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IHCTPYKIIA
AJIS1 MEUYHOI'0 32CTOCYBAHHSA JIiIKAPCHKOI0 3ac00y

Jlonekc®
(Donex)

Cknao:

diroya peyoguHa: NOHETIE3UITy T1IPOXJIOPUL;

1 TabneTka MICTUTB JJOHENE3MITY Tiapoxiiopuay S mr ado 10 mr;

OONOMIJICHT peyosuHy. KA TOJAKPUJIiH, IENI0I03a MIKPOKPUCTAIIYHA; JAaKTO3a, MOHOTIJIpaT,
MOHOHATpit0 1UTpar Oe3Boaumii; acrnapram (E 951); Harpiro Kpockapmeso3a; KPEeMHIIO JTIOKCHT
KOJIOTTHHMI O€3BOJHMIA; MarHiro cTeapar.

Jlikapcbka ¢gopma. TabieTku, 110 JUCTIEPTYIOTHCSA B POTOBIN MOPOKHUHI.

OcHo8HI i3uK0o-XiMIUHI 81ACMUBOCTI:

TabJETKH MO 5 Mr: TabJeTKu Kpyrioi (opMu, IIIOCK], 31 CKOIIEHUMH KpasiMH BiJ] OL10T0 10 Maibke
011010 KOJIbOPY, 3 THCHEHHAM «5» 3 0OJHOro OOKY Ta I'JIaJIeHbKi 3 1HIIOTO OOKY;

tabnetku no 10 mr: TabneTku Kpyriaoi GpopMu, MIOCKI, 31 CKOIIEHUMH KpasiMH BiJl O1J10TO 710 Maiike
0110r0 KOJIbOPY, 3 TUCHEHHM «10» 3 0THOTO OOKY Ta TJIaJIeHbK] 3 IHIIOTO OOKY.

dapmakoTepaneBTHYHA Trpyna. 3aco0u, SKi 3aCTOCOBYIOThH TMpH JeMeHuii. [HriGitopu
xominectepaszu. Kog ATX NO6D A02.

Dapmaxonoziuni enacmueocmi.

Dapmaroounamika.

MexaHi3M aii

Jonene3uny rigpoxiaopuj € crenuGiyHIM 00OpOTHUM IHTIOITOPOM aleTHIIXOIHECTePa3H, SKa €
OCHOBHUM THIIOM XOJIIHECTE€pPa3H Yy TOJOBHOMY MO3Ky. B ymoBax in Vitro Oyio mokaszaHo, 10
3/IaTHICTh JOHEMNE3Uy TiIpOXJIOpUIY TajdbMyBaTH akTUBHICTH Lboro ¢epmenty B 1000 pasis
NEepeBUIyEe HOro 34aTHICTh TajlbMyBaTH aKTHBHICTh OYTHPWIXOJIHECTEpas3H, sKa 3/1e01IbIIOro
3HAaXOJUTHCA 32 MeKaMH LeHTpanbHOi HepBoBoi cuctemu (LIHC).

JleMeH1sg opu XBOopoO1 AlsIreiMepa

Binomo, 110 y marieHTiB i3 XBOpoOoto AunblreiiMepa, siki Opajii y4acTb y KIHIYHUX JOCITIJKSHHSX,
BBEJICHHS JOHEeTe3m1y y 1031 5 Mr abo 10 mr 1 pa3 Ha 100y IpU3BOANIIO 10 IPUTHIYEHHS aKTUBHOCTI
aleTUIXOJIiHECTepa3H (SIKy BU3HAYalM y KIITUHHIN MeMOpaHi epUTPOLUTIB) BiANOBiAHO Ha 63,6 %
ta 77,3 %. byno nokasaHo, 10 raibMyBaHHS alleTHIIXOJIHECTEPA3H B EPUTPOIIUTAX 32 JOTIOMOTOIO
JIOHETIC3WITY T1APOXIOPHUIY KOPEITIOBAIO 31 3MiHAMH pPe3yJIbTaTiB 3a mkanor ADAS-cog (mrkana s
OIIHKM KOTHITHBHOT ()yHKIIIT IpHu XBOpoOi AJblreiiMepa), sika T03BOJISIE TIEPEBIPUTH JICSIKI aCTICKTH
KOTHITUBHOI (yHKLIi. 3AaTHICTh JOHENE3WNIy TiApOXJIOpUAY 3MIHIOBATH TNepedir OCHOBHUX
HEBPOMATOJIOTIYHUX CHHIPOMIB HE BHMBU&IM. TOMY HEMOJMJIMBO OLIHUTH BIUIUB JOHENE3WIy Ha
IPOTPEeCyBaHHS L[bOTO 3aXBOPIOBAHHS.
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EdexTuBHICT, JIIKYBaHHS JOHENE3WJIOM BUBYAIM Y YOTUPbOX IUIAIEOOKOHTPOIbOBAHUX
JIOCJTIJDKEHHSX . IBOX JTOCIIDKEHHSX TPUBATICTIO 6 MICSIIIB 1 IBOX JOCITIPKEHHSIX TPUBATICTIO | piK.
Binomo, 1m0 y 6-micsiuHOMY KIIiHIYHOMY JOCIHIJKEHHI MPOBOAMIM aHANi3 e()EeKTUBHOCTI JIKyBaHHS
JIOHETIE3WJIOM Ha TMiACTaBi 00’€THaHHS TPHOX KPHUTEPIiB: KiNbKICTh OaiiB 3a mkanorw ADAS-Cog
(MMOKa3HUK KOTHITUBHOI (PYHKIIIT), KUTbKICTh OalliB 3a IIKAJIOK JUIs OLIHKK CTaHy Halli€eHTa JIiKapem
abo ocobamu, ki gorisgaroTh 3a mamieHToM (mkana CIBIC+, mokasnuk 3aranbHOi (yHKINT) Ta
KUTBKICTh OalliB 3a MiANIKATOK JJIsS OLIHKH TOBCSKIACHHOI aKTUBHOCTI MPU KIIHIYHUX O3HAKAX
JeMeHIIii (MOKa3HHK 3JaTHOCTI BUKOHYBATH CYCIIbHI CIIPaBH, JOMAIITHIO POOOTY, YIIIOOJICHI CIIpaBU
Ta 00CITyroByBaTH cede).

[TamienTamu, y SIKMX 3’SIBUJIACh PEAKIIisl HA JIIKyBaHHS, BBAXKaTUMYThCS MAIIEHTH, SKi BiIMOBIIAI0Th
KPHUTEPISM, III0 HABOASTHCS HIDKYE.

Peakiiis: mokpamieHHs pe3yabTaTy OmiHKy 3a mkanor ADAS-Cog MiHiMyM Ha 4 Ganu, BiICYyTHICTb
MOTIpIIEHHS pe3yibTaTy OIiHKK 3a mkainor CIBIC+, BiACYTHICTh MOTIpIICHHS pPE3yJIbTaTy 3a
T IIIKAJIO0 JJIsI OIIHKY IMOBCSKJICHHOT aKTUBHOCTI MTPH KJIIHIYHUX 03HAKAX JIEMEHIII].

Peakitis (%)
T'pymy mamienTis Hor;ynsmia, 3TPYTOBAHA 3TIEKHO Yci narnienTy, Y AKIX
BiJl IPU3HAUCHOTO JIIKYBaHHS IIPOBEIIN OIIHKY
n =365 n =352

I'pymna 3actocyBaHHsS

by y 10 % 10 %
1amne0o
I'pyna 3acrocyBaHHsS

by yBar 18 %* 18 %*
JIOHEME3Uy B 031 5 Mr
I'pyna 3acTocyBaHHS

Py yBat 21 %* 22 Ypr
JoHene3uy B 1031 10 mr

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

JloHene3us CIpuYuHSB 3aJI€KHE BiJ] 03U CTATUCTUYHO JOCTOBIPHE 30UIBIIIEHHSI BITHOCHOT KIJIBKOCTI
NAIli€HTIB, Y IKUX BUHUKAJIA peakilis Ha JIKyBaHHS.

Dapmaxokinemuxa.

Abcopoyis

[Ticnst mepopaTbHOTO 3aCTOCYBAaHHS MakCHMabHa KOHIEHTpAIls y Tuia3Mi KpoBi Cmax TOCSTaeThCs
npuban3Ho yepes 3—4 ronunu. KoHieHTpaiist y miaa3mi KpoBi Ta IJIOMIA MiJT KPUBOKO «KOHIIEHTpAIlis
—gacy (AUC) miaBHIIyIOTHCS TPOMOPIIIHHO 10 103u. KiHlleBuii mepio/] HalliBBUBEICHHS CTAHOBHUTH
npubimszHo 70 roxuH, ToMy OaraTopa3oBe BBEJIEHHS 3 4acToTor | pa3 Ha 100y CHpUUYHMHSE
MIOCTYIIOBE JOCATHEHHS pIBHOBaXHOi KoHUeHTpauli. [lpubnu3HO piBHOBa)KHA KOHIIEHTpAIis
JOCATAETHCS Y MeXaxX 3 THKHIB MICHS MOYaTKy JiKyBaHHS. [licis 1ocsrHeHHs piIBHOBaKHOTO CTaHy
KOHIICHTpAIli JTOHENE3Uy TIAPOXJIOPUIY Ta TMOB’s3aHa 3 UM (hapMakoJWHAMiYHA aKTHUBHICTb
Maiike He 3MIHIOIOTHCS TIPOTATOM Yci€ei 100u.

Ixa He BrMBac Ha a6COPOIIiI0 TOHENE3 Ty TiIPOXIOPH/TY.

Po3nooin

3 Olkam# 1a3Mu 3B’ s13yeThest mpuOim3Ho 95 % monemnesniny rimpoxiopuny. CTyniHb 3B’ sI3yBaHHS
3 OlTKaMM TIJIa3MH aKTHUBHOTO MeTabonity 6-O-mecMeTuiioHene3nty HeBiqomuid. Posmomin
JIOHENE3WITy TIAPOXJIOPHIY y PI3HMX TKaHWHAX OpPraHi3My JAeTalbHO HE BHBYanW. [Ipore mpwm
NPOBEIEHH]I JOCHI/PDKEHHST OajlaHCy Macd 3 y4YacTIO 370pOBUX YOJIOBIKIB-J100pOBONBLIB OyJi0
TOKa3aHo, mo 4epe3 240 TOIMH TICIS OJHOPA30BOTO BBEJEHHA 5 MT *C-MiueHOTo JOHENe3 Iy
rizpoxyopuay npubauzHo 28 % MITKM 3anumanocs He BifHOBIEHOw. Lle cBimuuTh mpo Te, 1o
JTIOHETIE3WITy Ti1IPOXJopuf 1/ab0 #oro MeTaboJiTH MOXKYTh 3aIHMINATHCS B OpPraHi3Mi MPOTATOM
oinpmie 10 mHiB.

Memabonizm/exckpeyis

JloHenesmily TiAPOXJIOPUA MOXKE SIK BUAUIATHCA y HE3MIHEHOMY CTaHi pa3oM i3 ceuelo, TaK i
MeTaboJ1i3yBaTUCS Y TICUIHIII 32 JOITOMOTOI0 130)epMEHTIB cCUCTeMU IUTOXpoMy P450 3 yrBopeHHIM
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OaraTbox MeTaboIMITIB, cepe/ IKUX He Bel Oyiu ineHTudikoBai. [Ticias 01HOPa30BOro BBEJCHHSI 5 MT
14C-mivenoro JOHETIE3UITYy TITPOXJIOPUIY PaAAIOAKTUBHICTh IUIa3MH, BUPAKEHA SK BIJCOTOK Bif
BBE/ICHOT /103H, OyJia 3yMOBJICHA MEPEBAXHO IHTAKTHUM JOHEene3my riapoxaopugom (30 %), 6-O-
necmermiaonenesmwiom (11 %, exquHuii MeTabOIT, IKUN MPOSBISE TaKy caMmy aKTHBHICTh, IO K
JIOHETE3WITy TiIpoxiopun), goHene3ua-uuc-N-oxcumom (9 %), 5-O-necmetrnnonenesmiom (7 %) i
[IIIOKYPOHIIHUM KOH1toratoM 5-O-necmerwi-nonenes3uty (3 %). [Ipubmusno 57 % Bin 3araibHOT
BBEJICHOT PaJll0aKTUBHOCTI BIAHOBIIOBaNIOCh Y cedi (17 % — y BUIIISIII HE3MIHEHOTO JIOHETIe3UTY) 1
14,5 % BimHOBIIOBANIOCH y Kajli, BKa3ylO4YW Ha Te€, IO OCHOBHUMH IIUISXaMHU BHBEJICHHS €
OioTpancdopmartis Ta eKckperis 13 ceuero. O3Haku, sSki 0 BKa3yBalld Ha PEIUPKYJISAIIIO JOHETIC3UITY
rizpoxyiopuay Ta/abo Oyab-aKUX HOro MeTaloJIiTiB B eHTEpOTenaTHYHii cUCTeMi, He BiI3HAYAJIHCh.
3MeHIIeHHST KOHIICHTPAIlli JOHETe3rTy y Tu1a3Mi KPOBi BiIOYBa€eThCsI TIPH MEPioi HAITIBBUBEICHHS
npuOan3Ho 70 rouH.

Cratb, paca Ta KypiHHS B aHaMHE31 HE YMHWIM KJIIHIYHO 3HAYYIIOTO BIUIMBY Ha KOHIICHTPAIIIIO
JIOHETIC3WITY TiAPOXIIOPUAY Y Tu1a3Mi KpoBi. DapMaKOKIHETHKY JOHENe3uny (opMaIbHO HE BUBYAIU
Y 30POBHX J1I0OPOBOJIBIIIB JTITHHOTO BiKy 200 Y MAIlIEHTIB 13 XBOPOOOIO AJbIreiMepa i CyJUHHOIO
nemenuiero. [Ipore cepeaHss KOHIEHTpaIis y TU1a3Mi KPOBi y XBOPHUX JIFO/ICH 1y MOJIOANX 3A0POBUX
J0OPOBOJIBIIB OyIa MoAIOHOO.

V marieHTiB 3i c1abko abo MOMIpHO BUPKEHUMH MOPYIICHHSIMH (YHKIIT MEYiHKH 301IbIIyBaIacs
piBHOBa)XKHA KOHIIEHTpalist foHene3uty, mpu nbomy AUC 36inbiuryBanacs Ha 48 %, a cepeqHs Cmax
30uTbITyBanack Ha 39 % (mauB. po3ain «Croci0 3acTocyBaHHS Ta TO3U»).

Kainiuni xapakrepucTuku.

Ilokasannus.

Jlikapcekuii 3aci6 Jonekc®, TabneTku, Mo AUCIEPTYIOTHCS y POTOBiil MOPOKHUHI, TOKA3ZAHHUI [T
CUMIITOMATUYHOTO JIIKYBaHHS JAeMeHIil AJIbIIredMepiBCbKOr0 THILy JIETKOIo abo CepeaHbOro
CTYTEHS TSKKOCTI.

Ilpomunoxazannus.
[TigBumeHa 4yTIUBICTh 0 JOHEME3WIy T1IPOXJIOPUILY, MOXIAHUX MiNepuanHy abo 10 Oyab-sKuX
JIOTIOMDKHUX 1HTPEIIEHTIB JIIKAPCHKOTO 3ac00y.

B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHwii 6u0u 63a€mooiil.

Jloneneswmity riapoxuopua Ta/ado Oynb-sKki Horo MeTaboIiTH HE TajJbMyIOTh META00II3M TeO(TiHY,
BappapuHy, HUMETUIUHY ab0 JUTOKCHHY Yy JoJuHU. OJHOYacHMM NPUHOM JUTOKCHHY abo
MMETUJIMHY HE BIUIMBAE HAa META0O0II3M JOHENE3WITy T1ApOXJIopuay. Y TOCHIKEHHSIX B yMOBaxX
in Vitro 0yso moka3zaHo, o i30¢epMeHTH cuctemu ruroxpomy P450, 3okpema i3opepment 3A4 ta 3
MEHIIOI Mipoto i130pepMeHT 2D6, OGepyTh akTHBHY ydyacTb Yy MeTaOoisi3Mmi JoHeme3uwdty. Y
JOCIHIDKEHHSX JUIST BHBYCHHS JIIKApChKOI B3aemojii B ymoBax inVitro Oyino mokaszaHo, IO
KETOKOHA30J1 1 XiHIJIUH, 5Ki € iHri0iTopamu BianosiaHo i30¢epmenTiB CYP3A4 1 2D6, ransMytoTh
MeTabonmizM JoHene3wny. Tomy 111 Ta 1HHIN iHTIOITOpH 13odepmenty CYP3A4, mampukian
ITPaKOHA30J1 Ta EPUTPOMILIHMH, a TaKOX 1HT101TOpH 130pepmenty CYP2D6, nHanpuknaa guyokceTHH,
MOKYTh TaJbMyBaTH MeTa0O0II3M JOHENe3uIy. Y AOCTIKEHH] 3 yYacTIO 3/I0pOBUX J0OPOBOJIBIIIB
KETOKOHA30JI MiJIBUIIYBaB CEPEIHIO0 KOHLEHTpAIll0 JOHENe3m1y y KpoBi mpubmmszno Ha 30 %.
Inpykropu depmeHTiB, HampukiIaa pudamminuH, QeHiToiH, kapOamasemniH Ta ajlKorojb, MOXYTb
3HWKYBAaTH KOHIIGHTpALIIO JOHene3w1ty B KpoBi. CTymiHb i1HIyKyrouoi a0o ranbMyrodoi mii
3aJIUIIAE€THCS HEBIIOMHUM, TOMY CIiJl 3 00€pEeXHICTIO 3aCTOCOBYBATH Taki KOMOIHAIlll Ipenaparis.
JloHemne3unty TiAPOXJIOPHA MOXKE BIUIMBATH HA Npernapatd 3 aHTUXOJIHEPriYHOI aKTUBHICTIO,
3MeHIyoud ix Aito. CHHepriyHa akTUBHICTH MOKE MPOSBISATUCS MPHU OJHOYACHOMY MpuUMioMi
nikapebkoro 3aco0y JoHekc® 3 CYKIMHIIXOTiHOM, iHIIMMH MiOpeNaKcaHTaMH, XONiHepridHHUMH
aronicramu abo Gera-010KaTopamH, sIKi BIUTMBAIOTH HA MPOBITHICTH CEPLIS.

[ToBimomIsiocst Mpo BUNIAKK MTOOBKEHHS iHTepBaiy QTc Ta forsade de pointes npu 3acTocyBaHHI
noHeneswly. PexkoMmenayerbcs OyTH 0OEpeKHUM IpU 3aCTOCYBaHHI JOHENE3WIy OJHOYACHO 3
IHITUMU JTIKAPCHKUMH 3ac00aMu, sKi MOJOBXYIOTh iHTepBal QTc, Moke 3HamMOOUTHCS KITIHIYHHUNA
moniTopuHr (EKI'). Hwkye BkazaHi mpukiaay Takux 3aco0iB:



- aHTHApUTMIiYHi 3acobu [A knacy (Hanmpukiaa, XiHiJuH);

- anTHapuTMiuyHi 3acobu 1l kiacy (Hanpukian, aMiolapoH, COTaON);

- JIesIKi aHTUACTIPECaHTH (HAPHUKIIA]], IUTAIONPaM, ECLIUTAIONPAM, aMITPUITHIIIH);

- 1HII AHTUICUXOTWYHI 3aco0u (Hampukiad, MOoxigHi (EeHOTia3uHy, CEePTHUHIOJ, IIMO3H/I,
3UMPA3UIOH);

- ekl aHTUOIOTMKM  (HaNmpuKIa[, KIAPUTPOMIIMH, EPUTPOMIIHMH, JEeBO(DIOKCAIIMH,
MOKCH(IIOKCALIUH).

Ocobueocmi 3acmocy8anns.

3acTocyBaHHs JOHENE3WIy IIPH JAEMEHIIT y MaIli€HTIB 13 XBOpoOOor0 AJblreiiMepa y TSXKKiM dhopmi,
IpH IHIMUX BHJAX JeMEHINl abo 1HIIWX BHAAX MOTIPIICHHS MaM’sATi (HANMPUKIAA, IPH BIKOBOMY
MOTIpIIEHHI KOTHITUBHOI (DYHKIIIT) HE BUBYAIIH.

Anecmesis: NOHeNE3W, sIK IHT10ITOp XOMiHECTepa3u, MOXKE MOCUITIOBATHA PO3CIabIeHHS M s31B MU
3aCTOCYBaHHI MIOpEIAaKCaHTIB JCTOISPU3YIOUOro THIY il  (CYKIHHIIXOJIHOBOIO THITY) i 4ac
aHecTesii.

Cepyeso-cyounni nopyuieHHa: 1HT101TOPU XONIIHECTEPa3H yepe3 CBOIO (hapMaKOJIOTIuHY 10 MOXKYTh
BUSIBJSITH BAaroTOHIYHUM BIUIMB Ha 4YacTOTY CEPLEBUX CKOPOYCHb (HANPHUKIAA, BHKJIAKATH
Opanukapiro). Takuii BIUIMB MOXKE MaTH OCOOJIMBE 3HAYCHHS JUIsl MAIIEHTIB 13 CHHAPOMOM
CJ1a0KOCTI CHHYCOBOT'O By3J1a 00 IHIIMMHU MOPYIICHHSAMHU HaAIUTYHOYKOBOT IPOBITHOCTI, HAIIPUKIIA]]
13 CHHOATpiaIbHOIO a00 aTPIOBEHTPHUKYIISIPHOIO OJIOKAI0I0.

Bynu 3adikcoBaHi BUNajku CHHKOME Ta cyoM. [Ipu 0OCTe)KEeHHI TaKMX MAIiEHTIB OCOOJIMBY yBary
NOTPIOHO 3BEpPTaTH HA CTaH MPOBIAHOI CHUCTEMM Cepls 1 BpPaxOBYBaTH MOKJIMBICTH OJoKaau
MIPOBITHOCTI 200 JJOBTUX I1ay3 CHHYCOBOTO BY3JIa.

Binomo, 1m0 B micnsipeecTpaiiitHoMy mepio/ii MOBiIOMIISIIOCS TIpo MoioBxkeHHs inTepBainy QTc Ta
torsade de pointes (auB. po3min «B3aemomis 3 IHIIMMH JIIKAPCHBKUMH 3aco0aMH Ta 1HIN BUAX
B3aeMoiii» Ta «I106iuHiI peakirii»).

PexomenyeTbess 3 00€peKHICTh 3aCTOCOBYBATH MAllIEHTaM, y SIKUX MONEPEIHBO CHOCTEpIragocs
nojoBkeHHs iHTepBany QTc um BiiomMo 3 ciMeiHOro aHamHe3y mnpo nojosxkeHHs iHTepBaty QTc,
namieHTaM, $Ki 3aCTOCOBYIOTh IIpernapaTH, 110 BIUIMBaIOTh Ha 1HTepBan QTc, maimieHtam 3
3aXBOPIOBAaHHAMM cepllsl (HANpHUKiIaJ, HEKOMIIEHCOBAaHA CeplieBa HEIOCTaTHICTh, HEIIOAaBHIN
iH(papkT Miokapay, OpaauapuTMiero) abo 3 €JNEeKTPOJITHUMHU TMOPYIIEHHSAMHU (TiMOKalieMis,
rinomarHiemis). Mosxe 3HanoOutucs kiaiHiuauid MoHiTOpuHT (EKT).

LInynko6o-kuwikogi nopyutenHs: TOTPIOHO pPETENBHO CIIOCTEpIraTd 3a CTaHOM IUTYHKOBO-
KHIIKOBOTO TPAKTY MAaLI€HTIB 3 MiABUIEHUM PU3MKOM PO3BUTKY BHPA30K, 30KpeMa y Malli€HTIB i3
BHPa3KOBOIO XBOPOOOIO B aHaMHe31 ab0 y Malll€HTIB, K1 NMPUHAMAIOTh HECTEPOIAH] MPOTU3ANAJIbHI
npenapaty. [Ipore y KIiHIYHUX TOCHIKEHHSAX 13 3aCTOCYBAaHHSM JIOHETE3UIYy HE CIIOCTepirainocs
30UIBIIEHHS] YacTOTH IMpPOSABIB BHUPA3KOBOI XBOPOOM NUIyHKA 1 JBAaHAALSATHUIANOI KUIIKKH abo
IIJTYHKOBO-KHIIIKOBOI KPOBOTEY1 IMOPIBHSAHO 13 3aCTOCYBaHHSM IL1a1e0o0.

Iopywenus 3 00Ky opeawnie cevyocmamesoi cucmemu. XONIHOMIMETHKA MOXYTh CIPUYHHSTH
MOPYIIEHHS BIATOKY Ce€4i, X04ya y KIIHIYHUX JOCITIDKEHHSIX 13 3aCTOCYBaHHSAM JIOHEME3WITy TaKi
MOPYILIEHHS HE CIIOCTEePITalINCh.

Hesponoeiuni nopywenns: eniienTA4HI HallaJn: BBAXKAIOTh, 1[0 XOJIHOMIMETHKH MalOTh 3aTHICTh
CIPUYUHATH TeHepanizoBaHi cyaomu. [IpoTe Taki Hamaau TakoXX MOXYTh OyTH NPOSIBOM CaMmoi
XBOpoOH AJjblreiimepa.

X0JIIHOMIMETUKH MaIOTh 3[JaTHICTh MOCHIIIOBATH a00 CIIPUUMHATH €KCTpanipaMiHi po3Jaiu.
3nosaxicuuil Hetiporenmuuruti cunopom (3HC)

3HC — e HeOe3neuHui UIsl AKUTTS CTaH, SKUH XapaKTepHU3y€eThCs TIepTepMI€I0, pUTIIHICTIO M’ SI31B,
posnazaMu 3 OOKy BEreTaTMBHOI HEPBOBOI CHCTEMH, MOPYIICHHSM CBIZIOMOCTI Ta MiJABHUIICHHAM
piBHS KpeaTHH(OC(]OKIHA3H B CHPOBATILII KPOBi, OCOOIMBO Yy MAII€HTIB, SIKI OTPUMYIOTh CYIYTHIO
TEparilo aHTUICUXOTHYHUMH Tpenapatamu. 3HC, 30kpema, MOXke YCKIaJHUTUCS MIOTIO0IHYpi€to
(pabgomiofi3oM) Ta TOCTPOIO HUPKOBOKO HENOCTATHICTIO. [loTpiOHO MPUNMMHUTH JIIKyBaHHS TPH
NOSAB1 y Mali€HTa 03HAK Ta CUMIITOMIB, 110 BKa3ytoTh Ha 3HC, abo mpu mosiBi BUCOKOI TeMIepaTrypu
He3’sICOBAaHOI eTionorii 6e3 J0MaTKOBUX KITHIYHUX MPOSIBIB.



Jlezcenesi 3axeoproganns. HTIOITOPU XOJIHECTEpa3u 4epe3 iX XOMIHOMIMETUYHUN BIUIMB MOTPIOHO
MPU3HAYaTH 3 0OEPEXKHICTIO TMaIliEHTaM 13 OpOHXIAJIbHOIO acTMOI0 B aHaMHe31 a00 3 XPOHIYHOIO
00CTPYKTHBHOIO XBOPOOOIO JICTEHIB.

JloHene3nsn He PEKOMEHAYEThCS MPUIMATH pa3oM 3 IHIIMMH 1HTIOITOpaMHU aleTHUIXOIIHECTepasH,
aroHictamu ab0 aHTaroHiCTaMU XOJIIHEPT1YHOT CHCTEMHU.

3nauni nopywenus @ynxyii newinku: AaHl MOAO TAIIEHTIB 31 3HAYHUMHU MOPYIICHHAMU (YHKIIIT
MIEYIHKHU BIJICYTHI.

Jlemanvuicmo y KAIHIYHUX OOCTIONCEHHAX 3a YHACMIO NAYIEHMIB I3 CYOUHHOIO OeMeHYIEN . BIIOMO,
110 OyJ10 MpOBEIeHO 3 KIMHIYHUX JTOCTIDKSHHS TPUBATICTIO MO 6 MICSIIIB, 3 YYaCTIO MAIli€HTIB, SKi
BinnoBinaroTh kputepisim NINDS-AIREN s BiporimHoi abo MOXIMBOI CYIUHHOI JSMEHIIII.
Kpurepii NINDS-AIREN Oynu po3po0iieHi i1 BUSBIICHHS MAIIEHTIB, Y SKUX JIEMEHIIIS MOXe OyTH
CIpUYMHEHA BUHATKOBO CYJMHHMMHU MPUYMHAMH, 1 Ui BHUKJIIOYCHHS MALIE€HTIB i3 XBOPOOOIO
AnprreriMepa. Y mepuioMy A0CiKEHHI YaCcTOTa JICTATLHUX BUMAAKiB cranoBmuia 2/198 (1 %) mpu
3aCTOCYBaHHI IOHETE3HITY T1ipoXJIOpuay y 1031 5 mr, 5/206 (2,4 %) — nipu 3acTOCYyBaHHI JIOHETIC3HITY
rizpoxsiopuay y 103i 10 mr i 7/199 (3,5 %) — npu 3actocyBanHi miane6o. Y apyromy IOCHTiHKEHHI
yacToTa JIeTanpbHUX BUNAAKIB craHoBwia 4/208 (1,9 %) mnpu 3acTocyBaHHI JTOHENE3UITY
rizpoxiopuay y no3i 5 mr, 3/215 (1,4 %) — npu 3acToCyBaHHI JOHENE3WIY TiAPOXJIOPUAY Y 1031
10 mr 1 1/193 (0,5 %) — npu 3acTocyBaHHI miane6o0. Y TpeTboMy IOCTIKCHHI YacTOTa JIeTAIbHHUX
BunaakiB cranoswia 11/648 (1,7 %) mpu 3acTocyBaHHI AOHENE3WITy TiIPOXJIOPUAY Y 1031 5 MT i
0/326 (0 %) — mpu 3acTocyBaHHi mianedo. B yciX TphOX JOCHIKCHHSAX MPU CYIUHHIN JEeMEHIT
YacTOTa JICTAIbHUX BHUIIAJKIB B 00’ €IHAHIM IPYIIi 3aCTOCYBaHHs JoHene3wty riapoxiaopuy (1,7 %)
y KiJIBKICHOMY BifHOWIEHHI Oysia BUIIOIO, HIK y TpyImi 3actocyBanHs miane6o (1,1 %), mpote ms
pi3HULA He Oyja CTAaTHCTUYHO JOCTOBIpHOIO. BiNbLIICTh JeTanpHUX BUMAAKIB Yy MAIlI€HTIB, SKi
npuiiMaiin abo JOHENe3wy Tinpoxiopua, ado ruianedo, Oyna cpuyMHEHa PI3HUMH CYJTUHHUMH
OpPUYMHAMH, SKHX MOXKHA OYIKYBaTH Yy JIOACH JITHHOIO BIKY 13 ICHYIOUMM CYIHUHHHUM
3axBoproBaHHAM. [lpy aHami3li BCiX CEepHO3HMX HeENETaIbHUX 1 JETAJbHUX CYAMHHUX SIBUI HE
BiJ[3HaYaJIaCh PI3HUILIA Y YaCTOTI IIUX SBUII MiXK TPYIIaMU 3aCTOCYBAaHHSI IOHETIE3UITY T1APOXIOPHUILY
1 rutane0o.

3riHO 3 TaHUMHU JIOCIIKEHb 3aCTOCYBaHHS IOHETIE3UITY T1IPOXJIOPUIY MPU XBOpoOi Anblreiimepa
(n =4146), a Takox 00’€AHAHUMHU JaHUMH JOCITIKEHb IIPHU XBOPOOi AJbIreiiMepa i JTOCTIiKEHD
Ipyu JEeMEHIli, BKJIIOYAIOUM TOCHIIPKeHHS MpHU CYIWHHIA JemeHIli (3aramom n = 6888), uacTtora
JETabHUX BUIMAJIKIB Y TPYyMax 3aCTOCYBaHHS IUIaledo y KiJIbKICHOMY B1JIHOIIEHHI NEPEBUILlyBala
YacTOTY y Ipynax 3aCTOCYBaHHS JOHETIE3HITy T1IpOXIOPUIY.

3acmepesicents 000 OONOMINCHUX [HEPeOIEHMIB

Jlo ckmagy mikapchkoro 3acoby JoHekc® BXOIMTH JIaKTO3a, TOMy HOTO HE PEKOMEHTYEThCS
3aCTOCOBYBAaTH NAI[lEHTaM 13 PIAKICHUMHU CHAJKOBUMM Ta HAaOyTUMHU TOPYLIECHHSMH Y BHIJISI
HEMEepeHOCUMOCT] ()pyKTO3U ab0 TrajlakTo3HM, HEIOCTATHOCTI JAaKTa3H, CHHAPOMY MaibaOcopOrii
TJTFOKO3HU-TaJaKTO31 a00 nediuTy caxapa3u-130MalibTas3u.

Jlo cknany npemnapaTy BXOAMUTH aclapTaM — MOXiJHAa pedyoBHHA (eHiNaTaHiHy, IO sABIse HeOe3meKy
JUTSL XBOPUX Ha (DEHLTKETOHYPIIO.

3acmocysanus y nepiod sacimuocmi abo 200y8anHs 2pyooro.

BariTHicTh

JlocTOBipHI J1aHi 1IO/I0 3aCTOCYBaHHS JOHETIC3UTy BariTHUM >KIHKaM BiJICYTHI.

Bimomo, 1o B ekcriepruMeHTax Ha TBapUHAX HE BiJ3HAYABCS TEPATOTEHHUH €(eKT, alie BHHHUKAIN
O3HAaKM TOKCHYHOCTI Yy TMepH- Ta MOCTHATAIbHHWHN mepiof. [loTeHIWHUNA pU3MK IS JIFOWHH
3aJIUIIAETHCS HEBIJIOMHUM.

JloHere3ui He peKOMEHTy€ThCs 3aCTOCOBYBATH MPOTATOM MEP10/1y BariTHOCTI 3a BUHSATKOM BUIIA/IKiB
KpaiHbo1 He0OX1THOCTI.

ITepion roiyBaHHS TPYJIIIO

Bigomo, 1m0 moHEene3un BUAUISETECS Y MOJIOKO ITypiB. JlOCHIIKEHHS 3 y4acTIO KIHOK y Tepioj
TOMyBaHHS TPYIII0 HE MPOBOIWIM, TOMY 3aJHIIAETHCS HEBIAOMUM, UM MPOHUKAE IOHEME3UITY
TIAPOXJIOPH y TPYIHE MOJOKO XIHOK. OTKe, y mepiona JIKyBaHHS JOHEME3UJIOM KIHKAM CIij
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MNPUIIMHUATH TOAYBAHHS I'PYAATO.

30amuicms eniusamu Ha WEUOKICMb pearkyii npu KepysauHi a8MOmMpPAaHCHOpPmoM abo IHUUMU
MexXarnizmamu.

OCKUTBKH JTOHETIC3WT MOKE BUKITUKATH CTOMITIOBAHICTh, 3aIIaMOPOUYEHHS, CYZIOMHU M ’sI31B, 0COOJIMBO
Ha TIOYATKy JIiKyBaHHS a00 mpu 30UIbIIEHHI J03M, BiH MOXKE MaTH HE3HAYHMK a00 MOMIpHUN
HECTIPUATINBUI BIUIMB Ha 3[JaTHICTh KEPyBAaTH aBTOMOOLIEM Ta IHITMMH MEXaHIYHUMH 3aCO0aMHU.
Boanouac, nemeHIlis TakoX MOK€ CTaTH MPUYMHOIO MOTIPIIEHHS 3JaTHOCTI MAIll€eHTa KepyBaTH
aBTOMOOLIEM Ta IHITUMHU MEXaHIYHUMHU 3aco0amMu. BiAmoBinHO, y Tiepiof] JiKyBaHHS JTOHETIE3UIOM
JiKap TIOBUHEH pEryJSIpHO OIIHIOBAaTH 3JaTHICTh TAIlIEHTIB KEpyBaTH aBTOMOOLIEM abo
BUKOPHCTOBYBATH CKJIa/{HI MEXaHIYHi IPUCTPOI.

Cnoci6 3acmocyeannus ma 0o3u.

Hopocii / 0cobu JITHBOTO BiKY

JlikyBaHHs mounHaTH 3 1034 5 Mr 1 pa3 Ha n00y.

Jo3y 5 mr Ha 100y cI1iJ 3aCTOCOBYBATH MpUHAWMHI MPOTATOM 1 micsi, 106 MoKHA OyJI0 OL[iHUTH
PaHHIO KIIIHIYHY pEaKIifo Ha JIKYBaHHS Ta JOCATTH PIBHOBAXHUX KOHICHTPALIW JOHENE3WIy y
r1a3mi KpoBi. Ilicns KIIHIYHOT OIIHKY JIKyBaHHS y 1031 5 Mr Ha A00y mpotsaroMm 1 micsis 103y
JKapchbKOTO 3aco0y MoskHa 30uthmuTH 10 10 Mr 1 pa3 mHa n00y. MakcumanbHa PEeKOMEHIOBaHA
noboBa n1o3a ctanoButTh 10 mr. Jlo3u, mio nepepuinytoTs 10 Mr Ha 100y, HE BUBYAIU Y KIIHIYHUX
JOCTTPKCHHSIX.

JlikyBaHHS CJIi/1 pO3MOYMHATH 1 TPOJOBKYBATH i1 KOHTPOJIEM JIiKaps, IKUW Mae JOCB1J J1arHOCTUKU
JeMEeHIii AJBIreiMepiBCbKOTO THITY 1 JIKYyBaHHS TakWX HamieHTiB. J[iarHO3 mMOTpiOHO CTaBUTH
BIJIMOBIAHO JI0 3arajibHOMPUKHATUX peKoMeHalii. JIikyBaHHsS JOHENEe3UIOM MOXHa PO3IOYHHATH
TUTBKH y TOMY pasi, SKIIO y MaIlieHTa € NOMIYHHK, KUK Oy/e peryisipHO KOHTPOIIOBATH MPUHOM
FOTO TpemnapaTy manieHToM. [liaTpumyrode NikyBaHHS MOXHa MPOJOBKYBaTH, TIOKH y Talli€eHTa
CIIOCTEPIraeThCs TepaneBTUYHUMN epekT. ToMy NOTpiOHO perysisipHO MOBTOPHO OLIHIOBATH KJI1HIYHI
nepeBaru JiKyBaHHs JoHene3usaoM. [IpunuHsATH JTiKyBaHHS MOTPIOHO TOMI, KOJH TEparneBTUYHUI
edekT OulblIe He criocTepiraeTbed. [HMBIIyallbHy peakliilo Ha JOHETEe3UI He MOXKHA Mepe10aunTH.
[Ticnst npunuHEHHS JTiKYBaHHS MO3UTUBHUN €(EeKT JOHENE3MITy MOCTYIOBO 3MEHIITY€ThCS.
[MopymeHHs QyHKINT HUPOK 1 MEYiHKHA

Jlis marieHTiB 13 HopymeHHIMH QYHKIIIT HUPOK MO>KHA 3aCTOCOBYBATH TaKy CaMy CXeMYy J03yBaHHS,
OCKUTBKH TI€ TIOPYIIICHHS HE BIUTMBAE HA KIIIPSHC JOHETIC3WITY TLPOXIOPUY.

Yepe3 MoxiMBe 30UIbIIEHHS CHCTEMHOI Jii mpu ciabkoMy abo MOMipHOMY MOpyIIeHHI (QyHKIiT
neyinku (quB. po3nin  «PapMakoOKiHETHKa») 30UIBIIYBaTH 03y TMOTPIOHO 3aJIeKHO Bij
1HaUBIyanbHOT mepeHocuMocTi. [1{o/10 marieHTiB 31 3HAYHUMHE TOPYIIEHHAMH (QYHKITIT TEYiHKH AaHi
BIJICYTHI.

Crioci6 3acTocyBaHHS

Jlikapchkuii 3aci6 Jomekc® cmix mpuitMaTé mepopambHO BBeuepi, mepes cHoM. TabneTky ciin

MOKJIACTH Ha A3MK Ta JaTH il po3macTucs nepej MpoKOBTYBAHHSAM 3 BOJIOI0 a00 6€3 BOJH, 3aJI€KHO
BiJl TOTO, YOMY HaJa€ MepeBary maiieHr.

VY pasi nopyiieHs CHy, BKIIOYaI0Ud HE3BUYAHI CHOBHIIHHS, KolIMapu abo Oe3COHHS (IUB. pO3ALI
«ITo614Hi peaxiiii»), MO’KHA PO3TIISIHYTH MOIJIMBICTh IPUIOMY Mpenapary BpaHILI.

Incmpykuyia 3 6i0kpumms oaicmepa ma ONMUMAILHO20 CROCODY BUNYVYEHHA MAONEMKI.
1) IleperniTh GicTep HaBII, TPUMAKOUX HOTO TOPU3OHTAIBHO (pHC. 1).

2) 3HalaITh KOMIPKY 3 MMOTPIOHOO TabJETKOO Ta MEPETHITh ii (puc. 2).

3) Biakpuiite kKoMipKy 3 60Ky, 7 yTBOpUIIOCs BiacTaBaHHs (osbru (puc. 3).

4) O6epexHO 3HIMITH OJIBTY Ta JIICTAHbTE TA0IETKY (pHC. 4).




Iimu.

Jlikapcwkwuii 3aci6 JJorekc® He peKOMEH Ty€ThCs 3aCTOCOBYBATH JITSAM BikoM 710 18 poKiB.

Ilepeoo3ysanns.

Bimomo, 1o neTasbHa pa3oBa MepopaibHa J103a MTOHETE3WITY TiAPOXJIOPUAY IS MHIISH 1 IrypiB
CTAaHOBUTH y cepeaHboMy 45 1 32 MI/KT BIANOBIIHO, 1m0 MpuOau3HO B 225 1 160 pa3iB mepeBuirye
MaKCUMaJbHy peKOMeHAOBaHy na03y ansa moauau (10 mr/goGy). Y TBapuH crocTepiraiucs
JI0303aJIKHI O3HAKU XOJIHEPTiYHOI CTUMYJISMLIi, SIKi BKIIOYAM 3HWKCHHS CIIOHTAHHOI pPyXOBOI
AKTUBHOCTI, IIOJIOKEHHs JIe)Kaud Ha >KUBOTI, XUTKICTh XOJH, CJIbO30TEUY, KJIOHIYHI CYJOMH,
NPUTHIYEHHS] AMXaHHA, CIMHOTEeYy, Mio3, (acUuKyIslii Ta 3HIKEHHS TEMIIepaTypu IIKIpHHX
MTOKPUBIB.

[lepeno3yBanHs iHTIOITOPIB XOMiHECTEpa3W MOXKE NMPHU3BOIUTH A0 XOJIHEPTIYHOTO KpHU3Y, SKUH
XapaKTepU3Y€ETbCs CUIIBHOIO HYAOTOO, OJIFOBAHHSAM, CIMHOTEYEIO, MiJABULIEHUM MOTOBUALJICHHSM,
OpaguKapiero, apTepiaTbHOI TIMOTEH3i€I0, MPUTHIYCHHSM JUXAaHHS, KOJAICOM Ta CyAOMaMHu.
Moxe 3’sBiATHCS M’S130Ba CIIAOKICTh, sIKa MOYKE MaTH JIETAJIbHUI HACIII0K Yyepe3 NPUIMHEHHS Jii
IUXaJIbHAX M A31B.

Sk 1 y BuNaaKy nepeno3yBaHHA OyJb-SKOTO 1HIIOTO Ipernapary, CJIiJ BXHTH 3arajibHi
NiATpUMYBaJIbHI 3axoiu. Ilpu mepeno3yBaHHI JOHENE3WIy $K aHTUJIOT MOXHAa 3aCTOCOBYBaTH
TPETUHHI ~ AHTUXOJIHEPriyHi  3aco0M, HaNpUKiIag aTpomiH. PekoMeHayeTbcs  BBOJUTHU
BHYTPIIIHBOBEHHO AaTpPOMiHY CyJb(dary, MOCTYNOBO 3OUIBIIYIOYH JI03y JIO JIOCSITHEHHS
TepaneBTHUHOro edekry. ITouaTkoBa n03a mpemnapary CTaHOBUTh 1—2 MI' BHYTPILIIHbOBEHHO, a
HACTYIIHI J03M CJiJ miaOupaTH Ha MiJAcTaBl KIiHIYHOI peakuii. [Ipu 3acTocyBaHHI 1HIIMX
XOJIHOMIMETHKIB, SIKI BBOJWJIM pa3oM 13 UYETBEPTUHHUMHU AHTUXOJIIHEPriYHUMH MpernapaTami,
HaIPUKJIIA]] TIIKOIIPOJIaATOM, Bi3HAYAIKCS aTUIOBI peakIlii 3 00Ky apTepiaiIbHOTO TUCKY Ta YACTOTH
CEepLEBUX CKOPOYEHb. UM BUBOJIUTHCS AOHENE3WIY TiPOXIOpH] Ta/abo HOro MeTaboiTH HIITXOM
niani3y (remoziaiis, IepuTOHeaNbHUM iani3 abo reMouIbTparis), 3aIMIIA€ThCS HEBITOMUM.

Iloo6iuni peakuii.

Haifyactimumu moOGIiYHMMH SBHIIAMHU € Jiapes, CyJIOMH M’s3iB, BTOMa, HYJO0Ta, OJIOBaHHS Ta
O€3COHHSI.

YacroTa HMKYECHABEIEHUX MOOIYHUX peaKIliii BU3HAYeHA TaKUM YHMHOM: JdyxKe yacTto (> 1/10), yacto
(> 1/100 Ta < 1/10), meuacto (> 1/1000 Ta < 1/100), piako (> 1/10 000 ta < 1/1000), xyxe piako
(< 1/10 000), uactoTa HeBigoMa (HE MOXHA BCTAHOBUTH Ha OCHOBI HasBHUX JaHUX).

Inpexyii ma ineasii. 4acTo — 3acTy/a,

3 60Ky memabonizmy i mpasienHsa . 9acTo — AaHOPEKCisl.

Icuxiampuyni nopywenns. dYacTo — TaTIOIUHAIII®*, axuTamisa™®, arpecuBHa TMOBEIIHKA™*,
MOPYIIEHHS CHY, HIYHI KaXu™**; yacToTa HEBiJJOMa — MiBUIICHHS J1101/10, TMepPCeKCyaabHICTh.

3 60Ky Hep606oI cucmemu’: 9acTo — CHHKOIIE™®, 3aIiaMOpOYeHHS, 0€3COHHS; HEUaCTO — CYJOMHU™; piAKO
— eKCTpamipaMifHi po3naan; Iyke piako — 3mosKicHui Heponentuunuii cuaapom (3HC) ; wacrota
HEeBiJIoMa — IJIEBPOCTOTOHYC (cunpom [li3nm).

3 boky cepya. HewacTo — Opaaukaplis; piAKO — CHHOAaTpiajgbHa OJ0Kajga, aTpiOBEHTPUKYIApHA
0J10Ka/1a; YacToTa HeBioMa — rmosriMop(Ha IMUTYHOYKOBA TaxiKap/Iis, BKItOUalouu forsade de pointes,
nojoskeHHs iHTepBainy QT nHa EKT'.



3 60Ky WIAYHKOBO-KUWIKOB8020 mMpaxkmy. IyKe YacTo — Jiapes, HyAO0Ta; 4acTo — OIIOBaHHS,
TUCKOM(OPT y IKMBOTI; HEYACTO — IITyHKOBO-KUIIKOBA KPOBOTEYA, BHUPA3KH MUIYHKA 1
JBAHAISITHITANION KUIIKH, TilepcatiBallis.

T'enamobiniapni nopyuenus. piako — TUcyHKIS MEYIHKY, BKIIFOYAI0YHM TeaTuT***,

3 6oky wKipu ma niOWKIpHUX MKAHUH . 9aCTO — BUCUTIAHHS, CBEPOiK.

3 60Ky ckenemno-m 5130801 cucmemu ma CROAYYHOI MKAHUHU: 9ACTO — CYJIOMH M’SI31B; TyXKe P1IKO —
pabomiomiz****,

3 60Ky HUPOK ma cevo8UBIOHUX ULIAXIB. aCTO — HETPUMAHHS CEui.

Cucmemui nopyuwienHsi ma peaxyii y micyi 68edeHHs. YK€ 4acTO — TOJOBHHUH OiJIb, 4acTo —
[MiABUIEHA BTOMIIIOBAHICTh, O1JIb.

Pesynomamu  obcmedsicenv. HEYacTO — HE3HA4YHe 3OUIBIICHHS Yy KOHIEHTpamii M’s30BO1
KpEeaTHHKIHA3M Y CHPOBATIII KPOBI.

Tpasmu, ompyenns ma npoyedypHi yCKIAOHeHHs . 9acTO — HeaCHUW BUTIAJI0K, BKITFOYAIOYH 1A IIHHS.
* IIpu oOcTe)keHHI MALi€HTIB 31 CHHKOIE a00 eNUIeNTHYHIM HAamaJoM IOTPiOHO BPaxOBYBaTH MOXKJIHMBICTH OJIOKaan
MPOBIAHOCTI 200 TOBTUX May3 CHHYCOBOTO By3Ja (AMB. po3Iisl «OCOOINBOCTI 3aCTOCYBaHHS).

** TloBimOMIILIH, IO TAJFOIMHAINS, aKUTAIlisl Ta arpecHBHA ITOBSHIHKA 3HHUKAIH IiCIs 3HIDKECHHS 03U a00 BiIMiHU
JKyBaHHS.

**% Y Bumankax ITUCQYHKIIT IEUiHKH i3 HEBIMOMOI MPHYHUHE PEKOMEHAYETHCS PO3TIIHYTH MOKIHBICTh IPUITHHECHHS
3aCTOCYBaHHsI JOHCTIC3UITY.

**%% [losigomusiocss po Te, O PadIOMIONi3 BuHuKaB He3anexHo Big 3HC, 3 4iTKOK 4acOBOIO 3aIEKHICTIO Bif MOYATKY
JIKYBaHHS JIOHETIC3UIIOM Ta i IBUIICHHS TO3H.

Tepmin npuoamunocmi. 3 poxu

YMmoBu 30epirannsi. 30epiratu y HeAOCTYyITHOMY Ui Aitei micui. He moTpebye ocoOauBHX yMOB
30epiraHHsl.

YnakoBka. 1o 10 Tabnerok y Gmicrepi; mo 3 a6o mo 6 GiicTepiB y KapTOHHIH Mayiii.
[To 14 Tabnerok y Giictepi; mo 2 GiicTepn y KapTOHHIH Madiii.

Kareropis Binmycky. 3a peuenrom.
Bupoouuk. /xenepapm CA

Micue3naxoa:keHHs1 BAPOOHMKA Ta ajpeca Miclsi NPOBA/’KEeHHS iOro AisIbHOCTI.
18-it km Maparonoc ABento, [Tamnini, 15351, I'pentis

JlaTa 0CTAaHHBOI'O MeperJsay.
Y pasi eunuxnenns nobiunux egpexmie ma 3anumarsv wo0o He3neKu 3acmocy8aHHs NiKapcbKo2o

3acoby npocumo 3eepmamucs 00 6i00iny gapmaronaznsioy TOB « ACIHO YKPAIHA» 3a adpecoio:
oynveap Baynasa I'asena, 8, m. Kuis, 03124, men./¢paxc:+38 044 281 2333.



