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Craan:

Ai04a PEHOBHHA: TOHENEIMITY MAPOXIOPH];

1 TabneTka MICTHTE JOHENE3UNY rigpoxnopuay 5 mr abo 10 mr;

NOTIOMIKHI PEYOBMHM: Kanilo MONAKPHAIH: LEAI03a MIKPOKPHCTANIuHA, NaKT03a, MOHOripar;

MOHOHATPIIO uuTpar Gespoanuii: acnapraM (E 951); HaTpilo KpockapMenosa: KpeMHIIO QIOKCH.
KOOI Ge3soHMi: MarHii cTeapar.

Jlikapeska dopma. Tabnerkn, mo aMcnepryioThes B POTORIH NOPOMHIHI.

OcHoeHi iznKo-XiMiuHI BIACTHROCTI:

Tabnetkn no 5 mr: TabneTkn Kpyraol GopmMH, NIOCK, 31 CKOLIEHUMH KpasMu Bij 6inoro go maiixe
Ginoro Konkopy, 3 THCHEHHAM «3» 3 ofHOro GOKY Ta rMajeHLK 3 iHioro 6oKy;

TadbneTku no 10 Mr: TabneTkn kpyraol GopMu, niockKi, 2i ckoleHdMH kpadaMu Big Ginoro no maiise
Ginoro Konsopy, 3 THCHeHHAM « 1 0» 3 oiHoro GoKy Ta rnageHsKi 3 iHmoro Goky.

DapmakoTepaneBTHYHA rpyna. 3acoOW, ki 3acTocoByloTh npu  gemenuil.  IHridiTopw
xoninectepain. Kog ATX NO6D A02.

Dapmaroaozivni eracmueocmi

DapmakoauHaMika

Mexanizm zii

Jonenesuny rigpoxnopua € crneuudiunuM ofopoTHUM iHTIGITOpOM aleTHINOMIHECTEpA3H, AKA €

OCHOBHHMM THNOM XOJIIHECTEPazH Yy TroJOBHOMY MO3KY. B ymoBax in vitro Oyno nokaszaHo, 110

ATHICTE JOHENE3NIy TiApoXnopuay ralbMyBaTH akTHBHICTE ukoro depmenty B 1 000 pasis

Nepeedilye Horo 34aTHICT: FANBMYBATH AKTHBHICTE OyTHpHIXONiHecTepa:id. AKa 3aebinkuioro

THAXOAMTECA 38 MEXAMM LeHTpankHol Hepeoroi cuctemu (LIHC).

Hemenuis npu xpopo0i Anbureiimepa

Bigomo, 1o y naujeHTie i1 Xeopoboi AnslrefiMepa, ski Opain y4acTs ¥ KNiHIYHHX J0CTIKEHHAX,

BBEICHHS foHene3nay y no3i 5 Mr ato 10 mr | pa3 va noby NpH3BOAMAO 10 NPHTHIYEHHS AKTHBHOCTI

aueTHIXONiHeCTepasH (AKY BU3HAUaNM Y KNITHHHIA MemOpani epuTpouuTie) BianoeiaHo Ha 63.6 %

1a 77.3 %. Byno noKasalo, 10 rajlbMyBaHHA alleTHIXONIHECTEPA3H B EPHTPOINTAX 33 JONOMOTO0

AOHENEe3UNY TiApoXJIOpHIY KOpPEmoBano 3i 3MinaMu pe3ynbTatis 3a mkanow ADAS-cog (wkana s

OUIHKH KOTHITHBHOT iyHKUIT mpu XBopoGi Anbureiimepa), fka J03BONIAE NEPEBIPHTH JIEAKI ACTIEKTH

KOrHiTHeHOT QyHKUiT. 3partdicTs AOHeneswiy FiapoXnopHay 3MiHIOBaTH nepedir OCHOBHMX

HEBPONATONOrYHHX CHHAPOMIB HE BHBYANH, TOMY HEMOXKIMBO OLIHHTH BILUIHB JOHENE3WIy Ha

nporpecyBadis ULEOro 3aXBOPIOBAHH.

Edextuenicts  NikyBaHHA [OHENEIWIOM BHBYAIH V  YOTHPROX  Iale0OKOHTPONBOBAHHX
1




ggr:;]i,r.pxerrﬁﬂx: ABOX OCTIUKEHHAX TPHBANICTIO 6 MiCAIIB | BOX f0cAimkenHsx TpuBamicTio | pik.
Bigomo. wo y 6-micaunomy KniHivHOMY Jochimkenni npopogunm anania e(peKTHEHOCT] AIKyBaHH3
JIOHEME3UIOM Ha NiAcTapi 00 €/IHAHHS TPLOX KpHTepiis: kinbkicrs Ganie 2a wkanowo ADAS-Cog
(MOKA3IHUK KOPHITHBHOT yHKIIT), KinbkicTs Ganis 3a WKAN00 199 OLINKN CTAHY nalicHTa nikapem
abo ocobamu, ki 1oraggal0Th 3a nauientom (wkana CIBICY. nokazumk 3aranbHol thyHELiT) Ta
KINBKICTL OaniB 3a nigmkanolo ANA OLINKH MOBCAKAEHHOT aKTMEHOCTI MPH KIIHIYHMX O3HaKax
AeMEHUIT (NOKA3HNK 30aTHOCT] BUKOHYBATH CyCIinbHi Clpagy, IoMalinio poboTy, ynioGneni cnpaem
Ta obenyroeyeaty cebe).

[MauicHTamy, y AKHX 3’ ABHNACE PeaKulis HA NiKYBaHHA, BBAKATHMYTECH NAIEHTH, SKi BiANOBiIaI0TH
KPMTEPIAM, LLLO HABOASTHCS HHKYE.

Peatcuia: MOKpaLeHHA pe3ynbTaTy ouiHku 3a wkanoo ADAS-Cog MiiMym na 4 Gann, BincyTHicTs
MOTIPIIEHHA pe3yisTaTy ouinkd 3a wkanowo CIBICH, eincyTHicTh noripuienns pesyistaty 3a
MALKATOK 178 OLIHKH NOBCAKIEHHOT aKTHEHOCTI NPH KNIHIYHAY 03HAKAX NeMeHLiT,

Peakuis (%)
[pyn#u nauienTie nDI:I}’ﬂHLLiH. SI'p}'nDBEl]-.IE 3ANEKHO Yei nawienTn, y AKUX
BII MPHIHAYEHOIO NIKYBAHHA NpOBENH OLIHKY
| N =365 N =152
['pyna zacTocyeaHHA § 5
nnauebo B 10 % B 10 %
['pyna sacTocyBaHHA N
Py % 2o 18 %+ 18 %*
JOHEMEIWTY B TOT1 5 mMr
['pyna 2acTocyraHHA o e
nomene3nny B 1o3i 10 Mr 21 % 22 %
* p= 0,05
£ 0 <001

Jlonenezun cnpHuMHAB 3aJ1€KHe Bijl 1030 CTATHCTHYHO I0CTOBipHE 16i/1bINEHHR BITHOCHOT KiIBKOCTI
NAIieHTIB, ¥V AKHX BHHHKAA peakilia Ha JMKYBaHHA.

MapMakoKiHeTHKA

AtGcopiyis

Ilicna nepopanbHOro 3acTOCYBaHHS MAKCHMANBHA KOHLUEHTpaUia v niaaiMi kpoBi Cugy JOCATAETECA
npubauino yepes 3—4 ropunu. KonuenTpailia y nnasmi Kposi Ta niowa niji KpHEOK ¢KOHLEHTpauis
—uacy (AUC) nigeumyoTees nponopuiiino 1o go3u. Kiduesuil nepioa HanieEHBeIeHHA CTAHOBHTE
npubnuzno 70 roaun, Tomy GaraTopasoBe BBejeHHs 3 HacToToK | pa3 Ha 100y CNpHUHMHIAE
MOCTYNORE [OCATHEHHA piBHOBamHOT koHuentpauii. [lpuBnausHo piBHOBaMHA KOHUEHTpALliA
JOCATACTHCA ¥ MEKAX 3 TUAHIB micha novatky aikysanua, [licns gocsrieHHs piBHOBaKHOIO CTaHY
KOHLEHTpaLia JOHENEe3HNy riipoXaopHay Ta MOB'A3aHa 3 MM (papMakoaMHaMiYHA aKTHBHICTH
Makike He IMIHIoIOTECH NPOTATOM Yeiel noGu.

lia ne Bnnueae na abeopbuilo JoHeNe3uay riApoxIopuaIy.

Poznadin

3 Ginkamu nnasmu Kpomi 38'a3yeTbed npubnusso 95 % nouenesuny rigpoxnopugy. Crynide
3B A3vBaHHA 3 GifKaMW naa3MH akTHRHoro setabonity 0-O-1ecMeTHNAOHENE3NTY HEBIIOMMIL.
Poznonin noxenesuny riipoxnopuay ¥y pisHHX TKAHWHAX OpraHisMy jetansHo He Bueuanu. [Ipore
npy NpoBeleHH] DocHiKeHHa GanaHcy MAacH 3 YHacTH) 3A0POBHMX HOMOBIKIB-10GpoBOALLIE GViI0
NoKasaHo, Wo Yepes 240 roaud nicas oaHOpa3ooro BeeneHHA 5 mr '‘C-miveHoro monenesnmy
rigpoxnopuay npuonuino 28 % MiTKH 3anMIanoca He BinHoBdeHow. lle criguMTh npo Te, wWo
JoHeneznay rigpoxnopua i/abo fioro merabonitM MOXKYTE 3aMHINATHCA B OPraHiaMi npoTarom
Oinee 10 auie.

Mematonian / excrperia

JloHenezuwny riapoxnopHa MoXe SK BHAITATHCA Y HE3MIHGHOMY CTaHi pasoM i3 cedero, Tak i
meTabonizyeaTHes Y NeviHii 3a A0NoMOrok izoepMeHTiB cHeTeMH UMTOXpoMY P450 3 yTBOpeHHAM
GaraThox metaboniTie, cepel AKHX He Bei Oyau inenTridikosani, [licna oaHopa3oBoro BeeneHHA




5 mr "C-mivenoro nonenezuny FiApOXIOPHAY PAIOAKTHRHICTE NIA3MH, BHPAKCHA AK BIACOTOK Big
BBE/IEHOT 1030, Oy Na 3yMORIEHA NEPEBAKHO IHTAKTHHM JIOHENE3NNY rifpoxnopuaom (30 %),
6-O-necmerungoneneannom (11 %, eanHni meTaboniT, AKMIH NPOABNAEC TAKY CaMYy AKTHEHICTS, 11O Fi
JDHENEINAY TIAPOXIOPH), AoHene3un-uHe-N-okcHaom (9 %), 5-0-necmetunaonenesunom (7 %) i
FAKKYPOHIAHAM KOH toratoM 5-O-necMmetun-nonenezuny (3 %). [Mpubnuzno 57 % ein saransHoi
BEC/ICHOT padloakTHBHOCTI BigHosmosanock v cedi (17 % — y BHCraal HesMiHEHOrO QOHENe3uny) i
14.5 % BIGHOBMIOBANOCL ¥ Kali, BKA3YIOHH HA TE, WO OCHOBHMMH WUIAXAMH BHBEIOSHHA €
GloTpadcdopMallia Ta ekCEpelis i3 cedero. OsHaki, Ak 6 BRasyBaAIH HA PELHPKYIAILIID JOHENE3NY
rigpoxaopuay ta/ado Oyap-aKux foro MeraloniTis B cHTEPOrenaTHUYHil cCHCTEMI, HE BiZZHA4ANMCE,
3MEHIIEeHHS KOHUEHTpauil JoHene3nny y naaiMi Kpoei BiAOVBAcTRCA NPH nepioi HamiBEHEENEHHS
npubnusnoe 70 rogun.

Crark, paca Ta KypiHHA B aHaMHe3sl He YHHMAM KNIHIYHO 3HAYYUIOro BOAMBY HA KOHLEHTpaUiw
AOHENEINNY FiAPOXIOPHAY Y IazMi kposi. PapmMakoKiHeTHKY AoHene3nny GopManbHO He BUBYATH
¥ 3A0poBHX A00poBONLUIB NITHEOrD Biky abo y nauienTie i3 xeopobow AnsureliMepa 4 CyAHHHOKD
nemenuier. lpoTe cepennAa KOHUEHTpAls ¥ NnasMi KPOBI ¥ MAUIEHTIB | Yy MOAOIMX 310POBMX
noGporoakIiE 6yaa noaiGHo0.

¥ nauicuTie 3i cnabko abo noMipHO BHpaKeHHMH NopyileHHaMH dvHKLIT nedinkn 30insyeanaca
pIBHOBAMHA KOHUEHTpaUin aoHenesuny, npu usoMy AUC 36insmysanaca Ha 48 %, a cepenus Crax
sbinewyeanacek Ha 39 % (gue. posain «Cnocid sacTocyBadua Ta 403K ).

Kainiugi xapakTepucTHKH

Horazanus

NMikapcekuii 3acid Jloneke™, TabneTky, WO AHCNEPryiOTECA Y POTOBIA NOPOMHHHI, NoKasaHHH ana
CHMINTOMATHYHOIO JNIKYBAHHSA JeMeduil AnsurefMepiBcbKore THOY nerkero abo cepeaHboro
CTYNEHS THKKOCTI.
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Ipomunorazanns
[ligBMIIcHa YYTAMBICTE 0 MOHENE3UAY TiAPOXJOPHIY, MOXIAHMX ninepuauHy adbo 10 OyAb-AKHX
MONOMIAHHX IHrPeAieHTIB NIKAPCLKOro 3acolby.

Biacmoodia 3 inmiru GIRGPCOKEMU 3acofamu ma inid suon e3acymooii
Houenesuny rigpoxnopun ta/abo Gyae-aki foro MetaboniTi He ranbMyOTE MeTaboniaM Teodininy,
paphapuHy. UHMeTHAHHY abo aurokcHHy ¥y moauHd. OasodacHwWii npuiloM Iurokcwdy abo
LHMETH/IHHY HE BNMBEAE Ha MeTaloliaM JI0HeNe3uny riipoxnopuay. ¥ nocnilKeHHAX B YMOBaX in
vitro Gya0 nokazano, wo izodepmentn cucremu unroxpomy P450, soxpema izodepment 3A4 Ta 3
MeHIow Mipowo izodepment 2D6, GepyTh akTHBHY y4acTk y metabonismi jgonenesuny. ¥
NOCAIDKEHHAX [0 BHBYEHHA NiKApeeKOl B3acMOAll B YMOBax in vitro Oyn0o nokasaHo, wWo
KETOKOHa30/1 | XiHigHH, fKi € inribitopamu signoeigno izogepmenties CYP3A4 i 2D6, ranemyrots
metafonizm goHenezuwny. Tomy ui ta iHwi inriGitopu izodepmenty CYP3A4, wanpurnan
ITpaKoHA30/1 Ta ePUTPOMILIHH, @ TaKoXK iHriGiTopH izodepmenty CYP2D6, Hanpuknan GuyoKCceTHH,
MOMYTh FaIbMYBATH MeTaGonisM JdoHenesuny. ¥ J0CHi/UKeHHi 3 y4acTio 340poBHX 100pOROBLIB
KETOKOHA30/1 MiJBMIIYBAB CEPEIHI0 KOHUEHTpalil AoHenesnnay y kpoei npubiusno Ha 30 %.
Inaykropu depmentie, Hanpuknan pudamniumn, denitoin, kapbamasenin Ta anKoroib, MOKYTh
SHUIKYBATH KOHLEHTpauilo aoHeneiuny B kpoei. CTyninb iHaykyeaneHoi abo ransmisuoi nii
FANMILAECTHCA HEBIAOMHM, TOMY Clia 3 o0epekHICTIO 3ACTOCOBYBATH Taki kombinauil npenaparie.
JloHenesuay TiApPOXJIOPHA MOMKE BIUIHBATH HA MPENapaTH 3 AHTHXOMIHEPriYHOK AKTHBHICTIO,
IMEHIIYIOYH TX Air0. CHHepridHa akTHBHICTE MOME NPOABNATHCA NPH OQHOMACHOMY NpHHOMI
nikapebkoro 3acofy Jlonexc™ i3 cykumHinxoniHoM, iHIIMMH MiOpenaKcaHTamu, XoaiHeprid4HuMH
aroHictamu abo Gera-GnokaToOpaMu, AKi BIJIHBAKOTE HA MPORIHICTE cepl.
[MoBinoMAsOCA PO BUNAIKK NoAoBMKenHs iHTepeany QTc 1a torsade de pointes npy 3acTOCYBaHH]
noHenezuny. Pexomenayerbca OyTH obepeskHuM NMpH 3aCTOCYBaHHI AOHENeIWNy OJHOYACHO 3
IHIMMK TikaposkuMu 3acoBamu, AKi NOAOBKYIOTE iHTepran QTc, Moke 3HANO0HTHCA KAIHIUHMA
soniTopuar (EKI). Huskde prasani npuknazn takux sacofie:

-aHTHApHTMiuHi 3acobn |A knacy (Hanpuknan, XiHiTHA):



-aHTHApUTMIuHI 3acobu 11l knacy (Hanpuknan, amiogapon, cotanon);

-IeAKl aHTHACNPECaHTH (HANPUKNA/L, UHTANONPaM, eCLHTANONpaM, aMiTpHOTHIIH);

-IHIWI AHTHNCHXOTHYHI 3acofW (HanpuKnad, noxiani dedHoTiasHHy. CepTHHOON, MIMO3NIL
SHITPAIHAOH);
=AeAKi  aHTUOioTHKM  (Hanpukaan,  KIApDHTPOMIUWH,  EPUTPOMILMH.  neBoduoKcaluH,
MOKCH(IOKCALIMH).

Ocodinsocmi 3acmocysanis

3acTOCYBAHHA JOHENE3UNY NpH emMeHlil y nauienTis i3 xsopoboio AnbureiiMepa y Tskkii dopui,
NpH IHWHMX BHOAX JeMeHUil abo IHIMX BHJAX NOTipWEeHHA NaM’sTi (Hanpuknail, npH BiKOBOMY
NoripiieHHi KOTHITHBHOT (yHKUIT) He BHBYANH.

Anecmesisn: ponenesun, Ak iHribiTop xoniHecTepasu, MOKE MOCHIIOBATH po3cnabneHHs M a3iB npu
3ACTOCY BAHHT MiOpelakcanTis Jenonsapuiyionoro THny AT (CYKUMHIIXOMIHOBOTO THNY) 1] 4ac
aHecTesil.

Cepyeao-cyounni nopyuienns: IHriDITOPH XoniHECTepaIn Yepes CROK (papMaKonoridHy ik MOKYTh
BUABMATH BArOTOHIMHMI BNIME HAa 4acTOTY CEPUEBHMX CKOPOYEeHB (HanMpHKIad, CnpHYHHATH
Opapukapaiw). Takuii enane Moke marti ocobNMEBE 3HAMEHHA 8 NallieHTIB i3 CHHIAPOMOM
cnabKOCTI CHHYCOBOTO BY3a abo iIHIHMK NOPYILEHHAMH HAALTYHOYKOBOT NPOBIIHOCTI, HANPUKIA
i3 cHHOaTpiankHOK abo aTPIOBEHTPHKYIAPHOK HIOKATO,

Bynu 3adikcoBani BUNaaku cuHkone Ta cyaoM. [Tpu obcTexenHi Takux naiieHTiB ocobnauBy yeary
noTpibHO 3BEPTATH HAa CTaH MPOBIIHOT CHCTEMH CEpUA | BPaxoBYBATH MOMIIMBICTH Or0oKaaM
NPORIAHOCTI a0 NOBMHX Nay3 CHHYCOBOTO By3na.

Binomo, 1o B nicagpeccTpaliifHoMy nepioji NoBizoMasnocs npo nofopkenHs intepsany QTc Ta
torsade de pointes (que. po3gin «Baaemonis 3 iMmuM#e nikapeekumu 3acobamu Ta iHIE BMAM
Bzaemoniiy i «[lobiuni peakuiin).

PexomenayeThea 3 00epexHICTIO 3aCTOCOBYBATH NALIEHTaM. ¥ AKHX NONEPEIHBO cnocrepiranocs
nojorxkeHHa inTepeany QTc uu Bigomo 3 ciMeiiHOro aHaMHesy Npo nojoB#eHHs inTepeany QTe,
MalieHTaM, fAKi 3acTOCOBYIOTE MpenapatH, wo enaveaiote Ha iHtepean QTe. nauienram 3
3AXBOPIOBAHHAMH Cepld (HAMPHENAJ], HEKOMINEHCOBAHA CEpPLEBd HENOCTATHICTh, HelWoNaBHiH
iHapkT miokapaa, Opaguaputmis) abo 3 eneKTpONITHHMH NOpYWIEHHAMH (rinokaniemis,
rinomartiemia). Mosxe 3nanobutica kniivauii Monitopunr (EKT).

Hlnyurogo-xuuwixosl  nopyuwienna:; NOTPIOHO peTensHO CHOOCTEPIraTH 3a CTAHOM  LYHKOBO-
KHLIKOBOTO TPAKTY MALIEHTIB 3 MIIBHIIEHHM PH3AKOM PO3BHTKY BHPA30K, 30KpeMa y nauicHTis i3
BUPA3KOBOO XBOpoGO0 B aHamHesi afo y nauienTis, AKI npuiiMaroTs HECTEPOIHI NpOTH3ANANbHI
npenapard. [lpote y KNiHIYHUX DOCHiIKEHHAX i3 3aCTOCYBAHHAM AOHENE3HIY HE CNOCTEpIranocs
10IABIIEHHS YacTOTH NpoABIE BHpazkopol XpopoOH WWIVHKA | OBaHaguaTHnano! kMmkw abdo
ITYHKOBO-KHILKOBOT KPOBOTEY1 NOPIBHAHO i3 3acTOCYBaHHAM nnauedo.

Hopywenna 3 Goky opeawie cevocmamesol cucmeMmu. XONHOMIMETHKH MOXYTh CNPHYHHATH
NOPYWEHHs BIATOKY cedi, Xoua v KNiHIYHHX JOCNiIAMEeHHAX i3 3acTOCYBaHHAM JOHENEIMY Taki
MOPYIIEHHA HE CHOCTEPIra/IuCh.

Heeponoziuni nopyuenns: eninenTHYHi Hanaau: BBAKAIOTH, WO XONIHOMIMETHKH MalOThL 3JaTHICTE
COPHYMHATH TeHepanizoBadi cyaomu. [MpoTe Taki HamaaW Tako® MOKYTE OYTH NPOABOM camol
xeopobu Anbureimepa.

XoMHOMIMETHEH MAIOTh 3JaTHICTL NOCHIIOBATH a00 CPHYMHATH eKCTpanipaMiliii po3najiu.
Jnoaricnuit netiponenmuynuil cundpom (3HC)

JHC — ue Hebesneunuii 118 AHUTTA CTAH, AKUI XapakTepUIYETLEA MiNepTepMicto, purigHicTio M a3is,
po3nagamMu 3 0OKY BEreTaTHBHOT HEPBOBOT CMCTEMH, NOPYIUEHHSM CBIZOMOCTI Ta MiZABHIIEHHAM
piens kpearundocdokinazu B CHPOBATII KPOBI, 0CODMHBO ¥ MailieHTin, SKI OTPHMYIOTH CYMYTHIO
Tepanito aHTHNCHXOTHYHUMH nipenapatamu. 3HC, 3okpema, Moke YCKNaAHHTHEA Miornobinypieo
(pabaomionizoM) Ta rocTpold HHPKOBOK HenocTaTHicTio. [loTpibHo NpUNMHHTH JIKYBaHHA NPH
nofei ¥ NagiclTa 03HaK Ta CHMATOMIE, 1o BKa3yioTs Ha 3HC, aGo npu nodei BHCOKOT TeMIepatypu
Hes scoraHol eTionorii 6e3 10NaTKOBKX KIIHIYHHX NPOABRIE.

Jlecenesi 3axeoprosanns: HriGITOPH XoniHecTepasu 4epes TX XoniHOMIMETHUHHIA BNIWB NOTPIOHO
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npu3Hauati 3 obepeskHicTio nauicHTam i3 GPOHXIANLHOK ACTMOKD B aHamHesi abo 3 XpoHiuHow
OOCTPYRTHRHOIG XBOPOOOKD NEreHis,

JoHenesun He PpeKOMEHAYETECH NPHAMATH patoM 1 IHIHMH IHrGITOpaMH aueTHIXOMIHECTEPAIH,
aroHicTaMu ado AHTArOHICTAMH XOJMIHEPriMHOT CHCTEMN.

Inauni nopywenna QVHEYIT nevinicu 1aHi H00 NAIEHTIB 31 3HAYHAME NopyWeHHAMH dyukuii
MEYIHKM BIICYTHI.

Hemansnicms v kifiivny docHidNcennax 3 yuacmia nayicnmis iz cyounnoo desenyicio: BIoMO, LU0
Gyno nposeneHo 3 KAIHIMHMX JOCHIAAKEHHS TPHBLTICTIO no 6 MicAWiE 3 y4acTio mauieHTie, sKi
pianorinaoTs kputepiaM NINDS-AIREN ans piporigHoi abo MOAUIMBOT CYAHHHOT AEMEHLIT.
Kputepiit NINDS-AIREN Gy pospoGieHi ins BHABNEHHA NALEHTIB, ¥ AKHX IEMEHLA Moxe OVTH
CNPHYHHEHA BHHATKOBO CYIMHHHUMM NPHUMHAMH, 1 108 BHKIIOYEHHA DAUIEHTIE i3 xeopobowo
AneureiiMepa. ¥V neplioMy JoC/i/IKEHH] HACTOTA NeTABHUX BUNAaakie craHoeuna 2/198 (1 %) npu
JACTOCYBAHHI JOHENEIUAY rApoxXnopuay y nozi 5 mr, 5/206 (2.4 %) — npu 3acTocyBaHHI AOHENE3HTY
riapoxnopuay y nosi 10 mri 7/199 (3,5 %) — npu 3actocysanni nnauebo. ¥ apyroMy mocnigseHHi
YACTOTA NeTAlLHUX BUNaakis cranoerna 4/208 (1.9 %) npu 3acTOCYBaHHI TOHENEIHITY FIPOXIOPHTY
v 1031 5 mr. 3/215 (1.4 %) — npu 3acTocyBanHi AOHENE3INNY Tiapoxnopuay ¥ ao3i 10 mri

1/193 (0.5 %) — npu 3acTocysanHi nnatebo. Y TpeThoMY OCTIUKEHH] YACTOTA NETANLHUX BHNAAKIB
craHoruna 11/648 (1,7 %) npu 3acTocyBaHHi JOHENE3MIY riapoxnopuay y a03i 5 mri 0/326 (0 %) —
npH 3acTocyBanHi naanebo. B ycix TphOX n0CHiKEHHAX NMPH CYAHHHIH 1eMEHIIT yacToTa JeTanbHuX
BHNAZKiB B of’eananiii rpyni sacTocysaHHs Jonenesuny riapoxnopuay (1.7 %) y kinekicHomy
BiHOWEHHT GyNa BHLIOW, HIK Y TpyNi 3acTocysanHa nnanebo (1.1 %), npoTte ug pizHuua He Gyna
CTATHCTHYHO JIOCTOBIpHOW. BilLINICTL JeTanbHHX BMOAAKIB Y NalieHTiB, AKi npuiiman abo
AOHene3wny rigpoxnopui. abo nnauedo. Gyna CnpHYHHEHA PI3HUMH CYIHHHUMHA NPHYHHAMH, AKHX
MOKHA O4iKYBATH ¥ TIOACH NITHBOTO BiKY 3 iCHYIOUMM CYIMHHHM 3aXBoploBaHHAM. TTpH ananisi Beix
cepiio3HUX HeNeTaNLHUX i IETANLHHX CYIHHHUX ABUILL HE BiI3HAYANACE PI3HHILA Y YACTOTI LIMX ABHLI
Mid FpYIAMM 33CTOCYBAHHA JOHETIEIHNAY Tiapoxnopuay i ninauedo,

3riaHo 3 NAHHMHE OCTIDKEHE JACTOCYBAHHA IOHENEIUNY riapoxnopuay npu xeopodi AnsureiiMepa
(n = 4146), a Takox 00 e/IHAHUMH JaHHMH J0ChixeHs NpH XpopoOi AnslrefiMepa i A0CHiIKEHb
NpH OeMeHlil, BKIIOYaHH A0CHIMKEHHA NpM CyIHHHIR JeMenuil (3aranom n = 6888), yacToTa
NeTanbHUX BHMANKIB ¥ TPYNax 3acTocyBaHHA niauedo v KiAbKICHOMY BiJIHOWEHHI NEPEBMLLYBAA
YACTOTY Y FPYNax 3acTOCYBAHHA JOHENE3NY TiIpOXI0pHIY.

Jacmepencents ooo JONOMINCHUX iH2pedicnmie

Jlo cknamy nikapeskoro 3acofy Jloweke™ BXOAMTH 1aKTO3a, TOMY fOTO HE PEKOMEHIYETHCH
3ACTOCOBYBATH NAllicHTaM i3 PiAKICHUMH CMAaJKOBHMM Ta HaGyTHMH NOPYLIEHHAMMH Y BHrasfi
HenepeHocumocTi Gpykrozn alo ranakTosd, HeJOCTATHOCTI NAKTa3W, cHHApoMY manbabcopOuii
raoko3M-ranaktosn abo aediunTy caxapai-i3oManbTas.

Jlo cknany npenapaty BXOJAHTE acliapTaM — NoxijHa peyosHHa (eHinananiny, o Aenge Hedbeanexy
JU1S XBOPHX Ha (heHITKETOHY PO,

Sacmocysania y nepiod eazimnocmi ado zodyeanns zpyooio

BariTHicTs

JocToeipui aani oo 3acToCYBaHHA JOHENE3NTY BATITHHM HKIHKaM BIJCYTHI.

BigoMo, o B eKCIIepHMEHTAX HA TBAPHHAX He Bif3HayaBcs TepartoreHHuii edexr, ane BUHMKAIH
O3HAKH TOKCHYHOCTI ¥ mepu- Ta nocTHaraneHudl nepion. lloTeHuiliHui pH3HK Q08 MOAHHM
JANHIIAETHCA HERBIZTOMHM.

JIOHEMe3H HE PEKOMEH/IYETHCH 3aCTOCOBYBATH NPOTATOM NEPioy BariTHOCTI 32 BHHATKOM BHNAJIKIB
KpaiiHLol HeoBXiqHOCTI,

[lepion roayBaHHA rpyaEo

BigoMo, 10 JOHENE3H] NPOHMKAE Y MOJNOKO Wypis. JlocAiKEHHA 3 Y4YacTH) KIHOK Yy nepioj
royBaHHA TPYAAK0 HE NMPOBOIMIH, TOMY 3aIMUIACTECA HEBIIOMHM, YH TIPOHHKAE NOHENE3HIY
riapoxnopHa Y rpyaHe MONOKO KiHOK., OmTike, y nepioa JikyBaHHA JOHENE3HIOM KiHKam ciia
MPHITHHATH TOAYBAHHA TPY IO,




Jdamuicms eRIHEAmMu R4 WeNOKicms pearkuil npy kepyednni aemompaHcnopmom aio iHumu
Mexanizmanu

Joneneann Moxe MaTH He3HauHMi abo NOMIPHKI HECTIPHATAHBHH BNIHE Ha 3JATHICTE KepyBaTH
apToMODIIEM Ta IHIIMMM MeXaHiuHuMM 3acobamu. [leMeHuis Takom MOKe CTATH NPHUHHOK
MOripeHHs 3JaTHOCT] NalieHTa KepyearH asToMobineM Ta iHIIMMHE MexaHiuHuME 3acobamu. Kpim
TOrO, JOHCMNCINT MOMWE CAPHYHHATH CTﬂMﬂEOBEI!iC’f‘h, FANAMOPOMCHHA, CY/10MHKH M"Fl'iiﬁ, 0‘306:‘]}150 Ha
MoYaTky JMiKyBaHus abo npu 10inkIEHAT A030. Y nepiog NiKYBaHHA JIOHENEINIOM NiKap NOBHHEH

peryJIspHO OIIHKIBATH 3IATHICTE NAWIEHTIE KepyRaTH arToMobineM abo RMKOPHCTORYBATH CKAanHi
MexaHidHi npueTpoi.

Cnocid 3acmocyeannus ma dosu

Hopocni [ ocobu AiTHLOTO BIKY

JlikyBauHa NO4YHHATH 3 0031 5 mr | pas na noGy.

Jozy 5 mr Ha no0y cnij 3acTocoBysaTH npuHalHMHl nporsroM | micaus, wod Momxda YN0 oUiHHTH
PAHHIO KNIHIYHY peakuilo Ha JIKYBaHHA Ta AOCATTH PIBHOBAAHMX KOHLUCHTpaLd QOHENE3wny y
nnasMi kpoei. ITicna kniHiuHoT ouinkyu nikyBaHHa v no3i 5 Mr Ha oGy npoTtaroM | micaus posy
nikapeekoro 3acoby moxHa 30inemwHTH 10 10 mr 1 pa3z va nody. MakcumansHa pekoMeHoBaHa
aoboea no3a cranoBute 10 mr. Jloan, mo nepepniyiote 10 Mr Ha goby, He BHBYANM ¥ KNIHIMHMX
AOCHLKEHHAX.

JlikyBaHH# cijl pO3NOYHHATH | NPOJIOBKYBATH N1 KOHTPOIEM NiKapa, AKHil Mac J0CBi AIArHOCTHEH
aemMenuii AneyreiiMepieckKoro THNY i nikyeaHHs Takux naudiedtie. Jiarnos notpiGHo craBHTH
EIANORITHO 710 3arankHONPHAHATHX pexoMenaauii. JlikyBannsa JOHENE3IHAOM MOJKHA PO3NOYHHATH
TITEKH ¥ TOMY pasi, AKIIO y MAIE€HTa € NOMIMHHK, AKHH Oyae peryispHO KOHTPOMOBATH NPHIAOM
ULOro npenapary nauicHtom. ITiATpHMYBaNLHE TIKYBAHHA MOMKHA NPOJOBKYBATH, MNOKH Y NallieHTa
criocTepiractbes TepaneBTH4YHHI edext. ToMy noTpibHO perynapHO NOBTOPHO OLIHIOBATH KAIHIYHI
nepesary NikyeaHus goHenezunos. [punuusTi nikyBanHa noTpiGHO TOMI, KOAM TepaneBTHYHHI
eipexr Ginbiie He cnocTepiracThes, [HAMBIAYANTEHY peakiliio Ha A0HENEIHA He MOXKHA nepeafaunTi.
[Ticns NpUNHHEHHA NiKYBAHHA NO3HTHEHUA edieKT N0HENeInay NOCTYNOBO IMEHIIYETBCA.
[opvinenHs QVHKILIT HUPOK i ne4iHKn

Jlns nanienTie i3 nopyuweHHAMH QYHKUIT HHPOK MOMKHA 3aCTOCOBYBATH TAKY CaAMY CXEMY JIO3YBaHHA,
OCKIJILKH 11€ MOPYIIEHHS He BIIMBAE HA KNIPeHe A0HeneIny riipoxaopHay.

Uepes Moiiiee 30inbIIeHHs cHcTeMHoi aii npu caabkomy abo nomipHoMy mopyiieHHi dyHkuit
nedinku (oue. poznin  «MapmakokineTnkans) 30inewysaTd  go3y  0OTPIGHO zanemHO  Big
iHmHBiayansHoi nepedocumocti. lloao nanientis 31 3naunuMu nopyweHHaM Gy KT nevinkm nani
BiICYTHI.

Cnocif sacTocyBatHs

Jlikapceknii 3acid Jlonexc®™ cnip npuitmati nepopaneHo Beedepi, nepen cHoM. TabneTky cnin
MOKJIACTH HA A3MK Ta JaTH TH pO3nacTHes nepejl NPoKOBTYBaHHAM 3 Bo/1010 abo Oe3 BOIH. 3a/1eiKHO
BiZl TOrO, YOMY HAJlac Nepesary naiiexr.

B

Y pasi nopyuweHs cHY, BKIIOYAOYH He3BHUaini cHOBUAIHHA, KowmMapy abo HesconHa (aue. pozain
«[MoGiuni peakiii»), MOXKHa PO3IrIAHYTH MOAIIMBICTE NIPHIOMY Npenapary BpaHui.

Inempviciin 3 gldxpumms Onicmepa ma OmmMIMalbHOZ0 CHOCOAY SIWIVYEHHA Mabieniku
1) MepernyTn GnicTep HARNA, TPHMAKUH HOro rOpH3OHTANBHO (pHC. 1).

2) 3ualiTi KoMipKy 3 noTpidHOK TabneTkoo Ta neperdyTH 1i (puc. 2).

3) Bingkpuru komipky 3 6oky, e yTRopinocs eiactasanua donsru (puc. 3).

4) OGepexcHo 3uaTH donery Ta gictatu Tabnetky (puc. 4).




imu

Jlikapebknii 3aci6 Jonexc™ He peKoMeHIyETHCA 3aCTOCOBYBATH AiTAM BikoM 10 18 pokis.

Tlepedozyaanns

Binomo, wo neransHa pa3josa nepopanbHa [03a JOHENEIWTy FiIPOXIOpHAY ANA MHLWEH 1 wypis
CTAaHOBHTL ¥ cepeanbomMy 45 i 32 Mr/kr sinnosigno, wo npudausto B 225 i 160 pasis nepesniiye
MAKCHUMANLHY PEKOMeHJ0Bany o3y ana mogudn (10 mr/nofy). ¥V orteapun cnocrepiranues
J0303ANCHHT O3IHAKH XOMHEPridHol cTHMyNauil, AKi BKIIOYAIH 3HHAWCHHA CHOHTAHHOT pyxobBol
AKTHBHOCTI, NMOJOMEHHSA MEKAYH HA KHBOTI, XMTKICTL XOAM. ClIbO30OTEYY. KNOHIYHI CYIOMM,
NPUrHIMEHHA [MXaHHS, CHMHOTEdY, Mio3, (acuMKynauii Ta 3HHKEHHA TEMMEpPaTYpPH LWKIPHUX
MOKPHEIR.

[Mepenoaypanna iHriGiTOPIE XOMHECTEpa3H MOXKe NMPHIBOIAMTH 10 XOMIHEPriMHOrO KpH3y, AKH
XApaKTEPH3YETECA CHIBHOW HYAOTOK, OMIOBAHHAM, CIHHOTEHEH, MiABHIIEHHM NOTOBHMIUICHHAM,
GpaaMKapiiclo, apTepiankHOK) TINOTEH3IED, NMPHIHIMEHHAM [MXAHHA, KOJAncoM Ta CcYIOMam.
Moske 3'aBnaTHCA M A30Ba ciabKicTh, AKa MOYKE MaTH JIeTAlbHHH HACNIIOK Yepes NpUNUHEHHA il
JHXANEHHX M A3iE.

Slk i y eunaaky nepenozyBaHHA Oyadb-AKOro IHIIOTO Tpenapary, CHiji BKWTH 3araibHi
nigrpumysaneii 3axond. [Ipu nepegosyBaHHi JIOHENE3WNTY AK aHTHIOT MOXHA 3ACTOCOBYBATH
TPETHHHI  aHTMXONiHepriudi  3aco0M, HanpuKAan artponid. PeKOMEHIYEThCA  BBOIAWTH
BHYTPILIHEOBEHHO  aTponiny  cyibdaty, noctynoeo 30i0blUYIOUM 103y 10  JOCATHEHHA
TepaneBTHuHOrO edekty. [Nowatkoea no3a npenapaTy CTaHOBHTL 1—2 M BHYTPILIHBOBEHHO, a
HACTYNMHi 703 cnig nigbupatw Ha nigerasi kniniudol peakuii, Tlpu sacTocyeaHHi iHwmMX
XOMHOMIMETHKIB, SKI BBOJMIM pa3oM i3 4ETBEPTHHHHMM AHTHXONHEPriYHHMH Npenapatamu,
HANPHKIAT TAIKONIpoaaToM, RiI3HAYATMCA ATHINOR] peakuii 2 GoKy apTepiankHOr0 THCKY Ta YacToTH
CepuUeBHX CKopoueHb. Ui BHBOIHTHCA JIOHENE3uny rijipoxnopui ta/abo foro metabonith wagxom
aianizy (remogianis, nepuToHeansHUi aianis abo remodinbTpauin), 3aNHIIAECTECA HEBIAOMHM.

Hodiyni peaxuii

HaiiyacTiusmy no0iYHHMH ABHILAMH € Jiapes, CyIOMH M'A3iB, BTOMa, HyJ0Ta, OAIOBaHHA Ta
Oe3coHHd.

UacToTa HHIKUEHABEACHHX NOGIYHUX peakilili BU3HaueHa TakuMm YHHOM: ayske Hacto (= 1/10), yacto
(= 1/100 Ta < 1/10), weuacto (= 1/1 000 Ta < 1/100), piako (= 1/10 000 Ta < 1/1 000), nyxe piako (<
1/10 000), wacToTa HERiOMA (HE MOKHA BCTAHOBHTH HA OCHOBI HAABHHX JaHHX).

Incheryil ma ineazii: 4acTo — 3acTyaa;

3 Goky memabonizmy | mpaeienns. 4acTO — AHOPEKCIA.

Heuxiampuuni nopywenns; Hacto — ramouuHanii**, amurauia*®, arpecupHa nopeninka®*,
NopyIICHHS CHY, HiuHI waxu**; yacToTa HERiOMa — TiABMIIEHHA NiDi/0, rinepeekcyankbHicTs.

3 Goky Hepeosol cucmemu. YacTo — cuHKone®, 3anaMopoveHH, Ge3COHHA] HeHacTo — CYAOMH™; pilKko
— ekcTpanipaminHi posnanu; ayxe pinko — 3noakicuuil neliponentuynnii cunapom (3HC) : wactora
HeRioMa — naespocToToHyC (cHHapom [Tizu).

3 Goky cepya; Hedacto — GpaaMKapis; piako — cuHoaTpiankHa Onokajaa, aTpiOBEHTPHKYIAPHA
GnoKana; HacToTa HEBJoMa — nojiMopihHa LUy HOYKOBA TaXiKap/if, BEIIOYaIOUH lorsade de pointes,
nojosxenns inteppany QT na EKI.

3 6OKY WAVHKOBO-KUWKOBOZ0 MPaKmy: NYKe HacTo — Jiapes, HyaoTa; 4acto — EJIIGBRHHE:
IMCKOM(OPT Yy KUBOTI; HEYACTD — MIMYHKOBO-KMIIKOBA KPOBOTEYA, BHPA3KH LIIYHKA 1
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NBAHATIATHIIAN0T KHILIKH, rinepcanipallia.

{enamotiniapni nopyuena; piako — THCPYHKLIA NeYiHKH, BRIIOYAIOYH renatutT** ¥,

3 DORY wikipy Ma RIOWKIPHUX MEAHUR. YACTO — BHCHNAHHA, cBepOin.

3 Dory creremno-M 430601 CUCEMN A CROIVHHOT MKAHUHN YACTO — CYI0MH M A3IB; TyHe piako —
pabaoMioniz***#,

3 Bory HUPOK MG CeHOGUEIORUX WLIAXIE: YACTO — HETPHMAHHA e,

Cucmesni nopyuienns ma pearyil v Mmicyi eeedenns: JAy#HE 4acTo — TFONOBHMH Bink; wacto —
NiABHLIEHA BTOMAKOBAHICTE, 0N,

Pesyasmamu  oficmexcens:  HEYACTO — HeIHAYHe 30ULIICHHA Y KOHUEHTpauii M’ azoBol
KpeaTHHKIHAIK ¥ CUPOBATIL KPOBI.

Tpaemu, ompyenna ma npoyedypni yeraaduenysa: YacTo — HeLAcHHi BUNAAOK, BKIIOYAKOYH NaliHHA.
* Tlpn oboereaedn] DAaRenTis 3i cuakone abo eniienTHYIHM HANAAO0M NOTPIGHD BPANORYBATH MOMIHBICTE DRoxann
nposignocTi abo J0BrHX Nay3 CHIYCOROTO BY3INa (HE, pozain «OcobIHBOCTI 3CTOCYBAHHAYR ).

#* [NopigoMngny, 0o ramoUHHAILA, AKHTALIS Ta arpecHiBHa NMoBeAiNKEa 3HHKATH NICNA 3HHMKEHHA 1038 abo BIIMiHK
THKYBaHHA.

WER Y punagkax avcdiyHEWT nedinkd i3 HeRiToMOl TPHYHENR PeKOMEHIYETBCA POITNAHYTH MOMIHBICTE NPHITHHEHHA
FACTOCYBAHHA TOHETETHIY,

HHEE ORI NOMAAN0CA TIPD TE, 10 pataoMIioTiz BHHHKAR HezanekHo Bin 3HC, 3 4iTKOIO YACcOB0I0 3ANERHICTIO BIA NOYATKY
JIiE{:r'BCIIiHH JOHENEIHIOM TA lli.Ll.H-HLI.I.L‘IIII:II JO3H.

MMosigomueHds npo nigosposadi nodiuui peakuil

[Moeigomnennd npo nobiyHi peakuil nicng peccrpauii Aikapebkoro 3acody Mae BaXIMBE 3HAYCHHA.
Lle nae 3Mory npoOBOAMTH MOHITOPUHI CIIBBIJIHOIIEHHA KOPHCTE / PUIHK NPH 3aCTOCYBAHHI LULOIO
nikapeskoro 3acody. Meauunum Ta dapMaleBTHYHHM NpaliBHMKaM, a TAKoXK nadiedram abo ix
3AKOHHWM MPEICTARHHKAM CNiJl NOBIIOMIATH NPO YCi BUIIAIKK Niao3ploBaHix nobiuHuX peakuill Ta
BincyTHoCTI edleKTHBHOCTI NiKapckkoro 3acody yepes AsTomatusosany iHhopmauiliny cacreMmy 3
(apmakoHarnsay 3a nocunannam: https://aisf.dec.gov.ua.

Tepmin npugarTnocti. 3 poku

Ymoen 30epiranus. 30epirati y HegocTynHomy [uis diteil micui. He notpebye oco0nHBHX yMOB
30epiraHHs.

¥nawoska. [1o 10 taGnerok v Gnictepi: no 3 afo no 6 Gnictepik y KapTOHHIH naii.
Ilo 14 tabnetok y Gaictepi; no 2 Guicrepd ¥ KapTOHHIH na4ui.

Kareropis Binnycky. 3a peuentom.
Bupobnuk. Txenedapm CA.

MicuesHaxomKeHHS BHPOOHHKA Ta aJpeca Micla nposajxenns iioro nisasHocTi
18-it kM Mapatonoc Asento, [lannini, 15351, I'peuia.

Zansunk. TOB «ACTHO YKPATHA».

MicoesHaxoKennd 3a9BHAKA
Vipaina, 03124, m. Kuie, 6ynssap Bannaga 'asena, 8.

V pasi sunuxnenns noGivnux eghexmie ma sanumans wo0o HeIneKy 3aCMOCYBANHA NKAPCHKO20
2acofy npocumo seepmamuci do eiddiny dapmaronaznady TOB « ACIHO VKPAIHA» 3a adpecoio:
fyaseap Bayrasa Iasena, 8, m. Kuie, 03124, men./gharc.+38 044 281 2333,

JlaTa ocTaHNLOTO NeperasLy ﬂ! 4 7 -,7' pwo{’ {



