IHCTPYKIIIA
IJIs1 MEIUYHOT 0 3aCTOCYBaHHS JIIKapChKOT0 3aCc00y

Apunpa3son’

(Ariprazol)

Cknao:
ditoua pe4oB8uHd: apHUIIinpa3on;

1 TabneTka mMicTuTh apuminpasomny 10 mr abo 15 mr (y nepepaxyBanHi Ha 100 % cyxy pedoBUHY
apuIIinpa3on);

0ONOMIJCHI PeYOBUHU: TITPOKCUIIPOIINIMETHUIIIIEII0N03a; HAaTPil0 KPOCKApPMeno3a; JIaKT03a,
MOHOTIApPAT; 1e/I10JI03a MIKPOKPUCTAlliYHa; KMCI0Ta TUMOHHA, MOHOTIApaT; KPEMHIIO TiOKCU
KOJIoigHuY 0e3BOJHMM; MarHilo cTeapar.

Jlikapcbka ¢popma. TabneTku.
OcHo8HI (pi3uKko-XiMiYHI 81aCMUBOCMI:

mabaemxku no 10 me: Tabnetku 6imoro abo Maiike 6il0ro KOIpOpy, 3 IIOCKOIO IIOBEPXHEI0, KPYTIIOl
dbopmu 3 packoro, 3 PUCKOIO 3 OfIHIEI CTOPOHY;

mabaemxku no 15 me: Tabnetku 6imoro abo Maiike 6ilI0oro KoiIpopy, 3 MIOCKOI MOBEPXHEID, KPYTJIOi
dbopmu 3 packoio, 3 MapKyBaHHSAM «15» 3 OfiHi€l CTOPOHU.

dapMakoTepaneBTHYHA rpyma. [IcuxonentuyHi 3acobu. [HII aHTUICHXOTUYHI 3aco0u.. Kog ATX
NO5A X12.

dPapmakono2iuHi e1acmueocmi.
®apmakoduHamika.

Mexani3M mii

Byno npunyieHo, 1m0 epeKTUBHICTh apUIlinpa3oiy npu mm3odpeHil Ta 6imonspHoMy po3smnapgi Tumy I
00yMOBJIeHa 0T0 YaCTKOBUM aroHiaMoM [0 pelenTtopiB modaminy D2 i cepotoniny 5-HT1a, a Takoxk
aHTaroHi3MOM III0J0 pelenTopiB cepoToHiny 5-HT2a. Bigomo, 110 apuninpa30s Ha TBApUHHUX
MOJIEeJISIX BUSIB/ISIB aHTArOHICTUYHI BIaCTUBOCTI odaMiHepriyHoi rinepakTUBHOCTI Ta arOHiCTUYHI
BJIACTUBOCTi Ha TBAPUHHMUX MOJEJISIX JopaMiHepriyHol TioaKTUBHOCTI. APHUIIINIpa30J Ma€ BUCOKY
adinnicTs 3B's13yBaHHA in vitro 3 penentopaMu godaminy D2 i D3, penentopamu cepoToHiny 5-HT1a i
5-HT?24a, a Takox moMipHy adiHHIiCTs 10 peuenTopiB godaminy D4, ceporoniny 5-HT2¢ i 5-HT7,
afipeHepriyHux penentopis anbda-1 i peuenTtopis ricraminy H1. Apumninpa3oi TakKoX Ma€ IIOMipHY



a(iHHICTEL [0 CEPOTOHIHOBUX PELENTOPIB i He Mae MOMITHOI ahiHHOCTI O MyCKapUHOBHUX PELIETITOPIB.
B3aeMopis 3 iHmMMu pellenTopaMy, KpiM 3a3HauyeHUX BUIIE MiATUIIB [0)aMiHOBUX i CEPOTOHIHOBUX
PelenTopiB, MOXKe MOSCHIOBATH AesKi iHII KITiHiYHI eeKTH apUIlinpa30my.

[Tpu mpu3HaYeHHi apUIinpPa30iy 3M0POBUM JOOPOBOIBIIAM ONUH pPa3 Ha J00y MPOTSATOM ABOX TUXKHIB
y mosi Big 0,5 mo 30 Mr, miKapchKuii 3aci6 m030-3a/1eKHO 3HUKYBaB piBeHb 3B’A3yBaHHd ' 'C-
pakionpuay, mo € jgiraggoM D,/D,-nodaMiHOBUX pelenTopiB, 3 XBOCTATUM SAPOM Ta CKOPJIYIIOH, L0
BHM3HAYAJI0Cs METOOOM ITO3UTPOHHO-eMIiCiliHOI ToMorpadii.

KiiHiuHa epekmusHicms ma besneka:

ITopoci

IlTusogpeHisn

Y TprOX KOPOTKOCTPOKOBUX (Bif 4 m0 6 TUXKHIB) m1are00-KOHTPOIbOBAHUX JOCITIIXKEHHIX 3@ y4acTi
1228 mopocnux mallieHTiB 3 MU30(pPeHi€l0 3 MO3UTUBHUMY Ta HETAaTUBHUMU CUMIITOMaMH, Ha (OHi
IIPUUOMY apUIIinpa30sly Bif3Ha4Yanocsd CTaTUCTUYHO 3HaYYyIlle IOJINIIeHHS ICUXiaTPUYHUX
CHMIITOMIB, ITOPiBHSHO 3 ma1e6o.

Apwumninpa3zon € epeKTUBHUM Y MiATPHUMIIi KTiHIYHOTO TOKpAIaHHS IIif 9Yac MPOOBXKEHHS Teparil y
OOPOCNUX MAIli€HTIB, IKi TOKa3alu IT0YaTKOBY BifiMOBiAb Ha JIiKyBaHHS. Y KOHTPOJILOBAaHOMY
IOCITiXKeHH], Ie TiKapChbKUM 3aC000M KOHTPOJIIO BUCTYIIAB raJIONEPHUIO0I, KibKICTh Malli€eHTiB, SKi
BiAITIOBiNTM Ha Tepariio Ta TPOJOBXKYIOTh pearyBaTy Ha Hei Ha 52-My TUXKHi, Oyya momi6HOI0 B 000X
rpynax (77 % y rpymni apumninpa3sony Ta 73 % y rpyIi rajJonepuaoiny). 3arajJbHUM I0Ka3HUK
3aBepllleHHs [OCHifXKeHHS OyB 3HaYHO BUILKM Y TAIliEHTIB, SKi mpuiiManu apuminpason (43 %),
TIOPIBHSHO 3 MallieHTaMu, sKi mpuitmanu ramonepunon (30 %). ®aktuuni 6anu 3a OLiHOYHUMU
IKanaMu, BKmodaroyyu PANSS (mkarna OI[iHKY MO3UTUBHUX Ta HETAaTUBHUX CUHAPOMIB) Ta OL[IHHY
mkany genpecii MouTtromepi-Ac6epra, 1110 BUKOPHUCTOBYBAJIUCS SIK BTOPUHHI KiHIIEBI TOUKH,
IIPOOEMOHCTPYBAJIX 3HaYHE IOJIINIIEHHS, IIOPIBHAHO 3 TaJI0IepuaoIoM.

YV 26-TuxkHEeBOMY I1alle00-KOHTPOILOBAHOMY MOCITIIXKEeHHi y MaIlieHTiB 3 XPOHIYHOIO IH30(]peHiero,
mo crabinizyBanacs, apuITinpa3os 3Ha4Ho e(eKTUBHIIlle 3HUKYBAB YaCTOTy penuauBis: 34 % y rpyimi
apurinpa3sony i 57 % - y rpymni nnaie6o.

36iavweHHAa Macu miaa

Y xniHiuHUX gocigXKeHHSX He OyJI0 BUSBIIEHO KJTiHIYHO 3HAYKUMOTO 30i/IbIIeHHS MacCH Tina,
BHKJIMKAHOTO IIPUHOMOM apHUIuIIpasona. Y 26-TuKHEeBOMY KOHTPOJIbOBAHOMY (JTikapChKHM 3acid
KOHTPOJTIO - OJlaH3alliH) MoABiliHOMY cirinoMy 6araToHallioHaTbHOMY OOCIiIXKeHHi mu30¢peHii, aKe
BKJIt04Yaso 314 maifieHTiB i BUKOPUCTOBYBAJIO 30iMbIIeHHS MacH Tifla gK IePBUHHY KiHIIEBY TOUKY,
3HQYHO MEHIIIEe MallieHTiB HaOpanu He MeHIe 7% Bif BUXigHOI Baru (To6TO He MeHIIe 5,6 KT Ipu
cepepnHilt BuxinHiN Maci Tina - 80,5 kr) npu npuiiomi apuninpasony (N= 18, a6o 13% Big malieHTis,
IO MiIOa0ThCS OINiHIN), MOPiBHSHO 3 onmaH3amiHoM (N= 45, abo 33% Bif mamieHTiB, 110 MiAgal0THCS
OIIiHIIi).

JIiniOHi nokasHuku

B 06’eqHanOMY aHAaJIi3i NiMigHUX MOKa3HUKIB, OTPUMaHUX y I1alie60-KOHTPOIbOBAHUX KITIHIYHUX
MOCTiAKEHHSIX OPOCTIUX MallieHTiB, He 0yJI0 BUSBIIEHO KITiHIYHO 3HAYYIIOI 3MiHM B KOHIIEHTpAIlil
3arajibHOr0 X0JIeCTepPUHY, TPUTIIIEePUAiB, JTiMONPOoTeiHiB BUCOKOI miinbHOCTI (JITIBII) Ta
minonpoTeiniB HU3bKOI1 minbHOCTI (JITTHIII), iHayKoBaHOTO apHUITilipa30IoM.



IIposrakmun

PiBHi nponakTHHY BU3HA4YaIu B X0l BCIX JOCTiAXKeHb yCixX 703 apuninpa3ony (n = 28242). YacrtoTa
BUHUKHEHHS TileprnpoakTuHeMil abo MiIBUIIIEHOT0 PiBHS IPOTAaKTHHY B CUPOBATIII KPOBI ¥
TalieHTiB, SKi oTpuMyBanu apuminpason (0,3%), 6yna momiOHO0 OO YacTOTH, 0 CIIOCTepiranacs B
rpymi mnane6o (0,2%). Y mallieHTiB, SKi OTpUMYBaJIU apUIIIIPa30Jl, CepPefHil 4ac g0 Mo4YaTKy
PO3BUTKY TaKUX 3MiH CTAHOBUB 42 [1Hi, a IXHS CepefHs TPUBAIICTh - 34 [OHI.

YacToTa rinonponakTuHeMii abo 3HUKEHOTO PiBHS IIPOJAKTHHY Y CHPOBATIII KPOBi y MAIliEHTIB, SKi
OoTpuMyBau apuninpasosn, craHoBumna 0.4 %, a y nauieHTiB y rpymi mnane6o - 0.02 %. V nairieHTis,
SKi OTpUMYyBaJId apUIIinpa30J, CepefHii yac 40 MoYaTKy PO3BUTKY TaKuX 3MiH cTaHOBUB 30 OHIB, a
IXHS cepedHs TpUBaicTh - 194 gHi.

MaHiakanvHi enizoou npu 6inoasapHomy po3aadi I muny

Y nBox 3-THXKHEBUX IJaIe00-KOHTPOJILOBAHUX JOCTIMXKEHHIX MOHOTEpaIlil 3 KOPeKIielo M031 3a
ydacTi ImalfieHTiB 3 MaHiaKanbHUMHU ab0 3MilIaHUMU elizogaMy OinmonsgpHoro po3nagny I Tumy 0yro
IIPOIEMOHCTPOBAHO OiNbIll BUCOKY e(DeKTHUBHICTh apuIIinpa3oiy, MopiBHSIHO 3 mianebo. EQekTuBHIiCTL
BU3Hayanacs 3HUKEHHSAM BUPaKeHOCTI MaHiaKalbHAX CUMIITOMIB 3a 3 TUXKHI JIiKyBaHHS. Y gaHi
OOCIiAXKEHHS BKJII0YaJI MallieHTiB 3 HasBHICTIO Ta BiACYTHICTIO ICUXOTUYHUX CUMIITOMIB, @ TAKOXK 3a
HAsIBHOCTI Ta BiICYTHOCTI IIBUAKOUKKIIIYHOTO Iepe0iry.

B omHOMY 3-THKHEBOMY I1alie60-KOHTPOILOBAHOMY AOCTIIXKeHHI MOHOTepanil 3 GikcoBaHOIO 103010
3a y4acTi maljieHTiB 3 MaHiakaabHUMU ab0 3MilllaHUMU emizogaMu OinonsgpHOro po3nany I Tumy
apHIIiNpa30J He IPOAEMOHCTPYBaB Oinbinoi e(peKTUBHOCTI, TIOPiBHSAHO 3 I1alebo.

Y nBox 12-TUKHEBUX OOCIIIXKEHHSIX MOHOTepalil (ogHe mocmigxkeHHs 0yro miaiebo-
KOHTPOJIbOBAHMM, a iHIIe - 3 aKTUBHUM KOHTPOJIEM) 3a y4YacCTi IallieHTiB 3 MaHiaKaJIbHUMHU a0
3MilllaHUMU eTrizogaMu OimoIsIpHOTO po3fafy I Tuiy 3a HasiBHOCTI ab0 BiICYTHOCTI ICUXOTUYHUX
CHMIITOMIB, apHUITIIIPa30JI MPOIeMOHCTPYBaB OisbII BUCOKY e(eKTUBHICTh IIOPIiBHSIHO Ha TPETHOMY
TUXKHI, Ta 30epexkeHHs eeKTy, 110 MOXKHA MMOPIBHATH 3 JiTiEM a00 ranonepugoioM, Ha 12 THUXKHI.
KinpkicTh naLi€HTiB 3 MaHi€l0, y AKX apUIIIIIPa30JI BUK/IMKaB PEMICiI0 CUMIITOMIB, MOXKHa IIOPIBHATU
3 KiJIbKICTIO TaIli€eHTiB, SKi OTPUMYBaJIH JIiTiit abo ramonepunosn Ha 12 TUXKHI.

Y 6-TuKHeBOMY I1a1le00-KOHTPOJIbOBAHOMY [IOCIIifIKEHHi 3a y4acTi MallieHTiB 3 MaHiaKambHUMU ab0
3MilllaHUMH eTrizogaMu OimoJIsIpHOTO po3fany I THIy 3a HasBHOCTI ab0 BiICYTHOCTI IICUXOTUYHUX
CHUMIITOMIB, 2-THKHEBa MOHOTeparis JliTieM abo BalblIpoaToOM y TepaleBTUYHUX Ho3ax Oyna
4YacTKOBO HeepeKTuBHOI0. OflHAK BBEIEHHS apHUIIiIPa30iy, SK JOOaTKOBOI Tepallii, Ipu3Beo g0
e(heKTUBHOTO 3HUKEHHS MaHiaKaJbHUX CUMIITOMIB, TOPIBHSIHO 3 MOHOTEPAIIIEI0 J1iTieM abo
BaJIbIIPOATOM.

Y 26-TuXHeBOMY IJ1a11e00-KOHTPOJILOBAaHOMY JOCTiAKEHHi 3 74-THXKHEBUM IIPOIOBXKEHHSIM Opanu
y4acTh NalliEHTH 3 MaHiaKaJIbHUM pPO3/1afoM, SKi 0 paHmoMi3allil JOCATIA peMicil B pe3ynbTari
IPUHOMY apuUIlinpa3ony Imif yac ¢as3u crabinmisaiiii. Y 1ipoMy mociifKeHHI apuninpa3on 0yB
eekTuBHIMMI 3a manebo om0 YacTOTH 3anobiraHHs penuauBaM OimoIsIpHOTO Po3fany (B
OCHOBHOMY MaHil), ajie He Bigpi3HABCS Bif miaie0o momo 3amobiraHHs peluauBaM Oempecii.

Y 52-TuxHeBOMYy I1alie00-KOHTPOILOBAHOMY [JOCIIi?KEHHi IMallieHTiB 3 MaHiaKalbHUMHU a0
3MillaHUMU eni3ogaMu Ipu OimoIsipHOMY po3nafi Tumy I, siki nepeOyBanu B CTaHi TpUBAJIOl peMicil
(3arampHa KinbKicTh 6asiB 3a mkasnoio fAura (Y-MRS) ta mkamow Moutromepi-Ac6epra (MADRS) <
apuninpa3sony (10 mr/moby ta 30 Mr/mo0y) mo miTito abo BanblpoaTy nNpoTsaroM 12 TUXKHIB Jaio Kpari
pe3ynbTaTH, MOPiBHSAHO 3 HOJaBaHHSIM apUIIipPa30ily [0 malebo, i3 3anobiraHHgIM PU3UKY PELUTUBY



OimonsipHux emisonis Ha 46% (BimHOCHUI pu3uk OP - OP) Ta 3i 3HUXKEHHSIM PU3UKY PEIUIUBY
MaHiaKanbHUX emi3oniB Ha 65% (OP - 0,35). OpHak 1s koMmOiHallis He mepeBepInyBaja epekT
nnane6o 1moao 3amobiraHis penuauBy memnpecii. [logaBaHHs apUITipa3oiTy MepeBUIyBao mamnedo
3a BTOPUHHOIO TOYKOIO JOCTIiAKEeHHS - KiJIbKicTIO 0aJIiB 3a ITKaI00 OILiHKK 3arajlbHOTO KIiHIYHOT0
BpaxkKeHHS IJIS TSZKKOCTI 3aXBOpIOBaHHS 1pu GimonsipHomy po3snani (CGI-BP).

Y xomi 11bOT'0 BiIKPUTOTO [OCTIXKEHHS MallieHTy 6y po3MiieHi Ha rPynu, sIKi OTpUMyBau
MOHOTepaIiio jiTieM abo BaJbIIPOATOM, 3 METOIO BUSIBJIEHHS TAI[iEHTIB, IKi YaCTKOBO He pearyioTh Ha
Tepariio. IlarieHTiB cTabinidyBany IpoTsaroM, K MiHiMyM 12 THXKHIB, [OAAI0YU apUIiNpPa30Jl OO TUX
camux crabinizaTopiB HacTporo. Ctabini3oBaHi maiieHTy OyIu paHIOMi30BaHi [ TPOIOBKEHHS
Teparnil TuMu camMuMu ctabinmizaTopaMu HACTPOIO 3 JOJaBaHHSIM apuIinpa3ony abo miare6o
TIOJBIMHUM CJIIIIMM METONOM. Y paHAoMi3oBaHi ¢a3i 6panu y4acTs 4 Migrpynu: apumiinpason JIiTin;
apuIinmpa3oil BaJablIpoarT; maamnedo JiTii; naamne6o BaabIpoar.

YacToTa penuauBiB Oyab-sK01 3MiHM HACTPOIO BU3HAvasacs 3a MetonoM Kammana-Maiiepa i
cTaHoBHUJaA: 16 % y rpymi apininpa3on niTiii Ta 18 % y rpyIi apumninpa3oi BaablIpoaT, IOPiBHAHO 3 45
% y rpymni nnate6o Jitii Ta 19 % y rpymi naane6o BaabIpoar.

dapmMaxkoKiHemuxka.

BcMOKTYBaHHSA

Apurminpa3on mo6pe BCMOKTYETLCS, IPUYOMY MOT0 MaKCHMalbHa KOHIIEHTpalis y mia3mi Kposi (C,,,,)
LOCATaEThCA yepe3 3-5 TOOUH MiC/s 3aCTOCYBaHHSA. ApUIINPa30 3a3Ha€ MiHIMaabHOTO
IIPeCUCTEMHOT0 MeTaboizmMy. AGcomnoTHA Gi0MOCTYIHICTE TPenapary npu epopaibHOMY IpUioMi
cTaHoBUTH 87 %. BxkuBaHHS 1Ki 3 BUCOKKMM BMICTOM KUDiB HE BIINIMBAE Ha (PpapMaKOKiHETUKY
apuIIinpas3ony.

Po3mopin

Apuninpa3zon MUPOKO PO3MOAINAETHCS ¥ TKaHUHAX opraniamy. O6’eM po3nofiny cTaHOBUTH 4,9 11/KT,
110 BKa3y€ Ha BEIMKUU €KCTPaBacKyIspHUU Po3noain. [1pyu BBeieHH] B TepalleBTUYHUX [03aX
apuIIinpa3or i merigpoapurminpa3so 6inbin Hik Ha 99 % 3B's13y10ThCs 3 OiTKaMU CHPOBATKH,
nepeBaxkHO 3 aIbOYMiHOM.

BioTpancdopmarris

Apwurminpa3os 3Ha4HOI0 Mipoio MeTaboJli3yeThCs y IeUiHIli, B OCHOBHOMY IIJITXOM [eTigporeHi3aiiii,
rigpokcumioBaHHs Ta N-meankinyBaHHs. BinmoBimHO m0 maHWX JOCTiOXKeEHb in vitro pepMeHTH
CYP3A4 i CYP2D6 BigmoBifaioTh 3a AerigporeHisallito i rigpoOKCUIIOBaHHS apUIIinpa3ony, a N-
meankinyBaHHs KaTamnidyeTbcss CYP3A4. Apuninpa3on € OCHOBHOIO PeYOBHHOIO JIIKaPCHKOT0 3aC006y,
1110 3HaXOAUTHCSA B CUCTEMHOMY KPOBOTOLIi. Y piBHOBaXXHOMY CTaHi [erigpoapuIinpasoi - ¥oro
aKTUBHUM MeTaboIIiT - cKiamae npubnusuo 40 % mioi mig papMaKoKiHETUYHOI KPUBOIO
«KOHIeHTpanis-yac» (AUC) apuminpa3oiy B Ijia3Mi KpOBi.

BuBeneHHsa

CepeqiHiil mepion HamiBBUBEAEHHS apUIIiIPa30/ly CTAHOBUTH MPUOIU3HO 75 FOJUH B 0Ci0 3 aKTUBHUM
MeTabomizmom CYP2D6 i mpubnu3uo 146 rogus B oci6 3i cmabkum metabomniamom CYP2D6.

3aranbHUY KJIipeHC apuiinpa3ony fopiBHIOe 0,7 M/XB/KT, B OCHOBHOMY BiH IIpefCTaBIeHUU
TeYiHKOBUM KiipeHcoM. ITiciis 0qHOPa30BOro IepopanibHoro BBefeHHs 'C-MideHOro apHuIinpasony
npu6bnu3Ho 27 % BUBOAUNIOCS 3i cedelo i mpubnusHo 60 % - i3 kanom. Meniie 1 % apurminpa3ony B
He3MiHeHOMY BUTJISIZIi BUBOJIUIIOCS i3 ceuero, mpuOnu3uo 18 % He3MiHEHOTr0 apHUIlinpas3oy - i3



KaJiOM.

dapmakoKiHeTHKa B 0COONMBUX IPyIlaxX MallieHTiB
imu

dapMakoKiHeTHKa apuIIinpa30iy i merimpoapuninpasony B maimieHTiB BikoM Big 10 mo 17 pokis Oyma
aHaJIOTIYHOIO TaKiil y AOPOCTIUX MiCJIg KOpeTryBaHHS 3 Pi3HUIEI0 V¥ Maci Tina.

IlayieHmu AimHbO20 BIKY

BigMiHHOCTI Mi papMaKOKiHETHKOI apHUIIiIpa301y Y 300pOBUX HOOPOBOJIBIIIB JIiITHHOTO BiKY i
MOJIOJIINX TAIli€HTiB BiACyTHI. TaK0XK He CIOCTEPIra€ThCS MOMITHOTO BIJIUBY BiKY B IIOMYISALIMHOMY
(hapMakKOKiHETUYHOMY aHaJIi3i y malieHTiB, gKi CTpaXXgaioTh Ha MKU30(PeHio.

Cmamub

BipminHOCTI MiX (h)apMaKOKiHETUKOI0 apUIiNnpa30ily y 340POBUX YOJIOBIKIB i XKiHOK BIiICYTHI, @ TAaKOX
HeMa€ ITOMITHOTO BIUIMBY CTaTi B MOMyJIALiMHOMY (papMaKOKiHETUUHOMY aHaJsli3i Mali€eHTiB i3
mu30¢ppeHien.

KypiHHA

dapMakoKiHeTHYHA OLiHKA IIOMYJNAllil He BUSBUJIA K/IIHIYHO 3HAYYIIOT0 BIUIMBY KyPiHHS Ha
(bapMaKOKiHETUKY apHUIIillpa3oiy.

Paca

dapmakoKiHeTHYHa OIliHKA MONYJIAIlil He BUSIBUJIA KITiHIYHO 3HAYYIIOTO BIIJIUBY €THIYHUX
BigMiHHOCTE! Ha (papMaKOKiHETHKY apUIinpa3oiy.

ITopyweHHA GYHKUII HUPOK

Byno BusBneHo, mo ¢papMakKOKiHETUYHI XapaKTEPUCTUKHU apHUIIiNpa30iy i AerigpoapuIinpasony
OHAKOBI fIK y MALI€HTIB 13 TAXKKAMU 3aXBOPIOBAHHAMY HUPOK, TaK 1 B MOJIOOUX 3[00POBUX
nOOPOBOIBIIIB.

[TopymieHHS QYHKIINI TeYiHKN

Y mocnifKeHHI OHOPA30BOi 03U y NAlliEHTiB 3 Pi3HUM CTyIleHeM LXpo3y medinku (knacu A, Bi C 3a
mkasoio Yaiinga-I1'10) He BUSBIIEHO 3HAYHOTO BIJIMBY IEYiHKOBOI HEJOCTATHOCTI Ha
(dhapMaKOKiHETUKY apHUIIiIPa30y i JerigpoapHUIlinpas3oiy, OgHaK yV AOCIiIKeHH] Opalu y4acTh BCbOTO
TPH HALliEHTH 3 IUPO30M IMediHKH Kitacy C, 10 HeIOCTATHBO AJIST BUCHOBKIB ITPO MeTaboIiuyHy
3MaTHICTE.

Kniniuni xapakKTepuCTHKH.
IlokazaHHA.

I[IpenapaT Apunpa3on” MOKa3aHUi [AJIsl JIiKyBaHHA MKU30(peHii y Jopociux.
Apunpa3zon® moKa3aHUH TAaKOXK AJIS JIIKyBaHHS IOMIPHHUX i TAKKHUX MaHiaKalbHUX eMi30/iB IpH

bimonspHoMy po3nafi I Tumy, a TaKoXK A1 3anobiraHHsS HOBUM MaHiaKaJbHUM eli3ofaM y IOPOCIIUX,
SKi paHillle IepeHeCIu MaHiaKasbHi eni30nu Ta SKi BiNOBigany Ha JIiKyBaHHS apUIMIINIPa30JioM.



IIpomunoka3aHnus.

[TigBuIeHa YYTIUBICTE N0 apuiminpa3ony abo no 6yap-gKOTo iHIIOr0 KOMIIOHEHTA MTpenapary.

B3aemodia 3 inwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

BHacmimok aHTaroHiaMy o o,-afpeHepriuHuX PelenTopiB apUIIinpa30l MOXKe IIOCUTIOBAaTH eheKT
OesKUX aHTUTINepPTeH3UBHUX IIpenapariB.

3 orisAAy Ha OCHOBHHUY BIIMB apHIINIpa30Jly Ha IeHTpabHy HepBoBY cuctemy (LJHC), crmig
IOTPUMYBaTUCS 00ePEeKHOCTI IIPU MTPH3HaYEHHI apUIIinpa301y 3 aJKoroyieM, iHIUMY JTiKapChKUMU
3acobamu, mio BrauBaioTh Ha LITHC, y 3B’s13Ky 3 MOXKJIMBUMHU TI€PEXPECHUMH MTOOIYHUME PeakilisiMu,
TAaKUMU K CelaTHBHA Tisg (IuB. po3Mmin «OcoOIUBOCTi 3aCTOCYBAHHSI»).

Crnip 3 06epeXHiCTIO 3aCTOCOBYBATH apUIIIIIPa30jI Pa30M 3 iHIIKMHU JIiKapChbKUMHU 3aco0aMH, 1110
nofoBXKYyI0Th iHTEepBan QT abo MOPYIIyIOTh €IEKTPOIITHIY OanaHC.

[ToTeHIIiINHWY BINIKMB iHIINX JIiKapCLKUX 3ac00iB Ha Hif0 apuminpasony

[HribiTOp CEeKpellii CONMAHOI KUCTIOTH, aHTaroHicT H,-rictamMiHOBUX pelenTopiB ¢aMOTUOUH 3HUKYE
IMIBUIKICTh BCMOKTYBaHHS apUIIINIpa30Jy, aie el epeKT He BBaXKa€EThCA KIIHIYHO 3HAUYIINM.

Apuninpa3zon Metabomi3yeThcs geKinbkoMa mnsxamMu 3a ydacTti pepmenTtiB CYP2D6 i CYP3A4, arne He
depmenTiB CYP1A. TakuM 4MHOM, KypUSM KOPETryBaTy 003y He NMOTPiOHO.

XiniouH ma iHwi iHeibimopu CYP2D6

B kniniyHOMY mOCTiAXKeHHI Ha 300POBUX NOOPOBOJBLSX IMOTYKHUY iHTiOiTOp hepmenTy CYP2D6
(ximigun) migsuinyBaB AUC apuninpa3omny Ha 107 %, Toni gk C,,, 3anuilianacsd He3MiHHOK. 3HaUYeHHSI
AUC Ta C,,, merigpoapuninpa3soiy, akTHBHOT'0 MeTaboJIiTy apuminpas3ony, 3HuXKyBanucs Ha 32 % Ta
47 % BigmoBigHo. 103y apuminpa3oiy IoTpiOHO 3HU3UTH MPUOIU3HO HATIOJIOBUHY Y pasi ioro
OHOYACHOT0 NMpHioMYy 3 XiHimuHOM. [HIII noTyXkHi iHri6iTopu CYP2DG6, Taki gk ¢pnyokceTuH i
IIAPOKCETHH, iMOBIpHO, YMHSATH aHAJIOTIYHUY BIJIMB, TOMY 3HUKEHHS 03U B pasi ix 3aCTOCyBaHHS
Mae OyTH TaKuM XKe.

KemoxkoHa3osn ma iHwi iHzibimopu CYP3A4

Y k7iHiYHOMY JOCigKeHHi Ha 30POBUX JOOPOBOMIBIAX MOTYKHUM iHTiIOiTOP hepmenTy CYP3A4
(keToxoHa3zon) migsuuryBaB AUC ta C,,,, apuninpa3sony Ha 63 % Ta 37 % BignosigHo. 3HauenHsa AUC
ta C,,, merimpoapurminpa3somny 30inbiyBanucs Ha 77 % Ta 43 % BigmoBimHO. Y 0cib 3i 3HUXKEHUM
MeTabomizmom CYP2D6 ogHO4YacHUY NpriioM MOTyKHUX iHTi0iTopiB CYP3A4 MoXKe NMpPU3BECTH [0
10s1BU OilbIII BUCOKOI KOHIIEHTpAllil apuminpa30i1y B IIa3Mi KPOBi TOPiBHSHO 3 TaKOIO ¥ Malli€eHTiB 3
akTuBHUM MeTabomizmom CYP2D6. Y pasi HeoOXimHOCTI 0IHOYACHOT'0 3aCTOCYBAaHHS KETOKOHA30ITY
abo iHmmx moTyxHUX iHribitopie CYP3A4 3 apuminpa3osioM IOTeHIlifiHa ITepeBara MOBHHHA
IIepPeBUIIyBaTH MOXKJIMBUY PU3UK [JId MaIlieHTa. Y pa3i O4HOYACHOT0 3aCTOCYBaHHS apHUIIiIpa301y Ta
KETOKOHA30J1y N03y apHuIIipa30y MOTPiOHO 3HM3UTH MPHUOIM3HO HAIlOJIOBUHY. [HIIT MOTyXKHi
inribitopu CYP3A4, Taki gk iTpakoHa30: Ta iHri6iTopu mpoteasu BIJI, TeopeTMYHO MOXKYTH MaTH TaKi
XK edeKTH, 0TKe, MOTPiIOHO aHAIOTiYHO 3HUKYBATH 03U (OUB. po3min «Crocib 3acToCyBaHHS Ta
LO3U»).



[Ticns npunuueHHs npuiiomy iuridiTopa CYP2D6 a6o CYP3A4 mo3y apuminpa3oiy noTpibHO
MiOBUAILIATH [0 PiBHS, 1[0 3aCTOCOBYBABCS A0 MOYATKY CYIMyTHLOTO JTiKyBaHHS.

MoxrBe He3HAYHE MigBUIEHHS KOHIIEHTPALlil apuIIinmpa30iy y pasi 0MIHOYACHOI'0 3aCTOCYBaHHS
cnabkux inribitopis CYP3A4 (guntiazem) abo CYP2D6 (eciutanompam).

Kapbamasenin ma iHwi iHzi6imopu CYP3A4

[Ticns ogHOYACHOTO 3aCTOCyBaHHS KapOaMaserminy, motyxkHoro iHgykTopa CYP3A4, 3
apuIinpa3osioM, MallieHTaM, SKi CTpaXkaaloTh 130G peHieo abo mmr3o0adheKTUBHUM PO3TagoM,
cepenHi reoMetpuuHi 3HaderHHs C . Ta AUC apuninpa3sosy, IOPiBHSAHO 3 MOHOTEPAIIIE
apumninpa3zoinoM (30 mr), 3HU3UNKCS Ha 68 % Ta 73 % BignosigHo. [TomiOHUM YHHOM, ITPH
OJHOYAaCHOMY 3aCTOCyBaHHI kKapbaMaseniHy 3 Jerifpoapuinpa3osioM, cepefiHi reOMeTpUIHi
3HaueHHs C,,, Ta AUC ocTaHHBOTO 3MeHIIuIuca Ha 69 % ta 71 %, BiAIOBigHO, MOPIBHIHO 3
MOHOTEePAIIi€l0 apuIinpa3oioM. o3y apuIinpa3oiy IoTpidHO MOABOITH y pa3i 10r0 0gHOYaCHOTO
npuiiomMy 3 Kap6aMaszemninoMm. OgHOYacHe 3aCTOCYBaHHS apHUIINIpa30y 3 iHIMUMU IOTYXKHUMUI
inmykTopamu CYP3A4 (pudamninun, pudabytuH, beHiToiH, heHobapbiTan, npuminoH, edasipens,
HeBipariH i 3Bipo6it 3BUYaHu), 1110 TEOPETUYHO MalOTh aHAJIOTiYHU BIIJIUB 10 3a3HAYEHUX BUIIE
noTyxHuX iHriditopis CYP3A4, notpebye BifmoBigHOTO mifBUILIEHHS M03U. [Tic/Is MpUNTUHEHHS
npuioMy moTyxkHUX iHaykTopiB CYP3A4 mo3y apuinpa3ony Ciif 3HU3UTH 0 PeKOMEH/I0BaHOi.

Baavnpoam ma aimiti

Y pasi ogHOYaCHOr0 MPUUOMY BalbIIpoaTy abo JIiTio 3 apuminpa3ooM He 0yi10 3adikCcoBaHO
KJTIHIYHO 3HAUYIIUX 3MiH KOHIIEHTPAIlil apHUIIilipa30jTy, TOMY KOPUTYBaHHS 003U He IOTPi0He Ipu
3aCTOCyBaHHI BajbIIpoaTy abo JIiTiio 3 apuIlinpa30JioM.

CepomoHiHo8ul CUHOPOM

Y mauieHTiB, fKi IpUMaIu apuIIinpa3os, CIoCTepiraJucs BUIafgku CEPOTOHIHOBOTO CUHAPOMY,
0c0o0/IMBO Y pa3i 04HOYACHOTO 3aCTOCYBaHHS 3 iHIIMMU CEPOTOHIHEPTiUHUMU IIpernapaTaMy, 10 SKUX
HaJiexkaTh CeJIEKTHBHI iHTiOiTOpY 3BOPOTHOTO 3axomseHHs cepoToHiny (CI33C)/cenekTuBHi iHTibiTOPH
3BOPOTHOTO 3axOIIJIEHHS cepoToHiHy/HopaxgpeHaniny (CI33CH), abo 3 mpenapaTaMy, L0 MigBUIIYIOTh
KOHIIEHTPALiI0 apuIinpa3ony (quB. po3nin «OcobIUBOCTi 3aCTOCYBaHHS»).

[ToTeHIIMHWY BIIWB apUIiNPa30dy Ha Oif0 iHINMX JiKapChKUX 3aco0iB

Y kJTiHIYHUX JOCHiXKeHHIX apumninpa3on y fo3i 10-30 Mr/no0y He BIIMBaB Ha MeTabom1i3M cyOCcTparTiB
depmenTty CYP2D6 (cmiBBigHOmEHHS AeKcTpoMeTopdan/3 MeTokcumopdinany), CYP2C9 (Bapdapun),
CYP2C19 (omempasomn) Ta CYP3A. Kpim Toro, y moCHifKeHHsX in vitro He 6y10 BUSIBIEHO 30AaTHOCTI
ApUIINPa30Jy Ta AerifpoapHuIlinpa3osly BIJIMBATA Ha MeTabOoIidHi MIIsgXy, omocepenKoBaHi
dbepmenTom CYP1A2. TakuM YMHOM, MaJIOMMOBIPHO, III0 apPUIIINIPa30JI 3TaTHUY CIPUYNHIOBATH
KJTiHIYHO BaXXJMBI TiKapChKi B3a€MOil, 0OrmocepeKoBaHi ITuMu pepMeHTaMu.

Y pasi ogHOYaCHOr0 MPUUOMY apHIIiIpa301y 3 BajblipoaTaMHu, JIiTieM a00 TaMOTPUOKUHOM He 0yI10
3a(dikcoBaHO KTiHIYHO 3HAYYIIUX 3MiH KOHIIEHTpaIlil BabIIpoaTy, JIiTio abo TaMOTPUIKUHY.

Oco6 1ueocmi 3acmocy8aHHs1.

[Tpu niKyBaHHI @aHTUIICUXOTHYHUMU 3acobaMu MOJIINIIEHHS KIiHIYHOTO CTaHy IallieHTa MOXe
3alHSTH Bifl JEeKiTbKOX OHIB 10 OEeKiTbKOX THXKHIB. Y 1l Mepiof CITif BeCTHA PeTeIbHUY Harlsa[ 3a



CTAHOM TIalli€eHTiB.

CxuabHicmb 0o cyiuudy. TlosBa cyilupanbHOl TOBEOiHKY IPUTaMaHHa MallieHTaM i3 ICUXOTUYHUMU
3aXBOPIOBAHHAMHU Ta adheKTUBHUMU PO3/TadaMy Ta B NeSIKUX BUIAKaX CIIOCTepiranacs HeBOOB3i
micys moYaTKy a0o 3MiHM 3aCTOCYBaHHS aHTUIICUXOTHYHUX 3ac00iB, BKIIIOYAIOYH JTiKyBAHHS
apurinpa3osioM. JIiKyBaHHS aHTUIICUXOTUYHUMHU 3ac00aMy IIOBUHHO CYIIPOBOMIXKYBATUCS PETEIHHUM
HarJI4aA0M 3a IaljileHTaMy, SKi HajleXXaTh A0 TPYIH MiIBUIIEHOT0 PU3UKY.

Cepueso-cyOuHHI po3.1adu. ApHUIIinpa3oJ ciif 3 06epekHiCTIO 3aCTOCOBYBATH MallieHTaM, B aHaMHe3i
SKMX HasIBHI cepIieBO-CyOUHHI 3axBopioBaHHA (iHpapKT Miokapaa abo imemiyHa xBopoba cepiis,
ceplieBa HelOCTaTHICTL ab0 MOPYIIEHHS IIPOBIMHOCTI), llepeOpOoBaCKYISPHI MTOPYIIEHHS, CTaHH, 1110
3YMOBJIIOIOTH CXUJIbHICTD MAIli€HTIB [0 TinoTeH3il (3HeBOJHEHHS, Till0BOJIEMis, 3aCTOCYBaHHS
AHTUTINEePTEeH3UBHUX JTiKapChKUX 3ac00iB) abo rimepTeH3ii, BKII0OUA0YH IPOrpecyody abo 3710IKiCHY
rinepTeHs3ito.

[Tpu nikyBaHHI @aHTUIICUXOTUYHUMU 3aC00aMHU CIIOCTEPIranucs BUNagKu BeHO3HOI TpoMOGoemOboItil
(BTE). OckinbKu y MaIli€HTiB, SKi MPUUMaOTh aHTUIICUXOTUYHI 3aC00M, YaCTO CIIOCTEPIraloThCs
HaOyTi pakTopu pu3uky BTE, ToMy, [0 i mif yac nmiKyBaHHS apUITiIPa30JIoM TOBUHHO OyTH BUSBIIEHO
BCi MoxknuBi (pakTopu pu3uky BTE i BXKUTO BCiX NPOoGhiTakKTUYHUX 3aX0MiB.

ITodosocenHna inmepsaay QT. B KiHIYHUX OOCTIAXKEHHAX apUIIiNpa30Jly 4acTOTa BUIIAKiB
nofoBxKeHHs iHTepBany QT Oyra nopiBHgHa 3 mane6o. Apuminpasosn ciif 3 00epexkHiCTIo
3aCTOCOBYBATH NallieHTaM, y CIMEHOMY aHaMHe3i SKUX € BUIIafKU IOJ0BXeHHS iHTepBany QT (ous.
po3min «ITo6iuHi peakirii»).

ITi3HA duckiHesis. TTim Yac KIiHIYHUX OOCHiIXKEeHb TPUBAIICTIO OOUH PiK a00 MeHIIle OBiHOMIIEHHS
PO OUCKiHEe3il0, IPY 3aCOCyBaHHI apUIIiNpa30ily, HaAXOAuId HedacTo. Y pa3i I0gBU CUMIITOMIB
Mi3HBOI OUCKiHe3il y MallieHTa, IKAW TPUUMaE apuIIinpa30, CIifl pO3ragHyTH AOLUINbHICTh 3HUKEHHS
Mo3u Ipernaparty a0o MpUIUHEHHS JTiKyBaHHS. 3a3Ha4€Hi CUMIITOMM MOXKYTb THMYaCOBO
3arocTpuTucs abo HaBiTh BUHUKHYTH IIiC/S IPUIMHEHHS JIiKyBaHHS.

IHwi ekcmpanipamioHi cumnmoMu. [Ipu 3aCTOCyBaHHI apHUIiNpa30ily y giTel CIIOCTepiraaucs
aKaTu3id 1 MapKiHCOHI3M. YV pa3i n0sfBY 03HAK IHIINX eKCTpallipaMifHUX CUMIITOMIB CJIiJl pO3TJISHYTH
MOXKJIUBICTh 3HUKEHHS 003U Ta BECTU PETEJIbHUM KITIHIYHUY MOHITOPUHT CTaHY Malli€eHTa.

3a05KicHUl HelipoaenmuyHul cuHOpoM (3HC). 3HC sBinsie co0010 KOMITJIEKC CUMIITOMIB, ITOB’I3aHUX

i3 3aCTOCyBaHHSIM aHTUIICUXOTUYHUX 3aC00iB, AKUH MOTEHIIHO MOXKe MaTH JieTaJIbHUW HaCioK. B
KJIIHIYHUX OOCHigXKeHHAX apuninpa3ony 3HC 3ycTpidaBcs pigko.

Kniniynumu nposisamu 3HC € rinepripekcis (gyXe BUCOKa TeMIlepaTypa Tifla), M's130Ba PUTiHICTS,
3MiHEeHUH NCUXiYHUU CTATyC i 03HAKX pO3/1afly BeTeTaTUBHOI HEPBOBO1 CUCTEMHU (HEPeryIapHUn
nynbc abo apTepiasbHUM TUCK, TaxiKap[is, mocuieHe MOTOBUIINIEHHS i cepiieBa apuTMis). [logaTkoBi
O3HAKM MOXKYTb BKJIIOYATH IMiIBUIIIEHHS PiBHS KpeaTHHKiHa3u, Miornobinypio (pabmoMionis) i roctpy
HUPKOBY HEJOCTATHICTh. [IpoTe criocTepiranucsa oOKpeMi BUNIafKU IMiABUILIEHHS PIBHA KpeaTUHKIHA3M 1
pabmoMioni3y, He 060B’s13K0BO 10oB’g3aHi 3i 3HC. ¥ pasi nmosasu y naiiienta cumntoMis 3HC abo
He3'sICOBHOI Jy2Ke BUCOKOI TeMIepaTypH Tina 0e3 [ogaTkoBux KiiHiuHuX npossis 3HC npuiiom ycix
HEWPOJIENITUYHUX JIIKapChKUX 3aC00iB, Y TOMY YMCIIi apUIIinpa30iy, HeoOXiqHO IPUITUHUTH.

Enisenmuyti Hanadu. CiocTepiranucs HeYacTi BUMIAKHU eMiIeNTUYHYX HallafiB [P JIiKyBaHHI
apurinpa3osioM. ToMy apHUIIinmpa3o ciif 3 06epekHICTI0 3aCTOCOBYBATH MAlliEHTaM 3 eIliJIeNcieio B
aHaMHe3i a00 HasgBHICTIO CTaHiB, MOB'I3aHUX 3 eMiJIeNTUYHNIMH HalamgaMu.

[NalieHTH MITHLOTO BiKY i3 ICAX030M Ha TIi JeMeHIIii



ITiosuweHa cmepmHicmob. Y Tphox M1aneb0-KOHTPOIOBAHUX AOCIIIXKEeHHAX (n = 938; cepepHiil Bik:
82,4 poky; mianma3oH: Bif 56 1o 99 pokKiB) Ipy 3aCTOCYBaHHI apUIIINIPa30/y y MaI[i€HTIiB JIITHHOTO BiKy
i3 Icuxo030M Ha T XBopoOu AJbIreliMepa PU3UK JIETAbHOI'0 HACIKY MigBUIIEHUH TOPIBHSHO 3
nnaie6o. JIeTanbHICTD Mali€eHTIB, SKi OTPUMYBaIK apuIinpaso, ctaHoBuma 3,5 % mopiBusHO 3 1,7 %
y rpymi mnane6o. Xoya NpUYMHY JeTalbHUX HACiAKiB Oyny pidHUMHU, OiNbIIiCTh i3 HUX Mana
CeplieBO-CYANHHY (HAMpPUKJIaf, ceplieBa HeIOCTaTHICTh, PalToBa CMePTh) abo iHpeKLIinHy
(HampuKiaf, THEBMOHISA) IPHUPOLY.

[TobiuHi peakuii uepebposacky15pHo20 xapakmepy. Y TUX xe KIiHIYHUX OOCTiIKEHHIX
TIOBITOMJISIIIOCS ITPO PO3BUTOK I1epe6POBACKYISIPHUX MOOIYHUX peakilii (HalpuKiam, iHCYIbT,

TPaH3UTOPHA illleMiyHa aTaka), y TOMY YMCIIi 3 JeTaJlbHUM HaCiIKOM (CepedHil BiK MallieHTiB
cTaHOBUB 84 poKM, BiKOBUY fiana3oH 78-88 pokiB). 3arasoM y X AOCHTiAXKEHHAX
11epeOpoBacKyapHi mobiuHi peakiii po3punymucs y 1,3 % mallieHTiB, AKi MpriiMany apUIinpas3or,
nopiBHSAHO 3 0,6 % nanieHTiB i3 rpynu mnamebo. Lg pi3zauils He 6yna CTaTUCTAYHO 3HAUYIIOI0. THUM
He MEHIII, B ODHOMY 3 IIMX AOCIiIXKeHb (qocmimkeHHs 3 (iKCOBaHOIO M03010), V MAIiEHTIB, SKi
npuiiMany apuiinpa3son, 6yB 3adikcoBaHul BUpaXKeHUM B3aEMO3B 30K MiXK [J03aMU IIperapary i
TI0SIBOIO ITOOIYHUX peakililt 1epe0pPoBacKyISPHOr0 TUITY B MAIi€HTIB, SKi MPUUMaIN apUITiTPa3ol.

Apumninpa3on He TOKa3aHUM [OJ19 JIiKyBaHHS IICUX03Y Ha TJIi JEMEHIIil.

linepesikemis i uykposuil diabem. I'inepriikemist, y mesiKUxX BUIIagKaX Haf3BUYaWHO TAXKKa i
IIOB'sI3aHa 3 KETOAIUA030M abo rimepocMOIISIPHOIO KOMOI, V T. Y. 3 JIeTaJIbHUM HacaigkoM, 6yra
3adikcoBaHa y Malli€eHTIB, IKi IpUMaly aTAIOBI HEUPOIENTUKY, Y TOMY YXCIIi apUIIIIPa30l.
®akTOpY PU3UKY TIKKUX YCKIaOHEHDb BKIIIOYAIOTh OKUPIHHS i HasBHICTH iabeTy B ciMelHOMY
aHaMHe3l. Y KIiHIYHUX AOCIIXKEeHHAX apUIinpa3oily He CIOCTepirajocs CyTTEBUX BIIMIHHOCTEN
OO0 YaCTOTH MOOIYHMX PeakKIlili, OB’ I3aHuX 3 TiNMepriikeMielo (BKIo4aun IIyKpoBui giabet), abo
IIIOI0 AHOMaJThHUX Ta00PAaTOPHUX MTOKA3HUKIB T'TiKeMil, IMOPiBHSIHO 3 MmTaleso.

BigcyTHs TOYHa NOpiBHSJIbHA OI[iHKA PU3UKIB MOOIYHUX peakllil, OB’ sI3aHUX i3 rinepriikemieio, y
NaLi€eHTIB, SIKi 3aCTOCOBYBAJIX apHUIIilIpa30l Ta iHII aTUIOBI HelponenTuku. HeoOXimHO peTenbHO
HarJIg[aTy 3a CTAHOM TAlli€HTiB, SIKi TPUAMa0Th OyIb-IKi HEMPOJIEIITUKY, BKITIOYAIOYU apHUITiIPa3or,
Gbikcyoun cUMIITOMH TinepriikeMil (momigumcis, momiypis, momidarist i cmabKicTe), a CTaH MalliEHTIB
i3 1rykpoBuM fiabeToM abo pakTOpaMyu PU3UKY PO3BUTKY IIYKPOBOTO HiabeTy HEOOXigHO perynsipHO
KOHTPOJTIOBATH IIONO MigBUIIEHHS PiBHS TJII0OKO3H.

linepuymaugicmy. 4K i Ipu 3aCTOCyBaHHI iHINNX TiKapCchKUX 3ac00iB, IpU 3aCTOCYBaHHI
apUIIiNpa30Jly MOXKYTh PO3BUBATUCS peakKllil TiepuyTINBOCTI, IKi IPOSIBIISIOTHECS CUMIITOMaMU
aneprii.

3bisbweHHA macu miaa. Y malieHTiB i3 mu3odperiero i 6imonsipHO0 MaHi€l0 YacTO CIIOCTEPIraeThCA
36inbIIEHHS] MACH TiNla BHACIIMOK CYIYTHIX 3aXBOPIOBaHb, 3aCTOCYBaHHS HEMPONENTHKIB, AKi, K
BiZIOMO, CIPUYMHIOE 30i/IbIIIEHHS MacH Tijla, @ TAaKOXK HeTaTUBHO BIJIMBA€E HA BeIEHHS 3[J0POBOTO
crroco0y KUTTS, 1[0 MOXKe IIPU3BECTH [I0 CEPHO3HUX YCKIIafiHeHb. [Ipu NiKyBaHHI apuUIinpa3oioM
BUIQMIKX 30iNbIIIEHHS MacH Tina, 3a3BU4Yaii, CIIOCTepiranucs y nalieHTiB 3 cepio3HUMH (HaKTopaMu
PU3HUKY, TAaKUMHU SIK Oia0eT, mopyiieHHs 3 00Ky IKATOBUAOHOI 3a/1031 ab0 afgeHoMa rinodisa B
aHaMHe3l.

B KkmiHiYHUX JOCTigXKeHHIX He 0yJI0 BUSABIEHO KITiHIYHO 3HAYYIIOT0 30i/IbIIIEHHS MacH Tina y
OOPOCIUX, CIPUYMHEHOT0 3aCTOCYBAaHHAM apHUIINIpa30iy. Y KIiHIYHUX OOCTiIXKEeHHIX V MTallicHTiB
HiTiTKOBOTO BiKY 3 GilTOIIPHOIO MaHi€l0 3aCTOCYBAHHS apUIINPa30jy IPOTIroM 4 TUXKHIB
CYTIPOBOZKYBaocs 30ibIeHHSIM MacH Tina. Crif KOHTPOioBaTH 30ibIlIeHHs MacH y Talli€HTiB
IiATiTKOBOTO BiKY 3 GimonsipHOIO MaHi€w. AKio 30ibIIeHHS MaCH Tijla CTa€ KIiHIYHO 3HAYYIIUM,



CJIifl PO3TIISTHYTH OOITBHICT 3HUKEHHS M03U Ipenaparty (ouB. po3nin «I1o0iuHi peakirii»).

[Tucaeisa. HerponenTUKY, BKIIOYAIOYH apUIINIpPa3osl, MOXYTh CIPUYUHSATY IOPYILIEHHS MOTOPUKU
CTPABOXOMY Ta acImipallilo BMiCTy IITyHKa. ApUMinpa307 Ta iHIIi HeUPONEeNTUKY CJlifi 3 00ePeXKHICTIO
3aCTOCOBYBaTH IallicHTaM i3 MigBUIEHUM PU3UKOM aCnipayiliHol MHEeBMOHIL.

IIamoaoeiyHa cxuabHicmb 00 d3APMHUX [20p Md iHWi NOpYWeHHS KOHMPOIt0 iMNyabcig. Y MAallieHTiB,
skuM Oy710 IpU3HaYeHOo apuiinpa3osn, 0ynu 3adikcoBaHi BUMIaAKY TATOIOTIYHOI CXUIIBHOCTI 0
a3apTHUX irop Ta He3[4aTHICTh KOHTPOJIIOBATH LI0 CXUAJIBHICTE. TaK0XK MOBIAOMIIAIOCH IIPO
rinepcekcyanbHiCTh, HerepeOOPHUH MOTAT [0 MOKYIIOK, IepeifaHHs a0 HEKOHTPOIbOBAaHUM MOTST
[0 BXKMBAHHS 1Xi # iHIII po3yagy iMITyIbCUBHOI Ta KOMITYIbCUBHOI TIOBEMiHKX. BaxkuBo, 11100
MallieHTH Ta 0cobu, SIKi 3a HUMM [OTJISNAl0Th, IIOBIIOMIISIIN JIiKaps PO PO3BUTOK HOBUX a00
3a3HavyeHUX BUILle PO3JIafiB Mifl Yac JIiKyBaHHS apuninpa3ojioM. CUMITOME [IOPYLIEHHS iIMIIYJILCHOTO
KOHTPOJIIO MOXYTh OyTH IIOB’sI3aHi 3 OCHOBHUM PO3JIafIoM, OfHAK iHOMi IOBimOMIISNIOCS PO
3HUKHEHHS MTATOJIOTiYHUX CXUJIbHOCTEH MPU 3MEHIIeHHI N03u mpenapaTty abo npu NpUNuHEHHi
JIIKyBaHHA. Po3nanu iMIyJIbCHOT0 KOHTPOJII0 MOXKYTh 3aBATH LWIKOAY TALliEHTy Ta IHIIUM JIIOOIM,
SKIIIO BOHU He BUSBJIEHI. Y pa3i PO3BUTKY TaKuX PO3JIafiiB Iif] Yac MPUIOMY apHUIlipa3oiy HeoOXigHO
PO3TISIHYTH IMUTAHHS [P0 3MEHINEHHS 031 ab0 MPUINMHEHHS JTiKyBaHHS.

Jlakmo3a. Ta6neTku Apunpa3on” MiCTATh 1aKTo3y. SKINo y Bac BCTaHOBIEHO HEIEPEHOCUMICTh
IesKUX IyKPiB, IPOKOHCYIBTYUTECS 3 JIiKapeM, IepII HixK IpuiMaTH IieH JTikapCchKui 3acil.

ITauienmu i3 cynymHim 3axeopr8aHHAM CIIYI (cuHOpom degiuumy yedeu i 2inepdKkmugHOCMmi).
HesBakalouu Ha BUCOKY YaCTOTY CYIyTHiX 3axBopioBaHb OinonsipHoro po3napy tumy 1i COYT, €
nyxe oOMexeHi faHi 3 6e3MeKr OMHOYACHOTO 3aCTOCYBAHHS apUIINPa30y i CTUMYJIATOPIB, TOMY IIPH
OJHOYAaCHOMY NpU3HAYeHHi X 3aco0iB HeoOXigHa Hai3BUYaHa 00ePeXKHICTh.

[TaQiHHA. Apuminpa3os MOXKe BUKJIMKATH COHJIMBICTh, OPTOCTATUYHY TilIOTEH3iI0, PYXOBY Ta
CEHCOpHY HeCTabimbHICTh, 1110 MOXKe MPU3BECTH 10 MamiHHsA. Crifg JoTpuMyBaTHCS 00€peXHOCTI IIpu
JiKyBaHHI Malli€HTiB 3 MigBUIIEHUM PU3UKOM Ta IMOYMHATH JTiKyBaHHS 3 Oi/IbII HU3BKUX II0YATKOBUX
no3 (HampuKiag, AJd NallieHTiB JIiTHHOTO BiKy abo ociiabieHuX IallieHTiB).

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.
BaritHicTb

AnekBaTHI KOHTPOJIbOBaHI AOCIIAXKEHHS apuIlipa30ily 3a y4acTi BariTHUX XKiHOK He IIPOBOAUIIUCS.
[ToBimomusiyiocs IPO BPOKEHi aHOMalii, TpoTe HasBHOCTI IPUYUHHO-HACIIIKOBOTO 3B’SI3KY 3
apHIIinpa30JiI0M BCTAaHOBNIEHO He Oyio. Bigomi maHi mocnifkeHb Ha TBapHHAaX He Jal0Th 3MOTH
BUK/TIOUUTH MOXKIUBICTb eMOpiopeToToOKCHYHOCTI. [TamieHTaM CJIif MoBiqOMIISTH JTiKaps PO
HACTaHHS BariTHOCTi ab0 HaMip 3aBariTHITH Iif Yac JIiKyBaHHS apHUIIiIPa3oaoM. Y 3B'S3KY 3
HEeJ0CTaTHHOIO iHGopMaIriero mpo 6e3meKy 3aCTOCYBaHHS apUIINPa30Ty JIIOOIM Ta HEOOHO3HAYHICTIO
pe3ynbTaTiB KOT0 HOCTioKeHb Ha TBapuHaX, JTiKapChbKuM 3acib y mepioq BariTHOCTI MOXKHa
IpU3HayvaTH TiJTIbKY TOMi, KOIYM O4YiKyBaHa KOPUCTH [AJIS BaTriTHOI IePeBUIYE NOTEHIINHNN PU3UK OJIS
IJ107a.

Y HOBOHAPOAXKEHUX, MaTepi AKUX IpUMan HeUPOJIeNTUKY (BKJII0YAI0YX apUIIinpa30i1) IPoTsAroM
TPETHOTO TPUMECTPY BaTiTHOCTI, MOXKIIMBI TOOIUHI peakilil, BK/II0Yal04yu eKCTparipaMigHi CUMITOMHU
Ta/ab0 CUHOPOM BifIMiHH, II0 MOXKYTh OYTH Pi3HUMMU 3a TSKKICTIO i TpuBasicTo. BigoMo npo Bumagku
30ymKeHHs, MigBUIeHHS a00 3HUKEHHST M’sI30BOT'0 TOHYCY, TPEMOPY, COHIMBOCTI, pO3/1adiB AUXaHHS



abo npob6yeMm i3 rogyBaHHAM. OTXKe, He0OXigHO PETEIbHO HATMISIOATH 3@ CTAHOM TaKUX
HOBOHAPOIKEHUX.

[Tepion rogyBaHHSA TPYAOIO0

Apumninpa3zon/MeTaboiT BULINAIOTHCS Y TPyAHE MOJIOKO. [1pyu MpUMHATTI pillleHHS PO NPUINHEHHS
rogyBaHHS I'PyAnao abo Ipo BigMiHY/IpU3yIUHEHHS IPUINOMY apHUIIiNpa30ily CIIif OLiHUTU KOPUCTh
TPYOHOTO BUTONOBYBaHHS I OUTUHY i KOPUCTH Teparil A MaTepi.

QepTUNLHICTD

Bigomo, 1110 32 JaHUMU HOCHTIAXKEeHb PEPOAYKTHBHOI TOKCUYHOCTI apHUIIiNpa30y He YUHUTH
HETATUBHOTO BIIJIUBY Ha QEPTHUIBHICTS.

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

Apwurminpasosn, SK i iHII HeHPOoJIeNTUKY, Ma€ MOMipHuY ab0 He3HaYHUH BIIJIUB Ha 3[aTHICTh KEPyBaTH
aBTOTPAHCIIOPTOM YHACJIiOK MOOIYHNX peakliil 3 00Ky HEPBOBOL CHCTEMU Ta OPTaHiB 30py, TAKUX SIK
cefaTHBHA [isl, COHIIUBICTb, HEIPUTOMHICTb, PO3MUTICTH TOJIS 30y, HUILIONisA (auB. po3min «I[Tobiusi
peaxiii»).

Cnocib 3acmocyeaHHsi ma do3u.

Cnocib 3acmocyeanHs: NiKapChKuil 3aci6 Apumpa3on’ Npu3HaYeHH AJIs IePOPaTbHOI0
3aCTOCYBaHHS.

[Topocai

IITusogpeHis. PeKoMeH0BaHa I0YaTKOBA [03a IpenapaTy Apunpa3on” cTaHoBuTh 10 a6o 15
Mr/mo0y, a migTpuMyooda mo3a - 15 mr/moby. 1o go3y npuiiMaioTh 1 pa3 Ha fo0y He3aneKHO Bif
BXKHUBAHHA 1XKi.

Apumpazon® epeKTUBHUI y miana3oHi o3 Big 10 go 30 mr/mo6y. IligBuiiileHHST epeKTUBHOCTI IIpU
IpUHOMi [103, 10 TIEPEBUILYIOTH JOO0BY 003y 15 MI, IPOAEeMOHCTPOBAHO He 0yJI0, X0Ya OKPEMUM
nalieHTaM Moxe OyTH KOPHMCHa IMifiBUIleHa [03a.

MakcumarnbHa f060Ba J03a He MOBHHHA IepeBuinyBatu 30 Mr.

MatuiakanavHi enizodu npu binoasipHomy po3aadi I muny. PekoMeHg0oBaHa II0YaTKOBA fI03a IIpernapary
Apunpa3zon® craHoBUTh 15 Mr. L0 mo3y npuitMaoTh 1 pa3 Ha 700y He3aIeXHO Bif BAMBaHHS 1XKi.
[TpemapaT MoXkKHa TpU3HaydaTH K MOHOTepario abo y cknagi KoMOiHOBaHOTO JTiKyBaHHS. [[71g
OKpEeMUX TIallieHTiB Moxke 0yTH e(peKTHBHUM IiIBUIIEHHS 003U. MaKcruMasbHa fo0OBa J03a He
IIOBMHHA lepeBulyBaty 30 Mr.

3anobieaHHsa HOBUM MaHiakanvbHUM enizodam npu 6inoaspHomy po3aadi I muny. [Ins 3anmobirauHs
peluarBaM MaHiaKaJlbHUX €Mi30/iB ¥ Mali€HTiB, SKi IpuUiiMaIy apuIinpason ik MOHOTepatniio abo y
CKami KoMOiHOBAHOTO JTiIKYBaHHS, CJIifl TPOMIOBXKYBATH IIPUIOM IIpernapaTy B Ti¥ camil mo3i.
Buxomsuu 3 KIIiHIYHOT'O CTaHy IMAaIli€eHTa, MOXKJIMBa KOPEKIlis J060BOI 031, Y TOMY YHUCJIi 11



3HUZKEHHA.

ITauienmu 3 nopyweHHAMU PyHKUiI neyiHku. ITamieHTaM 3i TerkuM ab0 IOMIpHUM CTyIIeHeM
MeYiHKOBOI HEJOCTATHOCTI KOPEKIIisl 03U He moTpiOHa. [I7151 HagaHHsS peKOMeH/allil MmallieHTaM i3
TSXKKUMU MTOPYLIEeHHIMHY (PYHKIIii TeYiHKY HEJOCTaTHLO HasBHUX AaHuX. [[03y IIUM MallieHTaM CIIif
nigbupatu o0epexHo. [TarieHTaM i3 TIXKKUMU MOPYLUIEHHIMU QYHKINI MeYiHKu MaKCUMaIbHy 00OO0BY
no3y 30 Mr noTpibHO 3aCTOCOBYBaTH 3 00EPEKHICTIO.

IauieHmu 3 nopyweHHAMU PyHKUil HUpOK. [1anieHTaM i3 mopyLUIeHHAMHU (PYHKIIil HUPOK KOPEKIIis
Io3u He MOoTpidHa.

Hauienmu aimHbo20 8iky. EQexTuBHICTE Ta Ge3MeKa mpenapary ApUnpason’ y JIiKyBaHHi
mu3o¢peHii Ta 6imonspHoro po3nany I Tumy mis maiieHTiB BiKoM Bif 65 poKiB He BCTaHOBJIEHA.
Bepyuu o yBaru Oinbll BUCOKY YYTNIMBICTH Li€l MOMY Il Malli€eHTiB, CITif PO3TISHYTH OOLITbHICTD
3aCTOCyBaHHS OiNbII HU3BKUX ITOYATKOBUX 103 IIpelapaTy, SKII0 A03BOJISAIOTH iHIII KITiHiYHI (paKTOpH.

Cmamy. KopexkIiist mo3u 3aeKHO Bif cTaTi nalieHTa He MoTpidHa.
KypiHHA. 3 ornsaay Ha mnax MeTaboni3My apuminpasony, KypusM KOpeKIlis 103 He MoTpiOHa.

Kopexkuis 0o3u 8Hacsidok 83aemMoQiti. Y pa3i oqHOYaCHOT0 BBefieHHs IOTYyKHUX iHribiTopiB CYP3A4
abo CYP2D6 3 apuninpa3onoM 003y apuIIinpa3oy Cilif 3HU3UTHU. AKII0 3i cxeMu KOMOiHOBaHOTO
nikyBaHHS BUKIIoYaeThcs iHribiTop CYP3A4 a6o CYP2D6, no3y aputinpa3osy MOTPiOHO HMiABUIIKATH.

Y pasi ogHOYacHOro BBefeHH NoTyKHUX iHAYKTOPiB CYP3A4 3 apuninpa3sosioM f03y apuIlinpasoiny
CHipm migBUAIMTHU. AKIO 3i cxeMu KOMOiHOBaHOTO JTiKyBaHHS BUKITIOYaeThCs iHOyKTOp CYP3A4, mo3y
apuIinpa3osy HeoOXigHO 3HU3UTH [0 PEKOMEHI0BAHOI.

Himu.

IIpenapaT Apunpa3on” y faHoMy HO3yBaHHI He peKOMEH0BaHWM [JI 3aCTOCYBAHHS [IiTAM.

Ilepedo3yeanHsi.
O3HaKy Ta CUMIITOMK

[Tig yac KITiHIYHUX OOCTIIXKEeHb i 3a pe3yIbTaTaMy IOCTMapPKETUHTOBOTO JOCBIY Y AOPOCINX
TalieHTiB 6yJI0 BUSBIEHO BUIIQJKA HABMUCHOTO ab0 BUIIAgKOBOI'O I'OCTPOI0 ITepeno3yBaHHs
apuIIinpa3osnoM, fo3amu g0 1260 Mr 6e3 MomasbIIoro JIeTaabHOro HacigKy. II0TeHIiHO BaXTHBUMHU
3 MEJUYHOI TOYKHU 30py O3HaKaMH Ta CUMIITOMaMH, IO CIIOCTepiranucs, OyIu JeTapris, migBUIeHuN
apTepianbHUM THCK, COHIMUBICTE, TaxiKapmisd, HygoTa, O6I0BaHHS Ta Aiapes.

Oxkpim 116010, Oy7TM OTPUMAHI JaHi Mpo BUIIaIKOBE ITepef0o3yBaHHS BUKIIOYHO apuiinpa3onoM (y mosi
no 195 mr) y miTeit 6e3 netanbHUX HACHigKiB. [I0TeHIIIHO BaXKIMBUMU 3 MEOUYHOI TOYKH 30py
CHMIITOMaMH, III0 CIIOCTepiranucs, 6yau COHMUBICTL, KOPOTKOYAaCHA BTpPaTa CBiTOMOCTI Ta
eKCTpalipaMigHi CUMITOMH.

JIiKyBaHHS

JIikyBaHHS Nepefo3yBaHHS MOBUHHO BK/IIOUATH MiATPUMYI0Uy Tepariio, 3abe3nedyeHHs TPOXigHOCTI



IUXaNbHUX LIIISXiB, OKCUTEHOTEPATlilo, IITy4YHY BeHTUJIALI0 JIeTeHb, @ TaK0K KOHTPOJIb CUMIITOMIB.
Cnig 6paty 0o yBaru MOXKJIMBICTh ITepe03yBaHHS YUCIEHHUMU JTiKapCbKUMU 3aco0aMu. Hepes 11e
HeoOXiTHO HeraiHO PO3MOYaTH KOHTPOJIb CTAaHy CEPIIeBO-CYIUHHOI CUCTEMH, 110 IIOBUHEH BKIIOYATH
nocTivHnY MOHITOPUHT EKI' [ BUSBIEHHS MOXKIABUAX apUTMIM.

[Ticns mipgTBepaKeHOro abo iMOBIpHOTO Iepeio3yBaHHs apHUITiPa30I0M HeOOXiqHUN peTeIbHUN
MeOUYHUM HaTrJSAd i KOHTPOIb 3a CTAHOM TAaIliEHTa 10 MOTr0 BiTHOBIIEHHS.

AkTuBOBaHe ByTinns (50 r), 110 3aCTOCOBYBAJIOCS Yyepe3 1 roguHy Micisa IPUUOMY apHUIIiIpas3oy,
3HUKYBaJIO oka3HukK C,, apuminpalony npubau3uo Ha 41 %, a mokasuuk AUC - mpubnu3Ho Ha 51
%, 1110 BKa3ye Ha MOXK/IUBY e(DeKTUBHICTh aKTUBOBAHOTO BYTi/INIS B JTIKyBaHHI ITepeqo3yBaHHS.

l'eMomiais

Xoua iH(popMalis IPo BIIJIUB reMOAiai3y Ha JTiKyBaHHS [Tepef0o3yBaHHs apUlinpa30JI0M BiICYTHS,
MaJIOMMOBIpHO, 100 remMopiani3 Mir 6yTH KOPUCHUM Y JTiKyBaHHI Tepefo3yBaHHS, OCKIJIbKI
apuminpa3os 3HaYHOI Mipoio 3B'sI3yeThCs 3 OiKaMu MIa3Mu KPOoBi.

ITo6iuni peakuii.

KopoTtkuii onuc npodinto 6e3nexku

HaruacTimumMy moOiYHUME peakIlisMu, PO SKi IOBimoMIISIOCS B mi1are00-KOHTPOJIbOBAHUX
IOCTimKeHHX, Oy/IM aKaTU3id Ta Hy[IoTa, KOXKHA 3 SKUX BUHUKasa ¥ MoHap 3 % MallieHTiB, AKi
OTPUMYBAJIA IIePOPAJIbHO apUIIIIIPA30Jl.

Huxxde HaBefeHO 4aCTOTy BUHMKHEHHS M0o0iyHMX peakiil (ITP), moB’si3aHux i3 Teparieio
apuIIinpa3osoM, 1o 6a3yeTbcs Ha MoOiuHNX eeKTax, Mpo SAKi MOBiIOMIANOCS IIif Yac KIiHIYHUX
BUNIPOOYBaHb Ta/ab0 MOCTMAapPKETUHTOBOTO 3aCTOCYBaHHS.

YacTtoTy nobiyHUX peakiliii BU3HAUYEHO 3a TAKUMHU KPUTEepiaMu: gyxe dacto (= 1/10); gacto (=1/100,
<1/10); megacro (=1/1000, <1/100); pigko (=1/10000, <1/1000); myxe pimko (<1/10000); gacToTa
HeBigoMa (4acTOTy HEMOXKI/IMBO BU3HAUUTH Ha OCHOBI iCHYIOUUX [JaHUX).

Y KOXHiil rpymi yacToTa MOGIYHUX peakI(iii IpefCcTaBieHa B MOPAAKY 3MEHIIEeHHS CEePUO3HOCTI.
YactoTa mobOiyHMX peaklliif, Mpo SKi MOBiIOMIISIOCS IIif Yac MOCTMapPKEeTUHTOBOT'0 3aCTOCYBaHHS, He
Moxe OyTH BU3Ha4YeHa, OCKiJIbKY BOHM OTPHMMaHi 3i CIOHTaHHUX MMOBigoMiieHb. OTKe, YaCTOTa IUX
HeOaxkaHUX SIBUI KBaliDiKyeThCs SIK «HEBimoMa».

3 60Ky 06MiHY peuosuUH Ma Xxap4y8aHHs: 4acCTo - LIYKPOBUH AiabeT; He4acTo - rinepriikeMis;
YaCTOTa HEBifjoMa - TiMOHATPIEMIis, aHOPEKCis.

3 60Ky Kpoei ma aiMpamuyHOi cucmeMu: 4acTOTa HEBiTOMa - JIEMKOIIeHis, HEUTPOIIEeHis,
TPOMOOIIUTOIIEeHis.

3 6oky iMyHHOI cucmemu: 9YaCcTOTa HEBioMa - ajiepriuxi peakiril (Hanpukian, aHadinakTuaHi
peaxirii, aHTiOHeBPOTUYHUY HaOPSK, HAaOPSK s131Ka, HAOPSIK 00muyusi, cBepOik a00 KPOIuB’THKA).

3 60Ky eHOOKpPUHHOI cucmemu: HeYacTo - TimepIpolakTUHEMIs, 3HUKEHHS PiBHS ITPOJIAKTUHY B



KPOBi; 4acToTa HeBigoMa - mia0eTMYHUIM KeToalua03, fiabeTuyHa rimepocMoinsgpHa KoMa.

3 60Ky ncuxiku: 4acTo - TPUBOKHICTH, 6E3COHHS, HECIIOKi; HEYACTO - JETPECis, TimepceKCyanbHIiCTh;
JacToTa HeBigoMa - 30yIKeHHs, HEPBO3HICTh, IATOJIOTiYHa IPUCTPACTh OO a3apTHUX irop,
arpecuBHICTh, cIpobu cyiuuay, cyilupanbHe MUCIIEHHS i caMOTy6CTBO, TOPYIIEHHST KOHTPOJIIO
IMITyIBCiB, TepeifaHHs, KOMIY/IbCUBHI IOKYIIKH, IOPiOMaHis.

3 60Ky Hepeosoi cucmemMu: 4acTo - eKCTpalipaMigHi OpyIIeHHS, aKaTU3isg, TPEMOD,
3alraMOpPOYEHHS, COHIIUBICTh, CelaTUBHUN edeKT, T0OJIOBHUY Oiflb; HeYacTO - TAapAUTUBHA OUCKiHE3id,
OUCTOHis, CAHAPOM HECIIOKIMHUX HiT; YaCTOTa HEBifoMa - MOPYIIeHHS MOBJIEHHS, 3JI0SIKiICHUA
Henponentuynud cuaapoM (3HC), Benukuy CyiOMHUY Halaf, CEpOTOHIHOBUY CUHAPOM.

3 60Ky opaaHis 30py: YaCTO - PO3MHUTICTh IIOJIS 30PY; HEYacTo - AUIIOMNis, poTodobis; yacToTa
HeBifloMa - OKYJIOTipHUM KPU3.

3 boky cepus: HEYaCTO - TaXiKap[is; YacTOTa HEeBiloMa - IUTYHOYKOBA apUTMisi, PaliTOBa CMEPTH,
3yNHUHKAa CepleBoi AiMbHOCTI, MipyeTHa MUIYHOUYKOBA TaXiKapAisa, OpaguKapmis.

3 60Ky cyOuH: HEYaCTO - OPTOCTAaTHYHA TIilIOTEH3is; YacTOTa HEeBiloMa - CHHKOIIe/HEITPUTOMHICTB,
rinepTeHsis, BeHO3Ha TpoMOoeM0OoJIig (BKII0Yaoun JiereHeBy eM00I1iio Ta TPOMO03 rIuO0KUX BEH).

3 boky OuxanbHOi cucmemu, opa2aHie 2py0HOI KAimKu ma cepedoCmiHHA: HEYacTO - TUKaBKa; 9aCTOTa
HEeBiloMa - POTOTJIOTKOBUI CIIa3M, JAPMHTOCIIA3M, aclipalliiiHa THeBMOHis.

3 6oxy mpasHoi cucmeMu: 9aCTO - HUCIIETICist, 6TI0BAHHS, HYIOTA, 3al0p, HagMipHe
CIIVHOBHUMIJIEHHS; YaCTOTa HEBigOMa - TaHKpeaTuT, nucdarist, muckoMdopT y minsHII IMITyHKOBO-
KHIIIKOBOT'O TPAKTY, miapes.

3 60Ky neviHKU i H#08408UBIOHUX WAAXIB: YACTOTA HEBiIOMA - MEYiHKOBA HEJOCTATHICTH,
KOBTSIHUIIS, TeIIaTHUT.

3 6oky wkipu i niOWKipHUX MKAHUH: YaCTOTA HEBiJOMa - BUCHIIAHHS, Peakilil poTouyTIUBOCTI,
aJiomelrisi, IoCUIeHe MOTOBUOINIEHHS, TIKapChKi peakiril 3 e03WHODIiTi€I0 Ta CUCTEMHUMYU CUMIITOMaMu
(DRESS).

3 60Ky ckesemHo-M’ 30801 ma cnoay4HOi MKAHUH: YaCTOTa HeBimoMa - pabmoMioni3, mianris,
PUTIOHICTE M’SI3iB.

3 60Ky HUPOK i ceuosuBiOHUX W/AXi8: YACTOTa HEBiOMa - HETPUMaHHS Cedi, 3aTpUMKa
CEYOBUINIYCKAHHS.

BazimHicmb, nicaAno010208i I nepuHamasabHi CMAaHu: 4acToTa HeBijoMa - CUHIPOM BiIMiHU
penapaTty y HOBOHapOOKeHUX.

3 60Ky cmamesux op2aHie ma MO/0YHOI 3a/103U: YaCTOTa HEBiloMa - IIpialmi3mM.

3azanvHi po3aadu: 4aCTo - BTOMa; 4aCTOTa HeBiloMa - MOPYIIeHHS TeMIIePaTypPHOL PeTryisiil
(HampuKap, rinoTepMis, rimeptepMis), 6inb y rpyasx, nepudbepuyHuil HaOpSK.

Bnaue Ha pe3yabmamu 1abopamopHux ma iHcmpymeHmaabHux 00cAi0xHceHb: 4aCcToTa HeBioMa -
3HUJKEHHS MacH TiNla, MiIBUILEHHS MacCH TifNla, MigBUIIEHHS PiBHA anaHiHaMiHoTpaHcdepasu (AJIT),
IiTBUINIEHHS PiBHA acmapTaTaMiHoTpaHcdepasu (ACT), migBuilleHHS PiBHS raMMa-
raytaminTpancdepasu (I'TT), migBuileHHS piBHS NyXKHOI hocdaTa3u; momoBxkeHHs iHTepBany QT,



nigBuIneHHs piBHSA KpeaTuHpochokinazu (KOK), mimBuiieHHs piBHSA TIIOKO3U KPOBi, KOJIMBAaHHS
PiBHS T'TIOKO3U KPOBi, MiIBUIIIEHHS PiBHS TTiIKO3UILOBAHOT0 TeMOTI00iHY.

Onuc okpeMux mo6iYHUX peakirin

[Topocai

Excmpanipamioni cumnmomu (EIIC)

ITuzoppeHrisa. ¥ 52-TukHEBOMY KOHTPOJIBOBAHOMY AOCTiAKEHH] y ALli€HTIB, sIKi OTPUMYyBal
apuIinpa3sor, yactoTa po3BuTKy EIIC, BKI04aroyy napKiHCOHI3M, aKaTU3ilo, JUCTOHIIO Ta
IuCKiHe3ito, Oyna HuXK4O0I0 (25,7 %) MOpiBHSAHO 3 NallieHTaMH, IKi 0OTpuMYyBaju ragonepunon (57,3
%). Y TpuBamomy 26-TUKHEBOMY I11a1ie00-KOHTPOILOBAHOMY AociimkeHHi yactota EIIC Oyna 19 %
71 TIaAIlEeHTIB, sKi MikyBanmucs apuminpasonoM, ta 13,1 % g mauieHTiB, fKi oTpuMyBanu mniaue6o. B
iHIIOMYy 26-THXKHEBOMY KOHTPOJIbLOBaHOMY mociimkeHHi yactota EIIC Oyna 14,8 % ns maifieHTis, ki
OTPUMYBAJIU JIIKyBaHHS apuiinpa3onoMm, i 15,1 % gig mauieHTis, K1 OTpUMYyBaJsld JIiKyBaHHSA
OJTaH3AITiHOM.

MatuiakanavHi enizodu npu b6inoasipHomMy po3aadi I muny. Y KOHTPOJILOBaHOMY 12-TUKHEBOMY
nocnigxenHi yactota EIIC cranoBuna 23,5 % [71g MalieHTiB, SKi JTiKyBaluCcs apUminpasosnom, i 53,3
% {1 MallieHTiB, AKi OTpUMYBaJIU rajonepunoi. B inmomy 12-TuXXHEBOMY AOCIIIXKEHH] 4acToTa
BuHUKHeHHS EIIC cTtanoBuna 26,6 % [ mami€eHTiB, SKi OTpUMYBaIu apuiinpa3son, i 17,6 % ans
Nali€eHTIB, SIKi OTPUMYyBasy JiTil. ¥ moBroTpuBanii 26-tuxHesiit pa3i TecTyBaHHS nnane6o-
KOHTPOJIbOBaHOI0 fociiaxkeHHsa yactota EIIC ctanoBuna 18,2 % [is namieHTiB, SKi OTpUMYyBaIu
apurinpa3sor, i 15,7 % pmnsg nanieHnTis, ki oTpuMyBanu miaieoo.

Axkamu3sis

Y nnane60-KOHTPOIbOBAHUX AOCTIIXKEHHIX YacTOTa aKaTHU3il y malieHTiB 3 6inonsIpHUM PO3/1afioM
cranoBuina 12,1 % npu nikyBaHHi apuminpa3osnoM Ta 3,2 % y rpyni nname6o. Y namieHTis, ki
CTpaxXmaloTh Ha MIM30(PeHil0, YacToTa aKaTH3ii cTaHOBUIIA 6,2 % IIPU 3aCTOCYBaHHI apuUIinpa3ony
ta 3,0 % y rpymni nnaiebo.

HucmoHis

EdexkT knacy nmikapcbkux 3aco0iB: ¥ Bpa3/NIMBUX MalliEHTIB IPOTITOM MEePIIXUX KiTbKOX OHIB JTiKyBaHHS
MOXKYTh BUHUKATH CUMIITOMU JUCTOHIil, TPUBAJIi aHOMaJlbHi CKOPOYeHHS Ipyn M s3iB. CUMITOMU
OUCTOHII BKJTIOYAIOTh Clla3M M’g3iB IHi, iHOAI MPOrpecyioyy [0 HANPyTH ropiia, yTpyAHeHe KOBTaHHS,
yTpyOHEeHe JuxaHHS Ta/a00 BUCOBYBAHHS S3MKa. X0Ya Ili CHMIITOMH MOXKYTh IIPOSIBISTUCS ITPH
HU3bKUX 003aX, BOHU BUHUKAIOTD YacTile i 3 GilbII00 BUPaXKeHiCTIo mpy Oi/IbIT BUCOKUX 03aX
AHTUIICUXOTUYHMX JIIKAaPChKMUX 3aC00iB MEePIIOro MoKoIiHHS. [TigBulleHu pU3uK BUHUKHEHHS
TOCTPO1 AUCTOHII CIIOCTePIiraeThCsA Y YOJIOBIKiB Ta MallieHTiB MOJIOAIINX BiKOBUX I'PYIL.

IIpoaakmun

Y xniniuHux BUNpoOyBaHHSX 3a 3aTBEPAKEHUMH ITOKA3aHHSIMHU Ta MPOTSATOM IiCIAPeECTPaLiitHOr0
nepiofy crocTepiranau K 30inbIIeHHS, TaK i 3HUKEHHS PiBHS MMPOJIAKTUHY B CUPOBATII KPOBi
MIOPIiBHSHO 3 MOT0 ITI0YAaTKOBUM PiBHEM.

JlabopamopHi napamempu



[TopiBHSIHHS Tab0paTOPHUX MapaMeTpiB (BKJII0YAIOYM JiMiIHUN CIEKTP) V Hali€HTiB, SKi OTpUMYyBasu
apurinpa3sor i mnane6o, He BUSBUIIO MOTEHINHHO KIiHIYHO 3HAYYLIUX BigMiHHOCTEeH. [TigBUIIeHHS
piBasg KOK (y GinpirocTi BumagkiB MuHYyIe i 6e3cuMITOMHE) criocTepiranocs y 3,5 % marieHTiB, ki
IpUMMay apuIminpasos, y rpymi mnamebo el moka3Huk ckias 2,0 %.

ITediampuyHi nauieHmu

ITuzoppeHria y nioaimkia gikom 8i0 15 pokis

Y KopoTKOTpuUBanoMy Ianebo-KOHTPOIbOBAaHOMY KJTiIHIYHOMY JOCTiKEHHi, B AKOMy Opajy y4acTb
302 migmiTku (BikoM Bif 13 go 17 pokiB) i3 mm3odpeHi€lo, yacToTa Ta TUI MOGIYHUX peakiii 6ynu
ONiOHMMU [0 TAaKUX V HOPOCIIKX, 3a BUHATKOM HACTYITHUX Peakllii, Mpo sIKi YacTile moBigoMIsiiocs
y HiAJIiTKiB, SIKi OTPHMYyBa/IX apUIIinpa3oJ, HiXK y JOPOCIHX, SKi OTPUMYBaJId apUIIinpa30 (JacrTiiie,
HiX 111a11e060):

Ilo maHuX BUNAAKIB HajeXaTh COHJIMBICTH/CelaTHBHA [id Ta eKCTpalipaMifHi po3nagu (oyxXe 4acTo),
a TaKOXK CYXiCTh y POTi, IiABUIIIEHUN alleTUT, OPTOCTaTUYHA TiNoTeH3id (4acTo).

[Tpodins 6e3meru MiKapChbKOTo 3aco0y, BU3HAUEHUH Y 26-TUXKHEBOMY BiIKPUTOMY AOCTiAkKeHHi, OyB
CX0XKUY i3 mpodineM 6e3neKy, BU3HaYEHUM Y KOPOTKOCTPOKOBOMY I11aiie00-KOHTPOJILOBAHOMY
OOCIIimXKeHHi.

[Tpodins 6e3meru, BU3HaAYEHUHN ¥ JOBTOCTPOKOBOMY IIOABIHHOMY CIIiIIOMY IIJiaie60-KOHTPOIbOBaHOMY
KJTiHIYHOMY [OCTiIXKEeHHi, TaK0XK OyB aHaJIOTiYHUM, 3a BUHSITKOM TaKuX MMOOIYHUX peakIil, SKi
3yCTpivajucs 4acTo i YacTillle CIIoCTepiraaucs y fiTe i MiAmiTKiB, MOPIBHSAHO 3 IPYIOI0, KA
ofepKyBasa mane6o: 3HUKEHHS MaCH Tila, MiBUILEHHS PiBHS iHCY/TiHY B KPOBi, apUTMis i
JIEMKOTeHis.

B 006’emHanil rpymi nignmiTkis i3 mm3odperniero y Biri 13-17 pokiB 3 TPUBAMICTIO €KCIIO3UIIi]
JIiKapChKOTo 3ac00y [0 2 POKiB YaCTOTa 3HMKEHHS PiBHSA IPOJIAKTUHY Y OiBYATOK (<3 HI/Mi) i
XJIONYMKIB (<2 Hr/mMi) ctaHoBuia 29,5 % i 48,3 % BigmoBimHO.

Y nigniTkiB i3 mm3odperiero y Bimi 13-17 pokis, gKi oTpuMyBanu Bif 5 1o 30 Mr apuminpasoiny
IIPOTATOM IEepioAy 4O 72 MiCAIiB, Y4aCcTOTa 3HUKEHHS PiBHS MPOJIaKTUHY Y OiBYATOK (<3 HI/MII) i
XJIONMYMKIB (<2 Hr / M) cTaHoBuiIa 25,6 % i 45,0 % BigmoBigHO.

Y [BOX KJTiHIYHMX AOCTiAKEHHSX 3a y4dacTi miamiTkiB (y Biri 13-17 pokiB) i3 mu3odpeHieo i
OimoNsIpHUM PO3TIafoM, SIKi OTPHMYBaIN apUIIipPa3osl, YaCTOTa 3HUKEHHS PiBHS IIPONAKTUHY Y
miBuaToK (<3 Hr/min) i xmomuukis (<2 Hr/mn) craHoBwia 37,0 % i 59,4 % BimmoBigHO.

ManiakanavHi enizodu npu b6inoasipHomy po3aadi I muny y nidaimkie gikom 8i0 13 pokis

YacToTa Ta TUN NOOIYHMX peakliil y MiAJiTKIB i3 6inmonsipHUM po3nagoM I tumy Oynu nomiOHUMU [0
TAKHX y JOPOCIIHX, 32 BUHITKOM TaKUX IMOOIYHUX Peakiliid: JyxKe 4acTo (= 1/10) - counupicThb
(23,0 %), ekctpanipaminni posnanu (18,4 %), akatusis (16,0 %) ta sToma (11,8 %); wacto (= 1/100,
<1/10) - 6inmp y BepxHill YaCTUHI XKUBOTA, MigBHUINIEHE CEPIEOUTTS, 30iIbIIIeHHS MacH Tifna,
IIiIBUIIIEHHS alleTUTYy, IOCMUKYBaHHSA M’ 43iB Ta OUCKIHE3id.

Hactynui mo6iuHi peakirii, MOXKJHBO, SIBISIOTHCS 00303aJIe2KHUMHU: eKCTpallipaMifiHi po3naau
(dacToTa PO3BUTKY IIPHU 3aCTOCYBaHHI apumninpa3ony B f03i 10 mr - 9,1 %, 30 mr - 28,8 %, nipu
3acTocyBaHHI manebo - 1,7 %); akaTusisg (4acToTa PO3BUTKY IIPU 3aCTOCYBaHHi apuminpasoiny 10 mMr
-12,1 %, 30 Mr - 20,3 %, nnarme6o - 1,7 %).



CepeniHe 3HaYEHHS 3MiHM MacCH Tifla y HiAJiTKiB 3 6inmonsapauM po3nagoMm I tuny Ha 12-my Ta 30-My
TUXKHI JTIKyBaHHS apuIlinpa3onoM ckiaso 2,4 Kr ta 5,8 Kr, a gns nnauebo - 0,2 kr ta 2,3 Kr
BiIIOBIAHO.

Y nepiaTpuuHil mOMy NIl YacTille CriocTepiraayu COHIUBICTh Ta BTOMY Y Malli€HTiB 3 GiONIsIpHUM
PO371afioM IIOPIiBHSHO 3 IMIH30(PEHIETO.

Y nepiaTpuyHux manieHTiB BikoM 10-17 pokiB mpu eKcno3utlil nikapchkoro 3aco0y no 30 TUXKHIB
YacTOTa 3HUKEHHS PiBHS IPOJIAaKTUHY Y OiBYATOK (<3 HT/MII) i XJIOMYHUKIB (<2 Hr/MI) cTaHOBHUJa 28,0
% i 53,3 % BigmoBigHO.

ITamosoziuHa cxuabHicmb 00 a3apmHux i20p ma iHWi NOPYWeHHA KOHMPO0 iMNYAbCHOI N08ediHKU

[TanienTy, sSKi NIpUMaOTh apUIINPa30Jl, MOXYTh BifuyBaTH ATOJIOTIYHY CXUJIBHICTh [0 a3apTHUX
irop, MifiBUIIEHHS CEKCyaJIbHOTO MOTATY (TimepceKCcyanbHiCTh), CXUIBHICTh 10 KOMIYJIbCUBHUX
TIOKYTIOK i KOMITyJIbCUBHOTO TIepeigaHHsl.

Tepmin npudamHocmi. 3 POKW.

YmMmoBH 30epirannsi. 30epiratv y HefOCTYIIHOMY AJIS OiTEX MicClli, B OPUTiHaNIbHIN YIIaKOBIi IpU
TeMIepaTtypi He Buie 25 °C.

YnakoBka. [To 10 ta6netok y 6mictepi. [To 1, 3 a6o 6 GricTepiB y KapTOHHIM mayiri.

Kareropis Bigmycky. 3a perenTtom.

Bupo6uuk. TOB «®apma Crapt».

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca MicIsi MpoBaIXKeHHs HOr0 Tis/IbHOCTI.

Vkpaina, 03124, m. Kuis, 6ynsBap Baumasa I'aBerna, 8.



