IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

apineHTan

(ARILENTAL)

Cknao:
ditoua pevosuHa: aripiprazole;
1 TabneTka MicTuth apuminpa3ony 10 mr a6o 15 mr;

0onomidicHi peyo8uHU: 1IeII0n03a MiKpokpucTaniyHa (tTun 101); makTo3a, MOHOTiIpaT; KpoXMalb
KyKYPYI3SHUY; TiAPOKCUIIPOMINIIEN0N03a; eoI03a MikpokpucTaniyHa (tun 102); marHiio cTeapar.

Jlikapcbka ¢popma. TabneTku.
OcHosHI (i3uko-xiMiuHI 81aCMUBOCMI:

Apinentan, Tabnetku, mo 10 mr, Ne 7 y 6icTepi, mo 1 6mictepy abo mo 4 GrmicTepu y mayili: TabneTKu
6i710T0 KOJILOPY, KAICYTONoiOHi JBOOMYKITi, 3 rpaBipyBaHHSIM «10» 3 ogHOTO 60Ky Ta «ZL» 3 iHIIOTO;

Apinenran, Tabnetku, mo 15 mr, Ne 7 y 61ictepi, mo 1 6mictepy abo o 4 6icTepu y mauii: TabmeTku
6iyoro KoIbOpy, KPYTJIi ABOOMYKJI, 3 TpaBipyBaHHAM «15» 3 omHOTO 60Ky Ta «ZL» 3 iHIIoro.

dapMakoTepaneBTHYHA I'pyna. AHTUIICUXOTUYHI 3acobu. [HI HeliponenTuku. Apumninpa3son. Ko
ATX NO5A X12.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

MexaHi3M mii.

IcHye mpunyIeHHs, 1m0 eeKTUBHICTh apHUITIPa30iTy y BUNAAKY Iu3odpeHil i 6inonsspHOro po3namy
[ Tumy omocepenKOBY€EThCS Yepe3 KoMOiHalliio 1oro akTUBHOCTI SIK YaCTKOBOTO aroHicTa [0
nodamiHoBUX pellenTopiB D2 Ta cepoToHiHOBUX penenTopiB SHT1 i aHTaroxnicra mo cepoTOHIHOBUX
penentopis SHT2. Apuninpa3oi nposBiisie BIaCTUBOCTI aHTArOHICTa y TBAapUH 3 OONaMiHEPTridHO
rilepaKTUBHICTIO Ta BIaCTUBOCTI aroHicTa y TBApUH 3 AONaMiHEPIriYHOI Ii0aKTUBHICTIO.
Apumninpa3on IpogBiIs€e BUCOKY 3B'A3yI04y abiHHICTS in vitro ana godaminosux D2 i D3 penentopis,
ceporoHiHoBux SHT1a Ta SHT2 pelienTopiB i noMipHYy COpifHEHICTh AN godaminoBux D4,
cepotoninoBux bHT2c¢ ta 5HT7, agpenepriunux anbda-1 Tta ricraminoBux H1 penenrtopis. Takox



apUIIinpa30JI MPOSBIISE MOMIPHY 3B’93yi0uy aiHHICTH A7 3BOPOTHOTO 3aXOIJIEHHS CEPOTOHIHY i
JKOOHOIL TOMITHOI aiHHOCTI 71 MyCKapUHOBUX PELEeNnTopiB. B3aeMopia 3 iHIMKUME pelenTopamy,
OKpiM modhaMiHOBUX Ta CEPOTOHIHOBUX ITiITHUIIIB, MOXKE ITOSICHUTH OesKi 3 iHIIuX KITiHiYHUX e(eKTiB
apuIIinpas3ony.

Apurtinpa3sos, KA 3aCTOCOBYBaK 300poBUM ocobaM B 103i Big 0,5 mo 30 Mr omuH pa3 Ha AeHb
IIPOTATOM 2 TUXKHIB, 3aJI€KHO Bifl 103U 3HUXKYBaB 3B A3yBaHHS 11C-paKJloan/Iny, JliraHga pernenTtopa
D2/D3, onsi BUSIBIIEHHS XBOCTATOTO Sfipa Ta JYLINIUHU 3a [OII0OMOI00 TO3UTPOHHO-eMiCiliHOI
ToMorpadii.

KniniyHa ebeKTUBHICTh Ta Oe3meka
IlTusogpeHisn

Apwumninpa3sos € eheKTUBHUM Y MiATPUMaHHI KJIIHIYHOTO MMOKpallleHH IIif Yac IPOJOBXKEHHS Teparlil y
NOPOC/IUX MALi€HTIB, IKi ITI0Ka3aJu [10YaTKOBY BifIIOBiAbL Ha JIIKyBaHHS.

36invweHHA macu mina
BcTaHOBIEHO, 1110 apHUIIiIPa30Jl He BUKIUKAE KITIHIYHO 3HAYYyLIOro 30i/bIIeHHST MacH Tifna.
IToxasHuku ainidig

Apuninpa3soi He BUKJIVKAaE KIIIHIYHO 3HAUYILIUX 3MiH B 3araJIbHOMY PiBHI BMICTY XOJIECTEPUHY,
TPUTJIiLIePUIB, TMOMPOTEIHiB BUCOKOI ITinbHOCTI (JITIBII) Ta minmonpoTeiHiB HU3bKOI MIiIbHOCTI
(JITTHIIT).

IIposrakmun

PiBHi IpoTaKTUHY OIiHIOBAJIX y BCiX BUIPOOYBaHHAX BCiX 703 apuninpa3ony (n = 28242). YacroTa
rinepnponakTuHeMil abo MigBUIEHHS PiBHS MPOaKTUHY B CUPOBATII KPOBi y MallieHTiB, AKi
orpumyBanu apumninpason (0,3 %), 6yna momiOHO 0o YacToTH y rpymi mnamne6o (0,2 %). V marrieHTis,
SKi OTPEMYBAJIM apHUIIiIpPa30J, CepefHil yac 4o MoYaTKy 3aXBOPIOBAaHHS CTAHOBUB 42 [HIi, a CepefHs
TpuUBamicTh — 34 OHi.

YacToTa rinonponakTuHeMii abo 3HUKEHHS PiBHS IPOJAKTHHY B CUPOBATII KPOBi ¥ Malli€HTiB, AKi
OTpPUMYyBaJu apuminpa3o, craHoBuia 0,4 % nopiBasAHO 3 0,02 % y mallieHTiB, AKi OTpUMYyBau
nnaine6o. Y mamieHTiB, SKi OTpUMyBau apuIIinpa3o, cepefHii yac o nodaTky ctaHoBus 30 OHIB, a
cepenHs TpuBamicTh — 194 mHi.

Enizo0du maHiakaavHo20 xapakmepy npu 6inoasapHomy po3aadi I muny

Apwurminpa3osn IpogeMOHCTPYBaB Kpallly e(eKTUBHICTh MOPIiBHSHO 3 MJalie00 y 3MeHIIeHHi
MaHiaKaJIbHUX CUMIITOMIB MOHA[ 3 THXKHI.

[TamiedT OUTSYOro BiKY

IITusoppeHia y nioaimkis

Y migniTkiB Bikom 13-17 pokiB, XBopux Ha IMIU30GPEHilo, SKi Maiu MO3UTUBHI a00 HEeraTuBHI
CHMIITOMH, 3aCTOCYBaHHS apuIinpa30y O6yo MoB’ si3aHe 3i CTaTUCTUYHO KPAIIUMU IOJINIIeHHIMU
IICUXOTUYHUX CUMIITOMIB ITOPiBHSHO 3 Ia1e6o.

Enizo0u MaHiakaabH020 xapakmepy npu 6inoaspHomy po3aadi y dimetli ma nidaimkie



Haiibinpim nomuperuMy mobivHUMY edeKTaMu, IKi 3’ IBUIKCS Iif] 9ac JIiKyBaHHS, cepeq MallieHTiB,
sKi oTpuMyBasnu Tabnetku mo 30 mr, Oynu: ekcTpamipaMigaui posnan (28,3 %), cornusicTs (27,3 %),
royioBHuY 0inb (23,2 %) Ta HymoTa (14,1 %). CepenHe 306inblneHHs Macu Tina 3a 30 THXKHIB JIIKyBaHHS
ctaHoBuio 2,9 Kr B mopiBHSHHI 3 0,98 Kr y marfieHTiB, sKi gikyBanucs miaieoo.

[Ipamisiugicmy, BUKAUKAHA AYMUYHUM P031a00M, Y nauieHmia dumsyozo 8iky (0us. po3dia «Cnocibd
3acmocysaHHA ma 003u»)

3a pe3ynbTaTaMu JOCITiIXKeHb BCTAHOBIIEHO, 10 apPUITIITPa30J1 BUSBUB CTATUCTUYHO OilbIITy
eekTUBHICTD y MOPiBHSHHI 3 maie6o.

Cydomu, sukaukaHi posaadom Typemma, v nauieHmis dumsayo20 8iky (Ous. po30ia «Cnocib

3acmocysaHHA ma 003u»)

KriniuHa 3HaYUMICTh pe3ysbTaTiB e()eKTUBHOCTI JIIKyBaHHS apUIIiIIPa30JIoM y [AiTeH i3 CHHAPOMOM
TyperTa He Gyna BCTaHOBIIEHA 3 OTJISIAY Ha MaciTabu eeKkTy JiKyBaHHS y IOPiBHSIHHI 31 3HaYHUM
edekToM mane6o Ta Ha HeSICHI e(eKTH IIOA0 IICUXO0COIiaTbHOTO (QYHKIIOHYBaHHA. HeMae
IOBIOCTPOKOBUX IaHUX IIOA0 e(peKTHUBHOCTI Ta 0€3MeKN apuIIinpa3oiy B IbOMY PO3Jafi, Xif SKOT0
KOJIUBAETHCH.

dapmakokiHemuka.

AGcopbiist

Apuminpa3son fo6pe BCMOKTYEThCS, i MiKOBa KOHIIEHTpAIlis y MJIa3Mi IPOSIBIIEThCS Yepe3 3-5 ToauH
micysa BBeOEHHS J03U. ApHUIiNpa30sl MPOXOOUTh MiHiMaTbHUM TPECUCTEMHUM MeTalb0IIi3M.
A6comoTHa 6iomoCTynHIiCTh TabeToBaHoi pOopMU IIpenapary CTaHOBHUTh 87 %. Ixa 3 BECOKIM
BMiCTOM XKUY He BIIJIUBA€ Ha (papMaKOKiHETHYHI BIaCTUBOCTI apUIIIIPa30my.

Poznmopin

Apurninpa3son MKUPOKO PO3MOAINIIETHCS Y TKaHNHAX opraHiaMy. O6’eM po3mofiny cTaHOBUTE 4,9 JI/KT,
BKa3ylOUU Ha eKCTeHCUBHUY eKCTPaBaCKyIAPHUY PO3NOoAii. IIpu TepaleBTUYHUX KOHIIEHTPALisAX
6inbie 99 % apuminpa3oiy Ta OerigpoapUIIinpa3ony 3B’ I3yI0ThCSA 3 OiTKaMU CUPOBATKH, ITePEBAXKHO
3 anmpOyMiHOM.

BioTpancdopmariris

Apuninpa3on akTUBHO MeTab01i3yeThCs MeYiHKOIO, IePII 3a BCe TPhOMa LIIsIXaMu
6ioTpaHcdopMaliii: merigporenisartii, rimpokcuntoBanHs, N-IeankinyBaHHAM. 3a

OaHUMM OOCHimXKeHb in vitro, pepmernTu CYP3A4 ta CYP2D6 BinmoBigaroTh 3a OeriiporeHisaiiiio i
TiApOKCUIIOBaHHA apuminpa3ony, a N-feasnkinyBaHHS KaTanidyeTbcsa pepmenToMm CYP3A4.
Apurminpa3son € JOMiHyI040I0 PEUYOBHHOIO JIIKapChKOT'0 IIpernaparty y BeIMKOMY KOJli KpoBooOiry. ¥
CTiiKOMY CTaHi Ierifpoapuinpasosn, akTUBHUN MeTaboIiT, CTaHOBUTH 0mu3bko 40 % Bemuuunu AUC
apuIIinpas3oiy B mia3mi.

BuBenenusa

CepenHiit mepion HamiBBUBENEHHS apUIIIPa30Jly CTAHOBUTh MPUOIHU3HO 75 TOOKH B 0Ci0 3 aKTUBHUM
MeTtabomnizmom CYP2D6 Ta mpuOnu3no 146 rogus B ocib 3i cimabkum meTtabosnizmom CYP2D6.

3aranbHUY KJTipEHC apUIIinpa30iy cTaHOBUTH 0,7 MII/XB/KT. B OCHOBHOMY apHIIipa30jl BABOOUTHCS
yepes MeYiHKYy.



[Ticns opHi€el mepopanbHOL 03U apuUMinpa301y Tpubau3Ho 27 % BUBOAUTLCA i3 ceyero Ta IpubIU3HO
60 % i3 kanoM. Memntre 1 % apuminpa3ony B He3MiHEHOMY BUTJISI[Ii BUBOOUTHLCS 3 CeUYel0, MPUBIU3HO
18 % npuitHATOL [O3U B HE3MiHEHOMY BUTJISIAI BUBOLUTHCS 3 KAJIOM.

imu

dapMaKOKiHETUYHI BJIaCTUBOCTI apUIIinpa30y Ta riApoapuIinpa3o0iy y nauieHTiB BikoM Big 10 go 17
POKiB 6yniu CX0XKi Ha Taki y [OpPOC/IMX, SIKII0 BPaXxOByBaTH Macy Tina.

IHauieHmu noxus020 8iKy

He BusiBNieHO BigMiHHOCTEN V (hapMaKOKIiHETUUHUX BIACTUBOCTSIX apUIIiIPa30iy MiX 300pPOBUMHU
nalieHTaMy [IOXUJIOTO BiKy i iTbMU, HEMa€ XKOTHOTO ITOMITHOTO BIIMBY BiKy Ha (hapMaKOKiHETUKY Y
XBOpHUX Ha MIK30(peHilo.

Cmamb

He BusiBmeHo BimMiHHOCTEH Y (papMaKOKiHETUUHUX BIIACTUBOCTSIX apUIIITPA30Jy MiXK 3[0POBUMHU
IIpeCcTaBHUKAMU KiHOYOI i Y0I0BiYOl CTaTi, HEMa€ XKOHOT'0 IIOMITHOTO BIIMBY CTaTi Ha
(hapMakKoOKiHETHKY Y XBOPUX Ha IMU30(pPEHiIO0.

KypiHHA

O1riHKa rpym IMallieHTiB He BUSBUIA XKOOHUX OOKa3iB KIIHIYHO 3HAUYYIIUX HACIIAKIB BIIUBY MasliHHI
Ha ¢apMaKOKiHETUYHi BTaCTUBOCTI apHUITiITPa30JIy.

Paca

Ouinka rpyn naui€eHTiB He BUSABUIIA XKOIHUX NOKa3iB KIIHIYHO 3HAUYYIIXUX HACIIIOKIB BIUIUBY pacu Ha
(hapMakKOKiHETUYHI BTaCTUBOCTI apUIIiIpa3ony.

Hupkosa HedocmamHicmb

dapMaKOKiHEeTHYHI XapaKTePUCTUKHY apHUIIiIpa30Jy Ta TigpoapuIinpa30iy BUSBUIUCS MORIOHUMU Y
XBOPUX 3 TOCTPOI0 XBOPOOOI0 HUPOK, MOPIiBHSIHO 3 MOJIOOUMU 3[I0POBUMU 0cOBaMHU.

ITeyiHKosa HedocmamHicmb

KriniuHe gociifxeHHs y NallieHTIB 3 PI3HUMU CTyIeHSMU LUPO3Y nedinku (kimacu A, B Ta C 3a
Knacudikauieto Yannma — [1'10) He BUSIBUIO 3HAYHOT'O BIIJIUBY ITE4YiHKOBOI HEOOCTATHOCTI Ha
(hapMakKOKiHETHKY apHUIIiIPa301y Ta TiApoapuIIinpa3o0iy, OGHaK AOCIiXKeHHS IIPOBOAUIIOCS JIUIIE Ha
3 manieHTax 3 IIUPO30M IediHKH Kiacy C, 10 HefoCTaTHLO [JJId BUCHOBKIB.

KrinigHi xapaKTepHCTHKH.
Iloka3aHnHs.
JIikyBaHHS IKM30(peHil y JOPOCIHX.

JIikyBaHHSI MaHiaKaJIbHUX €Mi30/iB CEPEIHbOTO Ta TAXKKOT0 CTYIEHS MpH GinonspHOMY po3yami
[ Tumy, a TakoX m1s Mpo(ilakKTUKX PO3BUTKY HOBUX MaHiaKaJIbHUX €Ii30[iB Y JOPOCTHUX, SIKi paHilie
IlepeHeC/IM MaHiaKaJsbHi emi300u Ta AKi BifIOBiaay Ha JIKyBaHHS apuIlinpa3oyioM.



IIpomunoka3aHnus.

[ligBulleHa YyTIUBICTL 4O apUIIINIPa30Jly Ta [0 IHIIUX KOMIIOHEHTIB IIpenapary.

B3aemodia 3 inwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

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

3 Ornsigy Ha OCHOBHMY BIIJIUB apUIIiIpa30Jly Ha LIeHTPaJIbHy HEPBOBY CUCTEMY CJIifi OTPUMYBaTUCS
00epeKHOCTI TPU IPU3HAUEHH] apUIIinpa30iy 3 iHIIKMHU JTiIKapChbKUMHK 3aco0aMH, 1[0 BIJIMBAIOTh Ha
LIHC, y 3B’93Ky 3 MOXKJIMBUMH IIepexpecHUMHU HeOaKaHUMU PeaklliiMy, TaKUMHU 5K CelaTUBHA [id.

Takox HeoOXigHO BiTMOBUTHCH Bifl BXXMBAHHS aJIKOTOJIIO ITifl Yac Teparril apuminpa3sonoM. Crif 3
00epexkKHiCTI0 3aCTOCOBYBATH apUIIiNpPa301 y IOoefHaHHI 3 iHIIXMHU JTiKapChbKUMHU 3aco0aMi, SKi
nofoBXKYyI0Th iHTEepBan QT abo MOPYIIyIOTh €IEKTPOIITHIY OanaHC.

[ToTeHIIINHUY BIJIMB iHIIUX JTiKapCHKUX 3aCc00iB Ha Hif0 apumimpasony.

[uribiTOop Cekpellil CONMTHOI KUCTIOTH, aHTaroHicT H2-rictaMiHOBUX pelienTopiB GaMOTUONH 3HUKYE
IMIBUIKICTh BCMOKTYBaHHS apHUIIilIpa30Jy, ajie el eeKT He BBaKAEThCH KITIHIYHO 3HAUYIIUM.

Apumninpa3zon MeTabomi3yeTbcs AeKinbKoMa IuisixaMu 3a y4acTio pepmenTiB CYP2D6 i CYP3A4, ane
He pepmenTiB CYP1A. TakuMm 4nHOM, KypLIM KOperyBaTy 403y He MOTPiOHO.

XimiguH Ta inmmi inridiTopu CYP2D6.

o3y apurinpa3oiy noTpiOHO 3HU3UTH IPUOIM3HO HAMIOJIOBUHY Y pasi oro oMHOYaCHOTO IIPUMoMy 3
XiHiguHOM. [HII moTyXHi iHribiTopu CYP2DG6, Taki K QpnyokceTHH i IapoKCEeTHH, iMOBIpHO, YHHSTD
aHaJIOTiYHWY BIJIUB, TOMYy 3HUKEHHS 03U B Pa3i IX 3aCTOCyBaHHS Ma€ OyTH TaKUM XKe.

Y oci6 3i 3auxKeHuM Metabonizmom CYP2D6 ogHoYacHUY NIpHiioM MOTYKHUX iHTi6iTopiB CYP3A4
MOXKe NIPUBECTHU [0 MOSABY OiNIbII BUCOKUX KOHIIEHTpAallill apuIinpasoiy B IIJla3Mi B IOPiBHAHHI 3
TaKUMH y MAI[E€HTIB 3 aKTUBHUM MeTaGosisamom CYP2D6. Y pa3i HeoOXigHOCTI 0JHOYAaCHOTO
3aCTOCYBaHHS KETOKOHA30JTy abo iHmIuX notyxuux iuribiTopis CYP3A4 3 apurminpa3onom
IIOTEHIIIMHI ITIepeBary IOBUHHI IIepeBHUIllyBaT MOXKJIUBI PU3UKY [JId MallieHTa. Y pasi
OJHOYACHOT'0 BUKOPUCTAHHS apUIIiNPa30Jly Ta KETOKOHA30/y A03y apHIinpa30y IoTpidHO
3HM3UTYU MpHUOIM3HO HaMoNOBUHY. [HII moTyxkHi iHTribiTopu CYP3A4, Taki K iTpaKOHA301 Ta
inribiTopu nmpoTteasu BIJI, TeopeTHYHO MOXKYTh MaTH TakKi X ePeKTH, OTKe MOTPiOHO
aHaJIOTiYHO 3HUXKYBATHU JO3U.

[Ticnsa npunuHeHHs npuitomy iHribiTopy CYP2D6 a6o CYP3A4 mo3y apurminpa3oiy noTpibHo
HiIBUIITUTY 0 PiBHS, 1[0 3aCTOCOBYBABCS [I0 MOYATKY CYMyTHHOTO JTiKyBaHHSI.

Mox7vBe He3HayHe MiBUIEeHH KOHLIEHTPaLliil apuIlinpa3oily y pa3i 0fHO4YaCHOT0 BUKOPHUCTaHHSA
cnabkux inribitopis CYP3A4 (HampuKiag AuiiTiazeMy 4u ecuuTanonpamy) abo CYP2D6.

Kap6ama3zemin Ta inmmi inribitopu CYP3A4.



[Tpu koMOiHOBaHOMY 3aCTOCyBaHHI KapOaMa3zeriny, noTyKHoro ingykropa CYP3A4, i mepopaibHOTO
apuUIinpa3oily malieHTaMm i3 mu3odpeHieko i mmu3oapeKTUBHUM po3nanoM reometpuydi C,,, i AUC
apurinpa3sony 0ynu Ha 68 % i 73 % HUXKYMMU IOPIBHSAHO 3 BiATIOBiZHUMY ITOKa3HUKAMHU IIPU
MOHOTeparil apumninpa3osioM B fo3i 30 mr. CepenHni reomerpuysi C,,,, i AUC gerigpoapuminpasony
Ipu KOMOiHOBaHOMY 3aCTOCYBaHHi 3 KapOaMa3emniHoM 3HUXKYyBanucs Ha 69 % i 71 % mopiBHSHO 3
BiIIOBITHMMM IMOKa3HWKaMK MOHOTEePaIlil apuIinpa3onoMm.

o3y apuminpa3oiy IoTpiOHO MOABOITH y pa3i #0oro ogHOYACHOTO IpuioMy 3 KapOaMa3zeminoM. [Hii
notyxHi ingykTopu CYP3A4 (Taki sk pudamminuy, pudabyTus, henitoin, penobapbitasn, TpuMigoH,
edaBipens, HeBipariH i 3Bipo06iil 3BUYANHUN) TEOPETHUYHO MAIOTh aHAJIOTIYHUH BILJIUB, TOMY
HeoOxifiHe BiMOBigHE MigBUINEHHS NO3U apuIinpa3omny. ITicis NpunuHeHHS TPUHOMY MOTYKHUX
inpykTopiB CYP3A4 o3y apuminpa3oiny Ciif 3HU3UTH 0 PeKOMEeH/I0BaHOi.

Baavnpoam ma aimiti.

Y pasi ogHOYaCHOI0 MPHUUOMY BalbIIpoaTy abo JIiTiio 3 apuminpa3oioM He 0yJ10 BifMiueHO KITiHIYHO
3HAUYIIMUX 3MiH KOHIIEHTPAIlil apHUIIilipa3oiy, TOMYy KOpPeKIlis fo3u He MOoTpiOHa.

CepomoHiHo8ull CUHOPOM.

Y nanieHTiB, AKi IpUuiiMany apuninpaso’, CIoCTePiraJucs BUIagKu CEPOTOHIHOBOIO

CHHOPOMY; 0COONIMBO Y pa3i OMHOYACHOTO 3aCTOCYBaHHS 3 iHIIMMU CEPOTOHIHEPTiUHUMU
IIpernapaTaMy, TaKUMHU SK CEJIEKTUBHI iHTi0iTOpK 3BOPOTHOTO 3aXOIJIEHHSI CEPOTOHIHY / CEJIEKTHBHI
iHTri6iTOpPU 3BOPOTHOTO 3aXOIJIEHHS CepPOTOHIHY/HOpagpeHainy, abo 3 mpemnapaTaMy, SKi
MiBUILYIOTh KOHI[EHTPALIII0 apUIIinpa3ony.

[ToTeHIINHUY BIJIMB apUIInpPa30dy Ha Iif0 iHIMKX TiKapChbKHUX 3aC00iB.

ManmoiMOBIpHO, 110 apPUIINPa30Jl 3TaTHUM BUKIUKATY KITiHIYHO BaXKJTHBI JTiKapChKi B3aEMOI,
onocepenkoBaHi pepmentamu CYP2DG6 (cmiBBigHOLIEHHST JeKCTpoMeTopdaH/3-MeToOKCUMOpQiH),
CYP2C9 (Bapdapun), CYP2C19 (omemnpazon) i CYP3A4 (nekcTpoMeTopdaH).

Y pa3si ogHOYaCHOT0 MIPHUKUOMY apHIIiIpa30ly 3 BajblipoaTaMHy, JIiTiEM a00 TaMOTPUAKHAHOM He 0yI10
BigMiueHO KITiHIYHO 3HAYYIIUX 3MiH KOHIIEHTPAIlil BaJIbIIPoATy, JiTi0o ab0 TaMOTPUAKUHY.

Oco06.1ueocmi 3acmocyeaHHsi.

[Ipu nikyBaHHI HelpOJIeNTUKaMU MOJINIIeHHS K/IIHIYHOTO CTaHy IallieHTa MOXe 3aiHATHU Bif
IEKITbKOX [HIB 0 AEKIIbKOX TUXKHIB. Y 1[eH IIepiof CJIif BeCTH PeTebHUN Harad[ 3a CTaHOM
Ialli€HTIB.

CXUNIBHICTD OO0 CYIIMOY: CyllUAaabHa IOBefiHKa IpMTaMaHHa IalliEHTaM 3 ICUXOTUYHUMU
3aXBOPIOBAHHSIMU ¥ aeKTUBHUMHU PO3/ajaMH i B HesIKMX BUIIaAKaX CIIOCTepiramacs HeBIOB3i micis
IIOYaTKY 3aCTOCYBAHHS HEMPOJIENITUKIB a00 Iepexoaly 3 OMHOT0 HEMPOJIeITUKA Ha iHIINUN
HEUPOJIENITUK, BKJIIOYAIOUHN JTIKyBaHHS apuIinpa3osioM. JIiKkyBaHHS HEUPOIENTUKAMU IIOBUHHO
CYIIPOBOOXKYBATHUCS PETEIbHUM HATrJISO0M 3a IMallieHTaMH, SKi HajeXaTb A0 IPYNH MiABUILIEHOT0
PU3UKY.

Cepl11eBO-CYIMHHI PO37aay: aPUITIITPa30I CJIif 3 00ePeKHICTI0O 3aCTOCOBYBATH IalliEHTaM, B aHaMHe3i1
SKUX HasIBHI CepleBO-CyOUHHI 3axBopioBaHHA (iH(dapkT Miokappa abo imemiyHa xBopoba cepiis,
ceplieBa HeIOCTATHICTL a00 MOPYIIIEHHS IIPOBITHOCTI), IepeOpPOBACKYISIPHI TOPYIIEHHS, CTAHHU, 1110



3YMOBITIOIOTh CXMIBHICTh MAIliEHTIB [0 TiMOTeH3ii (3HeBOJHEHHS, TilTOBOJIEMIs, 3aCTOCYBaHHS
AHTUTINEePTEeH3UBHUX JTiKAapPChKUX 3ac00iB) abo rimepTeH3ii, BKII0YA0YX IPOTPECY0Uy i 37I0SKiCHY
rinepreHsiio.

[Tpu nikyBaHHI HEUPOJIEITUKAMU CIIOCTEPIrancs BUMafKU BeHO3HOI TpoMboembortii (BTE).

OcCKinbKHM y MAIliEHTIB, SIKi MPUAMaIOTh HEMPOIENITUKY, YaCTO CIIOCTePiranThcs HaOyTi pakTopu
pusuky BTE, mo i mig yac nikyBaHHS apumIinpa30Ji0M MOTPiOHO BUSBUTHU BCi MOXKJIIUBI haKTOpU
pusuky BTE i BxuTH BCix mpodiTaKTUHYHUX 3aX0MiB.

[MomoBxkenHs iHTepBany QT: apuminpa3o ciig 3 00epexkHiCTI0 3aCTOCOBYBATH IallieHTaM, y
CiMeliHOMY aHaMHe3i SKUX € BUIIaAK¥ [TOO0BXKeHHd iHTepBany QT.

[1isHa gUCKiHe3id: y pa3i MOSBKM CUMIITOMIB Mi3HbOI AMCKiHE3i1 ¥ MallieHTa, 0 MPUIMa€E apuIinpasor,
CJIi[T PO3TJISTHYTH [OIINMBHICTh 3HUKEHHS 103U IIpenapaTty abo MpUIIMHEHHS TiKyBaHHS. 3a3Ha4yeHi
CHMIITOMH MOXKYTh TUMYACOBO 3aTOCTPUTHUCSA a00 HaBiTh BUHUKHYTH IIiC/IS IPUNIMHEHHS JTiKyBaHHS.

[H111i exCTpanipaMifHi CHMOTOMM: IIPY 3aCTOCYBaHHI apuIIinpa30iy y OiTel CIIOCTepiraaucs akaTusisa
1 mapKiHCOHI3M. Y pa3i nosfBY 03HaK IHIIUX eKCTpalipaMifHUX CUMIITOMIB CJIiJf PO3TJISHYTH
MOXKJIUBICTh 3HUKEHHS 003U Ta BECTU PETEJIbHUM KITIHIYHUYM MOHITOPUHT CTaHY MallieHTa.

3noskicuuit Hewponentuunu curanapoM (3HC): 3HC sBmse co0010 KOMIINIEKC CUMIITOMIB, ITOB’I3aHUM

i3 3acTOCyBaHHSAM JTiKapChKUX 3aC00iB-HENUPONIENTHKIB, SIKUI MOXKe MaTH JIeTalIbHUM HACTigOK.

Kniniuaumu npossamu 3HC € rinepmipekcisa (BKpay BUCOKa TeMIlepaTypa Tijia), M'g30Ba PUTiTHICTE,
3MiHEeHMH ICUXiYHUM CTATyC i 03HAKU pO3/1aAy BereTaTuBHOI HEPBOBOI CUCTeMU (HeCcTabimbHUM MyJIbC
abo KpOB'sTHUI THUCK, TaXiKapmis, MOCUIeHe IOTOBUIOIIEHHS i ceplieBa apuTMmist). [lomaTKOBi 03HAKHU
MOXKYTh BKJIIOYATH IiIBUILIIEHHS PiBHS KpeaTUHKiHa3u, Mioro0inypito (pabmomionis) i roctpy
HUPKOBY HEJOCTATHICTh. [IpoTe criocTepiranucs ¥ OKpeMi BUIIaAKY MiABUIIEHHS PiBHSI
KpeaTuHKiHa3u i pabpomioni3y, He noB’si3aHi 31 3HC. V pasi nosiBu y nauienta cumnromi 3HC

abo gyzKe BHCOKOI TeMIepaTypH Tina 3 He3'siCOBaHOI MPUYKHU 0e3 NOoJaTKOBUX KIiHIYHUX IIPOSIBiB
3HC npuiioM ycix HEHPONENTUYHUX TiIKapChbKUX 3aC00iB, Y TOMY YHCIIi apUIIiNpa301y, Heo0XiTHO
IPUTIUHUTH.

EninenTuyHi Hallagy: CIOCTEpPIranucs HedacTi BUMlafAKU eNiJIEeNTUYHUX HallafiB IPHU JIiKyBaHHI
apurinpa3ooM. ToMy apHITipa3o ciif 3 06epekHICTI0 3aCTOCOBYBATH MAlliEHTaM 3 eIliIeNcieio B
aHaMHe3i a00 HasgBHICTIO CTaHiB, MOB'I3aHUX 3 eMiJIeNTUYHNIMH HalamgaMu.

[laIieHTH MTHLOTO BiKY i3 IICUX030M Ha THIi IeMeHIIl.

ITidsuweHa cMepmHicmMb: TPU 3aCTOCYBaHHI apUIINIPa30Jly B NalliEHTIB IITHHOTO BiKy i3 IICUX030M
Ha TJIi XBOpoOu AnbIreiiMepa PU3MK JIETAJIbHOTO HACIIOKY HiABUINeHUN. X04ya MPUUYUHY JIeTaIbHUX
HaCigKiB Oynu pisHUMH, GiNBINICTH i3 HUX Majla CeplieBO-CyOUHHY (HalpuKIIaf, ceplieBa
HEeJIOCTaTHICTh, paliToBa CMepTh) ab0 iHPeKIiHY (HanpuKiaj, ITHEBMOHIS) IIPUPOAY.

HebaoicaHi peakuii uepebposackyaapH0o20 xapakmepy: y MallieHTiB IIOXUIOT0 BiKY i3 ICUX030M Ha TIIi
XBopoOu AnblreiiMepa crocTepiranucs HeOaxkaHi peakilii 1epeOpoBacKyISIPHOTO TUIY (HaIpUKIIaz
iHCYy/IbT, TPAH3UTOPHA illIeMidyHa aTaka), Y TOMY YHCJIi 3 JIeTaJIbHUM HaCIiAKOM.

ByB Bin3HaueHul BUpaxKeHUH 3B’A30K MiXK J03aMU IIperapary i mosBoio HebaxkaHUX peakIlii
11epe0pPOBaCKyISPHOTO TUIY B MAIiEHTIB, SAKi MpUiiMalIy apUIIinpa3orl.

Apwurminpa3on He TOKa3aHUM 7S JiKyBaHHS IICUX03Y Ha TJIi AeMEeHIIil.



linepruikeMid i MykpoBu# giabeT: rimepriikeMis, Y HeIKUX BUMafKax HaA3BUYalHO TIXKKa i
TIOB’sI3aHa 3 KeT0aluI030M abo TinepocMoIIPHOI0 KOMOIO, ¥ T. Y. 3 JIeTaJIbHUM HacyigkoM, Oyna
Bil3HA4eHa y IallieHTiB, fKi IpUMalIu aTUIOBI HEUPOJIENITUKY, Y TOMY YHUCIIi apuIminpa3oin. ®akTopu
PU3HUKY TSIXKKUX YCKIagHEHDb BKITI0YAlOTh 0XKUPIiHHS i HasIBHICTH fiabeTy B ciMeliHOMY aHaMHe3i.
BimcyTHs TOYHa IOpiBHSIbHA OI[iHKa PU3UKiB HeOakaHUX peakilili, 0B’ I3aHuX i3 rinepriikemieio, y
TallieHTiB, SIKi BUKOPHUCTOBYBAJIM apUIiIPa30Jl Ta iHIIi aTUIIOB] HelpoienTuKU. HeoOXigHO peTeIbHO
Harjag[aTé 3a CTAHOM MAllieHTiB, SIKi IPUIMaTh OyOb-9Ki HEMPOJIEITUKY, BKIII0Ual0Yy apUIIinpa3or,
dbikcyoun cUMITOMMU Tinepriikemii (Taki sSIK momigumcis, momiypis, nomidaris i cnabkicTe), a cTan
TIAIiEeHTIB i3 myKpoBuM AiabeTom abo aKTopaMu PU3UKY PO3BUTKY LIYKPOBOTO fiabeTy MOTPiOHO
PeryisipHO KOHTPOJIIOBATH LIOM0 MiABUILIEHHS PIBHS [JIIOKO3H.

[imepYyTNuWBICTh: TPY BUKOPUCTAHHI apUIINPa30Iy MOXKYTh PO3BUBATUCS PeakKIlil TrinepuyTIUBOCTI.

30inbIlIeHHs MaCH TiNla: V TalieHTiB i3 mu3odpeHicto i 6imonsapHOI0 MaHi€0 YaCcToO CIIOCTEPIraeThCs
30inbIIIEHHST MacH Tijlla BHACIIIIOK CYIYTHIX 3aXBOPIOBaHb, 3aCTOCYBAHHS HEMPOJIENTHKIB, 5Ki, TK
BilOMO, BUKJIMKAIOTh 30ibIIIEHHS MacCH Tijla, @ TaK0XK HE3[I0POBOT0 CIIOCO0Y KUTTSA — Iie SBUILE
MO2XKe MIPU3BECTH OO CEePHO3HUX YCKNIagHeHb. [IpH JiKyBaHHI apUIIinpa30I0M BUNAAKYU 30ibIIEHHS
MacH Tifa, SIK IPaBUJIO, CIIOCTEPITaNuCcs Y MallieHTiB 3i 3HaYHUMU (HaKTOpaMU PU3UKY, TAKUMHU SK
miabeT, mopyIeHHs 3 60Ky IIMTOBUAHOI 3a/103u a00 ajleHoMa rimodisza B aHaMHe3i.

Apumninpa3son He CIPUYNHIOE KITIHIYHO 3HAUUMOT0 30ibIIeHHS MacHu Tijla ¥ JOPOCIIUX.

[lucdarid: HeUpoNIenTUKHY, BKII0Yal0YX apUIIinpa30J, MOXYTh COPUYUHSITH [TOPYIIEHHSI MOTOPUKHI
CTPaBOXOAY i acrmipailito BMiCTy nutyHKa. ApUIiTpa30J1 Ta iHIli HeWpPOJIeNTUKY CIifl 3 00ePeKHiCTIO
3aCTOCOBYBATH IallieHTaM i3 MigBUIIEHUM PH3UKOM acllipalliiiHoi MHeBMOHil.

[TaTonoriyHa CXWNIBbHICTh OO a3apPTHHUX irop Ta iHII HOPYIIEHHS KOHTPOIIO iMIOYALCHOL
IOBEIiHKHU: TallieHTA MOXKYTh BifUyBaTH MifBUILIEHUU IOTAT OO a3apTHUX irop Ta HEMOXKJIUBICTh

KOHTPOJIIOBATHU e MOTAT Iif Yac IpUUOMYy apuiinpa3oiny. TakoX BifOMO IIPO IOCUIEHHS
CEKCYaJIbHOTO TIOTATY, KOMITYJIbCUBHI ITOKYTIKY, 3amoi abo mepeifaHHs Ta iHmm iMmynbcuBHi i
KOMIYJIbCUBHI crioco6u noBeninku. I1ig yac MiKyBaHHS apUIipa30yioM JTiKapsM BaXKJIUBO 3allUTaTH
nalieHTiB abo iXHiX OOTJIsgmayiB PO PO3BUTOK HOBUX ab0 MOCUIIEHHS HasBHUX IOTATIB: IOTATY [0
a3apTHUX irop, CeKCyasnbHOro NMOTATY, KOMITYJIbCHBHUX ITOKYTIOK, 3all0iB YU IepeifaHHs TOIIO.
CuMIITOMH PO37Iafly iMIIyJIbCHOTO KOHTPOJIIO MOXKYTh OyTH ITOB’sI3aHi 3 OCHOBHUM PO371afoM; OOHAK Y
IesSKUX BUNAAKax BKa3aHi IOPYIIEHHS 3HUKAJY [IpY 3MeHIIeHHi 103U a00 NpUNNHEHH] IpuitoMy
nikiB. [lopyiieHHS iMITyTbCHOTO KOHTPOJII0 MOXKYTh 3aBOATH LIKOAY NAlliEHTy Ta iHIINM, KO 1X He
po3mizHaTty. Ciif po3rIsiHyTH IUTAHHS PO 3MEHIIEeHHS q03u a00 IPUIIMHEHHS IPUIOMY JTiKiB, SKIIO
y TallieHTa BUHUKAIOTh TaKi pO3/Iafu IIifl Yac IpuiioMy apurinpa3ony (ouB. «I1o6iuHi peakirii»).

[TagiHHA: apUIIINPa30jl MOXKe CIPUYUHATHA COHJIUBICTD, IIOCTYPaIbHY TilIOTEH3i10, PyXOBY Ta
CEHCOpHY HeCTabimbHICTD, 110 MOXKe IMPU3BECTH A0 MafAiHb. Ciig 6yTu 00epeXHUMHU MIPU JTiKyBaHHi
TIAIi€HTIB i3 MiBUIIEHUM PU3UKOM (HaINlpHKaf, NallieHTiB IOXUIIOT0 BiKy ab0 ocmabneHux
NallieHTiB), IPHU3HaYal0yy MEHITy II049aTKOBY 03y (muB. «Crocib 3acToCyBaHHS Ta LO3U»).

JlakTo3a: JIikapchkuit 3aci0d ApineHTasn MiCTUTE nakTo3y. [lallieHTaM i3 pigKiCHUMU ClIafKOBUMU
MOPYIIeHHAMY, TAKUMHU SIK HETIePEHOCUMICTh rajlakTo3u, AedilluT jakTa3u ado MOpyIIeHHS
BCMOKTYBaHHS TIIOKO3U-TaTaKTO3M, HE CIIiJ MpuiiMaTH 1led niKapCchKuit 3acio.

[NanieHTH i3 cynyTHiM 3axBopioBaHHAM CIVT (cHHOpPOM medilUTy YBaru i rinepakTUBHOCTI):

He3BaxKalo4yu Ha BUCOKY YaCTOTY CYIYTHiX 3aXxBOpioBaHb OimomnspHoro po3nany tuny [ i COYT, gaHi 3
Oe3neKy OMHOYACHOTO 3aCTOCYBaHHS apUIINPa30y i CTUMYISATOPIB OyxKe 00MexkeHi, TOMy IIpu
OHOYAaCHOMY NpU3HaYeHHi ux 3acob6iB HeoOXigHa Hai3BU4aHa 00ePeXKHICTh.



3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHsA 2pyodoto.
BariTHicTb
AnekBaTHUX i 1oOpe KOHTPOJIbOBAHUX [IOCHIMIKEHDb 3 y4aCTIO BaTiTHUX XKiHOK He ITPOBOOMIIH.

[ToBimoMIIsinu PO BPOAKEHi aHOMAJlil, TPOTe MPUYUHHO-HACIIAKOBOTO 3B’SI3Ky 3 IPUUOMOM
apuIIinpa3oily BCTaHOBJIEHO He 0ys10. BimoMi maHi gocnmigkeHb Ha TBapuHax He HalOTh 3MOTH
BUKJIIOYUTH MOXKJIMBICTh HETAaTUBHOT'O BIIJIUBY Ha BHYTPIIIHbOYTPOOHUI pO3BUTOK. [TallieHTaMm g
TIOBIIOMJISITH JTiKaps PO HaCTaHHS BariTHOCTI abo HaMip 3aBariTHITH Mif Yac JiKyBaHHS
apuminpa3osioM. Y 3B’s13Ky 3 HEIOCTaTHbLOM iHdopMariieto mpo 6e3meKy 3aCTOCYBaHHS apUIiIPa30iy
y Iepiof BariTHOCTI IpenapaT MOXKHa [IpU3Ha4YaTyU TUIBKU TOML, KOJIM O4iKyBaHa KOPUCTh OJIS
BariTHOI IEPEBUIIY€E NOTEHLIIMHNY PU3UK [JI IIJI0AA.

Y HOBOHApPOAXKEHUX, MaTepi IKUX MIpUMaIl HeUPOJIeNTUKY (BKJIIOYHO 3 apUIIINIPa30JI0M) IPOTATOM
Il TpuMecTpy BariTHOCTI, MOXKIUBi HeOaxKaHi peakilii BKJIIOYHO 3 eKCTpalipaMifHUMU CUMIITOMaMU
Ta/ab0 CHHOPOMOM BigMiHU, SKi MOXKYTh OyTH Pi3HMMHU 3a TSIXKKiCTIO i TpHBamicTio. Bigomo mpo
BUIQ[IKU 30yIKEHHS, TillepTOHil, TiMOTOHil, TPDEMOPY, COHJIMBOCTI, PECIIIPaTOPHOTO AUCTPECY abo
po3napiB npu ropyBaHHi. OTKe, He0OXigHO peTeIbHO HarIsAAaTH 3a CTAHOM TaKUX HOBOHaPOOKEeHUX.

[Iepion rogyBaHH4A TPYOOI0

Apurminpa3son IpoHUKAE ¥ IpyaHe MoIoKo. HeoOXimHO IPUUHSTH pillleHHS 100 IPUIHHEHHS
rogyBaHHS I'pyAnio abo IpUNMHEHHS/YTPUMaHHS Bifl Tepallil apuminpa30JioM 3 ypaxyBaHHSAM KOPHUCTI
TPYIHOTO TOOYBaHHS [JIs OUTHHY Ta IepeBaru Tepamil ais KiHKu.

OepTUNBLHICTS.

3rigHo 3 JAaHUMM 3 [OCIIIXKEHHS PENPOAYKTUBHOI TOKCUYHOCTI apHUIIilIpa30 He BIJINBA€E Ha
(hepTUIbHICTE.

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

Apurminpa3on Mae He3HAUHUM a00 MOMipHUY BIIJIMB Ha 3[aTHICTh KEPyBaHHS aBTOTPAHCIOPTOM abo
IHIMMMU MexXaHi3MaMHU Y 3B’SI3Ky 3 IOTEHIINHUM BIIJINBOM Ha HEPBOBY CUCTEMY Ta OPTaHU 30py Ta
IPOSIBOM IMOGIYHUX peakllii, TaKuX K cefallis, COHIUBICTh, HETIPUTOMHICTh, PO3MUTICTh 30Dy,
murtornis (muB. po3min «ITo6iuHi peakirii»).

Cnoci6 3acmocyeaHHss ma do3u.
[IpenapaT 3aCTOCOBYBaTX BHYTPILIHEO.
ITuzoppeHis

PexomeHOy€eThCS IpU3HaYaTH ApisieHTan y mo4aTtkoBiii mo3i 10 abo 15 mMr 1 pa3 Ha o6y, He3aIexXHO
Big mpuitoMy ixi. [TinTpumytoda go3a cTaHOBUTH 15 MT Ha mo0y. [JoBemeHa e(peKTHBHICTD Mpemapary
y mo3ax i 10 mo 30 mr Ha mo6y. ITimBuineHHsT e(eKTUBHOCTI IpHU MMpuiioMi m060B0O1 H03H, 1110



nepeBuilye 15 Mr, mpoeMOHCTPOBAHO He Oyy10, X04a OKpEMHUM TallieHTaM MoXe OyTH
KOpPHCHa IIiiBUILEeHa 103a.

MakcuMasbHa 0o0OBa J03a He MTOBUHHA nepeBulyBatu 30 MrT.

MaHiakaavHi enizodu npu 6inoaspHomMy po3aadi I muny: peKoMeHIOBaHa MOYaTKOBA [103a IperaparTy
ApinenTan ctaHoBUTh 15 Mr. 110 o3y nputimatu 1 pa3 Ha fo0y He3aneKHO Bif IPUNOMY 1XKi K
MOHOTepaTrio abo y cKyiafii KoOMOiHOBAHOTO JTiKyBaHHS. [[71g OKpeMUX TallieHTiB Moxke OyTu
e(eKTUBHUM MiBUILIEHHS 103U. MaKcuMabHa f000Ba [03a He MOBUHHA NepeBuiyBaty 30 Mr.

ITpopinakmuka peyudusie po3suUMKyY HOBUX MAHiAKaAbHUX enizodie npu 6inosipHOMY P031a0i

I muny: gyg nonepeaKeHHs PEeLUAYBIB MaHiaKaJIbHUX €Ii30[iB y Malli€HTiB, SKi IpuiMaiu
apHIIiNpa3osl SK MOHOTepariio abo y ckinafi KoMOiHOBaHOTO TiKyBaHHS, CJIifl TPOAOBXKYBATH IPUHAOM
Ipernapary B Ti#i caMiii 703i. 3 orygay Ha KIiHIiYHUN CTaH IallieHTa MOXKJ/IMBa KOPEKIIis 1o00Boi 103H,
y TOMy 4HCIi ii 3HUKEHHS.

Oco06nuBi TPyIy NallieHTIB

ITauienmu 3 nopyweHHAM QyHKUii neviHku. ITarienTam 3i cmabkuM abo IIOMipHUM CTYIIEHEM
IeYiHKOBOI HEJOCTATHOCTI KOPEKIisl 103U He moTpibHa. [I7151 HagaHHsS peKOMeH/allil mallieHTaM i3
TSKKUM IOPYIIEHHAM (QYHKIII IeYiHKY HeIOCTaTHhO HasABHUX AaHUX. [[03y MM IalliEeHTaM CITif
nigbupaTu o0epexHo. [TarlieHTaM i3 TIXKKUM MOPYLUIeHHSIM (QYHKIII MeYiHKu MaKCUMaIbHy JOOOBY
no3y 30 Mr 3aCTOCOBYBaTH 3 00epexkHiCTIO (IUB. po3ain «DapMaKOKiHETHKA»).

IauieHmu 3 nopyweHHAM PyHKUil HUpOkK. [TalieHTaM i3 mopyiIeHHAM (QYHKII HUPOK KOPEKIis 403U
He ToTpibHa.

[auienmu aimHboe20 giky. be3neka Ta eheKTUBHICTL apUIIINpPa30iIy y JiKyBaHHI 30 peHil
a00 MaHiaKaJlbHUX €eMi30/iB Mpu GimonsgpHOMY po3nafi [ Tumy [ malfieHTiB BiKoM Bif 65
POKiB He BCTaHOBJIeHa. bepy4u 1o yBaru OifibIll BUCOKY YyTIUBICTS Ifi€l IOMYIsLii aIli€HTiB,
CJIi[l PO3TTISHYTH AOILINIbHICTh 3aCTOCYBaHHS OiNbIll HU3bKUX ITOYATKOBUX 03 IIpEMapary,
SIKILIO MO3BOJIAIOTE iHII KIiHiYHI hakTOpU (OUB. po3mdin «OcobIUBOCTI 3aCTOCYBaHHI»).

Cmams. Kopexkilist mo3u 3a/1exHO Bifl cTaTi malieHTa He mMoTpiOHa (muB. po3min «PapMaKOKiHETHKA»).

KypiHHA. 3 oTNsiMy Ha MIIgX MeTaboIi3aMy apUIlinpa3oiy, KyplsiM KOpPeKIlisl 1o3yBaHHS He MOTpidHa
(muB. po3min «B3aemogmis 3 iHIIUMYU JTiIKapCHKUMHU 3aco0aMu Ta iHIM BUIU B3aEMOIIN»).

Kopexkuis do3u y 38’43Ky 3i 83aemodisimu. Y pasi 0IHOYACHOTO BBEEHHS MOTYXKHUX iHTi0iTOPIB
CYP3A4 a6o CYP2D6 3 apuIinpa3ojoM 03y apUIIinpa30sy Cllifg 3HU3UTH. AKII0 3i cxeMu
KOMOiHOBaHOTO JTiKyBaHHS BUKITI0YaeThCs iHribiTop CYP3A4 a6o CYP2DG6, mo3y apuminpasony Cif
TigBUIIUTH (OUB. po3din «B3aeMopmis 3 iHIMUMY JTiKapChbKUMK 3ac00aM¥ Ta iHIINI BUAY B3aEMOIii»).

Y pasi ogHOoYacHOro BBeOeHHs NoTyKHUX iHAyKTOpiB CYP3A4 3 apuminpa3sosioM f03y apuIlinpasoiy
cip migBuIMTH. AKII0 3i cxeMu KOMOiHOBaHOTO JTiKyBaHHS BUKITI0YaeThCs iHOyKTOp CYP3A4, mo3y

apHIIiNpa30sly CIlif 3MEHIIUTH 00 PeKOMEHI0BaHol (OuB. po3Min «B3aemofisa 3 iHIIKMHU JTiKAPCHbKUMU
3aco0aMu Ta iHIII BUOU B3a€EMOMLIN»).

Jimu. He 3acTOCOBYBaTH OiTSIM.



Ilepedo3yeanHsi.
CumnroMu

Y mopocnux malfieHTiB ONMCAHO BUMIaIKA HaBMUCHOT0 ab0 BUIIAgKOBOI0 IOCTPOT0 ITepefo3yBaHH
apuIinpa3onoM y go3ax oo 1260 mr, 110 He Majiy JIeTaJIbHOT0 HACiAKy. [I0TeHLiiHO BaXX/IUBUMU 3
MEeOUYHOI TOYKYU 30py CUMIITOMaMH, 110 CIIocTepiranucs, 6ynu netaprisi, MigBUILEHUN apTepialbHUN
TUCK, COHJIUBICTh, TaxXikapmis, HymoTa, O/10BaHHS i miapes.

Oxkpim 116010, Oy7TM OTPUMAHI JaHi PO BUIIAKOBE ITepeno3yBaHHs BUHITKOBO apHUIIipa30soM (y mo3i
no 195 wmr) y mite#, 1o He Oy710 neTanbHUM. [I0TEHIIMHO BaXKTUBUMHU 3 MEIUYHOI TOYKU 30Dy
CHMIITOMaMH, III0 CIIoCTepiranucs, 6ynIu COHIUBICTh, KOPOTKOYACcHA BTpaTa CBifOMOCTi Ta
eKCTpalipaMifiHi CUMITOMH.

JIiKyBaHHA

[Tpu nepeno3yBaHHi N0TpiOHA MigTPUMYyI0da Tepanis, 3abe3nedyeHHs ITPOXiTHOCTI AUXaTbHUX IUISAXIB,
OKCUTEHOTepallis, IITyYHa BeHTUJIALIS JIeTeHb i KOHTPOJIb 3a cuMnToMaMu. Cyiif OpaTu Jo yBaru
MOXKJIUBICTb Mepeio3yBaHHs YMCEIbHUMHU TiKapChbKUMU 3aco0amu. Ciifg HeraliHO PO3MoYaTH
KOHTPOJIb 3@ CTAHOM CepIeBO-CYOUHHOI cucteMu 3 peectpauieto EKI ans BusBneHHs aputMiu. [Ticns
nifTBepaKeHoro abo iMOBipHOTO TTepeo3yBaHHS apUIIinpa30JioM HeoOXilHe peTe/lbHe MeUYHe
CIIOCTEPeKeHHs 1 KOHTPOJIb 3a CTAHOM ITalliEHTA 10 ¥OT0 HOpMaJi3aliil.

AkTtuBoBaHe Byrig (50 r), 110 3aCTOCOBYBaiu 4epe3 1 rogquHy micisg NpUROMY apHUIIipa3oy,
3HUKYyBaJo noka3Huk C,, apumninpa3oiny npubau3uo Ha 41 %, a nokasuuk AUC - nmpubnu3Ho Ha 51
%, 110 BKa3ye Ha MOXK/IUBY e(DeKTUBHICTbh aKTUBOBAHOTO BYTiNJIA y JTiKyBaHHI ITepego3yBaHH.

l'emomiajis

Xoy4a JOCTOBIPHUX JaHUX IIPO 3aCTOCYBaHHS reMOfiai3y IIpy epeno3yBaHHi apuminpas3osy HeMae,
CIIPUSATNUBUN e(eKT IIbOTO METOY MaJO¥MOBIPHUY, TOMY III0 apUIIIIPa30Jl He BUBOJUTHCSA HUPKAMHU
y He3MiHeHOMY BUTJISIAI i 3HAYHOIO Mipoio 3B’I3y€ThCs 3 OiIKaMu IIIa3Mu.

ITo6iuni peakuii.

Haituacrimumuy no6iyHuMY peakiiisimMu O6ynu akaTusig i Hygota. KoxeH i3 3a3HaueHUX CHMIITOMIB
BHMHUKAB OibIl HiX ¥ 3 % MaIli€HTiB, IKi MpuiiMaad apuIlinpa3osi epopasbHo.

Yci nob6iyni peakiiii mpuBeieHO 3a CUCTEMOIO KJIacCiB Ta OpraHiB Ta 4YaCTOTO0: fyxke dacTo (=1/10),
yacTo (= 1/100 - < 1/10), seyacto (= 1/1000 - < 1/100), pigko (= 1/10000 - < 1/1000), ogy=xe pigko
(< 1/10000), vacTtoTa HeBigoMa (He Moxke OyTH OIliHEHA 3a HAsSIBHUMMU JTaHUMMU).

YacToTa no0iYHUX peakilili, 3apeeCTPOBaHUX Y TOCTMapKeTHHTOBUI TTePiof] 3aCTOCyBaHHS, He MOXKe
OyTu olLliHeHa, OCKiJIbKM BOHM OTPHUMaHi 3i CHOHTAHHUX 3BiTiB, TOMy 9acTOTa LXX MOOIYHUX peakiin
KJ1acu(DiKyeThCS SIK HeBijoMa.



Knac cuctem opraHis[dacTo HedacTo [JacToTa HeBimOMa
(= 1/100 — < (= 1/1000 — < 1/100) |(ue moxke OyTH OlLliHEHa 3a
1/10) HASIBHUMU JaHUMH)

3 60Ky KpOBi Ta JTeliKomeHis,

nmiMbaTHYHOI HEUTPOIIEHis,

CHCTEMH TPOMOOIUTOIIeHis

3 60Ky iMyHHOI AnepriuHi peakil

CUCTEMU (Hampukian aHadiTakTUYHI

peaxlilii; aHTi0HeBPOTUYHUM
HaOPSIK, BKITIOYHO 3
HaOpsIKOM s31Ka; HabpsK
sI3MKa, HAOPSK 06IHYYs,
cBepbizk abo KPOIMB'THKA)

3 00Ky eHIOKPUHHOI
CUCTEMU

[inepnpoiakTUu-HeMid,
3HUKEHHS PIBHA
[IPOJIAKTHUHY Y KPOBI

[TiabeTH4YHa TiTepoCMOIIsipHa
KOMa,
miabeTHUYHUN KeToalluao3

[Topyuennst o6Miny |[LIykpoBui miabet [[imepriikemis [imoHaTpieMis,
PEYOBHH i AHOPEKCisd,
Xap4yyBaHHSI 3HMKEHHS MacH Tifa,
30iNTBIIIEHHS MacH Tina
3 00Ky IICUXiKH Be3coHHs, [lemnpecis, Crpobu cyiuumy,
HECIIOKIl, rinepCceKCyanbHICTh  [CylIMOanbHI OYMKH,
30yIKEeHHS caMory0CTBO (IUB. PO3Min
«OcobmuBOCTi
3aCTOCYBaHHS»),
[MaTOJIOTiYHA IPUCTPACTh [0
a3apTHUX irop, po3nagu
iMITyJIECHOT'O KOHTPOJIIO,
KOMITYJIbCBHE IIepeigaHHs,
OHiIOMaHis, TOpioMaHis,
ArPECHUBHICTE,
30yIKEeHHS,
HEPBO3HICTh
3 60Ky HEpPBOBOI AKaTH3id, [Ti3HS OUCKiHE3id, 3105IKiCHUM
CUCTEMU eKCTpalipaMifgHi |IUCTOHiA, CHHOIPOM  [HEUDPOJIENTUYHUU CUHADPOM
[MOPYILIEHHS, HECIOKIMHUX Hir (3HC),
TPEMOpD, BEeJIMKUM CYOOMHUM Halaf,
TOJIOBHUH Oinb, CEepPOTOHIHOBUM CUHAPOM,
CellaTUBHUU MOPYLIEHHS MOBJIEHHS
edexr,
COHJIMBICTD,
3alIaMOPOYEHHS
3 00Ky opraHiB 30py [Po3muTticTs 30py |dumomis, OKynOoTipHUM KPU3
CBiTII000513Hb
3 00Ky cepliist [Taxikapmis PamToBa CMepTh,

[ipyeTHa LITyHOYKOBa
Taxikapmis,

ronoBxeHHd iHTepBany QT,
[IIJTYHOYKOBA apUTMif,
3YIIMHKA CepIeBol

mistmpHOCTI, OpaguKapmis




3 00Ky cynouH

OpTocTaTU4Ha
CinoTeH3is

BeHo3Ha TpomboeMOo0ITis
(BKJIIOUAIOYHU JIET€HEBY
em001i10 Ta TPOMOO3
TTUOOKUX BEH),
rinepTeHsis,

CHHKOIIE

3 00Ky muXabHOI
CHUCTEMH, OPTaHiB
rPYOHOL KJTITKH Ta

['11KaBKa

AcmipailriiHa THEBMOHiS,
MapHUHTOCIIa3M,
POTOTTIOTKOBUM CIa3M

CEepenoCTiHHSA

3 60Ky TpaBHOI 3armop, [laHKpeaTur,

CHCTEMHU MUCIIeICis, mucdaris,
HyO0Ta, miapes,
rinmepcekpeis abmoMiHaNbHUN OUCKOMOOPT,
CIIMHHU, mCKOMGOPT y LITYHKY
OII0BAHHS

3 00Ky IeYiHKH i [leyiHKOBa HEMOCTATHICTD,

PKOBYOBUBITHUAX TeIIaTHT,

MIISIXiB CKOBTSTHHIIS,

MiIBUIIEHHS PiBHSI
anaHiHaMiHOTpaHChepa3u
(AJIT), migBUIleHHS PiBHSA
acrnapraTaMiHoTpaHchepasu

(ACT),

MiABUIIEHHS PiBHS raMMa-
riayTamintpascdepasu (I'TT),
MiABUIIEHHS PiBHS JIy2KHOI
bocdaTazu

3 0OKy LIKipH i
[MiIIKIPHUX TKAaHUH

Bucwur,

peaxtii GoToUyTINBOCTI,
QJIOIIeIlis,

[MOCHUJIeHe IIOTOBUOIJIEHHS,
MeIUKaMeHTO3Ha peakllis 3
e03nHOQITTiEI0 Ta
CUCTEeMHUMU CUMIITOMaMH
(DRESS-cunmpom)

3 60Ky CKeJleTHO-
M’130BO1 Ta
CIIOJTy4YHOl TKaHUH

Pabnomiori3

MiaJris,
PUTIOHICTE M’ SI3iB

3 60Ky HUPOK i

HeTprumaHHS cedi,

CEe4YOBUBIOHUX 3aTPUMKa CEUYOBUITYCKaHHS
[IJIXiB
BariTHiCTb, CHHOPOM BiIMiHU IIpemnapaTry

IiCJISITIONOT OB i
[eprHaTalibHi CTaHU

V HOBOHAPOMAXKEHUX (OUB.
PO30iNT «3aCTOCYBaHHSA Y
mepion BariTHOCTI abo
rONyBaHHS I'PYOOI0»)

3 00Ky CTaTeBUX
OpraHiB Ta MOJIOYHOI
3271031

[Ipiamiam

VckilagHeHHS
3arajibHOTO
XapakTepy i peakiiil
y MicC1li BBeJeHHSA

BToma

[TopyIleHHST TeEMIIEPATyPHO1
perynsaiil (Halpukiian
rimoTepMis, mipekcis),
6is1b y TPYOHIN KITiTII,

mepudepuyHnil HabpSIK




JTabopaTopHi [TinBUIllEeHHS PiBHSA T'TIOKO3U
TIOCIIIMXXeHHS KPOBI,

[MiIBUIIEHHS PiBHSA
TJIIKO3WJIBOBAHOTO
reMorno6iHy, KoJuBaHHS
PIBHS TIIOKO3U KPOBI,
MMiIBUIIEHHS PiBHSA
KpeaTuH(oCchOoKiHa3U

Omnuc oKpeMux MobiYHNX peakilin
Excrpanipamigni cumnromu (EIIC)

[MMusodpeHida. ¥ 52-TukHEeBOMY KOHTPOJIbOBAHOMY [OCIIi[I>KEHHI y MAI[i€HTIB, IKi OTPUMYBajIu
apumninpa3soJ, 4acTtoTa po3BuTKy EIIC, BKo4Yaouu NapKiHCOHI3M, akaTU3il0, JUCTOHIIO Ta
mucKiHesito, O6yma Huxk40I0 (25,7 %) MOpPiBHSAHO 3 MalliEeHTaMH, SKi OTPUMYBAJIU TaIOIePUoN

(57,3 %). V TpuBanoMy 26-TuKHEBOMY I11alle00KOHTPOIbOBAHOMY HociimkeHHi yacTota EIIC Oyna
19 % cepep nari€eHTiB, SAKi JiKyBanucs apumninpa3onoMm, Ta 13,1 % cepep nmami€HTiB, SKi OTPUMYyBalIl
nnane6o. B iHmmoMy 26-TuKHEBOMY KOHTPOJIbOBAHOMY fociifxeHHi yacTota EIIC Oyna 14,8 %y
MAI€HTIB, SKi OTPUMYBaJIM JIIKyBaHHS apuminpa3onioM, i 15,1 % y nauieHTis, gKi oTpuMyBaiu
JIIKYBaHHS OJIaH3alliHOM.

MasniakanbHi enizonu npu OinongpHoMy po3napi I tuny. ¥ KoHTponboBaHOMY 12-TUXKHEBOMY
nocnigxenHi yactota EIIC cranoBuna 23,5 % y malfi€eHTiB, SKi JIiKyBanucs apuminpasomnoMm, i 53,3 %

y HaLi€eHTiB, 9Ki OTPUMYBaJIU rajaonepuno. B inmomMy 12-TuxkHeBOMY OOCIIXKEHH] YacToTa
BuHUKHeHHS EIIC cTtaHoBUna 26,6 % y mali€HTiB, AKi OTpHMYyBalu apuminpason, i 17,6 %y
NalieHTiB, SKi OTPUMYyBaIH JIiTid. Y HOBroTpUBaiiil 26-THKHEBiN da3i TeCTyBaHHI
1171a11e60KOHTPOJILOBAHOI0 JociigkeHHs YacTtota EIIC ctanosuna 18,2 % y marieHTis, sKi
OTpUMYBaJM apuninpason, i 15,7 % y nallieHTiB, SKi oTpuMyBasu Iainebo.

AkaTtusis

Y n1are60KOHTPOILOBAHUX JOCTIIXKEHHSIX YaCTOTa aKaT3il y HallieHTiB 3 GinoIsIpHUM PO3JIafioM
cranoBuina 12,1 % npu nikyBaHHi apuminpa3osnoM Ta 3,2 % y rpyni nnaie6o. Y namieHTis, ki
CTpaxXmaloTh Ha MIM30(PeHil0, YacToTa akaTH3ii cTaHOBUIIA 6,2 % IIPU 3aCTOCYBaHHI apUIinpa3ony
ta 3,0 % y rpymni nnamebo.

[TuCTOHIS

EdexkT knacy nmikapcbkux 3aco0iB: Y Bpa3/NIMBUX NalliEHTIB IPOTITOM MEePIIXUX KiTbKOX OHIB JTiKyBaHHS
MOXKYTh BUHUKATH CUMIITOMU JUCTOHIil, TPUBAJIi aHOMaJlbHi CKOPOYeHHS Ipyn M s3iB. CUMITOMU
[OUCTOHII BKJTIOYalOTh Clla3M M’'g3iB IHi, 110 iHOAI MPOTrPecyioTh J0 HAIPYTH ropiia, YTPyOHEHe
KOBTAHHS, YTPyIHEHE OUXaHHS Ta/a00 BUCOBYBAHHS sI3MKa. X04a Ii CHMITOMH MOXYTb ITPOSBIISITUCS
IIPY HU3bKUX 103aX, BOHU BUHUKAIOTh YacCTillle i 3 GiyIbIN0I0 BUPaXKeHiCTI0 TPy Oi/bIl BUCOKUX 03aX
AHTUIICUXOTUYHMX JIIKAaPChKMUX 3aC00iB MEPIIOro MOKOIiHHS. [TigBuIllleHul pU3NK BUHUKHEHHS
TOCTPO1 AUCTOHII CIIOCTePiraeThCs ¥ YOJIOBIKIB Ta MallieHTiB MOJIOAIINX BiKOBUX I'PYIL.

IIponakTyH

V kniHiYHUX BUIPOOYBaHHSX 3@ 3aTBEPIKEHUMH MTOKA3aHHSIMHY Ta IIPOTSATOM IiCIIpeECTPALiifHOT 0
nepiofy crocTepiranau K 30inblIeHHS, TaK i 3HUKEHHS PiBHS MTPOJIaKTUHY B CUPOBATII KPOBi
MIOPIiBHSHO 3 MOT0 ITI0YAaTKOBUM PiBHEM.



JlabopaTopHi mapamMeTpu

[TopiBHSIHHS Tab0paTOPHUX TapaMeTpiB (BKIII0YAlO4y MiMiHUN CIIEKTP) V Malli€HTiB, SKi OTpHMYyBau
apuminpa3sor i mnaiebo, He BUSBUIIO IOTEHIINHO KITIHIYHO 3HAYYIIUX BimMiHHOCTEeH. [TinBuUIleHHS
piBHs kpeatuHpochokinazu (KOK), y 6inbirocTi Bunaakis Munyle i 6e3CHMITOMHE, CIIOCTEPIraaocs
y 3,5 % mallieHTiB, IKi mpuiMay apuIninpaso, y rpymi mianeoo 1ei mokasHuk cknas 2,0 %.

[ToBimomIeHHs PO Migo3poBaHi Mo6iYHI peakirii

BaxnuBo mOBiIOMIATH PO Migo3poBaHi n00iYHi peakllii y nepiog moCTMapKEeTUHTOBOTO
crioctepexeHHs. Lle mae MOXKIIUBICTh 3[0IMCHIOBATY KOHTPOJIb 3@ CIiBBIOHOIIEHHSIM KOPUCTh/PU3UK
IUIsT JTiKapchbKuX 3aco0iB. ITpaniBHUKY chepr OXOPOHU 3MOPOB’SI MOBHHHI IOBITOMIISTH IIPO
migo3proBaHi mobiyHi peakxirii.

Tepmin npudamHocmi. 3 POKW.

YMmoBH 30epirannsi.

30epiraTtu B OpuTiHaNbHIY yIAaKOBIi IpU TeMIepaTypi He Buille 25 °C. 30epiratu B HELOCTYITHOMY
IS miTed Mmicti.

YnakoBka. [1o 7 TabneTok y 6micTepi, o 1 6mictepy abo 1o 4 6iicTepu y naylii.

Kareropis Bignmycky. 3a pelienToM.

BupoOHUK.

Akrtasic JItg./Actavis Ltd.

Micue3HaxomKeHHs1 BAPOOHHKA Ta ajJpeca Miclisi MPOBaIXKeHHS MOro Tis/IbHOCTI.
BLBO015, BLB016, Byne6en Iagactpian Ecteitt, M. 3etityH, ZTN3000, MamnbTa/

BLBO015, BLB0O16, Bulebel Industrial Estate, Zejtun, ZTN3000, Malta.

3asiBHHUK.

3AT «®apmmira» / UAB “Farmlyga”.



Micne3HaxomXKeHHS 3asiBHHKA.

BYyJ. AHTaKanbHbO, Oyn. 48A-304, BinwvHioc, JIuToBCchka Pecnybiika / Antakalnio g. 48A-304, Vilnius,
Republic of Lithuania.

[HaTa oCTaHHBOI' O neperiadany.



