Ckian

Oitoua pevyo8uHd: OJOHENe3uy TioPOXIOPHUL;
1 TabreTka MiCTUTH JOHENE3UJy Tigpoxiaopuny 5 Mr abo 10 mr;

O0ONOMIJICHI pedyoBUHU: KaJlilo TTOJIaKPUJIiH; 11eJII0JI03a MiKpOKpPHUCTalliuHa; JIaKT03a,
MOHOTIIpaT; MOHOHATPilo UTpaT 6e3BoauMi; acrmaprtaM (E 951); HaTpito
KpPOCKapMeJi0o3a; KpeMHiI0 JioKcup Komoiguui 6e3BOOHUMN; MarHilo cTeapar.

JIikapcbKa ¢opMma
TabmeTKH, 110 AUCTIEPTYIOTHCS B POTOBiM ITOPOXKHUHI.

OcHOoBHI (pi3uKo-xiMiuHI 81acmMuBoCcmi:

TabneTKu 1Mo 5 Mr: TabIeTKu Kpyriiol ¢opMH, MJIOCKi, 3i CKOIIIeHUMU KpasiMU Bif
6iroro mo Matizke 6iJIor0 KOIbOPY, 3 TUCHEHHAM «5» 3 OMHOT0 OOKY Ta I'lafeHbKi 3
iHIII0T O OOKY;

TabseTku 1mo 10 Mr: TabneTKu KPyriiol GOpPMH, IIJIOCKI, 31 CKOIIIEeHUMHU KpasiMHU Bif
0inoro mo Maiixke 6iJIOr0 KOJILOPY, 3 TUCHEHHSM «10» 3 omHOTO OOKY Ta I'IafeHbKi 3
iHII1I0TO OOKY.

dapMaKoTepalneBTUYHA Ipylna

3aco0bu, siKi 3aCTOCOBYIOTH ITpU AeMeHIIil. [uribiTopu xomninectepa3u. Kog ATX NO6D
A02.

®dapMaKoJI0riuHi BJIaCTUBOCTI

dapmakoduHamika.

Mexani3Mm il

[loHeme3uy rigpoXJIopuz € crenupivyauM 000pPOTHHUM iHTiOiTOPpOM
alleTUIXOJIIHECTePa3H, siKa € OCHOBHUM THUIIOM XOJIiHECTepa3Hu Y I'OJIOBHOMY MO3KY. B
yMOBax in vitro 0yJio nmokasaHo, 110 3IaTHICTh MOHEIIe3uJly TigpoXJIOpuay raaibMyBaTH
aKTUBHICTB 11bOTO pepMeHTy B 1000 pasiB mepeBHUIlyE KOTO 3TaTHICTh raJIbMyBaTH
aKTUBHICTb OyTUPUJIXOJIiHECTEPA3H, siKa 3[e0iTbIIIOro 3HaXOOUTHCS 3a MeKaMu
IleHTpaIbHOI HepBoBol cuctemu (LIHC).

IeMeHIIisT npu XxBopo0Oi AnblreiiMepa




Bigomo, 1110 y maIieHTiB i3 xBopo6or0 AnbirenMepa, siki Opanau y4acTh y KITiHIYHUX
OOCIIiIXXEeHHsIX, BBeOeHHs MoHemne3usy y mo3i 5 mr a6o 10 mr 1 pa3 Ha goby
MIPU3BOAMIIO OO IPUTHIYEHHS aKTUBHOCTI alleTUIXOJIiHecTepa3u (IKy BU3HAYalIu y
KJIiTUHHiY MeMOpaHi epuTpOLUTiB) BinmoBigHo Ha 63,6 % Ta 77,3 %. Byrno nmokasaHo,
110 TaJIbMyBaHHSA alleTUJ/IXOJIiHeCTepa3u B ePUTPOLUTAX 3a JOIIOMOI0OI0 JOHEIIEe3UIY
rigpoxyIopuny KOpeJsiroBasio 3i 3MiHaMU pe3yJsibTaTiB 3a mIKanow ADAS-cog (1Ikana gjis
OLIIHKY KOTHIiTMBHOI QYHKIIii Ipu XBOpo0Oi AnbireiiMepa), sika JO3BOJISIE IIEPEBIPUTHU
OesiKi aCIeKTH KOTHITUBHOI QYyHKIIil. 30aTHICTh JOHENEe3uy TigpoXJI0opuay 3MiHIOBaTH
rmepebir OCHOBHUX HEBPOIIATOIOTiYHUX CUHIPOMIB He BUBUYAJIM. TOMYy HEMOKIIUBO
OLIIHUTHU BIIJIUB OOHEIE3U/Iy Ha IPOrpeCcyBaHHSA IIbOI'O 3aXBOPIOBaHHS.

EdekTUBHICTS JTIKyBaHHSA OOHEIIE3UJIOM BUBUYAJIM Y YOTUPHOX
I1a1e60KOHTPOIbOBAHUX MOCITIAKEHHSIX: OBOX OOCIIIAXKEHHSIX TPUBAJICTIO 6 MicA1iB i
OBOX OOCIHIAXKEHHSIX TPpUBalicTio 1 pik.

Bigmomo, 1110 y 6-Mica9HOMY KITIHIYHOMY OOCIiAKEeHHI IPOBOAUIIN aHalli3 e(peKTUBHOCTI
JIIKyBaHHS OOHEIIe3UJIOM Ha ITicTaBi 00’€mHaHHS TPhOX KPUTEPIiB: KinbKicTh OaiB 3a
mKanow ADAS-Cog (mokKa3HUK KOTHITUBHOI QYHKIIiI), KiJIbKiCTh OaliB 3a IIKaJIOK0 [
OIIIHKM CTaHYy IallieHTa JiikapeM abo ocobaMu, gKi AOTIsAal0Th 3a NallieHTOM (IIKala
CIBIC+, moka3HUK 3arajabHOi QYHKIIiT) Ta KinbKicTh OasiB 3a MigNIIKaI00 OIS OIliHKU
MIOBCSIKIEHHOl aKTUBHOCTI IPH KIIIHIYHNUX O3HaKaX JeMeHIIi] (TOKa3HUK 3TaTHOCTI
BUKOHYBATHU CYCITiJIbHI CITpaBy, JOMAIIIHIO po0OOTY, yii00JieHi ciipaBu Ta 00CIIyrOByBaTU
cebe).

[TamienTamMy, y AKUX 3’BUJIaCh peaxllisd Ha JIIKyBaHHS, BBaXKaTUMYThLCS IALlIEHTH, AKI
BIATIOBiNAIOTh KPUTEPIAM, 1110 HABOOATHCS HUXKYE.

Peaxiiis: mokpailleHHs pe3ynbTaTy OLiHKU 3a IKanoio ADAS-Cog miHiMyM Ha 4 6any,
BiICYTHICTSH IOTipIIeHHs pe3yJbTaTy OLiHKY 3a 11Kasow CIBIC+, BigcyTHICTB
MOTipIIIeHHS Pe3yIbTaTy 3a IiAIIKalIo0 OIS OIliHKY ITOBCAKOEHHOI aKTUBHOCTI TP
KJIIHIYHUX O3HAKaX OeMeHIIil.

Peaxkmis (%)

['pynu maitieHTiB [Tommynsaiis, 3rpylnoBaHa 3aJIe’XKHO |YCl HallieHTH, y AKUX
BiJl IPU3HAUYEHOI'0 JIIKyBaHHS IIPOBEJIU OLIHKY

n = 365 n = 352




['pynia 3acTocyBaHHSA
10 % 10 %

namnedo
r a 3aCToCcyBa

pyI TOCYB H.HH 18 % 18 %%
OOHEeIIe3UJly B H031 5 MI
I'pyma 3acTocyBaHHSA

by ypat 21 %* 22 Yk
OoHere3usny B 0o3i 10 mr

*p < 0,05;
**p < 0,01.

[ToHene3n I CIPUYNHSB 3aJIe3KHe Bill MO3U CTAaTUCTUYHO JOCTOBipHE 30iIbIIIeHHS
BiIIHOCHOI KiJIbKOCTI IMalli€eHTiB, y IKMX BUHUKAJIa pPeakKllis Ha JTiKyBaHHS.

dapmakoKiHemuka.
Abcopbuisn

[Ticns mepopaibHOI0 3aCTOCYBaHHA MaKCUMaJllbHa KOHIIEHTpallis y IjIa3Mi KpoBi Cmax
mocsiraeThbecst Mpubnu3Ho yepes3 3-4 roguuu. KoHIleHTpallis y nia3Mi KpoBi Ta mJIoIa
i KPUBOIO «KOHIIEHTpallisa - 4ac» (AUC) nigBUUIyIOTHCS IIPOIIOPLIIKHO A0 OO3MU.
KinueBui nepion HaliBBUBEEHHSI CTAHOBUTDL IpubnMu3H0 70 TOOUH, TOMY
OaraTopa3oBe BBEIEHHS 3 4acTOTOI 1 pa3 Ha mo0y COPHUYMHSE ITOCTYIIOBE
OOCSITHEeHHS PiBHOBaXKHOI KOHIIeHTpaIlil. [Tpubiau3Ho piBHOBaXkKHa KOHIIEHTPAITis
LOCATa€EThCA Y MezKaxX 3 TUXKHIB IicJg moyaTky JIikyBaHHSA. [1icis HocarHeHHs
PIBHOBazKHOT'O CTaHy KOHIIEHTpallid JOHEeNe3uJly TiapoxXIopuay Ta OB’ d3aHa 3 LM

bapmakoguHaMiyHa aKTUBHICTh MalxKe He 3MiHIOIOThCS MPOTSITOM yCiel moou.
I>’xa He BINIMBaE Ha aGCOPOIIiI0 MOHENe3UIy TiIpOXIOPULY.
Po3nodia

3 Oinkamu mJjia3Mu 3B’ A3yEThCS Ipubnu3Ho 95 % moHemne3uny rigpoxnopuny. CTyIiHb
3B’s13yBaHHs 3 OiTKaMu MJIa3MU aKTUBHOTO MeTabomiTy 6-O-necMeTUnmoHene3niny
HeBigoMuu. Po3nofgisl JOHemne3usly rigpoXJIOpUAy y Pi3HUX TKaHWHAaX OpraHiaMy
meTanbHO He BUBYanu. [IpoTe Impu MpoBeeHHi mocigKeHHs 6alaHCy Macu 3 y4acTio
3[I0POBUX YOJIOBiKiB-HOOPOBOMIBIIB OyJI0 MOKa3aHo, 110 yepe3 240 roguH micns
OOHOPAa30BOT'0 BBEOEHHS O MI' 14C.mivenoro OOHeIe3uIly Tigpoxnopuny npubnausHo 28
% MITKU 3a/IUIIAaJIOCSa He BiHOBJIEHOM. Llle cBimYuTh NIpo Te, 1110 HJOHENEe3Uiy



rigpoxsopuzp i/abo #oro MeTaboJIiTH MOXYTh 3aJIMIIATUCS B OPraHi3Mi IpPOTsATOM
Oinbuie 10 gHIB.

Memaboaizm/ekckpeuis

IoHemne3usy rigpoxXJIOpuL MOXKe SIK BUOIJIATUCS Y HE3MIHEHOMY CTaHi pa3oM i3 ceyelo,
Tak i MeTabomi3yBaTHUCS Y IIE€YiHIIi 3a JOIIOMOT0I0 i30(hePMEHTIB CUCTEMHU LIUTOXPOMY
P450 3 yrBOpeHHsIM OaraThox MeTaboIIiTiB, cepen IKUX He Bci Oynu igeHTH(diKOBaHI.
[Ticnss omHOPa30BOr0 BBEOEHHS 5 MT 14¢c_mivenoro OOHEIIe3UJly TiAPOXJIOPUAY
pafioaKTUBHICTH IJIa3MU, BUpaXKeHa SK BiICOTOK Biff BBejeHOl 103U, Oya 3yMOBIeHa
nepeBaxKHO IHTaKTHUM AOoHene3uny rigpoxaopugoM (30 %), 6-O-
necmetunmoHene3unoMm (11 %, equHul MeTabOIT, AKUM IIPOSBISE TaKy caMy
aKTUBHICTH, 110 U OOHEIe3usy rigpoxyiopun), gouemne3un-uuc-N-okcugom (9 %), 5-O-
mecMeTungoHene3unoM (7 %) i riIoKypoOHIODHUM KOH toraToM 5-O-gecMeTurn-
noHene3uny (3 %). ITpubnu3no 57 % Bim 3arajabHOl BBEIEHOI palioaKTUBHOCTI
BiIHOBIIOBAJNOCH y cedi (17 % - y BUrnsfi HeaMmiHeHOro goHemne3uny) i 14,5 %
BiIHOBJIIOBAJIOCH y KaJli, BKa3yl4u Ha Te, 110 OCHOBHUMU MIJIIXaMU BUBEOEHHS €
bioTpaHcdopMallis Ta eKCKpellis i3 ceyero. O3HaKH, siKi 6 BKa3dyBalud Ha
PEILUPKYISIIiI0 JOHEIIe3UIy TigpoxIopuny Ta/abo 6yab-siKUX Moro MeTaboJIiTiB B
€HTeporenaTUuyHii cUCcTeMi, He Bif3Ha4YaIUcCh.

3MeHIIIeHHS KOHIIeHTpallil JoOHeIe3uIy Y IJla3Mi KpoBi BinOyBa€eThCs Ipu mepiomi
HaliBBUBeOeHHs Npubnau3Ho 70 ToguH.

CraTp, paca Ta KypiHHsS B aHaMHe31 He YUHUWJIMN KJIIHIYHO 3HAQUYyIIOTr0 BIJIUBY Ha
KOHIIEHTPALII0 HOHEeIe3uJly IigpoXJIOpuAy y Ijia3Mi KpoBi. PapMaKOKIHETUKY
OoHere3usty GopManbHO He BUBYAIN Y 300POBUX HOOPOBOJIBIIB JIITHHOTO BiKy ab0 y
MMalieHTiB i3 XxBOpoOo0 AnbIlreiiMepa 41 CyOIUHHOIO eMeHIIi€lo. IIpoTe cepenHs
KOHIIEHTpaAIlisd y IJIa3Mi KPOBi ¥ XBOPUX JIIOIOEN i Yy MOJIOOUX 300POBUX TOOPOBOJIBIIIB
Oysa nomioHOoIO.

Y nanieHnTiB 3i c1abko ab0 IMTOMipHO BUpPaXKEeHUMHU IMOPYIIEeHHSIMU QYHKITI1 ITe4YiHKN
30inbITyBasiacsi piBHOBaXkKHa KOHIIEHTpallid JoHene3umny, npu usomy AUC
306inbiryBanacs Ha 48 %, a cepenHs Cmax 36inmbmryBanack Ha 39 % (OuB. po3min
«Crmocib 3acToCyBaHHS Ta JO3U»).

IToxa3zaHHSA

JIikapchKui 3acib JIOHeKc®, TabJIeTKH, 10 JUCIEPTYIOTHCS Y POTOBiM MOPOXKHUHI,

MMOKAa3aHUY [JIsT CAMITOMATUYHOI'O JIiIKyBaHHSI IeMeHIIil AIbITeiMepiBCbKOT0 TUTTY
JIeTKOT0 ab0 cepegHbOT0 CTYIEHS TSIKKOCTI.

IIporunnoka3aHHs



[TigBuIleHa YyTJIUBICTh MO JOHEMEe3UJIy TigpOXJIOPUIY, MOXiTHUX IIinepuauHy abo oo
OyIOb-IKUX OOMOMIXKHUX IHT'PEemi€eHTiB JIikapChbKOTo 3acoly.

B3aemonisi 3 iHONIHMH JTiKapChbKHMH 3aC00aMHu

[oHene3umny rigpoxmopurn ta/abo Oyab-sgKi 10T0 MeTabO0JIiTH He TralbMyIOTh
MeTaboi3M Teodisniny, BapdapuHy, IUMETUANHY a00 OUTOKCUHY YV TIOOUHMU.
OmHoO4YacCHUM MPUNOM OUTOKCHUHY ab0 TUMETUAUHY He BIIJIMBA€E Ha MeTaboIi3M
OOHEeMe3uJIy Tigpoxjopuny. Y OOCHIiIXKeHHsIX B yMOBax in vitro 0yno moka3aHo, 110
i3odepMmeHTHU cucTteMu 1mToxpomy P450, 30kpeMa izopepmeHT 3A4 Ta 3 MEHIIIOIO
Mipolo i3opepmeHT 2D6, 6epyTh aKTUBHY y4acTh y MeTabo0J1i3Mi foHene3uny. Y
OOCIiAXKEeHHIX IJIsI BUBYEHHS JIiKapChKOi B3aeMofii B yMoBax in vitro 6ymo mokasaHo,
III0 KETOKOHA30I i XiHiguH, siKi € inridiTopamu BignosigHo izodpepmentiB CYP3A4 i
2D6, ranbMyioTh MeTabomi3M goHene3uny. Tomy 11i Ta iHImi iHTiOGiTOPH i30epMeHTy
CYP3A4, manpukiaj iTpakKOHaA30J1 Ta EPUTPOMIIIMH, a TaKOXK iHTribiTopu izodepmeHTy
CYP2D6, Hanpuknan GIyoKCEeTHUH, MOXKYThb TaJlbMyBaTu MeTa00J1i3M JOHETe3uiy. Y
OOCIIiAXKEeHHI 3 y4acTIO 340POBUX HOOPOBOJIBIIB KETOKOHA30JI IIiABUIIlyBaB CEPEIHIO
KOHIIEHTpAIliI0 moHeIe3uny y KpoBi npubnu3no Ha 30 %. IngykTopu ¢hepMEeHTIB,
Hanpukiag pudammoinuH, GeHiToiH, KapOaMa3eniH Ta ajlKorojb, MOXKYTh 3HUKYBaTH
KOHIIeHTpallilo JoHeIne3usy B KpoBi. CTyniHb iHOYKy0490l abo rajgbMyiodol fii
3aJIMIIaE€ThCA HEBIIOMUM, TOMY CJIiff 3 00epekKHiCTI0O 3aCTOCOBYBaTH TaKi KOMOiHaIIil
npemnapartis. [loHene3uny rinpoxJIOpua MOXKe BIIJIMBATU Ha IIpernapaTy 3
QHTHUXOJIIHEPriYHOI0 aKTUBHICTIO, 3MEHIIYI0YH 1X Oit0. CuHepriuyHa aKTUBHICTh MOXKe
MIPOSIBASITUCS IPU OOHOYACHOMY IPUMOMI JTiKapChbKOT0o 3aco0y HOouexc® 3
CYKILIMHIJIXO/IIHOM, iHIITUMU MiopenakKCaHTaMM, XOIiHepTriYHMMU aroHictamu abo 6eTa-
6JI0KaTOpaMH, SKi BIIJINBAIOTh Ha MPOBIIHICTh CEePIIA.

[ToBigoMisiyiocs PO BUNAAKU MOOOBKeHH iHTepBany QTc Ta torsade de pointes npu
3acToCyBaHHi JoHene3uny. PeKoMeHOyeTbCsA OyTU 00epeKHUM IIPU 3aCTOCYBaHHI
OOHEeIe3uJIy OOHOYACHO 3 iHIIUMU TiKapChbKUMM 3aco0aMu, sIKi ITOIOBXKYIOTh iHTEepBaJl
QTc, moxe 3HamoOuTHCs KiiHiuHuM MoHiTOpuHT (EKI'). HuxX4ye BKa3aHi mpuKiIagu
TaKHUX 3aC00iB:

e aHTHAPUTMIiuUHi 3acobu IA Kacy (Hampukiam, XiHiouH);

e aHTHaApUTMIiuHi 3aco6u III Knacy (Hanpukial, amMmiogapoH, COTalIomN);

e IesKi aHTHUOeNpecaHTH (HaIllpuKiIad, IUTaloIIpaM, ecliuTaaonpaM,
aMITPUIITUIIIH);

e iHIITI QHTUIICUXOTUYHI 3aco0u (HampuKIiaml, MoximHi ¢eHoTia3uHy, CEpTUHIOII,
iMO3u[, 3UIIPa3UI0H);

e NesiKi aHTUOIOTHMKY (HanpUKJiad, KIapUTPOMIIIUH, epUTPOMILINH, JIeBO(IIOKCAIIHH,
MOKCH(IIOKCAIIUH).



Oc006/1MBOCTi 11010 3aCTOCYBaHHSI

3acToCcyBaHHS [MOHEIe3UIy IIPU JeMeHIIil y IMallieHTiB i3 XBopo06oio AnbireiiMmepa y
TSXKKiM opMi, mpu iHIIUX BUOAX AeMeHIIil a00 iHIIuX BUOaxX IOTipIIeHHs ImaM siTi
(HammpuKiaz, IpU BiKOBOMY IOTipIIIeHHI KOTHITUBHOI (DYHKIIi1) HE BUBYAIIH.

AHecme3sis: moHene3us, sIK iHTiO0iTOp XoNiHecTepas3u, MOKe IOCUII0BATH
po3cnabiieHHs M’s13iB IIPU 3aCTOCYBaHHI MiopelaKCaHTiB [eIOoJIIPHU3yI0Y0oro TUITY il
(CYKLIMHIIXOJIIHOBOTO THUILY) i Yac aHeCcTe3sil.

Cepueso-cy0uHHI nopyweHHs: iHTi6iTOpU XoiHecTepasu yepe3 CBOIO
(papMaKoOIOriyHy [if0 MOXKYTh BUSIBJISATY BarOTOHIYHUU BIJIUB Ha YaCTOTY CEPIEBUX
CKOpOYeHb (HaIllpuKiad, BUKINKATU Opagukapmaito). Takui BIIJIMB MOXKe MaTH
0Cco0JTMBe 3HAYEHHS [JI MalliEHTiB i3 CHHAPOMOM C/1a0KOCTi CMHYyCOBOT'O By3/1a abo
IHIIMMU ITOPYIIEeHHSIMHU HaAIJIyHOYKOBOI ITPOBIAHOCTI, HAaIIpUKIIa[ i3 CHHOATpPiaJIbHOIO
ab0 aTpioBEHTPUKYISIPHOIO GJIOKAIO0IO.

Bynu 3adikcoBaHi Bunagku CUHKOIE Ta cymoM. [Ipu oO6CcTeKeHHi TaKUX IMallieHTIB
0Cc00IUBY yBary noTpibHo 3BepTaTHU Ha CTaH IIPOBiAHOI CUCTEMHU CepIid i BpaXOByBaTHU
MOKJIUBICTBH 6JI0Ka[y ITPOBiAHOCTI ab0 MOBruUx 1may3 CUHYCOBOI'O By37a.

BimomMmo, 1110 B miciaspeecTpaniiHoOMy Iepiofi HOBiAOMIISAIOCS PO MOAOBXKEHHS
iHTepBany QTc Ta torsade de pointes (quB. po3ain «B3aeMopis 3 iHIIMMU TiKapChbKUMU
3acobaMu Ta iHIIN BUOU B3aeMomiii» Ta «IToOiuHi peakirii»).

PekoMeHOy€ETHCS 3 00epeXKHICTh 3aCTOCOBYBATH ITAIliEHTaAM, Y SIKUX IIOIIEPEIHBbO
CIIOCTepirasnocs IomoBxkeHHs iHTepBany QTc 4yu BioMO 3 CIMENHOI'0 aHaMHe3y IIPOo
nopoBxkeHHd iHTepBany QTc, namieHTaMm, 1K1 3aCTOCOBYIOTh IIpelapaTH, 110
BIOIUBAIOTh Ha iHTepBan QTc, mallieHTaM 3 3aXBOPIOBAHHSIMU Cceplisd (Hampukiam,
HEKOMIIEHCOBaHa ceplleBa He[JOCTaTHICTh, HEI[OAaBHil iH(papKT MioKapay,
OpaguapuTMi€cio) abo 3 eJIEKTPOIITHUMHU MOPYIIeHHIMHU (TinmoKaieMis,
rimomargiemist). Moxe 3HamoOuTHCs KiaiHiunui moHiTopuHr (EKI).

Il ayHKOBO-KUWKOBI NOpyuweHH: TOTPiOHO peTeIbHO CIIOCTEPIraTy 3a CTaHOM
IIJTYHKOBO-KHUIIIKOBOTO TPAKTY IAIIi€HTIB 3 MiABUIIEHNM PU3UKOM PO3BUTKY BUPA30K,
30KpeMa Y Ialli€eHTiB i3 BUPa3K0OBOIO XBOP00OOI0 B aHaMHe3i abo y malli€eHTiB, AKi
NPUKUMalOTh HECTEPOIOHI IpoTU3ananbHi IIpenapaTu. [1poTe y KIiHIYHAX
OOCIiAXKEHHAX i3 3aCTOCyBaHHSIM JOHEIEe3UJIy He CIIocTepiranocs 30iIbIIeHHS
YaCTOTH IIPOSIBIB BUPA3KOBOI XBOPOOU IIJIYHKA i MBaHAAISITUIIAJIOl KUIITKY abo
IIJTYHKOBO-KHUIITKOBOI KPOBOTEYi MOPIiBHSIHO i3 3aCTOCYBaHHSIM I1j1a1ie0o.

ITopyweHHs 3 6OKY opaaHie ceyocmameasoi cucmemu: X0JIiIHOMIMETUKY MOXKYTh
CIIPUYMHATHU [IOPYIIEHHS BIATOKY Cedi, X04a y KIIIHIYHUX JOCIIIAXKEeHHAX 13



3aCTOCYBaHHSM [OHENe3uJly TaKi MOPYIIEHHS He CIIOCTepiraaucs.

Heepo02iuHI NnOpywWeHHA: eniJIelITUYHI Hallagy: BBaXalTh, 1[0 XOJIIHOMIMETHUKHU
MaloTh 30aTHICTh CIIPUYUHSATHU I'eHepasi3oBaHi cygoMu. [IpoTe Taki Hamagu TaKoXK
MOXKYTh OyTH IIPOSIBOM CaMOl XBOpoOu Anblrenmepa.

XoJriHOMIMETHKH MAalOTh 3[aTHICTh MOCUIIOBATH a00 CIIPUYNHSTH eKCTpanipaMinHi
po3agu.

310aKicHUU HeupoaenmuyHuu cuHOpom (3HC)

3HC - 11e HeOe3neuyHul OJid XKUTTS CTaH, IKUN XapaKTepPU3yEThCS TinepTepMie€io,
PUTiOHICTIO M’s13iB, po3namaMu 3 00Ky BereTaTUBHOI HEPBOBOI CUCTEMH, IIOPYIIIEHHSIM
CBimOMOCTi Ta migBUIIeHHSIM PiBHS KpeaTuH@ochHoKiHa3u B CUPOBATIIi KPOBi, 0COOIMBO
y Talli€HTIB, IKi OTPUMYIOTh CYIIYTHIO TEPAITil0 aHTUTICUXOTUYHUMHU IpelrapaTaMu.
3HC, 30kpeMa, MO¥Xe YCKJIaOHUTHUCS Mior1o0iHypieto (padmomionizoM) Ta TOCTPOIO
HUPKOBOIO HEIOCTATHICTIO. I[TOTpiOHO MPUNIMHUTH JIiIKyBaHHS IIPU MOSBi y MallieHTa
O3HAK Ta CUMIITOMIB, 1110 BKa3yioTh Ha 3HC, abo npu mosiBi BUCOKOI TeMIlepaTypu
He3’'sicOBaHOl eTiosnorii 6e3 JomaTKOBUX KIiHIYHUX IPOSIBIB.

Jle2eHesi 3ax80prOB8aHHA: iIHTiIOITOPHU XOJIiHECTEPA3H Yepes i1X XOJIIHOMIMEeTUYHUMN
BII/IUB ITOTPiOHO MpH3HaYaTU 3 00EPEKHICTIO MallieHTaM i3 OpoHXiaTbHOIO aCTMOIO B
aHaMHe3i a0 3 XpOHIYHOI0 0OCTPYKTUBHOIO XBOPOOOIO JIETEHIB.

[loHeme3usI He PeKOMEHOYETLCS ITPUNMAaTHU Pa30oM 3 iHITUMHU iHTibiTOpamMu
alleTUIXO0JIiHecTepa3Hy, aroHicTaMmu abo aHTaroHiCTaMu XOJIIHEPTiYHOI CUCTEMH.

3Ha4Hi nopyweHHA PYHKUII nediHKU: JaHi OO0 IMallieHTiB 3i 3HAYHUMHU
MOPYIIEeHHSAMHU QYHKIIi] Ne4YiHKY BiICYTHi.

JlemasavHicmb y KAIHIYHUX 00CAI0HCEHHAX 3d Y4ACMI NAuieHmi8 i3 CYyOUHHOK
OeMmeHujier: Bimomo, 1110 OyJ10 mpoBemeHo 3 KIIiHIYHUX OOCHiIXKeHHS TPUBAJIICTIO 1o 6
MiCs1IiB, 3 y4acTIO Ialli€eHTiB, AKi BianosigaroTe KputepiaMm NINDS-AIREN nnsa
BiporigHoi a6o MoxknuBoi cyguHHOl meMeHIii. Kputepii NINDS-AIREN Oynu
po3po0IeHi OJid BUSIBIEHHS IAlli€EHTIB, y AKUX IeMeHIIiss Moxe OyTU CIpuYuHeHa
BHHSTKOBO CYOIUHHUMH ITPUYUHAMHU, i [/ BUKJIIOUEHHS MaIliEHTIB i3 XBOpP0O0O0IO0
Anprreiimepa. Y nepuomMy OOCIiAXKEHHI 4aCTOTa JIeTaJIbHUX BUIIQAKIB CTaHOBUJIA
2/198 (1 %) rpu 3acTOCyBaHHI HOHENE3UIy Trigpoxjaopuny y mo3i 5 mr, 5/206 (2,4 %) -
IIpHU 3aCTOCYBaHHI JOHene3uny rigpoxaopuny y mo3i 10 mri 7/199 (3,5 %) - npu
3acTocyBaHHi nnanebo. Y gpyroMy OOCHiIXKeHHi YacToTa IeTalbHUX BUIIAOKIB
ctanoBumna 4/208 (1,9 %) npu 3acToCyBaHHI HOHENE3UJIy TiAPOXJIOPUAY ¥ H03i 5 Mr,
3/215 (1,4 %) - upu 3acTOCYBaHHI JOHeIe3UNy rigpoxiopuny y go3i 10 mri 1/193 (0,5
%) - Ipu 3aCTOCYBaHHIi I1a1e6o0. ¥ TpeThOMYy OOCIiAXKEeHHi YacToTa JIeTalbHUX
BUIaaKiB craHoBuna 11/648 (1,7 %) npu 3acTOCyBaHHI JOHEIIE3UJTY TiOAPOXIOPULY Y



no3i 5 mr i 0/326 (0 %) - mpu 3acTocyBaHHi mane6o. B ycix TphoX OOCITiAKEHHSIX IPU
CYOWHHIN meMeHIil YyacToTa JeTaJlbHUX BUIIaAKiB B 00’€qHaHiN IpPyIli 3aCTOCyBaHHS
noHene3uny riopoxaopuny (1,7 %) y KinbKicCHOMY BigHOIIIeHHi Oyjia BUIIIOO, HiX y
rpymni 3actocyBaHHs 1nane6o (1,1 %), mpoTe 1 pi3HUIlsA He Oyla CTaTUCTUYHO
OOCTOBIpHOIO. BilbIIiCTh JIeTaIbHUX BUIAKIB y MAIli€HTIB, AKi mpuiiManu abo
OOHeIe3usy rimpoxaopun, abo maamebo, 6yna cIpuYrHEeHa Pi3HUMU CYOUHHUMU
IpUYMHAMHU, SKUX MOXKHA OYiKyBaTHU y JIFOOEU JIITHLOTO BiKYy 13 ICHYIOUUM CYOUHHUM
3axBOpOBaHHAM. [Ipy aHai3i BCiX CEpUO3HUX HeJleTaJlbHUX 1 JIeTaJIbHUX CYOUHHUX
SIBUIIl He Bifj3Ha4asiacCh PI3HUIL y YaCTOTI [IUX ABUIL MiX I'pyllaMU 3aCTOCyBaHHA
OOHENe3UJIy TigpoXJIopuny i mnaiebo.

3rigHO 3 JaHWMH OOCIHIAXKEeHb 3aCTOCYBaHHS OOHEIe3UNy TiOpoXJIOpuay Ipu XBOpoOi
Anprretimepa (n = 4146), a TakoK 00’€IHAaHUMU JaHUMH OOCITiIXKEeHb ITPU XBOPO0Oi
AnprareiMepa i JOCHIOXKeHb IPU OeMeHIIil, BKII0Yal04Yy OOCIiAXKEHHS IPU CyOUHHIN
neMeHIil (3arajgom n = 6888), wacTtoTa 1eTarbHUX BUIIAAKIB y rpylax 3aCTOCyBaHHS
maiebo y KinbKiCHOMY BigHOIIIEHHI epeBUIllyBajia YacTOTy Y I'pPyllax 3aCTOCYBaHHS
OOHENEe3UIly IigpoXJIOpUny.

3acmepediceHHA u,000 OONOMINCHUX iH2pedieHmis

® BxomuTh MaKTO3A, TOMY MOTO HeE

Io cknagy nikapchKoro 3aco0y [ToHeKkc
PEKOMEHYETHCSI 3aCTOCOBYBATH IalliEHTaM i3 PiIKiCHUMU CIIaOIKOBUMHU Ta HAOyTUMU
MMOPYIIEHHSIMHU V BUTISOI HEIIePEeHOCUMOCTi GPYKTO3U ab0 ranakTo3u, HeJOCTaTHOCTI
JlaKTa3u, CHHOAPOMY MalbabcopOiiii TTioKo3u-rajsakTo3u abo gediluTy caxapasu-

i3oMabTal3u.

ITo ckmapmy mpemapaTy BXOOUTH acllapTaM - OXigHa pedoBUHa (peHinmamaHiny, 110
sIBJIsiE HEOe3IeKy MJIsI XBOPUX Ha (eHITKeTOHYPilo.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHA 2py0010.
BariTHiCTB
ITOCTOBIipHI faHi 1100 3aCTOCYBAaHHA [QOHEIEe3UJIy BariTHUM XKIHKaM Bi[ICyTHI.

Bigomo, 1110 B eKCcIiepuMeHTaxX Ha TBapUHaX He Bifjl3HadaBCS TepaTOTeHHUU epeKT, aje
BHHUKAJIM O3HAKU TOKCUYHOCTI y IepU- Ta IOCTHaTalbHUM nepion. [loTeHIinHun
PU3UK OJI JIIOOWUHU 3a/IUIIAETHCSA HEBIIOMUM.

IloHeme3u 1 He pPeKOMEHOY€EThCS 3aCTOCOBYBATU IPOTATrOM IIepioay BariTHOCTI 3a
BUHSITKOM BHUIIQJIKiB KpallHbOI HEOOXiTHOCTI.

Ilepiog rogyBaHHS I'PYOOIO




Bigomo, 1110 JOHEene3uI BUOIISIETHCA Y MOJIOKO IypiB. [HOCHIgXKEHHS 3 y4acCTIO KiHOK Y
rnepiong rogyBaHHS I'PYAOIO HE IIPOBOOUIIN, TOMY 3aJ/IMIIAETHCSI HEBIIOMUM, YU
IIPOHUKAE JOHEIEe3UIly IiAPOXJIOPUL V TPYOHE MOJIOKO XKiHOK. OTXKe, y mepiof
JIIKyBaHHS OOHENE3UJIOM KiHKaM CJIil MPUIIMHUTY IT'OAYBaHHS IPYyOOIO.

30amHicmb 8nausamu Ha weuodKicmb peakuii npu kepysaHHi asmompaHcnopmom abo
IHWUMU MexXaHi3Mamu.

OCKIiIbKY OJOHENEe3nJI MOXKe BUKJIMKATH CTOMJIIOBaHICTh, 3allaMOPOY€EHHS, CyJOMU
M’s13iB, 0COOIMBO Ha IIOYATKY JIiKyBaHHS ab0 mpu 30ibIlIeHHI 031, BiH MOXKe MaTHU
He3HaYHUM ab0 MOMipHUM HECHIPUSTIIMBUY BIJIMB Ha 3[0aTHICTh KepyBaTH
aBTOMOOiIEM Ta iHIIMMU MeXaHiYHUMU 3aco0aMHU.

BopgHouac, meMeHIlig TaKOXK MOXKe CTaTU IIPUYUHOIO IOTIPIIeHHS 30aTHOCTI [TallieHTa
KepyBaTHU aBTOMOOiieM Ta iHIIMMU MeXaHiYyHUMHU 3acoOamMu. BinmoBigHo, y nepion
JIIKyBaHHS [OHEIe3UJIOM JIiKap IIOBUHEH PETYJIIPHO OLIHIOBATU 30aTHICTH IIAlli€HTIB
KepyBaTu aBTOMO00OisieM ab0 BUKOPHUCTOBYBATU CKJIa[HI MeXaHiuHi ITPUCTPOI.

Cnocid 3acTocyBaHHsS Ta 03U

Iopoci / ocobu JIiTHBOTO BiKY

JIikyBaHHS MOYMHATHU 3 0o3u 5 Mr 1 pa3 Ha mo0by.

o3y 5 Mr Ha moOy Ciii 3aCTOCOBYBAaTU MPUHAWMHI IpoTaroM 1 micsiis, 106 MoXKHa
OyJI0 OIIIHWUTHU pPaHHIO KJIiHIYHY peakllilo Ha JTiKyBaHHS Ta OJOCATTHU PiBHOBaXKHUX
KOHIIEHTpallill JOHeIe3uly y mia3Mi KpoBi. [Ticis KiIiHigHOI OLiHKY JTiIKyBaHHS y H03i
5 Mr Ha mo0y npoTtsarom 1 Micslg go3y JIiKapCchbKOro 3aco0y MoxkKHa 30imbmuTé Ao 10
Mr 1 pa3 Ha mo0y. MakcuManbHa peKoMeHoBaHa J000Ba 1o3a CTAaHOBUTH 10 MT.
IIo3wu, o nepepullyioTh 10 Mr Ha moOy, He BUBYAJIM Y KITIHIYHUX OOCITiOXKEHHSIX.

JIikyBaHHS CJIi[I PO3IIOYUHATHU 1 IPOJOBXKYBATHU [Iiff KOHTPOJIEM JIiKaps, SKUU Mae€
OOCBiMl MiarHOCTUKM AeMeHIIil ANbIIreiMepPiBChbKOT0 TUNY i TIKyBaHHS TaKUX ITAIli€HTIB.
IMiar#o3 nmoTpiOHO CTAaBUTH BigNOBIOHO 0 3arajIbHOMIPUUHSITUX PEKOMEHOallil.
JIikyBaHHS JOHEIEe3UJIOM MOXKHa PO3IIOYMHATHU TiJIBKUA Y TOMY pa3si, AKII0 V MHalll€eHTa €
TIOMIYHUK, IKUM Oyae peryisapHO KOHTPOJIIOBATH ITPUKOM LILOTO IIpenapaTy
nauieHToM. I[linTpuMytoue JIiKyBaHHS MOKHa IPOAOBXKYBaTH, [IOKHU y IalliEeHTa
CIIOCTEpiraeThcs TepaneBTUYHUMN epeKT. ToMy NOTPiOHO PEryIsIPHO IIOBTOPHO
OLIIHIOBaTH KJIIHIYHI IlepeBaru JiiKkyBaHHS OOHEIe3UJIOM. [IpUITUHATH JTiKyBaHHSA
MOTPiOHO TOMi, KOJIM TepaneBTUYHUN eeKT Oilbllle He CIIOCTEPITa€ThCH.
[HouBimyanbHY peakiliio Ha JOHeIle3uJI He MOXKHa Iepen0adyuTu.

[Ticns npunvHEHHS JIIKyBaHHSA NO3UTUBHUU e(DEKT HOHEIIe3UIIy IOCTYIIOBO
3MEHIIYETHCA.



[MopyieHHs GYHKITII HUPOK i MeYiHKU

[l71a maIlieHTiB i3 MOpPyIIeHHSIMHY (PYyHKITil HUPOK MOJKHa 3aCTOCOBYBaTU TaKy caMy
CXeMy OO3yBaHHS, OCKIJIbKYU Ile IIOPYILIEeHHs He BIUIMBAE Ha KJIIPEHC OOHeIe3Uuly
rigpoxJiopuny.

Yepes3 MoxkuBe 30iMbIIEHHS CUCTEMHO] il IpU c1abkoMy ab0 MOMipHOMY ITOPYIIIEHHI
dbyHKIil mevinku (OuB. po3min «®apMakoKiHeTHKa») 30imbIIyBaTH A03Y ITOTPIOHO
3aJ/Ie’KHO Bif iHOuUBigyanbHOI epeHocuMocTi. IIlomo maIfieHTiB 3i 3HaYHUMU
NOpyHIeHHSAMH (QYHKIIil IeYiHKU OaHi BigCyTHI.

Cnocib 3acToCcyBaHHS

® CJIiI Ipu¥MAaTH IIepopajibHO BBeUEepi, mepen CHOM.

JIikapchkui 3acid [JoHEKC
TabeTKy Ciif ITOKJIaCTH Ha SI3UK Ta OaTH iMl pO3MacTUCS Iepel IIPOKOBTYBaHHSIM 3

BOfI010 a60 6e3 BoOM, 3aIeKHO BiZl TOT0, YOMY Hafla€ repeBary MallieHT.

Y pasi nmopyiieHs CHy, BKJIIOYAl0YM He3BUUYaWHI CHOBUIIHHS, KOoIIMapu abo 6e3COHHS
(muB. po3min «ITobiyHi peakiiii»), MOXKHa PO3TJISHYTU MOXKJIMBICTh TPUNOMY
pernapaTy BpaHILIi.

Iimu.

®

Jlikapcbekuit 3aci6 [JoHeKC~ He peKOMEHIOYETHCS 3aCTOCOBYBATH OiTAM BikoM mo 18

POKIB.
Ilepeno3yBaHHA

Bimomo, 1110 1eTasibHa pa3oBa lepopajibHa J03a OOHEIIEe3UIly IiAPOXJIOPULY o1
MUIIIEH i OIypiB CTAHOBUTH y cepenHboMYy 45 i 32 MI/KT BifIIOBigHO, 110 TPUOIN3HO B
2251 160 pa3iB nepeBHUIllyE MaKCUMaJIbHyY PEKOMEHOOBaHY O03Y [OJI JIIOOUHU

(10 mr/mo0y). ¥ TBapuH cnocTepiraaucs g0303ajieXHi 03HAaKU XOJIiIHepPTriuyHo1
CTUMYJIALI, SKi BKJII0OYaJId 3HUKEHHS CIIOHTAHHOI PyXOBO1 aKTUBHOCTI, IOJIOKEHHS
jleXXa4yu Ha XKUBOTi, XUTKICTb XOOU, CJIbO30TEYy, KJIOHIYHI CYJOMHU, IPUTHIYEHH
OUXaHHS, CIMHOTEeYy, Mio3, GacIUKyIsdllil Ta 3HUKEHHS TeMIlepaTypu MKIipHUX
IIOKPUBIB.

[Tepenmo3yBaHHs iHTiOITOPIB XONMiHECTEPa3u MOXKe IMPU3BOAUTH [0 XOJIiHEPTiYHOTO
KpU3y, IKUHN XapaKTePU3YyEThCS CUIIbHOIO HYAOTOI0, OJII0BAHHSM, CIMHOTEYEIO,
MigBUINIEHUM IIOTOBUOINIEHHSIM, OpaguKapai€io, apTepialbHOIO TilmoTeH3i€o,
IIPUTHIYEHHSIM OUXaHHS, KOJIalICOM Ta cygoMaMu. Moxe 3’'aBIATUCA M’ s130Ba
CcabKiCTh, IKa MOXKe MaTH JIeTaJlbHUM HACIIOOK Yyepe3 MPUNNHEHHS [Oil AuXalbHUX
M’s31B.



4K i y BUnagky nmepemno3yBaHHs OyOb-IKOTO iHIIIOTO ITpenaparty, CiJl BXKUTU 3aralibHi
nigTpuMyBasbHi 3axogu. [Ipu nepeno3yBaHHI JOHENIE3UIIy IK aHTUAOT MOXKHA
3aCTOCOBYBATU TPETUHHI aHTUXOJIIHEPTiuHi 3acoOu, HapUKJal aTPOIIiH.
PekomeHOy€eThCSA BBOOUTU BHYTPIIIHBOBEHHO aTPOIIiHY CylIb(daTy, IOCTYIIOBO
30ibIIIyI0un OO3Y A0 HOCATHEHHS TepaleBTUYHOro edeKkTy. [louaTKoBa f03a
IpenapaTy CTAHOBUTH 1-2 MT' BHYTPIITHLOBEHHO, @ HACTYIIHI J03U CIim migbupaTu Ha
mipcTaBi KiTiHigHOI peakiil. [Ipu 3acTocyBaHHI iHIINMX XOTiHOMIMETHKIB, sIKi BBOOUIN
pa3oM i3 4eTBEPTUHHHUMU aHTUXOJIIHEPTIYHUMMU IIpenapaTaMy, HallpUKJiaz
TJIiKOITipoJIaTOM, Bil3HAYa/IUCs aTUIIOBI peakilil 3 00Ky apTepialbHOTO TUCKY Ta
YaCTOTH CEPILIEBUX CKOPOYeHb. YU BUBOAUTHCS MOHEINE3UIy Timpoxiopun Ta/abo 1#oro
MeTaloJIiTU NUISXO0M Aianidy (reMopianis, mepuToHealbHUN HOiani3 abo
reModinbTpallis), 3aJIUIIaEThCSI HEBITOMUM.

ITo6iuni edpexTHn

HavyacTimumuy nob6iYHUMHY SIBUIIAaMU € fiapesi, CyooMHu M si3iB, BTOMa, Hy[0Ta,
O1I0BaHHS Ta O€3COHHSI.

YacToTa HUXKYeHaBedeHUX MOOIiYHUX peakiIliii BU3HaYeHa TaKUM YUHOM: OyKe YacTo
(= 1/10), gacto (= 1/100 Ta < 1/10), HeuacTo (= 1/1000 ta < 1/100), pioko

(= 1/10 000 Tta < 1/1000), oyxe pigko (< 1/10 000), yacToTa HeBigoMa (He MOXKHa
BCTAHOBUTHU Ha OCHOBi HasIBHUX JaHUX).

IH¢eKuii ma iHeasii: 4acTo - 3acTyaa;
3 60Ky memaboai3My i mpasseHHA: 9aCTO - aHOPEKCisl.

IlcuxiampuyHi NnOpyweHHA: 9acTo - TaaionuHaLil**, axuraiia**, arpecuBHa
noBefdiHKa**, MopyleHHs CHy, HiuHi XKaxu**; yacToTa HeBifjoMa - migBuUIIeHHA J1i6ino,
rinepcekcyasbHICTb.

3 60Ky Hepsosoi cucmemu: 9aCTO - CUHKOIIe*, 3artaMOpoYeHHsI, 0€3COHHS; HEYaCTO -
CymoMu*; piIkKo - eKCTpalipaMifHi po3sagu; oyxKe pigKo - 3JI09KiCHUUA
HeuponentuyHuul cuagpoM (3HC) ; yacToTa HEeBimOMa - MJIEBPOCTOTOHYC (CHHAPOM
[Tizm).

3 60Ky cepusi: HeyacTo - OpaguKap[isi; pimko - cuHoaTpianbHa OI0Kama,
aTpPiOBEHTPUKYIsIPHa OJI0Kaza; YacToTa HeBigoMa - mojiMopdHa IITyHOUYKOBa
TaxikKapAis, BKi4aiouu torsade de pointes, nogoBxkeHHs iHTepBany QT Ha EKI'.

3 60Ky WAYHKOBO-KUWKOB020 MpaKmy: OyKe 4acTo - Oiapes, HyOOoTa; 4acTo -
O1f0BaHHS, MUCKOMPOPT y XKUBOTi; HEYACTO - IMIJIYHKOBO-KUIIIKOBA KPOBOTEYaA,
BHMPAa3KM IIJTyHKA i ABaHaAASTUIAJIOl KUIIIKY, TimepcariBallis.



I'enamobiaiapHi nopyweHHA: PigKo - OUCPOYHKIIA MeUiHKY, BKII0YAl0YUu TremaTuT ™ *,
3 60Ky wkKipu ma niOWKIpHUX MKAHUH: 9aCTO - BUCUTIaHHS, CBepOixK.

3 60Ky ckesiemHo-M’ 30801 cucmemu ma cnOAY4YHOI MKAHUHU: 9aCTO - CYIOMHU M’ si3iB;
oyXKe pigko - pabmoMiommiz****,

3 60Ky HUPOK Mma ce4yo8uBiOHUX W/A5AXi8: 9aCTO - HETPUMAHHS Ceyi.

CucmeMHi nopyweHHs ma peakuii y micui eBe0eHHs: OyxKe 4aCTOo - TOJIOBHUM Oisb;
YacCTo - IMigBUIlleHa BTOMJIIOBAHICTh, Oifb.

Pe3yabemamu obcmediceHb: HeYacTo - He3HauHe 30iIbIIeHHs Y KOHIIeHTpallil M’ 130Boi
KpeaTUHKIHA3U Y CUPOBATII KPOBI.

Tpasmu, ompyeHHA Mma npou,edypHi YCKAAOHEeHHA: 4aCTO - HelllaCHUW BUMIAOK,
BKJIIOYAlO4YH MamiHHA.

* TIpu 0O6CTeKeHHi IMalliEHTIB 31 CHHKOME abo eImiIenTUYHUM HallagoM IOoTPi6HO
BpPaxOByBaTU MOXKJIUBICTh GJIOKaI¥M MPOBiAHOCTI ab0 MOBTrUX IIay3 CUHYCOBOI'O By3Jjia
(muB. po3min «OcobGIMBOCTI 3aCTOCYBAaHHS»).

** TloBimoMIIsiyiv, IO TaIIOLIMHALIIA, akKUTallisl Ta arpeCruBHA IIOBediHKa 3HUKAJIM IiCiIsd
3HUKEHHS 0031 a0o BiOMiHU JTiKyBaHHS.

*** Y punapgkax OUCPYHKIII] MediHKY i3 HeBifoMOl IPUYMHU PEKOMEHOYETHCSA
PO3TJIAHYTY MOXKJIUBICTh IIPUNIMHEHHS 3aCTOCYBaHHS NOHEIe3UIly.

ik TToBimOMIISIZIOCS TIPO Te, 110 padbaoMiosi3 BUHMKAB He3anexkHo Bim 3HC, 3 giTkoro
4aCOBOIO 3aJIeKHICTIO Biff TOYATKY JIIKyBaHHS HOHENE3UJIOM Ta HiABUIIEHHS OO3U.

TepMiH NpHIATHOCTI
3 POKHu
VYMoBHM 30epiranus

30epiraTty y HeJOCTYIIHOMY OJisg AiTeu Mmicili. He moTpeOye 0cobOIMBUX YMOB
30epiraHHs.

YnakoBKa

ITo 10 TabneTok y 6sicTepi; mo 3 abo mo 6 6ricTepiB Yy KapTOHHIN mayiii.

[To 14 TabneTok y 6micTepi; mo 2 6micTepu y KapTOHHIN ITayYIli.



KaTeropist Biagnnycky
3a penemnTomMm.
BupooHuK

Ixenedpapm CA

Micie3Haxo/dKeHHsI BHPOOHHMKA Ta aJpeca MiCIisi IPOBaIKeHHsI HOro
IistIbHOCTI.

18-i1 kM MapaTtoHoc ABe, ITanmiHi ATtTiki, 15351, I'peria



