y 3a/iexKHo Bif iHOMBiOmyasibHOI e(peKTUBHOCTI Ta TEPEHOCUMOCTI.

ITpuriom 100 Mr muaocTa3oily Ha 7-U JeHb 3aCTOCYBaHHS €PUTPOMILNUHY (IIOMipHUNT
inridiTop CYP3A4) 500 Mr 3 pa3u Ha mo0Oy nmpu3Boauiio no migsuileHHs AUC
MJI0CTa30iy a0 74 %, sKe CynpoBOAXKYyBalocsd 3HMXKeHHAM Ha 24 % AUC unoro
nerimpomeTabortiTy, ane 3 nmomiTHUM nigsuitieHHsIM AUC 4'-TpaHc-
rigpokcumeTabomiTy. 3 ypaxyBaHHSAM 3HaueHb AUC 3aranbHa (papMakosioTigyHa
aKTUBHICTH IIUJIOCTA301/1y 30inbIIyeThCA Ha 34 % IMpu OOHOYAaCHOMY MOTO IIPUNOMI 3
eputpoMinmueEoM. Ha mifcTrasi IUX JaHUX PeKOMEHOOBaHa [03a LUJIoCTa30JIy
cTtaHoBUTh 50 Mr 2 pa3u Ha mo0y IPU OOHOYACHOMY NPUNOMI 3 epUTPOMILIMHOM Ta
noni6oHUMHU 3acobamMu (HaIlpUKIaf, KITapUTPOMIIIMHOM).

OnmHOYacHe 3aCTOCyBaHHS KeTOKOHa30iy (iHribitopy CYP3A4) 3 uiIocTasonoM
nmpu3Bonuino no 30inbimenHs AUC munocta3ony Ha 117 %, 110 CynpoBOOKYyBaJioCs
3auxkeHHaM AUC perigpometabornity Ha 15 % i 36inemenasm AUC 4'-tpaHc-
rigpokcumeTtabortiTty Ha 87 %. 3 ypaxyBaHHsaM 3HaueHb AUC 3aranbHa
dbapmakooriuia akTUBHICTD ITUIO0CTa3011y 30ibIIyeThCs Ha 35 % mpu 0HOYaCHOMY
3aCTOCYBaHHI 3 KETOKOHa30Ji0M. Ha mifcTaBi ux JaHUX peKOMeH0BaHa g03a
IIMJIOCTa30Jy CTaHOBUTH 50 Mr 2 pa3u Ha o0y Npu OOHOYACHOMY ITpUIioMi 3
KEeTOKOHAa30JI0M Ta nmofiOHuMu 3acobaMu (HalmpuKJiag, iTpaKOHa30JI0M).

3acTocyBaHHS IIUJIOCTA301y 3 AuaTiazeMoM (crnabkuM inriditopom CYP3A4)
mpu3Boauiio no 30inbienHs AUC munocta3ony Ha 44 %, ssKe CyIIPOBOOXKYBaI0Cs
36inpmenusam AUC merimpomeTtabosity Ha 4 % Ta 30inbiieHHasM AUC 4'-TpaHc-
rigpokcumeTtabomnity Ha 43 %. 3 ypaxyBaHHSM 3HaueHb AUC 3aranbHa
(apmakonoriuHa aKTUBHICTh LIUI0CTa30J1y 30inbiryeThcsa Ha 19 % mpu ogHOYaCHOMY



OpuroMi 3 guiTiazeMoM. 'pyHTYIOUYUCH Ha LIUX JaHUX, KOPUT'YBAaHHS OO3U HE
moTpibHO.

[Tpuiiom ogHOKpaTHO1 H0o3u 100 Mr nmmocTtalony 3 240 M1 rpeundpyTOBOrO COKY
(iuribiTop kumkoBoro CYP3A4) He mposIBASB ITIOMITHOTO epeKTy Ha (hapMaKOKiHETUKY
IIMJIOCTa30Iy. Y 3B’5I3Ky 3 UM KOPUT'yBaHHS 031 He noTpiOHO. [IpoTe B:XKUBaHHS
BEJIMKUX O0OCSTIB rpedndpyTOBOTr0 COKY MOXKe HaJaTH KIIiHiYHO 3HAYYIIUI BIIJIUB Ha
(bapMakKOKiHETUKY LIMIOCTa3011y.

3acTocyBaHHS ITUJIOCTA30J1y 3 oMenpa30sioM (iuribitopom CYP2C19) npusBogusio mo
36inbmenHs AUC nunoctasony Ha 22 %, sike cynpoBoazKyBasiocs 30inbineHHsIM AUC
merimnpomeTaboriTy Ha 68 % i 3uuxkeHHsIM AUC 4'TpaHc-rizpokcuMeTaboItiTy Ha 36 %.
3 ypaxyBaHHAM 3HaueHb AUC 3arasnbHa (papMakoJIOTidyHa aKTUBHICTD IIUJIOCTA30Iy
30inbiryeTscs Ha 47 % npu ogHOYaCHOMY IIpuUiioMi 3 oMernpa3osioM. Ha migcrasi iux
NaHUX PeKoOMeH[0BaHa [03a LMJIOCTa30Jly CTaHOBUTH 50 Mr 2 pa3u Ha moly mmpu
OJHOYACHOMY IIPUMOMI 3 OMEIpPa30jIOM.

Cybcmpamu ¢pepmermy uumoxpom P450. Byrno Big3Ha4YeHO HimBUIEHHS
mnocra3onoM AUC noBactaTtuny (uytnusui cyoctpatr CYP3A4) Ta 1ioro B-
rigpokcukuciotu 1o 70 %. Criig moTpuMyBaTHCS 00€PEXHOCTI ITPU CyMiCHOMY
nmpuiiomi munocral3ony 3 cyoctpatamu CYP3A4 3 By3bKUM TEPAINEBTUUYHUM iHIEKCOM
(HammpuKnan nu3anpum, raado@aHTPUH, TiMO3UI, TOXiAHI pixkKiB). CIig OTPUMYBaTUCS
00epeKHOCTI ITPU OMHOYACHOMY IIPUMOMI IIMI0CTA30/1y 3i CTaTUHAMMU, II0
MeTabomni3yloThecs pepMmeHnTaMu nutToxpomy CYP3A4, Hanmpukiag 3 CMMBACTaTUHOM,
aTOpBaCTAaTUHOM 1 JIOBACTaTUHOM.

IHoykmopu ¢pepmermy uumoxpom P450. Bunus ingyktopiB CYP3A4 ta CYP2C19
(Takux 5K KapOama3serliH, ¢eHiToiH, pudaMIIilUH Ta IIpenapaTu 3BipoO0I0) Ha
(bapMakoKiHETUKY IIMI0CTA30/y He OyB mociigKeHul. TeopeTuYyHO aHTUTPOMOOTHUYHA
Oist MoxKe OyTH 3MiHeHa, TOMY HeOOXiTHUY MOHITOPUHT Y BUMNAAKY pa3i IIMI0CTa30/1y 3
inmykTopamu CYP3A4 ta CYP2C19.

ITig yac gocnigXkeHb TIOTIOHONANTIHHSA (sgKe iHOykKye CYP1A2) 3HKMXKYyBaso
KOHIIeHTPAlIil0 IIUJIOCTa30J1y y mia3Mi KpoBi Ha 18 %.

IHwi nomeHuitiHi 83aemMo0il

Cning poTpuMyBaTUCSA 00€PEKHOCTI MPU OOHOYACHOMY 3aCTOCYBaHHI IIMJIOCTA3011y 3
OyIOb-IKUM iHIIMM 3acO00M, 3MaTHUM 3HUXKYBaTHU apTepialbHUMN TUCK, Yepe3
MOXKJIUBICTh PO3BUTKY aAUTUBHOTO TIIIOTEH3UBHOI'0 €(PEKTY, 110 CYIIPOBOAXKYETHCS
pedneKToOpHOI TaxXiKapmi€o.

Oco006/1MBOCTi 3aCTOCYBaHHS



[IpuHATHICTS JIIKyBaHHS LIXUJIOCTA30JI0M CJIil PeTEIbHO OLIHIOBATU NOPSA[ 3 iHIINMU
BapiaHTaMU JIiKyBaHHS, TAKUMMU SIK PeBacKyIsipu3allis.

B cuny cBoro mexaHi3my [fil IMI0CTa30/I MOXKe CIPUUYMHUTU TaxiKappiio, cepreduTTs,
TaxXiapuTMmiio Ta/abo apTepianbHy rinoTeH3it0. 30iIbIIIeHHS YaCTOTU CEPILIEBUX
CKOpPOY€eHb, acollilioBaHe 3 IIMJIOCTa30JI0M, CTAHOBUTh NPUOIM3HO Bif 5 mo 7 ymapiB Ha
XBUIMHY, TOMY y Ialli€HTIB 3 PU3UKOM AAaHOTO SBHUIlla ITperapaT MOXKe COIPUYUHITHU
CTEeHOKapito.

[MamieHTiB, sIKi MOXKYTh OYTH CXUJIbHI OO IMigABUIIEHOT0 PU3UKY CEPHO3HUX ITOOIYHUX
edeKTiB 3 00Ky ceplisl B pe3yJsbTaTi 30ibIIIeHHS YaCTOTU CEPIIEBUX CKOPOYEHb,
HaOpUKam, MalieHTy 3i cTabiIbHOIO iIeMiYHO0I0 XBOPOOO0IO Ceplis, CIIi peTeIbHO
CIIOCTepiraTu Iif 4yac JIiKyBaHHS LIMJIOCTA30JI0M; CJIif BpaXOByBaTH, III0 IIUJIOCTA30J1
MIPOTUIIOKAa3aHUM NallieHTaM, SIKi ITepeHecnu HecTabinbHy CTeHOKapito abo iHdapkT
MioKapma/KOpoHapHe BTPy4YaHHS IIPOTSITOM OCTaHHiX 6 Mics1iB, abo 3 BaXKKO0
TaxiapuTMi€0 B aHaMHe3i.

Cnig moTpuMyBaTHCs 00€PEXKHOCTI IPHU IMPU3HAYEeHHI ITUJIOCTAa30J1y HallieHTaM 3
eKTOIIi€l0 TTepecepas i IITYHOYKIB, @ TAKOXK mallieHTaM 3 ¢ibpuinsilieo abo
TPIIIOTIHHAM Iepeacepns.

[TamieHTiB HEOOXigHO TOMIEPENUTHU PO HEOOXiAHICTh 3BEPHYTUCS [0 JIiKaps y
BUIIaAKaX ITOSIBU KPOBOTeY ab0 CUHIIIB ITig yac Tepamii. Y pasi mosiBu 0UHUX KPOBOTEY
IIPUMOM LIUJIOCTA30Jly He0OXiqHO IPUIIUHUTH.

OckinbKM nmiKapchKUM 3acib 3gaTHUYM MPUTHIYYyBaTH arperaiiito TPOMOOIIUTIB,
30iIbIIy€ETHCS PU3KUK KPOBOTEY ITil Yac XipypriuyHuX BTPy4YaHb (BKJII0OYal04dM He3HaYHI
BTPY4YaHHS, HAIIpUKJIIag BUAaJieHHs 3y0a). AKIo nalieHTy HeoOXiTHO ITPOBECTH
Xipypriuse BTpy4aHHS Ta aHTUarperaiiiiiuii epekt € HebaxkKaHUM, IPUNOM
LIMJIOCTA30J1y CJIiA IPUIIMHUTY 3a D OHIB [0 olepaitiil.

Hapgxogunu mOOAMHOKI IIOBIAOMJIEHHS IIPO IeMaTOJIOT14HI BIiOXUJIEHHS, BKJII0Yalo4yu
TPOMOOILIMTOIIEHIIO, JIEUKOIIEHiI0, arpaHyJI0IUTO3, MAaHIIUTOIIEHII0 Ta allaCTU4YHY
a"HeMir0. BinpIicTh nallieHTiB OOy2KyBaJiy HiC/Is NPUIIMHEHHSA IPUUOMY LIUJIOCTa30J1y.
[IpoTe mekinbKa BUIIAOKiB ITAHIIMTOIIEHI] Ta allJlaCTUYHOl aHEeMil MaJlu JieTaJibHi
HaCJIOKH.

[NamieHTiB Cim monepenuTyu NPO HEOOXiAHICTh HeralHO ITOBITOMIISATH IIPO OyIOb-IKi
O3HaKH, SKi MOXKYThb CBIIYMTH IIPO PaHHIM PO3BUTOK I1ATOJIOTIYHUX 3MiH KPOBi, TAKUX
sIK TinmepTepMmis Ta 6inb y ropsi. HeoOximHo mpoBecTH MOBHUM aHalli3 KPOBi, AKIIO €
migo3pu Ha iHdeKIrito abo HasgBHI Oyab-AKi iHII KJTiHiYHi 03HaK¥Y MMaTOJIOTiYHUX 3MiH
KpoBi. [ITpuiioM HMUIOCTA30J1y CIIif IPUIIMHUTHU, SIKIIO € KITiHiYHi a60 mabopaTopHi
OOKa3Hu MaTOJIOTIYHUX 3MiH KPOBI.



Y nairieHTiB, siKi npuiiManu noTyxkHi iHridiTopu CYP3A4 a6o CYP2C109,
crocTepiranocs 30ibIIeHHS PiBHIB IIMJIOCTA30J1y Y IIJIa3Mi KpPoBi. Y TakuX BUNlagKax
peKoMeHOoBaHa [03a IIUJI0CTa30JIy CTaHOBUTh 50 Mr 2 pa3u Ha mo0y.

Heo06ximHo 3 06epexkHiCcTIO Mpu3HaYaTH JIiIKapChKUM 3acibd mairieHTam i3
repeacepaHo0 abo NIJTIYHOYKOBOIO eKTomi€ro, Gidpunsainieto abo TpirnoTiHHIM
repeacepnb.

Heob6xigHa 00epekKHIiCTh IPU CYMiCHOMY HNPUMOMI IIMJIOCTA30/1y 3 OyOb-AKUMHU iHIINMU
3acobamu, 1110 MOXKYTh 3HUXKYBATU apTepialbHUM THUCK, OCKIIbKU iCHYE PU3UK
aOUTUBHOTO TiIIOTEH3UBHOTO e(PeKTy 3 pedIeKTOPHOI TaxXiKapai€ro.

Cnig moTpuMyBaTHCs 00€PeKHOCTI IPHU IMPU3HaAYEeHHI ITUJIOCTa301y 3 OyOb-IKUMU
IHITUMY aHTUTPOMOOTUYHUMH 3aCOOaMHU.

EdekT ranbMyBaHHS Halla@y iHCYIbTY, IO TIPOSIBJISIE LIeM NiKapChbKuM 3acib, He
OOCIIIOXKYyBaBCs IIPU aCUMIITOMAaTUYHOMY iIeMi4YHOMY IHCYJIbTI.

3maTHICTH BIUTMBATH Ha IBUIKICTH peakiIlii NIpH KepyBaHHI aBTOTPaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

Cnig moTpuMyBaTHCsI 00€PEKHOCTI, OCKIIbKY MPU ITPUNOMI JTiKapChbKOT0 3aco0y
MOXKJIVBe 3allaMOpPOYEeHHS.

3acTocyBaHHSA y nepioa BariTHoCTi a00 romyBaHHs Ipyaaio

BaeimHicmb

BigcyTHi nmigTBepaXKeHi gaHi 11040 3aCTOCYBaHHS LIMJIOCTA30J1y BariTHUM.
IHocriazKeHHs Ha TBapUHaX II0Ka3ajJiu PeNPOOYKTUBHY TOKCUYHICTh. [loTeHLIINHENYT
PHU3UK HEBIDOMUM, TOMY LIMJIOCTa30/I HE MOXKHA MPUKMMaTH Yy IIepiod BariTHOCTI.

I'o0yeaHHs epy00to

HocrigKeHHs Ha TBapHWHaX II0Ka3aJlu, 10 [IUJI0CTa30JI MOXKe ITPOHUKATHU V TPyOHEe
MOJIOKO. TOYHI IaHil PO NPOHUKHEHHS IUJIOCTAa30J1y Y TPyLHEe MOJIOKO XKIHKU BiICYTHI.
BpaxoByrouyu MOXK/IUBUM HETaTUBHUU BIIJIMB Ha OUTHUHY, 3aCTOCYBaHHS JIIKAPCHKOI'O
3aco0y y mepion rogyBaHHS TPYAOI0 HE PEKOMEHIYETHCH.

depmusibHiCcMb

HocCmiaXKeHHsI Ha TBapHWHAX IIOKa3aJIx, 110 TXUJIOCTAa30JI HE BIIJIMBA€ Ha (l)epTI/IJ'ILHiCTB.

Cmoci0 3acTocyBaHHS Ta IO3H



Ilo3ysaHH A

PekoMeHpgoBaHa Ao03a JlikapchbKoro 3aco0y - mo 100 mr 2 pa3u Ha go0y. TabneTku
npuiiMaTtu 3a 30 XBUIUH [0 IpUoMYy ixKi a60 yepes3 2 rOOUHU ITiCJIg IPUHUOMY 1XKi
BpaHIIi Ta BBeUepi.

[TpuiioM nMiKapCchKOro 3aco0y mif Yac 1Ki MoxKe ITiABUIIyBaTHd MOr0 MaKCUMalIbHi
KOHIIeHTpaIlil y mia3Mi KpoBi (Cmax), 110 30ibiye pu3uK BUHUKHEHHSI T00iYHUX
peakmin. [lumocTa3o1 MalOTh IPU3HAYaTH JliKapi 3 JOCBiIOM JIIKyBaHHS II€PEMiKHO1
KyIbraBoCTi. AKIo mpoTsiromMm 3 Mics1iB IiKyBaHHS He 0yJi0 e(eKTUBHUM, JTiKap
IIOBUHEH NIPU3HAUYUTH 1HITY Teparit. [lamierTaM, AKi OTPUMYIOTH JIIKYBaHHS
IIMJIOCTa30JI0M, CJIii MOTPUMYBATUCS 3MiH y crmoco0i XKUTTS (BigMoOBa Bifg KypiHHS Ta
(isuyHi BripaBu) i TpoOOBXKyBaTH (papMaKOJIOTiYHi BTpy4YaHHS (HalpUKiaz, IpuioM
JIITiA03HUAKYBaIbHUX Ta aHTUTPOMOOIIUTAPHUX 3aC00iB), 11100 3MEHIIIUTU PU3UK
PO3BUTKY CePLIEBO-CYOUHHUX ABUII. L{1M0cTa30i1 He 3aMiHIOE JaHi BUOU JTiIKyBaHHS.

3MeHIIeHHA o34 go 50 Mr aBidi Ha moOy peKoMeHaoBaHe [AJisA MallieHTiB, SAKi
OTPUMYIOTH JIiKapChKi 3acobu, 110 cusbHo iHrioyroTs CYP3A4, Hanpukiam, oeski
MaKpOJiay, a30JibHi QyHTinmau, iHribiTopu npoteas3u, abo 3acobu, AKi CUIILHO
inrioytors CYP2C19, HanpukJiag oMenpa3os (OuB. po3ain «B3aemMomist 3 iHIIIuMu
JIIKapChbKUMHU 3aco0aMu Ta iHIIM BUOM B3aEMOIiN»).

ITauieHmu AiMHBLO20 BIKY
Hemae HeoOXigHOCTI ¥ KOpEeKIIil mo3u [OJis ITi€el KaTeropil mallieHTiB.
ITauieHmu 3 HUPKOBOK HedoCcmamHicmio

II71s malieHTiB 3 KJIipeHCOM KpeaTUHiHYy >25 MJI/XB cHeliajibHa KOPEKIisd J03yBaHHSA
JIiKapchKOT0 3aco0y He moTpidHa. [lunocTa3om mpoTUnoKa3aHUM MalieHTaM 3
KJIIDEHCOM KpeaTUuHiHy <25 MJI/XB.

ITauienmu 3 ne4iHKOB0I HedocmamHicmio

I maiieHTiB 3 1erkom GopMOI0 3aXBOPIOBaHHS MTEUiHKM J03y He MOTPiOHO
3MiHioBaTH. BigCcyTHi maHi 10710 nallieHTiB 3 ITOMipHOIO ab0 TSIKKOIO0 Me4YiHKOBOIO
HemocTaTHiICTIO. OCKiTbKU ITUIIOCTA30J1 aKTUBHO MeTab0J1i3yeThCSA hepMeHTaMu
MMe4YiHKH, BiH IPOTUIIOKAa3aHUM MalliEHTaM 3 IMOMipHOI0 a0 TSIKKOI0 MeYiHKOBOIO
HEeOOCTaTHICTIO.

itk

JlikapcbKul 3acib He PEeKOMEHOYEThCS IIpU3HaYaTH OiTSIM depe3 BiCyTHICTh JaHUX
oo 6e3meky Ta eeKTUBHOCTI 3aCTOCYBaHHSI.



Ilepeno3yBaHHs

[Hpopmaliist Ipo rocTpe nepeno3yBaHHsa oOMexeHa. MOXKIUBI CUTBHUM T'OJIOBHUM
0inb, miapesi, Taxikapmis Ta cepiieBi apuTMmii. 3a nalieHTaMu HeOOXigHO cocTepiraTu
Ta IIPOBOOUTH ITiATPUMYyBaJIbHYy Teparlrito. HeoOXigHO CIOPOXKHUTHU HIJIYHOK 3a
OOIIOMOTrOI0 iHOyKIIii 6/1f0BaHHS a00 MPOMUBaHHS.

IToOiuni peakii

Ha6inpin momupeHi mob6iuHi peakilil, Ipo siKi MOBIHOMIISNIN y KITIHIYHUX
OOCIiIXXeHHX ITpenapaty, 0ynu ronoBHuit 6inb (>30 %), giapes (>15 %) Ta
MMOPYIIEeHHS poOoTH KUIIeYHUKY (>15 %). Lli peaxkilii, IK IIpaBuio, Maju JIeTrKy abo
IIOMIpHY IHTEHCUBHICTH Ta 1HOAI IOJIETIIIYBAJIUCA 38 PAXYHOK 3HUXKEHHS [03U.

HebaxaHi edekTH, AKi iHOAI MOXKYTh BUHUKHYTH ITiJl YaC 3aCTOCYBaHHS LIAJIOCTa30JIy,
3a3Ha4deHi y TabiuIli HUx4e.

YacTtoTa nobiuHuX peakiii: gyxke 4acTto (=1/10); gacTto (=1/100 go <1/10); HewyacTo
(=1/1000 mo <1/100); pigko (=1/10000 mo <1/1000); my=xe pigko (<1/10000);
HeBimoMo (HeMOZKJIUBO OI[IHUTH HAa OCHOBi HaABHUX HaHUX). YacToTa HOOIiYHUX
peaxk1ii, gKi crocTepiraaucs y mnepiog miciasipeecTpaliiHoro 3aCTOCyBaHHS,
BBaXKa€ThCSA HEBIHOMOIO (HEMOKIINBO OLIIHUTH Ha OCHOBI HaIBHUX OJAaHUX).

Yacto ExxiMmo3

HeuacTo Anemis

I[IpomoBxkKeHHSA
Pigxo Yacy KpoBOTeUi,
3 6OKY TpOMOOIIUTEMIsS

KPOBOHOCHOI Ta TengeHIis 0o
miMbaTHYHOI KpOBOTEY,

CUCTEMHU TPOMOOLIMTOTIEHis,
rPaHy/IOLUTONEHI,
Hesigmomo arpaHyJIOLIUTO3,
JIEUKOIIeHid,
HaHIIUTOIEHIs,
ansjacTu4YHa
aHeMis




3 60Ky iMyHHO1

Heuacto ArnepriyHa peakiiis
CUCTEMH
IMepudepuuni
_ HaOpsKYU, HaOPSIKU
3 6oky o6miny  [dJacTo
00Ty s,
PEYOoBHUH Ta .
aHOPEKCid
Xap4yyBaHHSA : : :
lnepruikemis,
HeuacTto L
IYKpPOBUi giaber
3 6oky ncuxiku |HeuacTo TpPUBOXKHICTH

3 00Ky HEPBOBO1L
CUCTEMHU

Ily>ke gacTto

T'omoBHUM OiNb

YacTto

3arnaMoOpOYeHH

HeuacTto

be3coHH4,
KOIIIMapu

HeBimomo

[Tape3s, rimecresisa

3 OOKYy OopraHiB
30py

HeBimomo

KoOH'TOHKTHUBIT

3 OOKy opraHiB
CITyXy

HeBigomo

I3BiH i mIyM y
ByXxax

3 00Ky ceplieBoi
CUCTEMHU

Yacto

Cep1ieburrts,
Taxikapmis,
CTeHOKapmis,
apuTMis,
LIJIyHOYKOBa
€KCTPaCUCTOJIiA

HeuacTo

IadapkT MioKkapaa,
didbpunsiisa
nepencepnsb,
3acCTirHa ceplieBa
HEeJOCTaTHICTD,
HagUIJIyHOYKOBa
Taxikapmis,
IIJTIYHOYKOBa
Taxikapmis,

HEIIPUTOMHICTh




3 OOKy CyOUHHOI
CUCTEMU

HeuacTto

KpoBoBunus B
OKO, HOCOBI
KpPOBOTEUi,
LIJIYyHKOBO-KUIIIKOBI
KpPOBOTEeUl,
He3'siCOBaHi
KPOBOTeEUI,
opToCTaTU4YHa
rimoTeH3isa

HeBimomo

[Tpunnusy,
rinepToHis,
TiIIOTOHIA,
KPOBOBUJIVBU B
MO3O0K, JIET€eHI,
M's13H1, AuXasbHi
LIJIAXY; DigMKipHi
KPOBOBUJINBU

3 60Ky guxaJibHOI
CUCTEMHU

YacTto

PuniT, dpapuHrit

Heuacto

3agunika,
IHEeBMOHIs,
KallleJlb

HeBigomo

InTepcTuLianbHa
IIHEBMOHIA

3 OOKYy
IIIJTYHKOBO-
KUIIIKOBOT'O
TPaKTy

Ilyke gacTto

iapes,
MMOPYLIEHHS
BUIIOPOKHEHHS

YacTto

Hyporta i
OJIIOBaHHS,
OUCIEeICis,
MeTeopu3m, Oifb y
JKHUBOTI

Heuacto

l'acTpur

3 OoKy
remaTto0imiapHoil
CUCTEMHU

HeBigmomo

l'emaTtuT, aHOMaJTil
Me4iHKOBOl
byHKwi,
2KOBTSIHUIIS

3 OOKy MIKipH i
MiOIIKIPHAX
TKaHUH

YacTto

Bucwumn, cBepbix




HesBigomo

Exk3ewma, mkipHi
BUCUIIQHHS,

CUHIOPOM
CriBeHca-

II>KOHCOHa,
TOKCHUYHUH
elnigepMaibHUU

HEKPOJIi3,

KPOIIUB’ SHKA

3 OOKY CKeJIeTHO-

M’5130BO1
CUCTEMHU Ta Heugacto Miamnris
CIIOTY4YHO1
TKaHUHU
HupxkoBa
. HEeOoOCTaTHICTS,
3 00Ky HMpPOK Ta (Pimko
) MIOpPYLIEHHA
CEe4YOBUBIOHUX
. (yHKIII HUPOK
IITSAXiB :
) I'emartypis,
Hesigmomo o
oaKiypis
Bine y rpynax,
Yacto :
acTeHisa
3aranpHi
O3HO00,
po3nanu HeuacTto
He3OyKaHHSI
Hesigomo [Tipekcis, 6inb
[TigBUlIeHHSA PiBHA
JlaGopaTopHi , CevY0BOI KHCJIOTH,
i Hesigmomo .
OOCITiAKeHHS CEYOBUHU B KPOBI,

KpeaTUHIHY B KPOBi




30inbIlIeHHS KiTbKOCTI BUIIQAKIB cepiieOuTTs Ta nepudepudyHruxX HaOpsKiB
CIIOCTepirasocs, KOJIU IIUJI0OCTa30J1 3aCTOCOBYBAJIM CYMICHO 3 IHIIIUMU
BasloguaTaTOpaMH, siKi MOXKYTh CIPUYMHUTU pedJIeKTOPHY TaXiKapmilo, Hanpukian 3
OUTIOPOIIiPUOANHOBUMHU OJIOKaTOpaMHU KaJlbIIiEBUX KaHaJliB.

€nuHUM Mo6iYHUM e(eKToM, IPU TKOMY BUMaraiau MPUIIUHEHHS TiKyBaHHSA y =3 %
Malli€eHTiB, IKi OTPUMYyBAJIM IIUJIOCTAa307, OYB TOJIOBHUM Oinb. [HIIII mOMIMpPEHi TPUYUHYU
MIPUNIMHEHHS JTiKyBaHHS BKJII0Uau CUJIbHE CepLeOUTTS Ta Aiapero (SIKi BUHUKAJM 3
gactotom 1,1 %).

3acTocyBaHHS IIUJIOCTA30Jly MOKe OyTH ITOB’si3aHe 3 MigBUIIEHUM PU3UKOM KPOBOTEUI,
i I1eil pU3UK MOZKe 30iIbIIyBaTUCS IIPU OJHOYAaCHOMY IIPHUHUOMIi TiKapChKOT0 3aco0y 3
OyIOb-IKUM iHIITUM ITperapaToM, 110 Ma€ TaKy XK Milo.

Pu3uK BHYTPIITHEOOYHUX KPOBOTEY MOXKe OyTH BUIIUM Y MAIi€HTIB i3 I[yKPOBUM
niabeToM.

Y narmienTiB BikoM Bixm 70 poKiB cIiocTepirasnacs IIiBuIlleHa YacToTa BUIIAJKiB miapei
Ta CUJIBHOTO CEPLIEeOUTTSI.

ITogidomaeHHA npo nido3prosaHi nobiuHI peakuii

[ToBigoMmIieHHS IIPO Mimo3pioBaHi MoOiuHi peaxiiil micsis peecTpatiii TiKapCbKOTro
3aco0y € BaXKJIMBOIO IIpoienypoio. Lle mo3Bosie MpoaoBKyBaTH MOHITOPUHT
CIIiBBiDHOIIEHHS «KOPUCTL/PU3UK» OJIS BiAMOBIMHOIO JIiIKapChKOro 3aco0y. MeguyHuM
ImpalliBHUKaM HeOoOXigHO MOBimOMISATH PO OyOb-sAKi Mimo3pioBaHi mobiyHi peakiiii
4yepes HallioHaJIbHY CUCTEMY IIOBiJOMJIEHbD.

TepMiH NpUIAaTHOCTI
3 POKH.
VYMmoBHu 30epiranHs

30epiraTtu B opuriHambHiM yIIaKoBIli TpU TeMIlepaTypi He Buie 25 °C. 36epiratu y
HEeOOCTYyIIHOMY IJIs OiTeu MicLji.

YnakoBka
[To 28 TabneTok y 6sicTepi; mo 1 GicTepy B mayiii.

KaTeropis Bignycky



3a penemnTomMm.
BupooHuK
II2K. YPIAY I KOMITAHBA, C.A.

Micie3Haxo/dKeHHsI BHPOOHHKA Ta HOro aJgpeca MicCIisi IpoBaJaXKeHHsI
IisITHLHOCTI

ABpa. Kawmi Pisan, 51-57, Ilanay-Comita i IIneramanc, Bapcenona, 08184, Icnanis.
[Ixepeso iHCTPYyKIil

[HCTPYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTO mkepesia — [lepKaBHOTO PEECTPY

JIIKapCbKUX 3aCc00iB YKpalHH.
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