IHCTPYKIIA

IJIsI MEIHYHOT 0 3aCTOCYBaHHsI JIIKapCHLKOT0 3aC0o0y

ounekc®

(Donex)

CKnao:
0itoua peyosuHda: HOHEIEe3uy TigPOXIIOPH]I;
1 TabneTKa MiCTUTH HOHENE3WITy Tigpoxiaopuay 5 mr abo 10 mr;

0onoMidicHI peyosuHU: KaJlilo MOJIaKPUITiH; 1IeIi0I03a MiKpOKPUCTaIidyHa; TakKT03a, MOHOTIIparT;
MOHOHaTPit0 nuTpaT 6e3BofHuU; acriapTaM (E 951); HaTpito KpockapMeno3a; KpeMHii0 JioKCUf
KOJIOITHUY 0e3BOMHUY; MarHioo creapar.

JIikapcbka ¢opma. TabneTku, 110 AUCIIEPTYIOTHCS B POTOBIN TOPOKHUHI.
OcHosHi (i3uko-xiMiuHi 81acmugocmi:

TabneTKu mo 5 Mr: TabieTKu Kpyriiol popMu, IJIOCKI, 3i CKOLIEHUMU KpasiMU Bif Oisioro go Marixe
6iy10r0 KOJIbOPY, 3 TUCHEHHSM «5» 3 OMHOTO 0OKY Ta rjafeHbKi 3 iHIIOTro 60KY;

tabneTku mo 10 Mr: TabmeTKy Kpyrioi GopMu, II0CKi, 31 CKOIIIEeHHMHU KpasiMu Bif 6iy10ro 1o Maiixke
6irmoro Konmbopy, 3 TUCHEHHAM «10» 3 ogHOT0 OOKY Ta I'TafieHbKi 3 iHIIOro 6OKY.

dapMakoTepaneBTHYHA rpyna. 3acobu, siKi 3aCTOCOBYIOTh IIPU AeMeHIii. [HribiTopu
xoniHectepa3u. Kog ATX NO6D A02.

®apmaxo102i4HI 8racmusocmi.

dapmakoOuHamika.

Mexani3M mil

IoHemne3umny rinpoxaopup € crenudpiyHuM 000pOTHHUM iHTiIOITOPOM alleTUIIXOJIiHeCTepas3H, SKa €
OCHOBHUM THUIIOM XOJIiHeCTepas3u y TOJIOBHOMY MO3KY. B yMoBax in vitro 6yno moka3aHo, 110 3[aTHICTh
IOHEeNe3UITy TifPOXJIOPUAY TaJlbMyBaTH aKTHUBHICTh 1b0r0 (pepmeHTy B 1000 pasis nepeBUIlye oro
3[aTHICTh raJibMyBaTH aKTUBHICTh Oy TUPUIXOIiHECTEPaA3H, Ka 30e0i/IbIIIoro 3HaX0AUTLCS 3a
MeKaMu IIeHTPallbHOI HepBoBol cucteMmu (ITHC).

[lemeHIris npu xBopobi AnblrefiMmepa



Bimomo, 110 y maIfieHTiB i3 XBopo0oio AfbIreliMepa, SKi Opany y4acTh Y KIiHIYHUX OOCTiAXKeHHAX,
BBEJEHHS [IoHene3umny y 0o3i 5 mr abo 10 mr 1 pa3 Ha 100y IPU3BOAUIIO 0 MIPUTHIYEHHS aKTUBHOCTI
alleTUIXOJIiHeCTepa3u (SIKy BU3HAYAIHY Y KITiTHHHIM MeMOpaHi epUTPOIUTIB) BimmoBigHo Ha 63,6 % Ta
77,3 %. By1no 1moka3aHo, 1110 rajJibMyBaHHS alleTUJIX0JIIHECTEPA3Uu B ePUTPOLIUTAX 38 HOIIOMOI 010
IOHEeIe3uTy TigpoXI0puay KOpeIBao 3i 3MiHaMu pe3ysbTaTiB 3a mKanow ADAS-cog (wkana gis
OLIIHKY KOTHITHBHOI (yHKIIii Tpu XBOpo0i AnblireiiMmepa), sika S03BOJISIE€ TEPEBIPUTH OeSKi aClIeKTH
KOTHITHBHOI QYHKIIil. 3MaTHICTh JOHENE3UITy TifpPOXJIOPUAY 3MiHIOBATU I1epedir OCHOBHUX
HeBPONATOJIOTIYHUX CUHAPOMIB He BUBYAIU. TOMy HEMOXK/IUBO OLIIHUTH BIIUB JOHENE3UITy Ha
IIPOTPeCyBaHHA I[LOTO 3aXBOPIOBaHHS.

EdeKkTuBHICTS NTiKyBaHHS [IOHENE3UIOM BUBYAJIMA Y YOTUPHOX I1alle00KOHTPOTbOBAHUX
OOCTIIKEHHIX: OBOX OOCITIIXKEHHIX TPUBAIICTIO 6 MICAIIIB i BOX AOCTITXKEHHIX TPUBAIICTIO 1 piK.

BimoMmo, 110 y 6-MicsTYHOMY KTiHIYHOMY [OCTigKEeHHI IPOBOOUIIU aHalli3 e(eKTUBHOCTI JTiKyBaHHS
MOHEeTe3UJIOM Ha ITifcTaBi 06’emHaHHS TPHOX KPUTEPIiB: KinbKicTh OasiB 3a mkanoi ADAS-Cog
(moka3HUK KOTHITHBHOI QYHKIIi), KinTbKicTh 6asiB 3a Koo [AJig OLiHKK CTaHY IallieHTa JIikapeM
abo ocobamu, SIKi mornsigaiTh 3a nauienToM (mkasna CIBIC , moka3HUK 3aranbHol QyHKIIII) Ta
KinpKicTb 0astiB 3a MigIIKasI00 [JIS OI[iHKY MTOBCSAKOEHHOI aKTUBHOCTI IIPU KJTiHIYHMX 03HaKaXx
meMeHIIii (MOKa3HUK 30aTHOCTI BUKOHYBATH CYCIiIbHI CIIpaBu, JOMAIIHIO poOoTy, yio0IeHi cripaBu
Ta 00CIyroByBaTH cebe).

[TamienTamMu, y SKUX 3'IBUIaCh Peakliisd Ha JIiKyBaHHS, BBaXKaTUMYThCA IMalli€HTH, SKi BiATIOBIOa0Th
KPUTEPISIM, II0 HABOISThCSI HUXKYE.

Peaxrisi: mokpaleHHs pe3ybTaTy OIiHKK 3a ImKanoo ADAS-Cog MiniMym Ha 4 6anu, BiICyTHICTb
IIOTIpIIeHHS pe3yiabTaTy OLiHKY 3a wiKanow CIBIC , BimCyTHICTh NOTIpIIEHHS pe3yibTaTy 3a
iITKAI00 [JIS OI[iHKY ITOBCSIKOEHHOI aKTUBHOCTI TP KIiHIYHMX 03HAKaX OeMEeHIIil.

Peaxtiis (%)

['pyI# MAIieHTIB Honynaum, 3TPYTOBaHa 3aexHo Yci MAIIEHTH, Y AKUX
BiJ] IPM3HAYEHOTO JIiIKyBaHHS [IPOBEIN OLIIHKY
n = 365 n = 352

['pyma 3actocyBanHs miaie6o |10 % 10 %

['pyna 3aCTOCYBaHHA 18 %* 18 9%*

MOHEIe3UJIy B 031 5 MI

['pyna 3aCToCyBaHHS 1 %% 07 0%k

noHene3uny B 0o3i 10 mMr

*p < 0,05;

*p <0,01.

IloHeme3un CIPUYNHSB 3a7eXKHe Bifl 031 CTAaTUCTAYHO JOCTOBipHE 30iNbllIeHHS BiZHOCHOI KilTbKOCTi
IAl€HTIB, Y AKUX BUHUKAJIa peaklis Ha JIIKyBaHHS.

dapmakokiHemuka.

Abcopbuis



[Ticns mepopabHOTO 3aCTOCYBaHHS MaKCHUMalbHa KOHILIEHTPallis y mia3mi KpoBi C,,,, IOCATaEThCA
npubnu3Ho yepe3 3-4 rogunu. KoHIleHTpallis y m1a3Mi KpoBi Ta IJIoIa Imifi KpUBOI0 «KOHIIEHTpallis -
yac» (AUC) mipBuIy0ThCsl IPOMOPLIKHO O0 [o3u. KiHIleBul mepio HalliBBUBEEHHS CTAHOBUTD
npubnu3no 70 roguH, TOMy 6araTopa3oBe BBeeHHS 3 4acTOTOI0 1 pa3 Ha [00y CIpUYNHSIE
IIOCTYIIOBE OOCSTHEHHS PiBHOBAaXKHO1 KOHIIeHTpaIrii. [Tpu6au3H0 piBHOBaXKHA KOHIIEHTPAIIis
LOCATAETHCA Y MexkKaX 3 TUXKHIB MiC/Is Io4aTKy JIikyBaHHA. [1ic/isg HOCATHEHHS PiIBHOBAXKHOI'O CTAHY
KOHIIEHTpAllid OHeIe3uTy rigpoXJI0pUAY Ta OB 'sI3aHa 3 UM (apMaKOJWHaMidHa aKTHBHICTb
Maiixke He 3MiHIOIOThCS IIPOTSATOM yCiei mo0u.

[>xa He BINMBac Ha a6COPOLi0 HOHENE3Wy TiPOXIOPULY.
Po3nooin

3 GinkaMu ma3Mu 3B’SI3yEeThCs MPUOGIU3HO 95 % moHemesuny rigpoxnopupny. CTymiHb 3B'sI3yBaHHS 3
OinkaMu 1mIa3My aKTUBHOTO MeTaboitiTy 6-O-gmecMeTUInOHene3unny HeBigoMuii. Po3monin qoHenesuny
TiOpOXJIOPUAY Y Pi3HUX TKaHWHAX OPraHi3My AeTasibHO He BUBYaiu. [IpoTe pu poBeneHHi
mocyimKeHHs 6amaHCy Macu 3 y4acTiO 3[0POBUX YOJIOBiKiB-T0OPOBOIBIIIB Oy/10 TOKa3aHo, 10 Yepes
240 ropuH Mmicas OMHOPA30BOT0 BBEEHHS 5 MT "C-migeHOTO IOHEeTe3UITy TifpOoXIOpURy NpubIu3HO
28 % MiTKM 3anuilanocs He BiTHOBNIeHO0. Lle CBimUMTh PO Te, 110 MOHEme3uny rigpoxiaopup i/abo
1oro MeTaboMiTH MOXKYTh 3aJTUIIATUCS B OpraHi3Mi npoTtsarom Ginbure 10 gHiB.

Memaboaiszm/exckpeuis

[loHene3uny rifpoxJIopus MoXe sIK BUAUIATUACSA Y He3MIHEHOMY CTaHi pa3oM i3 cedero, Tak i
MeTabomi3yBaTUCA Yy MEeYiHIl 3a JOIIOMOT0I0 i30epMeHTiB cucTeMu HUTOXpoMy P450 3 yTBOpeHHAM
6araTrox MeTaboJIiTiB, cepen IKuX He Bci 6ynu inenTudikosani. [Ticns ogHOPa30BOro BBEEHHS 5 MT
"C-MigeHOro mOHemes3uy TifpOXIOPHAY PafiOaKTHBHICTE [IA3MH, BUPazXkeHa K Bi[COTOK Bif
BBeIeHOi 103U, Oyjia 3yMoBJIeHa ITepeBaXKHO iHTaKTHUM HoHemne3uiy rigpoxnopunoM (30 %), 6-0-
necMmeTunponene3unom (11 %, egunuit MeTabOJIiT, AKUIL IPOSBISE TaKy caMy aKTUBHICTE, 110 H
IOHeIe3usy rigpoxiaopun), nouene3un-uuc-N-okcugoM (9 %), 5-O-mecmetungorene3unoM (7 %) i
TIIOKYPOHITHUM KOH toraToM 5-O-mecMmeTtun-gonene3uny (3 %). [Ipubnusuo 57 % Big 3arambHOI
BBE[IeHOI pPafioaKTUBHOCTI BiTHOBIIOBANOCH y cedi (17 % - y BUTTIaAi HE3MiHEHOT'0 JOHEIe3uy) i
14,5 % BigHOBIIOBAIIOCH Yy KaJli, BKa3yl4y Ha Te, 1[0 OCHOBHUMU LIJIIXaMU BUBEIEHH €
6ioTpaHcdopMaliisi Ta eKCKpellis i3 ceyeto. O3HaKy, gKi 6 BKa3yBajau Ha PEIUPKYIALi0 HOHEIIe3Uuy
rigpoxmopupny Ta/abo Oygb-gIKUX Horo MeTaboliTiB B eHTeporenaTuyHill CUCTeMi, He Bij3Ha4asIuCh.

3MeHIIIeHHS KOHIIeHTpallil JoHene3usy y ia3Mi KpoBi BinOyBa€eThCs Mpu Nepioni HamiBBUBEOEHHS
npubnau3Ho 70 roguH.

CraTh, paca Ta KypiHHSI B aHaMHe31 He YMHWUIN KJIIHIYHO 3HAUYII[OT0 BIJIUBY Ha KOHIIEHTPAL0
IOHeIe3usTy rigpoXI0puay y mia3Mi KpoBi. PapMaKOKiHETUKY AOHEINe3usy (opMaibHO He BUBYAJIU Y
3[00POBUX NOOPOBOJIBLIB JIITHEOTO BiKy a0 y MallieHTiB i3 XBOp00010 AblireiiMepa Yu CyIUHHOIO
neMeHuiew. [IpoTe cepeqHs KOHIIEHTpALlid Y I1JIa3Mi KPOBI Y XBOPUX JIFOAEN 1 Y MOJIOOUX 300POBUX
noOpoBobLIiB Oysa mogibHoIo.

Y martienTis 3i cnabko abo MOMipHO BUPaXKeHUMHU MMOPYIIEHHSAMHU QYHKINI ediHKy 36imbiIyBanacs
piBHOBaXKHa KOHIIEHTpallis moHene3uny, npu upomy AUC 36inbiryBasnacs Ha 48 %, a cepenns C,,,
36inbimyBanack Ha 39 % (guB. po3gin «Cmocib 3acToCyBaHHS Ta HO3U»).

KrinigHi xapaKTepUCTHKH.



IToxka3auns.

Jlikapcekuii 3aci6 Jonekc®, TaGIeTKy, 110 NUCIEPTYTHCSA Y POTOBIM MOPOKHHUHI, IOKA3aHUH IS
CHMIITOMATUYHOTO JTIKyBaHHS OeMeHITi AbITreiMepiBCbKOT0 THITY JIETKOTO a00 CepemHbOro CTYIeHs
TSKKOCTI.

ITpomunoka3aHHA.

[TigBuIleHa YYTIUBICTL A0 OJOHENE3UIY TiIPOXIOPUAY, MOXiTHUX MiMepuanHy a0do J0 Oymb-IKUX
MOMOMIKHUX IHTPeIi€HTIB JTIKApChKOTO 3aC00y.

B3aemodia 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

Honemne3uny rimpoxmaopup ta/abo 6ymb-sKi #0r0 MeTabOoIiTH He raJbMyI0Th MeTabomi3M Teodininy,
Bapdapuny, uMMeTUANHY ab0 OUTOKCUHY Yy MoguHu. OmHOYaCHUM IPUIOM TUTOKCHUHY abo
IIUMETHUIMHY He BIJINBA€ Ha MeTab0/i3M JOHEeNe3uIy TiIpoxIopuny. Y HOCHiIXKEeHHSIX B yMOBaXxX

in vitro Oyso moKa3aHo, 1110 i3opepMeHTH cucTteMu uToxpoMy P450, 30kpeMa izopepmeHT 3A4 Ta 3
MEHIIIOI0 Mipoio i3odepmeHT 2D6, 6epyTh aKTUBHY y4acTh y MeTabomi3mi foHene3uny. Y
MOCTiMKEHHSIX 71T BUBYEHHS JTIKAPChKOI B3a€MOIii B yMOBax in vitro 6yso mokasaHo, 110
KEeTOKOHAa30J1 i XiHiguH, sKi € inribiropamu BignosigHo i3odepmenTis CYP3A4 i 2D6, ranbsMyoTh
MeTabomi3m moHene3uny. Tomy 1i Ta i inribitopu isodhepmenty CYP3A4, Hanpukiay iTpakoHa301
Ta ePUTPOMIIIMH, a TaKoX iHribiTopu i3ohepmenty CYP2D6, Hanmpukian GIyoKCEeTHH, MOXKYTh
rajbMyBaTi MeTalo0J1i3M JoHeme3uIy. Y OOCIigKeHHi 3 y4acTiO 3M0POBUX HOOPOBOJIbLIB KETOKOHA30]I
MigBUIITYBaB CEPENHIO KOHIIEHTPAIlil0 HOHEeNe3uny y KpoBi npubnausno Ha 30 %. [ugykTopu
bepMeHTiB, HampuKian pudamminuH, GeHiToiH, KapOaMa3elliH Ta aIKOrojlb, MOXKYTh 3HUKYBATH
KOHIIEHTpAIil0 JOHeNe3uny B KpoBi. CTymiHb iHAyKyI04o0i a60 rasbMyIoUoi [il 3anuiaeTbCs
HEeBiTOMUM, TOMY CJIifi 3 06epekHICTIO 3aCTOCOBYBaTH TaKi KoMOiHallil mpemnapariB. [JoHee3umy
rigpoxopuy MoXke BIJIMBATH Ha IIpellapaTy 3 aHTUXOJIiIHEPTiuHO0 aKTUBHICTIO, 3MEHIIYIOYH iX Hil0.
CuHepriyHa aKTHUBHICTh MOKe IIPOSIBIIATUCS IIPU OQHOYACHOMY IIPHUUOMi JTiKapChKOTo 3aco0y
IoHekc® 3 CYKLUMHIIXOIIHOM, iHIIMMH MiopesaKCaHTaMHM, XOJIiHepPriYHUMY aroHicTaMu abo GeTa-
6;okaTopaMu, SIKi BIJIMBAIOTh Ha IIPOBIHICTb CEPIIS.

[ToBimomusiniocs: PO BUIIaKY ITOfOBXKeHHS iHTepBany QTc Ta torsade de pointes nipu 3acToCyBaHHI
noHemne3uny. PekomeHnyeThcsi OyTH 00epeXHUM IIPU 3aCTOCYBaHHI MOHENIe3UTy ONHOYACHO 3 iHIUMU
nmiKapCbKUMU 3aco0aMu, SiKi TogoBXKYy0Th iHTepBan QTc, Moxke 3HamOOUTHCS KITIHIYHUY MOHITOPUHT
(EKT). Hux4e BKa3aHi MPUKJIagu TaKuX 3ac00iB:

aHTHApPUTMiuHi 3aco0u [A Knacy (Hanpukiaf, XiHiguH);

aHTuapuTMiyHi 3acobu III knacy (Hampukiaj, aMiogapoH, COTanom);
- IesIKl aHTHJeINpecaHTH (HanpHKIaf, LKATANoNpaM, eCluTaaonpaM, aMiTpUITUIIIH);

- iHII aHTUIICUXOTHYHI 3aco0u (HampUKIiIaf, MOXigHiI peHoTia3uHy, CEPTUHAOII, TIMO3U]I,
3UMpPa3uoH);

- [esiKi aHTHOIOTUKY (HAaIPHUKIIAM, KTAPUTPOMIIIUH, epUTPOMIIINH, JIeBO(IOKCALIKH,
MOKCHU(DIIOKCAINH).



Oco6 1ueocmi 3acmocyeaHHsi.

3acToCyBaHHS JOHENE3UIy IIPU JeMeHIlii y malieHTiB i3 xBopo6oio AnbureiiMepa y TAXKKil dhopmi,
IIPH iHIKUX BUAAX AeMeHIli abo iHImMX BUAaX MOTipIIeHHS maM ' AaTi (HalIpyuKiIa, IpyU BiIKOBOMY
MOTipIIeHHI KOTHITHBHOI (PYHKIIil) He BUBYAJIH.

AHecme3iA: qoHeNe3us, K iHri6iTOp X0MiHecTepa3u, MoxKe IIOCUIIOBAaTH PO3CcnabieHHsT M'3iB Ipu
3aCTOCYBaHHI MiOpenaKCaHTIB [IeMOIsPU3YyI040oro TUMY Ail (CYKIMHIIXOIIHOBOTO THIY) IIif 4ac
aHecTe3il.

Cepueso-cyOuHHi nopyweHHA: iHTibiTopu XoJiHecTepa3u Yepes3 CBO0 (apMaKOJIOTiuHY [iI0 MOXYTh
BUSIBIISITY BarOTOHIYHUY BIIJIUB HA YaCTOTY CEePIEBUX CKOPOYEHb (HalpuKiaj, BUKJIUKaTU
Opangukapmito). Takuil BIIJIMB MOXKe MaTU 0COOJIMBE 3HAYEHHS MJIS MallieHTiB i3 CMHAPOMOM CJT1aOKOCTi
CHHYCOBOTO By3jla a00 iHIIMMU MOPYLIEHHIMH HaOIIYHOYKOBOI MMPOBITHOCTI, HAIIPUKIIaf i3
CHHOATpialbHOIO a00 aTPiOBEHTPUKYISIPHOIO OII0KAMOIO.

Bynu 3adikcoBaHi BUnagku CUHKOIE Ta CynoM. [Ipu o6cTexXeHHi TaKUX MaIliEHTIB 0COOIUBY yBary
noTpiOHO 3BepPTaTH Ha CTaH MPOBIgHOI CHCTEMHU Ceplis i BpaXOByBaTH MOKJIUBICTh G10Kagu
IPOBimHOCTI a00 JOBTUX Iay3 CUHYCOBOTO BY3JIa.

Bimomo, 110 B micnsipeecTpauiHOMY Iepiofi TOBiqOMIISIOCS NIPO ITofoBXKeHHd iHTepBany QTc Ta
torsade de pointes (ouB. po3min «B3aeMopmist 3 iHIMMMY JTiIKAPCHKUMH 3aco00aMu Ta iHIII BUIH
B3aeMopili» Ta «[1o6iuHi peakirii»).

PekoMeHOy€eThCSE 3 00€PEeKHICTL 3aCTOCOBYBATH NalliEHTaM, Y SIKUX ITOIEPEIHbO CIIOCTEPIiramocs
nomoBxeHHd iHTepBany QTc yu BifoMo 3 CiMeHOTro aHaMHe3y IIPo ofoBxKeHHd iHTepBany QTc,
malfieHTaM, gKi 3aCTOCOBYIOThH IIpelapaTH, 110 BIIMBaOTh Ha iHTepBasn QTc, nauienTam 3
3aXBOPIOBaAHHSIMU Cepls (HalpuKiaja, HEKOMIIEHCOBaHa ceplieBa HefOCTaTHICTh, HEI[OfaBHIA
indapkT Miokapay, 6paguapuTMieio) abo 3 eIeKTPOJIITHUMU OPYIIEHHAMH (TiloKamiemis,
rimomaruiemist). Moxke 3HamoOuTHCS KiTiHigyHAYE MOHiTOpUHT (EKT).

LI 1yHKOBO-KUWKOBI NOPYWeHHs: TOTPiOHO PeTeNbHO CIIOCTEPIraTH 3a CTAHOM IITYHKOBO-KHUIIIKOBOT'O
TPaKTy Iall€HTIB 3 MiABUILIEHUM PU3UKOM PO3BUTKY BMPA30K, 30KpeMa Y Malli€HTiB i3 BUPa3K0BOIO
XBopo0010 B aHaMHe3i ab0 y MallieHTiB, SKi IpuiiMaloTh HECTEPOIHI IPOTH3anaabHi Ipernaparu.
[TpoTe y K/IiHIYHUX AOCTiAXKEHHSX i3 3aCTOCYBaHHSAM [IOHETIE3Uy He CIIoCTepiranocs 30inblIeHHS
YaCTOTH IIPOSIBiB BUPAa3K0OBOI XBOPOOH IIIIYHKA i MBAHAMIATUIIAIO0I KKK ab0 IIIITYHKOBO-KUIITKOBOI
KPOBOTEUi MOPiBHSHO i3 3aCTOCYBaHHSM ITane6o.

ITopyweHHsA 3 6OKY opaaHie ceyocmamesoi cucmemu: XOIiHOMIMETHKH MOXKYTh CIIPUUUHSATH
MIOPYIIEHHS BiOTOKY Cedi, X04a y K/IIHIYHUX JOCIiAXKEeHHSX i3 3aCTOCYBaHHIM [OHEIe3UIy TakKi
IIOPYLIEHHS He CIIOCTePiraaucsk.

Hegpo102iuHi nopyweHHA: eminenTAYHl Hallagu: BBaXKalTh, 1[0 XOJIIHOMIMETUKY MalOTh 30aTHICTh
CIPUYMHSATY reHepaizoBaHi cynoMu. [IpoTe Taki Hamagy TaKoxX MOXKYTb OYTH IIPOSIBOM CaMoi
XBOpoOU AnbIrerMepa.

XomiHOMIMETHKH MalOTh 30ATHICTh MMOCHTIOBATH a00 CIPUUMHSTH eKCTPaIlipaMifHi po3aau.
3a05KicHUlU HelposenmuyHul cuHOpom (3HC)

3HC - ue HebGe3meuHMit o151 KUTTS CTaH, AKUU XapaKTepPU3Y€EThCS TimepTepMieo, puUrifHiCcTIO M’s3iB,



po3nagamu 3 00Ky BereTaTUBHOI HEPBOBOI CUCTEMH, ITOPYIIEHHSIM CBiIOMOCTI Ta MiIBUIIEHHSIM PiBHS
KpeaTuHbocoKiHa3M B CUPOBATII KPOBi, 0COOIUBO Y MAIli€HTIB, IKi OTPUMYIOTh CYIIyTHIO TEPaIilo
AHTUIICUXOTUYHUMU NipenapaTaMu. 3HC, 30KpeMa, MOxKe YCKIIafHUTHUCS Miorno0iHypieto
(pabmomionizoM) Ta rOCTPOIO0 HUPKOBOIO HEOCTATHICTIO. II0TPiOHO IPUNIUHUTHU JTiIKYBaHHS IIPYU IOSIBi
y TaIfieHTa 03HaK Ta CUMIITOMIB, 1110 BKa3yioTh Ha 3HC, abo nmpu mosiBi BUCOKOI TeMIepaTypu
He3'sICOBaHOI eTiosorii 6e3 HOJaTKOBUX KIiHIYHUX ITPOSIBIB.

JlezeHesi 3ax8opto8aHHA: iHTiIOITOPH XO0TiHECTEPA3H Yepe3 iX XONMiHOMIMETUYHUYN BIIUB MOTPIOHO
Ipu3HadaTy 3 00epeXHICTIO MallieHTaM i3 OpoHXiaTbHOI0 aCTMOIO B aHaMHe3i abo 3 XPOHIYHOI0
00CTPYKTUBHOIO XBOPOOOIO JIETEHIB.

oHemne3un He peKOMEHYEThCS IPUMMaTH pa30M 3 iHIMMMU iHTi6iTOpaMu alleTUIIX0/IiHeCTepasy,
aronicramu abo aHTaroHiCTaM¥ XOIiHEPTiYHOI CUCTEMH.

3HauHi nopyweHHA PYHKUil neyiHKU: JaHi OO0 Malli€HTIB 31 3HAYHUMH MOPYIIEHHIMU QYHKIIII
MIeYiHKY BifCYTHI.

JlemanvHicmb y KAiHIYHUX 00CAIOHCEHHAX 3a YyUuacmIo nauieHmia i3 cyOuHHOW 0eMeHUiE: BimoMo,
110 OyJ10 TpOBeieHo 3 KITiHIYHUX JOCIiAKEHHS TPUBAIICTIO IT0 6 MiCAIiB, 3 y4acTio MallieHTiB, AKi
BigmoBigaioTh KpuTepisiMm NINDS-AIREN gns BiporimHoi abo MOXKITHBOI CyOguHHOI meMeHIii. KpuTepii
NINDS-AIREN 6ynu po3po06ieHi ojist BUSIBIIEHHS TAalli€HTiB, V IKUX JeMeHIlisd Moxke OyTu
CIIpUYMHEeHAa BUHSTKOBO CYIUHHUMU IIPUYKMHAMHY, i I BUK/IIOYEHHS IallieHTiB i3 XxBopo6oio
AnpureiiMepa. Y nepiioMy HOCTIiAKEHHI 4aCTOTa JieTaJbHUX BUllaakiB ctaHosuna 2/198 (1 %) npu
3aCTOCYBaHHI JOHeNe3WIy Tigpoxyiopuny y fo3i 5 mr, 5/206 (2,4 %) - npu 3aCTOCyBaHHI JOHEIe3UIy
rimpoxmopuny y mo3i 10 mri 7/199 (3,5 %) - mpu 3acTocyBaHHi mamne6o. Y gpyromy mociigxkeHHi
YacToTa JieTalbHUX BUNafKiB ctaHoBuna 4/208 (1,9 %) npu 3acToCcyBaHHI JOHEIE3UITy TiTPOXIOPULAY
y mo3i 5 mr, 3/215 (1,4 %) - npu 3acTOCyBaHHIi fOHeNe3uIy rigpoxnopuny y go3i 10 mr i 1/193 (0,5 %)
- TIPU 3aCTOCYyBaHHi niaie00. Y TpeThoMy OOCIigKeHHi YacToTa JieTaTbHUX BUIAOKiB CTAHOBUIIA
11/648 (1,7 %) npu 3acToCyBaHHI JOHeNe3uny rigpoxnopuny y go3i 5 mr i 0/326 (0 %) - npu
3acToCyBaHHi marne6o. B ycix Tppox mOCHIIXKEHHSIX IPK CYIUHHIM IeMeHIIii YacToTa IeTalbHUX
BUIIQMIKiB B 00’ €qHAHIM rpymi 3aCcTOCyBaHHS moHene3uny rinmpoxmopuny (1,7 %) y KinbkicHOMY
BigHOIIEHHI OyJa BUILOIO, HiXK Yy IpyIi 3acTocyBaHHs mianedo (1,1 %), mpoTe 11g pi3HuIlsd He Oyna
CTaQTUCTUYHO IOCTOBIpPHOIO. BiNbIIiCTh eTaMbHUX BUIQMKIB y MAI[iEHTIB, IKi mpuiimManu abo
IOHeTNe3usTy Tigpoxaopup, abo miamedo, Oyna cipuurHeHa PiSHUMH CYOUHHUMY TPUYNHAMHU, TKUX
MOXKHAa OYiKyBaTH y JIIOfeH JIITHBOTO BiKY i3 iCHYIOUMM CYAUHHUM 3axBOpHOBaHHAM. [Ipy aHanmisi BCix
CEepUO3HUX HeJleTalbHUX i JIeTalbHUX CYOUHHUX SBUIL He Bil3Hayajach Pi3HULL y YaCTOTI LIUX SIBUII]
MiX rpymaMu 3aCTOCYBaHHS JOHEMe3uIy Tigpoxyiopuny i miaiebo.

3rigHO 3 JAHWMMU [OCTIIXKEeHb 3aCTOCYBAHHS JOHEIe3UIy TiIpoXIopuay Mpu XBopoOi Anblreiimepa

(n = 4146), a TakoxK 00’€gHAHUMM JAaHUMH OOCIIXKEHb IPU XBOP0Oi AnblreriMepa i JOCIiIKeHb IpH
IeMeHIIii, BKJTI0Yalouu JOCIIiIXKeHHS IIPU CyAXHHiM JeMeHIlil (3arajmom n = 6888), yacToTa eTaabHUX
BUIIAIKIB y rpyllax 3aCcTOCyBaHHS IJanebo y KinbKiCHOMY BiIHOLIEHHI IIepeBUIlyBajia 4acCTOTy y
rpymax 3aCTOCYBaHHS OOHEIe3usy TiApoXIopuIy.

3acmepesiceHHA W000 00ONOMINHCHUX iH2pedieHmis

Ilo cxnafy mKapchkoro 3aco6y JJoHeKc® BXOAHUTH TaKT03a, TOMY HOr0 He PeKOMEHIYEThCA
3aCTOCOBYBATH NAllieHTaM i3 PifKiCHUMY CIIafKOBUMHU Ta HaOYTUMU [TOPYIIEHHIMY Y BUTTIAA]
HellepeHOCHMOCTi (ppyKTo3u abo rajgakTo3u, HegOCTaTHOCTI IaKTa3y, CUHAPOMY ManbabcopOiiil
TJII0KO3K-TaslakTo3u abo gedinuty caxapasu-izoMasnbTasiu.

IIo CKJIaay IiperapaTy BXOOUTH aCllapTaM - HOXiI[Ha pPedO0BHHa (beHiHaHaHiHy, IITO SABJISIE H8663HeKy



[IJIs1 XBOPHUX Ha (PeHiTKeTOHYPilo.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00to.
BaritHicTb
IloCTOBIipHi [aHi 000 3aCTOCYBaHHS NOHENE3UIy BariTHUM XKiHKaM BifCyTHI.

BimoMmo, 110 B eKCIlepuMeHTax Ha TBapyHaX He Bi3Ha4aBCsl TEPATOTeHHUM e(PEKT, ajle BUHUKAIN
03HaK¥ TOKCUYHOCTI y IepU- Ta [IOCTHaATaJIbHUM Iepiof. [ToTeHUiNHNY PU3UK OIS JTIIOAUHU
3aJINIIAETHCS HEBIJOMUM.

[loHene3un He PeKOMEHAYETHCS 3aCTOCOBYBATH IIPOTATOM I1ePiofy BariTHOCTI 3a BUHATKOM BUIIaAKiB
KPaWHbOI HEOOXiMHOCTI.

[Iepion rogyBaHHSA TPYAOI0

Bigomo, 1110 JOHene3un BUIIIEThCS Y MOJIOKO IIypiB. JOCiAXKEeHHS 3 Y4aCTIO XKIHOK y epion
rOlyBaHHS IPYAOI0 He IIPOBOUIIN, TOMY 3a/MIIAEThCS HEBIIOMUM, YU IIPOHUKAE NOHEIE3UITy
TiAPOXJIOpHUN y TPYAHE MOJIOKO XKiHOK. OTXKe, y IIepiof JiKyBaHHS OOHENE3UJIOM XKiHKaM CIIif
IPUNUHUTY TOOYBaHHS TPYATIO.

30amHicmb 8niueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

OCKiNIbKY [IOHETIe3UJT MOXKe BUKJIMKATU CTOMJTIOBAHICTh, 3allaMOpPOYEHHS, Cy[IoMU M’s3iB, 0COOTHBO
Ha [0YaTKy JIiKyBaHHS a0o mpu 30inbllIeHH] 1034, BiH MOXKe MaTH He3HaYHUU ab0 IoMipHUM
HECIIPUSAT/IUBUY BIJIUB Ha 3[aTHICTh KepyBaTH aBTOMOOisIeM Ta iHIMMMY MeXaHiYHUMU 3aco0aMu.

Bopnroyac, nemMeHIlig TaKOXK MOXKe CTaTU IPUYMHO0 IOTIPIIeHHS 30aTHOCTI IIaljieHTa KepyBaTu
aBTOMOOiNIEM Ta iHIIMMU MeXaHiYHUMU 3acobamu. BigmoBinHo, y mepiofn miKyBaHHS OOHETIE3UTIOM
JiKap MOBUHEH PETYSPHO OLIiHIOBATH 3[aTHICTh MAlli€HTIB KepyBaTH aBToMoOieM abo
BMKOPHCTOBYBATH CKJIafHI MeXaHiuyHi IPUCTpPOI.

Cnoci6 3acmocyeaHHs1 ma 0o3u.

[Topociii / 0co0u TTHLOTO BiKY

JIikyBaHHS MMOYKMHATH 3 03U 5 MT 1 pa3 Ha [o0y.

o3y 5 Mr Ha go0y CJlif 3aCTOCOBYBATH IPUHAWMHI mpoTsaroM 1 micsis, 1100 MoxkHa 0yI10 OIiHUTH
PaHHIO KJIiHIYHY peakIlilo Ha JIiKyBaHHS Ta AOCATTH PiBHOBAaXKHUX KOHIIEHTPALi JOHENIE3UIy Y
na3Mi Kposi. ITicng KimiHiYHOI OLHKY JIiKyBaHHS y [03i 5 MT Ha mo0y npoTsaroM 1 Micsus mo3y
JiKapchKoro 3aco0y MozxkHa 30inbmmTy 1o 10 mr 1 pa3 Ha o0y. MakcumasnbHa peKOMeHIoBaHa
moOoBa fo3a cTaHoBUTh 10 Mr. [To3u, 1m0 mepeButlyoTs 10 Mr Ha mo0y, He BUBYAJIHU Y KIiHIYHUX



OOCIHiIXKEeHHSIX.

JIikyBaHHS CIIifl pO3MOYMHATH i IPOAOBKYBATH IIiJf KOHTPOJIEM JIiKaps, SKUW Ma€ JOCBif AiarHOCTUKU
meMeHIIii AJbIIreiMepiBCbKOTO THITY i JTIKYBaHHS TaKWX MallieHTiB. [liarH03 MOTPiOHO CTaBUTH
BIZITTOBIAHO [0 3ara/JIbHONPUMHATUX PeKOMeHalii. JIiKkyBaHHS JOHENE3UI0M MOXKHa PO3M0YUHATH
TiIBKM Y TOMY Pa3i, SKIIO y MalliEeHTa € IOMIYHUK, IKUM Oye peryispHO KOHTPOJIIOBATH IIPUIHOM
I[bOT0 IIpenapaTty nauieHToM. [ligTpuMytoue JIiKyBaHHS MOXKHAa IIPOJOBXKYBATH, [IOKU Y Nalli€eHTa
CIIOCTEpPIraeThCsl TepaneBTUYHUM epekT. ToMy MOTPiOHO PerysaspHO MOBTOPHO OLiHIOBATH KIiHIUHI
nepeBary JIiKyBaHHS JoHeNe3unoM. [IpUNuHATH JTiKyBaHHS IOTPiOHO TOMi, KON TepaneBTUYHUM
edexkT GinbIlle He CrIOCTepiraeThCs. IHOUBIAyaNbHY PEaKIIilo Ha JOHENe3U/I He MOXKHA Mepea0aduTH.

[Ticnst npuUNMHEHHS JTiKyBaHHS MO3UTUBHUM e(PEKT JOHETE3UIy II0CTYII0BO 3MEHIIYEThCS.

[NopyuieHHs QYHKIII HUPOK i NeYiHKK

[l71s mallieHTiB i3 mOpyLIeHHAMHU (PYHKIIil HUPOK MOXKHA 3aCTOCOBYBATH TaKy caMy CXeMy AO3YBaHHS,
OCKIiJIbKY Ile ITOPYILIEeHHS He BIJIUBA€ Ha KJIiPeHC NOHeNe3uly rigpoXJI0puay.

Yepes MoxIuBe 30iMbIIeHHS CUCTEMHOI Ail pu ciabkoMy abo moMipHOMY IOpPYIIeHHi GyHKIIi
nedinky (ouB. po3pin «dapmMakokiHeTHKa») 30ibIIyBaTH 003y MOTPiOHO 3a/Ie’KHO Bifl iHAKWBiTyanbHOI
neperocumocTi. [llogo marfieHTiB 3i 3HAUHUMY NOPYIIEeHHAMY QYHKIIIl IeYiHKY JaHi BigCyTH.

Cnocib 3acTocyBaHHS

Jlikapcekuii 3aci6 Jorekc® CIlif IpuitMaTy IepopanbHo BBedepi, mepey cHoM. TabIeTKy ciiif
IIOKJIACTH Ha SI3UK Ta JaTH 1if po3nacTHUCs Iepef IPOKOBTYBaHHIM 3 BofI0i0 abo 6e3 BOAH, 3a/Ie’KHO
Bifl TOT0, YOMYy Haa€ IepeBary mali€eHrT.

Y pagsi nopyiieHs CHy, BKII049alouu He3BUYaliHi CHOBUIIHHS, KoliMapu abo 6e3COHHS (OUB. PO3Min
«ITo6iuHi peakiiii»), MOXKHa PO3TISHYTU MOXKJIUBICTh IPUIOMY IIpeliapaTy BpaHII.

Himu.

Jlikapcekuit 3aci6 ToHekC® He PeKOMEHMIYETLCS 3aCTOCOBYBATH [iTSM BikKoM 10 18 pokis.

Ilepedo3yeanHns.

Bigomo, 110 neTanbHa pa3oBa IiepopalibHa [03a JOHeIe3us1y TiApoXI0pUuay AJI MULLIEH i IIypiB
CTAQHOBUTH Y cepemHboMy 45 i 32 Mr/Kr BifmoBigHo, o mpu6mu3Ho B 225 1 160 pasiB mepeBurye
MaKCHMaJIbHy peKOMeH0BaHy 03y mis moaunu (10 Mr/mo0y). ¥ TBapuH crocTepiramucs
[0303aJIeXKHi 03HAKY XOJIIHEPTiuHOl CTUMYJIALIL, SKi BKIII0YaIy 3HUKEHHS CIIOHTaHHOI PYX0BO1
aKTUBHOCTI, MTOJIOKEHHS Jie’Kaul Ha XKUBOTi, XUTKICTh XO[U, CIIbO30TeYy, KIOHIYHI CyIOMH,
IPUTHIYEHHS JUXaHHS, CIMHOTEYY, Mio3, GaclUKYALil Ta 3HUKEHHS TeMIIepaTypy IIKipHUX
IIOKPUBIB.

[Tepeno3yBaHHs iHTiGiTOPIB XONMiHECTEPa3U MOXKe MIPU3BOAUTHU [0 XOJIIHEPTIYHOTO KPU3Y, SIKUH
XapaKTepU3y€eThCS CUIBHOIO HYAO0TO0, OJII0BAHHSM, CIIMHOTEYEI0, MiIBULIIEHUM IIOTOBUMITIEHHSM,



OpapfuKappieio, apTepiaabHOIO TiIOTEH3i€10, IPUTHIYEeHHAM AUXaHHS, KOJIalICOM Ta CygoMaMu. Moxke
3'SIBNIATUCS M's130Ba CNTabKiCTh, TKa MOXKe MaTH JieTaJlbHUM HACTiOK Yepe3 MPUIUHEHHS [il
OUXaJIbHUX M’ S3iB.

4K i y BUIIa#Ky Iepero3yBaHHs Oyab-gKOTO iHIIOT0 MpenapaTy, CIif BXKUTH 3arajibHi MiATPpUMYBabHi
3axopnu. IIpu nepeno3yBaHHI JOHENE3UITy SIK aHTULOT MOXHA 3aCTOCOBYBAaTU TPETUHHI
aHTUXOJIiHePTiuHi 3aco0u, HANPUKJIaM aTpomid. PeKOMeHIyeThCS BBOOUTH BHYTPIIIHLOBEHHO
aTpormiHy cynbdaTy, IOCTYIIOBO 30iNIBIIYI0UM J03Y OO0 OOCATHEHHS TePaleBTUYHOTO eheKTy.
[TouaTKOBa [03a NpenapaTy CTaHOBUTH 1-2 MT BHYTPIIIHROBEHHO, a HACTYIIHI AO3U CJIif migdupaTu
Ha MifcTaBi KJiHiYHOI peakiil. [Tpy 3acTOCyBaHHI iHIMNX XO/TIHOMIMETHKIB, SIKi BBOAUIX pa3oM i3
YeTBEPTUHHUMU aHTUXOJIIHEPriYHUMHU IIpernapaTaMy, HalpuKiap IJIiKoIipoiaToM, Bif3HaYalucs
aTUIIOBI peakilii 3 60Ky apTepialbHOTO THCKY Ta YaCTOTH CEePIIEBHUX CKOPOYeHb. UK BUBOTUTHCS
IOHEeTe3uITy TigpoxIopup Ta/abo “1oro MeTabOoJIiTH MUISIXOM Aiani3dy (reMofianis, mepuToHeaaIbHUN
miami3 abo remodinbTpalist), 3aIUIIAETHCS HEBITOMUM.

ITo6iuni peakuii.

Haituacrimumy no0iyHMMY SIBULIAMHU € fliapes, CYyOOMU M’si3iB, BTOMa, HyfOTa, O/II0BaHHS Ta
0e3COHHS.

YacToTa HUXKUYeHaBeNeHUX MOOIYHMX peakllii BU3HaYeHa TaKUM YMHOM: OyXKe dacTo (= 1/10), gacTo
(= 1/100 Ta < 1/10), HewyacTo (= 1/1000 ta < 1/100), pigko (= 1/10 000 ta < 1/1000), myxe pigKo
(< 1/10 000), yacToTa HeBigoMa (He MOXKHA BCTAHOBUTH Ha OCHOBI HasIBHUX JAHUX).

IHexuii ma iHBasii: 4acTo - 3aCTy[a;
3 6oxy memaboni3amy i mpasaeHHs: 9aCTO - aHOPEKCis.

ITcuxiampuyHi nopyweHHA: 4acTo - TalTIoUUHAIIIM, axkuTalig**, arpecuBHa MoBediHKa**,
NIOpYIIeHHS CHY, HiYHI )kaxu**; yacToTa HeBioMa - MifBUILEHHS NTi0ifo, TinepcekcyaabHiCTh.

3 6oky Hepeoeoi cucmeMu: 4acTo - CHHKOIE*, 3aTlaMOPOYeHHs, 6€3COHHS; HeYacTO - CyIOMI*; pimKo
- eKCTpamnipaMifgHi po3nagy; AyxKe PigkKo - 3NMogKicHur HeponenTuunuii cuaapom (3HC) ; yactora
HeBijoMa - IIJIEBPOCTOTOHYC (cuHOpoM [1i3m).

3 60Ky cepus: HEYACTO - OpafUKaPIis; PiMKO - CHHOATpianbHa OIT0Kama, aTPiOBEHTPUKYISIPHA
6710Kafia; YacTOTa HeBimoMa - moniMopdHa IIyHOYKOBa TaXiKapmis, BKiIodawouu torsade de pointes,

nonoBxkeHHsd iHTepBasny QT Ha EKT'.

3 60Ky WAYHK0BO-KUWKOB020 MPAKMYy: NyKe 4acTo - giapesi, HyI0Ta; YacCTo - OTI0BaHHS,
OUCKOMGOPT y XKUBOTi; HEYACTO - IIJTYyHKOBO-KHIIIKOBA KPOBOTEYA, BUPA3KH IIUIYHKaA i
OBaHAMAISATUIIAIOl KAIIKH, TillepcaiBailis.

I'enamobiaiapHi nopyweHHA: PiiKo - TUCOYHKIIIS MeYiHKH, BKIIYAl0UX relmaTuT ¥,
3 60Ky wkipu ma nidwKipHUX MKAHUH: 9aCTO - BUCUIIAHHS, CBePOixK.

3 6oky cKkesnemHo-M’ 5130801 cucmemu ma CnoAy4YHOi MKAHUHU: 9aCTO - CYHOMH M’s13iB; myKe pPigKo -
pabmomiomiz¥rrx,

3 60Ky HUPOK ma ce4osuBiOHUX W/5Xi8: YaCTO - HETPUMAHHS Cedi.



CucmeMHi nopyweHHA ma peakuyii y Micui 6ee0eHHA: OyXKe 4aCTo - TOJIOBHUM Oiflb; 4acTo -
[IifBUINEeHA BTOMIIOBAHICTD, OiIE.

Peszyavmamu o6cmediceHb: HeYacTO - He3HAYHe 30iNblIeHHs Y KOHIIEHTPaIlii M’ 130801
KpeaTUHKIHA3U y CUPOBATII KPOBI.

Tpasmu, ompyeHHA Ma NPou,edypPHI YCKAAOHEeHHA: 9aCcTO - HelllaCHUY BUMAJO0K, BKITIOYA0UHn
MagiHHA.

* TIpu 06CTeXKeHHi MalieHTiB 31 CHHKOIe a00 emiIenTHYHUM HanagoM IOTPiOHO BpaXOByBaTH
MOXKJIUBICTb OJIOKAO¥ MPOBiIHOCTI a60 MOBTUX May3 CHHYCOBOTo By3Ja (OUB. Po3min «Oco0nmuBOCTi
3aCTOCYBaHHS»).

** TToBigOMJISINIH, IO TaIOLKMHALSA, aXKUTallisl Ta arpeCUBHa MTOBeOiHKa 3HUKAJIM IiC/Is 3HUKEHHS
mo3u abo BimMiHM JTiKyBaHHS.

*k* Y punagkax oUCOYHKIIL TeYiHKY i3 HEeBiIOMOI IPUYNHY PEKOMEHAYETHCS PO3TIIIHYTH
MOXKJIUBICTh IPUNIMHEHHS 3aCTOCYBAaHHS NOHEIE3UIy.

ek TToBIOMIIAIOCS IIPO Te, 110 pabaomioniz BUHUKAB He3anexkHOo Bifg 3HC, 3 4iTKOI0 4aCOBOIO
3aJIeXKHICTIO Bifi I0YATKY JIIKYBaHHS AOHEIE3UJIOM Ta MMifBUILIEHHS HO03U.

Tepmin npudamHocmi. 3 poku

YmoBu 30epirannsi. 36epiraté y HegocTynHoMy ajs mited micui. He moTpe6ye oco6nuBux ymMoB
30epiraHHs.

YnakoBka. ITo 10 tabneTok y 6mictepi; mo 3 a6o 1o 6 61icTepiB y KapTOHHIM Haylli.

[To 14 TabneTtoxk y 6iicTepi; mo 2 6yicTepu y KapTOHHIM mayIIi.

Kareropisi Bignmycky. 3a peLemnToM.

Bupoonuk. [Ixxenedpapm CA

Micue3HaxoaKeHHs1 BHPOOHHKA Ta ajjpeca MicIsi MPOBaIKeHHsI HOT0 Tis/IbHOCTI.

18-11 kM Mapatonoc ABe, [Tanmini ATTiki, 15351, I'perig



