IHCTPYKIIA

IJIsI METHYIHOT 0 3aCTOCYBAaHHSA JTIKapChKOro 3aco0y

JITHE®OP

(LINEFOR)

Cxknanm:

miloya pedyoBHHA: mperabdartiH;

1 karcymna mictuth nperabaniny 75 mr abo 150 mr, a6o 300 mr;

IOIIOMIKHI PEeYOBUHU: JITaKT03a, MOHOTIIpAT; KpOXMaJlb KYKYPYLA3sIHUY; TAJIbK;

000JI0HKa [Jis Karncyn o 75 Mr ta 300 Mr: xenaTuH, Tutany giokcup (E 171), 3amiza okcun
xkoBTuH (E 172), 3amiza okcupn yepBouui (E 172);

0000HKa [y Kancyn mo 150 mr: xxenaTtul, TuTany miokcun (E 171);

YOpHUIIA: LIefak, 3aji3a okcup YopHuu (E 172), nponineHriikosb, aMOHII0 TiAPOKCUL,.

Jlikapcbka ¢popma. Kamncynu TBepzi.
OcHOBHi (hi3MKO0-XiMi4Hi BIaCTHBOCTI:

Karcynu 75 Mr - TBeP[i XKeJTaTHHOBI KaICyJix 3 KOPITycoM 6i/T0oro KOIbOpy i KpUIIeYKO0
YepPBOHO-KOPUYHEBOTI'0 KOJILOPY 3 HAAIIUCOM «75» Ha KOpIyci, po3mip Kancyin - Ne 3;

karncynu 150 MT - TBEP/i JKeJTaTUHOBI Karcynu 6isoro Konbopy 3 HapnucoM «150» Ha Kopyci,
po3Mip kamncyn - Ne 1;

karcyau 300 Mr - TBEPHi KeJTaTUHOBI KalCyNy 3 KOpIycoM 0inoro Konbopy i KpUIIeuyKoro
YepPBOHO-KOPUYHEBOT'0 KONIbOPY 3 HagnucoM «300» Ha Kopiyci, po3Mip Kancyi - Ne 0.

dapMakoTepalneBTHYHA Ipyma. AHATbTeTUKY. [HIIi aHATbreTUKY Ta aHTUIIPETHKH.
l'ab6anenTuroigu. [Tperabartiy.

Kopg ATX NO2B F02.

dPapmakon02iuHi e racmusocmi



dapmakoguHaMiKa

[itoda peyoBuHa nperabanin, 1o sBse co60I0 aHalIor TaMMa-aMiHOMacsiHol Kucnotu [(S)-3-
(aMiHOMETHUIIPOIIECHT)-5-MEeTUATEKCAaHOBa KUCIOTa].

Mexani3M mil

I[IperaGamiH 3B’sI3y€ThCS 3 MOMOMIKHOIO CyOomuuuIero (a2-d-0i710K) MoTeHITian3alexXHuX
KaJbllieBUX KaHaJliB Y LieHTpasbHii HepBoBii cucteMi (LIHC).

Krniniuna ebeKTUBHICTS i 6e3meka

- HetliponamuyHutl 6i1b

[Tig wac mocmimkeHb 6yJI0 IPOAEMOHCTPOBaHO eheKTUBHICTE Iperabaiiny OJIs JIIKyBaHHSA
niabeTU4HOI HEMPOIATil, IOCTTePIIETUYHOI HEBPaITil Ta ypaXKeHHS CIIMHHOTO MO3KY.
EdekTuBHICTD IIpenapaTty IpH iHIIKX BUaX HEUPOIATUUHOT0 00JII0 He BUBYAJIH.

[Tpera6anin BuB4Yanu y Xoai 10 KOHTPOIbOBAHUX KIIIHIYHUX OOCITiAKEHb TPUBAJIICTIO IO

13 TUXKHIB 3 peKMMOM [103yBaHHS IIpenapaTy 2 pa3u Ha [o0y Ta y Mpolieci OCTigkKeHb
TPUBAJIICTIO 0O 8 THUXKHIB 3 peKUMOM [03yBaHHA 3 pa3u Ha fo0y. 3aranoM mpodini be3nexu
Ta e(eKTUBHOCTI AJIST PeXKUMIB I03yBaHHA 2 i 3 pa3u Ha fo0y Oyiu nogiOHUMHU.

Y mporieci KiHiYHUX OOCHIIXKeHb TPHUBAICTIO 10 12 TUXKHIB, y IKUX TiKAPCbKUM 3acib 3aCTOCOBYBaIH
IJIS TiKyBaHHST HEHPOMATUYHOT0 00JII0, 3MeHIIeHHS 00110 TepudepruyHOro Ta HeHTPaTbHOTO
TIOXOIKEeHHS CIIOCTEePIranocs Mmicys MepIIoro THKHS Ta 30epiranocs MpoTIroM ychoro mnepiogy
JIIKyBaHHS.

Y nporieci KOHTPOIbOBAHUX KTIHIYHUX AOCTIIXKEHb 3 BUBUEHHS NTepu()epuyHOro HEUPOIIAaTUYHOTO
6omio y 35 % mallieHTiB, sSKi 3aCcTOCOBYBaju mperabatiH, Ta y 18 % mallieHTis, gKi oTpuMyBaIu
nnaiebo, crocTepiranocs mokpainanHsg Ha 50 % 3a mKasoio ouinky 60mi0. Cepeq NallieHTiB, V AKUX
He BUHUKaJa COHJIUBICTh, TaKe MOKpalllaHH4 criocTepiranocs y 33 % MallieHTiB, SKi 3aCTOCOBYBaIN
nperabariH, Ta y 18 % matlieHTiB i3 rpynu nnane6o. Cepeq MalliEHTiB, Y SKUX BUHUKalla COHJIABICTS,
YyacTKa MallieHTiB, SKi BiAMOBiNM Ha Tepamito, craHoBumna 48 % y rpymni nperabaniny ta 16 % y rpymi
mianeoo.

Y nporeci KOHTPOIBOBAHOTO KJTIHIYHOT'O AOCTIIKEHHS 3 BUBUYEHHS HEUPOIaTUYHOTO 0OJTI0
IIEHTPAIbHOT0 TTOXOMXKEeHHS Y 22 % TMallieHTiB, SKi 3acTocoByBanu nperabanin, Tay 7 % mallieHTiB,
SIKi oTpuMyBaJju maiebo, croctepiranocs mokpainanHsg Ha 50 % 3a mMKasoo oLiHKu 60IIi0.

- Eninencis

[lomatkoBe nmikyBaHHs. [Iperabanid BuUBYanu y Ipoleci TphbOX KOHTPOIbOBAaHUX KITIHIUHUX
IOCIiIXXKeHb TPUBAJIICTIO 12 THUXKHIB 3 peXKMMOM 003yBaHHS 2 abo 3 pa3u Ha fo0y. 3araaom
npodini 6e3meku Ta eeKTUBHOCTI OIS PEXKUMIB M03yBaHHS 2 i 3 pa3u Ha moby Oynu
IIONiOHUMHU.

3MeHIIeHH YaCTOTY CYAOMHUX HallafiB CIIOCTEPIrajocs BXe Ha IepIIoMY THUXHI.

Hitu. EQekTuBHICTL Ta Oe3MeKa 3aCTOCyBaHHS IperabaiHy K OOMOMiKHOI0 3aco0y mpu



eminerncii gns giTe# BikoM 1o 12 pokiB Ta Ayis mimgmiTKiB He BCTaHOBIEHI. [100iuHi peakirii, 110
CIIOCTepiranaucs B JOCHIAKEHH] 3 BUBYEHHS (papMaKOKiHETUKH Ta II€PEHOCUMOCTI, 0 IKOTO
Oynu BKIIIOYEHi mallieHTH BiKoM Bif 3 Mics1iB mo 16 pokiB (n=65) 3 nmapiiarbHUMU
CyIOMHUMU HanafgaMu, O0ynu nomibHi mo mobiyHuX peakiiii y mopocnux. Pesynbratu 12-
THUKHEBOTO I171a11e00-KOHTPOIOBAHOI0 JOCiMKeHHS 3 y4yacTio 295 miTed BikoMm Bifm 4 mo 16
POKiB, a TakOXK 14-0eHHOTr0 OOCTiAXKeHHA 3 y4acTio 175 miTeu BikoM Bif 1 Micssg mo 4 pokis,
MeTOI0 SKKX OyJa olliHKa e(eKTUBHOCTI Ta Oe3mneku mnperabaiHy SK AOOaTKOBOI Teparrii
napiiajJbHUX CYJOMHUX HalafdiB, Ta 2 BIIKPUTHUX OOCIIIXKEHHS 3 BUBUEHHS 0e3MeKu
TpuBaJicTio 1 pik 3 y4acTtio 54 Ta 431 pmiTeii BikoM Bifg 3 MicaliB 10 16 POKIB 3 eminenciero
BKa3yIOTh Ha Te, 1110 TakKi MoOiyHi peakilil K MmipeKcisd Ta iHQeKIIii BepXHiX AUXabHUX IIISIXiB
y OiTel CIIOCTePiramThCs YacTillle, HiXK Y AOPOCIUX MAlli€HTIB 3 eMiJIeNCiel0 (QUB. PO3AiIH
«®apMakokineTuka, «Crocib 3acTocyBaHHS Ta g03u» i «I100iuHi peakirii»).

YV 12-TuxHeBOMYy I1ale00-KOHTPOJILOBAHOMY HOCIIIXKEeHHI IiTSIM Mpu3Havanu nperabaiin mo

2,5 Mr/kr/mo6y (Makcumym 150 mr/mo0y), nperabamnid o 10 mr/kr/moby (Makcumym 600 mr/moby) abo
nnane6o. [TpuHaiMHi 3MeHIIeHHs Ha 50 % mapiiiaJbHUX CYIOMHUX HalafiB, MOPIBHSIHO 3
ITOYaTKOBUM PiBHEM, criocTepiranocs y 40,6 % mallieHTiB, SKi oTpuMyBau mperabariH y gosi

10 mr/kr Ha moby (p=0,0068 nopiBHsHO 3 mnalebo), y 29,1 % marmieHTis, sKi oTpuMyBanu mperadain
y mo3i 2,5 mr/kr/mo6y (p=0,2600 mopiBHSHO 3 mianebo), Ta 'y 22,6 % TUX, XTO OTPUMYBaB Iaie6o.

YV 14-gmenHoMy maie60-KOHTPOILOBAHOMY HOCITiMXKeHHi miTsaM (BikoM Bim 1 micsis mo 4 poKiB)
npu3Haydanyu nperabain mo 7 Mr/kr/mo0y, mperabanin mo 14 mr/kr/moby abo nnaie6o. MeniaHHa
YacToTa CyOOMHUX HallafiB Miff yac CTapTy Ta IIif 4ac 3aBeplleHHs OOCIiAXeHHsd cTaHoBuIa 4,7 1 3,8
BigmoBigHO [ya nmperabariny mo 7 Mr/kr/mo0y, 5,4 Ta 1,4 BipmoBigHO s nperabainy mo

14 mr/kr/mo6y i 2,9 Ta 2,3 ons nnauebo. [Tperabarnid npu npu3HaveHHi 1Mo 14 Mr/kr/no0y 3HAYHO
3MEHIIUB JIoTapuPMiuyHO TpaHCHOPMOBAHY YaCTOTy BUHUKHEHHS MaplialbHUAX CYOOMHUX

HamapiB nopiBHAHO 3 mianebo (p=0,0223); HaToMicTh nperabain mo 7 Mr/kr/no0y He BUKa3aB
IOKPAIIEeHHS TOPiBHSIHO 3 T1aneto.

YV 12-TuxHEeBOMY I1ale00-KOHTPOILOBAHOMY HOCITiIXKEeHH] IalieHTiB i3 MePBUHHUMHU
reHepasnizoBaHuMu TOHiIKO-KNoHiuHUMY ([IT'TK) Hamagamu 219 narmieHTam BikoM Bifm 5 o 65 pokKiB (3
HUX 66 0cib BikoM Big 5 mo 16 pokiB) O6yno mpu3HadeHo nperadarid y 7o3i 5 Mr/kr/moby (MakCcuMyM
300 Mr/mo0y) abo 10 mr/kr/go0y (MakcumyM 600 Mr/go0y) uu nnaiebo SK AOMOMIXKHY Teparliio.
[Tpunanmii 50 % 3menmmeHnHsa yactotu [1I'TK HamagiB croctepiranoca y 41,3 %, 38,9 % ta 41,7 %
nalieHTiB, SKi oTpuMyBanu mperabanin y 1o3i 5 mr/kr/moby, nperabain y mo3i 10 mr/kr/moby Ta
m1aebo BiAmoBigHO.

MomnoTepanis (y MaIlieHTiB 3 yIepiie NiarHOCTOBAHMM 3axBopioBanHsaM). [IperabasiH BUBYaIu y
npoteci 1 KOHTPOIbOBAHOT'0 KITiHIYHOTO JOCIIIXKEHHS TPUBAJIiCTIO 56 TUXKHIB 3 PEXKNMOM
mo3yBaHHA 2 pa3u Ha noOy. [Ipu 3acTocyBaHHi Iperabariny 6ya0 JOCATHYTO He MEHIIOl
e(eKTHBHOCTI IOPIBHAHO i3 3aCTOCYBaHHAM JIaMOTPUAXKKHY, 3TiIHO 3 OL[IHKOI0 Yepe3

6 MicAIIiB KiHI[eBOl TOYKH - BiICYyTHOCTi CylOMHUX HamafiB. [Iperabarid i 1TaMOTPUAKKH
Oynu OHAKOBO 0e3MeYHUMH Ta No0pe MepeHOCUICs.

- 'eHepanizosaHuli mpugoxcHUU pPo31a0

[TperabariiH BUBYaJM Yy Mpolieci 6 KOHTPOIbOBAHUX [OCTiI2KEeHb TPUBAICTIO 4-6 TUXKHIB, OODHOTO
OOCIIIXKeHHSI TPUBAIICTIO 8 TUXKHIB 3 y4aCTIO MALlieHTiB JIITHHOTO BiKy Ta OOQHOI'O TPUBAJIOTO
OOCTiAKEeHHS 3 BUBYEHHS IIPO(ITaKTUKY PELUANBY 3 MOABIMHOIO CIIiNoI0 Pa30i0 NpodinakTUKu
peLyauBy TPUBAJIICTIO 6 MiCSLIiB.



3MeHIIIeHHS CUMIITOMIB reHepali30BaHOr0 TPHBOKHOTO PO3JIaAy BiAMOBIAHO A0 MIKanu ['aMinbTOHa
a5 omiHKY TpuBOoXKHOCTI (HAM-A) ciocTepiranocs Bxke Ha TUXKHI 1.

Y mpotueci KOHTPOIbOBAHUX KITIHIYHUX JOCTIAXKeHb (TpuBamicTio 4-8 TUXKHIB) y 52 % Malli€eHTiB, AKi
3aCTOCOBYyBaIH peradarnid, Ta y 38 % mamieHTiB i3 rpynu miaiebo crocTepiranocs moKpamaHHs He
MeHIe Hix Ha 50 % 3a 3araabHOI0 KiIbKicTio 0asiB 3a mkamoo HAM-A Big I0oYaTKOBOTO PiBHS [0
KiHIIeBOI TOUKH.

[lig 4ac KOHTPOJIbOBAHUX [OCIIiAXKEHb HEUITKICTh 30PY YaCTillle CIIOCTepirajacs y Nali€eHTiB, IKi
3aCTOCOBYBaJIM IIperabariiH, HiXK y allieHTiB, sSKi oTpuMyBanu mniare6o. Y 6inbiIocTi BUnaaKis 1e
SIBUIIE 3HMKAJIO IIPYU IIPONOBXKEeHH] Teparii. OpTanbMonoriyde o6cTekeHHs (BKITI0Ya0un IePEBipKy
TOCTPOTH 30Dy, GopMaibHY IIePeBipKy IOJIS 30py Ta OOCIigKEeHHS 0YHOTO AHA IIPY PO3IIKPEeHil
3iHUI) y paMKaX KOHTPOJIbOBaHUX KJTIHIYHUX JOCIiAXKeHb BUKOHYBaocs y noHan 3600 narieHTis.
Cepeq 1IuX MaIli€HTiB TOCTPOTA 30PY moripinunacs y 6,5 % maifieHTiB y rpymi nperabaniny ta y 4,8 %
nalieHTiB y rpymi mnane6o. 3MiHu 1Moss 30py BusiBiieHo y 12,4 % mallieHTiB, SKi 3aCTOCOBYBaIu
nperabarnid, Tay 11,7 % nauienTiB 3 rpynu nnaie6o. 3MiHA 0YHOTO [iHa BUSBJeHi y 1,7 % mallieHTiB,
SKi oTpuMyBasu mperabaris, Ta y 2,1 % maiiedTiB rpynu mnaue6o.

- @ibpomianis

EdexTuBHicTh nperabainy Oysa BCTaHOBIEHA B OGHOMY 14-THKHEBOMY ITO[IBIHHOMY CIIiIIOMY
n1a1e60-KOHTPOJIbOBAHOMY MYJIbTUIIEHTPOBOMY HociimKeHHi (F1) Ta B ogHOMY 6-TUKHEBOMY
paHAOMi30BaHOMY HociigKeHHi BinMinu (F2). V i gocaigKeHHs 3a1ydanucs MalieHTH 3 AiaTHO30M
«(ibpomianris» Ha 0OCHOBI KpUTEPiiB AMEPHKaHCHKOT'0 KOJIEIKY PEBMATOJIOr] (mommpesu 6inb
IPOTATOM 3 MicCAIIiB B aHaMHe3i Ta 0inib, HasiBHUY B 11 yu Ginbiue 3 18 cnenudiuaux 6010BUX
TO4YOK). [loCTTimKeHHs IPOAEeMOHCTPYBaIN 3HUKEeHHS 60J110 3a Bi3yallbHOI0 aHAIOT0BOIO IITKAJIOI0.
[TokpallleHHsT JOaTKOBO OYJI0 IIPOOEMOHCTPOBAHO 3a 3arajbHOI0 OI[IHKOIO TallieHTa Ta 3a
OTIUTYBaHHAM IIOM0 BIIUBY (pibpomianrii.

Oitu. Byno npoBeneHe miaie00-KOHTPOIbOBAHE NOCITiIXKEHHS TPUBATICTIO 15 TUXKHIB 3
yuacTio 107 miteit Bikom 12-17 pokiB 3 ¢ibpomianriero, SKi 3aCTOCOBYBau nperadaril y go3i
75-450 Mr Ha no0y. 3a pe3ynbTaTaMH OI[iIHKY ITEPBUHHOI KiHIIeBOI TOUYKH €()eKTUBHOCTI
(3miHa 3aranbHOI iIHTEeHCUBHOCTI 60110 Bifl 6230BOT0 PiBHS 40 THUXKHS 15; po3paxoBaHO 3a
momomoroo 11-6ambHOI KAy OLiHIOBaHHS) 0YJI0 MTPOIEMOHCTPOBAHO YKUCEIbHO Oinbliile
IIOKPAIIeHHS CTaHy Ialli€HTIB, SKi 3aCTOCOBYBaIu IperadarliH, MOPiBHAHO 3 MAaIliEHTaMH, SIKi
IpuyMany Iaiebo, aje 1e MOKPaIleHHsI He NOCSATIIO CTaTUCTUYHOI 3HAUYIIOCTi.
HaitgacTimumy mo6ivyHUMHE peakilisiMu, sIKi CITIOCTepiraaucs y KIIHIYHUX JOCTiIXKeHHSX,
Oynu 3amaMOpOY€eHHS, HyOOTa, TOIOBHU 6ifb, 3GiTbIIIEHHST MacK Tijla Ta CTOMITIOBAHICTb.
3aranpHuM Mpodins 6e3mneku y mimmiTKiB 0yB MomidHUM 00 TaKOro y JOPOCuX i3 ¢ibpoMianrieio.

®dapMakKoKiHETHKA

dapMaKOKiHeTUYHI TOKa3HUKYU Iperabaiiny nopidHi y 3mopoBux Ko06pOBOIIbLIB, TALIEHTIB 3
eTlisyierniciero, sSiKi 3aCTOCOBYBaIU IPOTHUEMINENITUYHI TIpenapaTy, i malieHTiB i3 XpoHiYHUM O0JIEM.

A6cop6uisi. [Tperabartin MIBUAKO BCMOKTYETHCS IIPU IEPOPabHOMY 3aCTOCYBaHHI HaTIIE i
Iocsira€ MaKCUMalbHOI KOHIleHTpalil y nna3mi kposi (C,,,,) mpoTsarom 1 roguHu micns
OJIHOPa30BOr0 Ta OaraTopa30BOr0 3aCTOCyBaHHS. Po3paxoBaHa 6i0gOCTYHICTD Iperadarniny
IIPY ITIePOpPaIbHOMY 3aCTOCyBaHHi cTaHOBUTDL 90 % i Ginbirie Ta He 3aeXUTh Bif mo3u. [Ticms
IIOBTOPHOT'0 3aCTOCYBaHHS PiBHOBaXKHUYU CTaH AOCATAEThCA yepel 24-48 roguH. CTymiHb
abcop61ii mperabaiHy 3HUKYETLCS IPYU OOHOYACHOMY IIPHUOMI 3 12Ket0, V pe3yiabTaTi 4oro



C,nax 3MEHIIYETHCS pubIU3HO Ha 25-30 %, a 9ac JocIrHeHHsS MaKCUMallbHOI KOHI[eHTpallil
(tyayx) 3MEHIITYETHCA IPUOMU3HO Ha 2,5 roguHu. OfHaK 3aCTOCYBaHHS nperaballiHy OfHOYaCHO
3 IKe10 He MaJio KJIiHiYHO 3HAYyIIOTO BIJIUBY Ha 00'€M 1OT0 abCcopOiIii.

Posmopin. [TperabariiH JIerko MpOHUKA€E KPi3b reMaToeHedaniyaui 0ap’ep y TBapuH, a
TAKOXK Kpi3b IJIAIEHTY Y TBAPHH i B MOJIOKO Y Tepiofl TaKTallii. ¥ TIoguH YMOBHUN 00CST
posmnopiny nperabainy micis mepopaabHOT0 3aCTOCYBaHHS CTAHOBUTH Mpubau3Ho 0,56 1/KT.
[Iperabamnin He 3B’A3y€eThCA 3 OiIKaMu I71a3MU KPOBI.

MertaGonism. YV mioguHu nperaballid 3a3Hae He3HaYHOro MeTabosiamy. I1iciiss BBeieHHS 03U
pafioakTUBHO MideHOTo nperabaniny npubnusno 98 % pamioaKTUBHOCTI BUBOOUTHCS i3
cedelo y BUTTIAMNI He3MiHeHOro nperabaniny. N-MeTu/Ib0BaHUM IepuBaT mperadainy
(ocHOBHUI MeTaboJIiT Mperabariny, 110 BU3Ha4Ya€Thcs v cedi) cranoBuB 0,9 % Bif BBeOeHOI
[O3M.

Busenenus. [IperabaniH BUBOOUTHCS i3 CHCTEMHOTO KPOBOOOITY TOJIOBHUM YMHOM 3a PaxyHOK
eKCKpellil HupKaMu y He3MiHeHOMY BUTIAMI. CepeqHill mepiof HalliBBUBeIeHHS Mperadainy
nopiBHIoE 6,3 ropunu. [1na3mMoBul i HUPKOBUY KiTipeHC nperabainy mpsiMo IPOMOPIIiiHi 0
KJIipeHCy KpeaTuHiHy. [lamieHTam i3 nopymeHHAME (QYHKII1 HUPOK ab0 SKUM IIPOBOASTH
reMofiani3, HeoOxifHO KOperyBaTu 03y IIpemapary.

JlinidHicTs / HeniniHicTh. PapMaKOKiHETHKaA IIperabaiHy € MiHINHOIO AJIS BChOTO
PEKOMEeHI0BaHOT0 iHTEPBaNy 003. Mixkcy0'eKTHa ¢hapMaKOKiHETUYHA BapiabenbHICTh OIS
nperabaniny Hu3bKa (MeHIre 20 %). PapMakokiHeTrKa 6araTopa3oBux 103 €
nepenbayyBaHOIO Ha IMiACTaBi JaHUX OJHOPA30BOI0 I03yBaHHS. TaKUM YMHOM, HEMaE
oTpebu y perynsspHOMYy MOHITOPUHTY KOHIIEHTpAIliX perabariHy y mia3Mi KPoBi.

dapMaKOKiHEeTHKA B OKPEMUX I'PYIIax IaIlieHTiB

Cratb. BimcyTHil KTiHiYHO 3HAYYIIUM BIIJIUB CTATi Ha KOHIIEHTPallilo IperabariHy y mia3Mi
KPOBI.

[NopymienHs QyHKIN1 HUPOK. KipeHc mperabaniny npsiMo MIPOIOPIiNHKAN 00 KIIipeHCy KpeaTHHIHY.
Kpim Toro, nperabarin eeKTUBHO BUAANSETLCA 3 IJIa3MHU KPOBi IIpY reMopiaisi (micns 4 rogus

reMofiani3y KoHIleHTpallisg mperabasiiny y maa3Mi KpoBi 3HUKY€EThCsT mpubau3no Ha 50 %). OcKinbku
BUBEJEHHS HUPKaMU € OCHOBHUM IIJISIXOM BUBE[€HH IIpelnaparTy, alieHTaM i3 MopyILIeHHIMHI
GbyHKIIT HUPOK HeoOXimHO 3HMUKYBATH 03y Mpemnapary, a Mic/isg reMofiianily — mpuiMaTu J0JaTKOBY
[03y.

[opyienHs ¢yHkLii meyinku. CremianbHUX (apMaKOKIHETUYHUX AOCHIAXKEHD 3 Y4aCTIO
NallieHTiB i3 mopymeHHsIMy QyHKIII medyinku He mpoBogunu. Ockinbku nperabaid He 3a3Hae
icToTHOTO MeTab0/Ii3My Ta BUBOJUTHCS IIEPEBaXKHO Y HE3MIHEHOMY BUTJISA[IL 3 CEY€l0, TO
MaJIOMMOBipHO, 11100 MOpPYyIeHHs QYHKIIII MeYiHKKY MOTJIO BIIJIUBATH Ha KOHIIEHTPAIIi0
nperabarniny y mi1a3Mi KpoBi.

Oitu. PapMaKOKiHeTHUKY IperabaiHy OIliHIOBaIu y [iTel 3 eminerncielo (Bikosi rpymu: Big 1

no 23 MicsuiB, Big 2 mo 6 pokis, Big 7 0o 11 pokis i Big 12 mo 16 pokiB) mpu 3aCTOCyBaHHI 403
2,5 mMr/kr/moby, 5 mr/kr/mo0y, 10 mr/kr/moby ta 15 Mr/kr/noby y mpoueci DoCigKeHHs 3 BUBYEHHS
dbapMaKOKiHETUKHY Ta IIepeHOoCUMOCTi. [Ticiisg mepopanbHOTo 3aCTOCYBaHHS Iperabasiny JiTaM HaTIe



Yyac MOCSTHEHHS MaKCHMaJllbHOI KOHIIEHTPallil y m1a3Mi KpoBi OyB y 1IiTOMy aHaJOTiYHUM Y BCiX
BIKOBUX I'pyImax i cTaHoBUB Bif 0,5 roguHu A0 2 TOOUH Iicns npuiiomy. 3HadeHHd C,,, i mioImi mifg
KPUBOIO 3aJIe’KHOCTI KOHILleHTpallil Bif yacy (AUC) nperabaiHy 3pocTaiu JIiHiiHO 3i 30i/IbIIeHHSIM
I0o3U B KOXKHiM BiKOBiil rpymi. Y mitelt 3 macoro Tina go 30 kr 3HaueHHS AUC Oynu Huxk49uMu Ha 30 %,
110 3yMOBJIEHO 30inmbIeHHSIM Ha 43 % KITipeHCY, CKOPUTOBAHOTO 3@ MACOI0 Tijla, V I[UX MAIliEHTiB
IIOPIBHAHO 3 IallieHTaMU 3 Macoro Tina = 30 K.

Kinnesui nepion HaniBBUBeneHHs TperabaliHy CTaHOBUB y CepeIHbOMY MPUOIN3HO 3-4 TONUHU Y
niTey BIKOM [0 6 POKiB Ta 4-6 TOOUH y [iTed BIKOM Bif 7 POKIB.

Y npoueci nonynauinHOro papMaKoKiHETUYHOTO aHasi3y 6yI0 MoKa3aHo, 10 KJIipeHC KPeaTHHiHy
OyB 3HAUYIIOI0 KOBAapiaTOO [/Is KITipeHCY IepopaabHOoro mperabainy, a Maca Tina Oyna 3Ha4yII00
KOBapiaToI0 [Jisg YSIBHOTO 00’€MY PO3MOMiNy IepopanbHOro mperabatiny, i nei 38’130k 6yB
aQHAJIOTIYHUM Y AiTel i JOPOCIUX MalliE€HTIB.

dapmakokiHeTUKY mperabaiHy y maiieHTiB BikoM 10 3 MicsIIiB He BUBYAIHX (IUB. PO3MAiNU
«PapMmakonuHaMmika», «Crocib 3acTocyBaHHS Ta [03u» i «[1o0iyHi peaxiiii»).

[NauieHTH NMiTHBLOrO BiKy. KmipeHc nperafasiny Ma€e TeHEHIIO 10 3HUKEeHHS 3 BiKOM. Lle 3HUXKEHHS
KJlipeHCY nperabasiHy miciis mepopanbHOT0 3aCTOCYBaHHS Y3TOMXKYETHCS 31 3HUKEHHSIM KITipeHCY
KpeaTHuHiHy, II0B’513aHOT0 3i 30iMbIIeHHAM BiKy. Y Malli€HTiB i3 nopymeHHAME GYHKIII HUPOK,
IIOB’SI3aHUMH 3 BiKOM, MOXKe OTpeOyBaTHCS 3HUKEHHS M03u mperadainy (muB. po3min «Cmocio
3aCTOCYBaHHS Ta [03W», TAOIULIS).

[lepion ropyBanHus rpyanto. ®apmMakokiHeTuKy nperabasniny mpu #oro 3acTocyBaHHi y f03i 150 mMr
KoxHi 12 roguH (mo6oBa mo3a 300 mr), ouintoBanu y 10 XiHOK, SKi romyBanu rpynaio, HOHaAKMeHIIIe
yepe3 12 THXKHIB mics mosoris. ['omyBaHHS TPyAOIo He BIJIMBaI0 abo Majio He3HAUYHUM BIIJIUB Ha
dapmakokineTuky nperabariny. [Iperabanin noTpanisie y TpyAHe MOJIOKO, IIPHU I[bOMY MOTO CepefiHi
KOHIIeHTPallil B PiBHOBaXKHOMY CTaHi CTaHOBUWIM MPUOIN3HO 76 % Bif KOHIEHTpAllill y IIj1a3Mi KPoBi
MaTepi. Po3paxoBaHa [03a, Ky OTpUMY€ HEMOBJIS 3 TPYIHUM MOJIOKOM (IIpU CEPEIHbOMY
crmoxuBaHHI Moyioka 150 Mi1/kr/mo0y) Bif XiHKHM, siKa mMpuiiMae mperabantin y mo3i 300 mr/oo6y a6o y
MakcuManbHiu 1o3i 600 mr/moby, cranoBuTs 0,31 a6o 0,62 mr/kr/moby BimmoBimHo. LIi po3paxoBaHi
M03U CTAHOBISAThH MpuOMM3HO 7 % Bif 3aranbHOI 4OOOBOI 03U Yy MaTepi y nepepaxyBaHHi Ha MT/KT.

KiiHiuHi XapaKTepuCTHKH

Iloka3anus

Heiliponamuy4Huii 6i1b

JIikyBaHHS HeHpomaTUYHOro 600 IeprudepuyHOro ado IeHTPATbHOT0 IIOXOIKEHHS y JOPOCIIHX.
Eninencia

IomaTKOBe JTiKyBaHHS IIPH MapIiabHUX CyIOMHUX Halagax i3 BTOPUHHOIO reHepartisailieio abo 6e3
Hel Y JOPOCIIUX.

I'eHepasnizosaHuli mpusoicHuUl po3aad

JIikyBaHHS reHepasi30BaHOT0 TPUBOKHOTO PO3NIAAY Y HOPOCIIHX.



dibpomianais.

IIpomunoka3aHHs

limepuyyTnuBiCTh [0 Aif04Y0I peuoBHHU a00 [0 OYAb-IKOi 3 JOTIOMiXKHMX PEYOBUH IIpemnapary.

B3aemodisa 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemoditi

Ockinbku nperalariiH mepeBaxkHO eKCKPETYEThCS B HE3MiHEHOMY CTaHi 3 cedelo, 3a3Ha€ He3HAYHOTO
MeTabo1i3My B opraHi3mi gropgunu (MeHimne 2 % HO3W BUIISETHCS i3 ceYer y BUTIISAII MeTaboIiTiB),
He iHribye in vitro MmeTabo1i3M iHIINX TpenapariB i He 3B’A3yEThCS 3 OiTKaMu I1a3MU KPOBi, TO
MaJIOMMOBIPHO, 1110 ITperabaltiH Moxe CIPUYUHATH (apMaKOKiHEeTHYHY B3aeMOfi0 abo 6yTu 00’eKToM
Takol B3aEMOfil.

[Tocai0xceHHA in vivo ma nonyaAauiuHul papMaKkoKiHemuyHut aHanis

BipmoBigHO 0o 1BOTO, ¥ OCHIAKEHHSX in Vivo He CIIOCTepiranocs 3Havyylol KIiHigYHOl
(dhapMakKoKiHeTHYHOI B3a€MOil Mixk mperabaninom i ¢heHiTOIHOM, KapOaMa3emiHoOM, BaJIbIIPOEBOIO
KHCJIOTOIO, IaMOTPUIXKMHOM, TrabaleHTHHOM, JIopa3eiaMoM, OKCHUKOOOHOM abo eTaHOJIOM.
dapMaKoKiHEeTHYHNWI MOMYJIAIiNHAY aHasli3 T0Ka3as, 10 TepopasibHi aHTUAiabeTHYHI ITpemnapaTy,
niypeTukwy, iHCyniH, peHoOapOiTan, TiarabiH Ta TomipamMaT He YMHUIM KJIiIHIYHO 3HAUYIIOTO BIJIUBY
Ha KJipeHc nperabaminy.

IlepopaavHi KOHMpduenmusu, HopemucmepoH ma/abo emuHizecmpadios

OpHoYacHe 3aCTOCyBaHHS IIperabaiHy Ta epopajbHUX KOHTPALeITUBIB, HOPETUCTEPOHY Ta/abo
eTHUHiIeCcTpazgiosy He BIIJIBAE Ha (papMaKOKiHETHKY y PiBHOBaXKHOMY CTaHi KOKHOI0 3 IIpemnaparis.

Jlikapcwbki 3acobu, uLo enausaroms Ha ITHC

[Iperabanin MoXke IOTeHIII0OBaTU e(eKT eTaHOIY Ta JIopa3enaMy. Y MOCTMapKeTUHTOBUY
IIepiof MOBiMOMIISIN IIPO PO3BUTOK AMXaIbHOl HEAOCTATHOCTI, KOMY Ta JIeTa/lbHi BUTIAAKH Y
TallieHTiB, sIKi OqHOYACHO IpuiiMany nperabaiin 3 omioigamu Ta/abo iHIIMMY JTiIKAPCHKUMU
3acobamu, 1m0 npurHiuyoTh QyHkIito [THC. TIperabain mocumioBaB IOPYIIEHHS
Ii3HaBa/IbHOI Ta OCHOBHUX PYXOBUX (PYHKIIN, COPUYUHEHI OKCUKOIOHOM.

B3aemo0ii y nauienmis 1imHb020 8iKY

CnenianbHUX [OCTiIKEHb papMaKogUHaAMIYHUX B3a€MOii V¥ HOOPOBOJIBLIIB JIITHHOTO BiKY He
npoBoauin. [locmigKeHHs B3a€MOAIl TiKapChbKUX 3ac00iB IPOBOAWIIN JINIIIE Y TOPOCIIUX TAIliEHTIB.

Oco6 1ueocmi 3acmocyeaHHsi

ITauienmu 3 uykposum diabemom

BipmoBimHO 1o mitouoi KmiHiYHOI MPaKTUKY, OesKi MallieHTH 3 IIyKPOBUM fiabeToM, y SIKUX
30inmbInuIacs Maca Tina Iif 9ac JTikyBaHHS mperadamiHoM, MOXKYTh MOTPe0yBaTH KOPUTYBAaHHS 03U



rimoriikeMidyHUX IIpenaparis.

Peakuii cinepuymausocmi

[Ticna Buxomy mpenapaTy Ha PUHOK IIOBIOMIJISINIA IPO BUHUKHEHHS peaklid rinepyyTInBOCTi,
BK/II0UAIOYHX BUIMIAAKU PO3BUTKY aHTiI0HEBPOTHYHOTO HaOpsaKy. [Ipy HasBHOCTI TAKWX CUMIITOMIB
AHTiOHEBPOTUYHOTO HAOPSKY K HaOpsAK 00/1M4Y4si, HAaBKOJIOPOTOBOI AiITHKY a00 BEPXHiX AMXaTbHUX
IIJISXiB CJTif HEraiHO MPUIMHUTH 3aCTOCYBaHHS mperabainy.

Taicki wkipHi nobiyHi peakuii (TIIITIP)

[Tig yac nikyBaHHS nperabaninoM (pregabalin) pigko mMOBimOMIISIOCS PO TSAXKKi MIKipHI M06iYHi
peaxtiii (TIITIP), Bkmtovyatouu curgpoM CriBeHca-IkoHCcoHa (CCJI) i TOKCUYHUM eligepMabHUN
Hekponi3 (TEH), siki MoxXyTh OyTu HeOe3neUYHUMH AJis KUTTS a60 MaTH JeTanbHul Hacifok. [Tim vac
IPU3HAYEHHS JTiKapChKOro 3aco0y MallieHTaM CIIif] MOBiIOMUTH PO O3HAKK Ta CHMIITOMHU Ta YBAXKHO
CTEXUTHU 3a LIKIPpHUMU peakLiaMuU. AKIO0 3'ABISI0THCSA 03HAKU Ta CUMIITOMH, 1110 BKA3yIOTh Ha Il
peaxiiii, citig HeraiHo BigMIiHUTH 3acTOCyBaHHS nperabaniny (pregabalin) Ta po3rnanyTu
anbTepHATHBHE JIiKyBaHHS (Y pa3i HeoOXimHOCTI).

3anamMopoyeHH s, COHAUBICMb, BMPAMA c8i00MOCMI, CNAYMAHICMb c8i0oMOCMi Ma NOPYWeHHS
Nncuxiku

3acrocyBaHHs mperabasiHy CynpoBOAXKYBAIOCS BUAAKaMy 3alIaMOPOYEHHS Ta COHJIMBICTIO, 1110

MO2Ke 36iIbIINTH YaCTOTy BUHUKHEHHS BUMTAIKOBUX TPABM (afiHb) Y JTIOMEH JTIITHHOTO BiKy. Y
IIOCTMapPKETUHTOBUY TIePiof MOBIAOMIISANIN IIPO BUNAAKUA BTPATH CBIOMOCTI, CIIyTaHICTh
CBiOMOCTI, TIOTipIIeHHS PO3yMOBOI [isiabHOCTi. TOMy CIlif IopafuTH NalieHTam OyTH
0o0epexXHUMH, ITOKH iM He CTaHyTh BifOMi MOXK/IUBI BIIMBY IIpenapary.

Po3snadu 3opy

Y KOHTPONIbOBAHUX AOCTIXKeHHAX OiNblla YaCcTHHA MAalli€eHTiB, SKi 0OTpUMyBau nperabartiy,
Bifl3HayanM HEUiTKICTh 30py, Ha BigMiHY Bif naiieHTiB, siki orpuMyBanu miarnebo. Li ebektu y
OiNbIIIOCTI BUMIAAKIB 3HUKAIM TP IIPONOBXKEHH] JTIKyBaHHS. YV KITiHIYHUX OOCITIIXEeHHAX, B IKUX
IPOBOAMIN 0(TaIbMOJIOTiuHEe 00CTEeXKEHHS, YacTOTa 3HUKEHHS TOCTPOTH 30py Ta 3MiHU IOJIiB 30py
Oyna BHUIIA y MAI[iEHTIB, IKi MpuiiMany mnperjabaiH, HiXK y IallieHTiB, SKi 0OTpUMyBaIu 1ianedo;
YyacToTa 3MiH 0YHOTro gHa Oyia BUILOKO y MallieHTiB, SKi mpuiiManu niane6o (DUB. po3min
«®apMakKoouHaAMiKa»).

Y nmocTMapKeTHHTOBUY Mepiof] TaKOXK MOBifoMIsiiocs mpo nobiuHi epekTu 3 60Ky opraHis 30py,
BKJTIOHAIOYH BTPATY 30PY, PO3MHUTICTh 30pY abo iHIIi 3MiHK FOCTPOTH 30Dy, OiNBIIICTS i3 IKUX OyIu
TEMYacoBUMHU. [Tic/sl MpUNIMHEHHS 3aCTOCYBaHHS Nperabainy Ii cuMnToMu 3 60Ky OpraHiB 30py
MOXKYTb 3HUKHYTU a00 3MEHIINUTUCS.

Hupkosa HedocmamHicmb

[ToBimoMIsINIM TIPO BUIAAKU HUPKOBOI HEJOCTAaTHOCTI. IHOAi el epekT 6yB 000POTHUM IIiCyIs
IPUIIMHEHHS 3aCTOCYBaHHS IIperadariny.

BidmiHa cynymHix npomuenisienmuyHux Aikapcbkux 3acobia

HepoctaTHBO faHUX 00 BIAMIHU CYIIyTHIX NPOTUEMNIIENTUYHUX [IpelapaTiB Miciisg JOCATHEHHSA
KOHTPOJIIO Hafl CyloMaMu IIpU JofaBaHHi nperabasiny mo JiKyBaHHS, 10 BXKe IPOBOAUTHCS, 3a4JIs



TIepexoay [0 MOHOTepatii mperabaniHom.

3acmitiHa cepuesa HedocmamHicmb

Y nmocTMapKeTHHTOBUY IIePiof MOBigOMIISIIIM IIPO BUMIAOKK 3aCTiMHOI CEpIIeBOi HEIOCTATHOCTI y
IesKUX Talli€HTiB, SKi 3acToCcOByBau nperabanid. Taka peakilisi po3BuBaacs 3[ebibIIoro mifg yac
JIiKyBaHHS peradasaiHoM HeXpOIaTUYHOro 00JII0 y MAIiEHTIB JIITHBOTO BiKy 3 yKe iCHyIOUUMHI
CeplEeBO-CYAUHHUMHU MOPYIIeHHSIMHU. TakuM MalieHTaM nperabaliiH CJlif 3aCTOCOBYBaTHU 3
o0epexHicTio. [Ipy mpunuHeHHi 3aCTOCYyBaHHS IperabatiHy e SIBUIE MOXKe 3HUKHYTHU.

JIikysaHHA HeliponamuyHo20 60410 UeHMpPAabH020 NOXO0OHCEHHS 8BHACAIOOK YUKOOHMCEHHA CNUHHO20
MO3KY

[Tig yac miKyBaHHS HEHPOMATUYHOTO OOJIIO IIEHTPAIBHOTO MTOXOIXKEHHS BHACITIIOK YIIKOIXKEHHS
CIIMHHOT'0 MO3KY YaCTOTa BUHUKHEHHS MOOIYHMX peakilii 3arajoM, mobivHUX peakiliii 3 60Ky
IIeHTPaIbHOI HEPBOBOI CUCTEMM Ta 0COOIMBO COHIMBOCTI Oya migBuineHow. lle MoXKHa MOSICHUTH
amUTUBHUM e(eKTOM iHIIMX JTiKapCchKuX 3ac0o0iB (HalpuUKIaM, aHTUCIIAaCTUYHUX 3aC00iB), 110
HeoOXigHi Oys MiKyBaHHS IIbOTO cTaHy. L{to 06cTaBUHY HEOOXIMHO B3SITH [0 YBaru y BUMAOKY
Ipu3HavYeHHs mperabastiHy TPy TaKOMY CTaHi.

IIpueHiyueHHA OUXdHHA

[ToBimOMISINIOCS TIPO BUIQKHU TSIKKOTO IPUTHIYEeHHS QYHKIIII guXaHHS, I0B’I3aHOT0 3 JIIKYBaHHAM
nperabaninoM. [TallieHTH 3 TOPYIIEHHSAMYU OUXaHHS, pecripaTOpHUMU a00 HEBPOIOTiYHUMU
3aXBOPIOBaHHSIMU, HUPKOBOIO HEJOCTATHICTIO, @00 Taki, SKi mpuitMaloTh iHII JTikapchKi 3acobu, 1110
IPUTHIYYIOTh (PYHKITiI0 LIeHTPaIbHOI HEPBOBOI CUCTEMH, a0 MAIliEHTH JIITHBOTO BiKy MOXKYTh MaTH
BUIIMHM PU3UK PO3BUTKY Li€i TIKKOI moOiuHOiI peakii. Y nauieHTiB 1iel rpynu Moxe 6yTy HeoOXimHUM
KOPEKIIid [03H.

CyiuudaabHe Muc/aeHHsa ma nogediHKa

Y nmarnieHTiB, SKi OTpHMyBaJK TepaIilo IPOTUEMiNENTUYHUMY 3aco0aMy 3 TPHUBOMY IIEBHUX II0Ka3aHb,
CIocTepirany cyiluaanbHe MUACIIEHHS Ta MOBEOiHKY. ICHYe Helro MigBUIeHUY PU3UK CYIlUAaIbHOTO

MUCJIEHHS Ta [IOBEIIHKY IIPU 3aCTOCYBaHHI IIPOTUENUIENITUYHUX [Ipernaparis. MexaHi3M BUHUKHEHHS
IIbOT0 PU3UKY HEBIIOMUH.

Y matieHTiB, SKi oTpuMyBasnu nperabail y micasapeecTpaliiiHoMy epiofi, CIiocTepiraaucs BUMNaAKA
CyIIIMAaIbHOTO0 MUCJIEHHS Ta MOBeHiHKY (OuB. po3nin «[1o6iuHi peakitii»). Emigemionoriuue
IOCTiAKEeHHS 3 BUKOPUCTAHHSAM OU3alHy CaMOCTiMHOTO KOHTPOJIIO (IOPIiBHSAHHS IEePiOAiB JTiKyBaHHSA
3 nepiomamu 6e3 TiKyBaHHS B OKPeMOTO TallieHTa) MPOAEeMOHCTPYBAJIO MiABUIIEHUN PU3UK HOBUX
IIPOSIBIB CYIIMIaIbHOI TOBEIHKY Ta JIETaIbHOTO HACTIAKY Bifi caMOTryOCTBa y MAaIli€HTIB, AKi
3aCTOCOBYBaJIM IIperadarriH.

[MTamieHTaM (Ta ixX omiKyHaMm) He0OXiTHO 3BEPHYTHUCS 3a MEIUYHOIO IOIIOMOTO0I0 V¥ BUIIQfIKy
BUHUKHEHHS CYII[MAaIbHOTO MUCJIEHHS Ta IoBe#iHKU. HeoOXimHUM peTeNnbHUM HAT/IAL 3a MallieHTaMu
IJ15T BUSIBJIEHHS O3HAK CYIIIMOAIbHOTO MUCJIEHHS i TOBEiHKY Ta MPU3HAYeHHS BiATIOBiIHOTO
JIIKyBaHHS Y BUIIaAKax MOT0 BUHUKHEHHS. CIifi pO3TIAHYTA MOXKJIUBICTh IPUNIMHEHHS JIIKyBaHHS
nperabaiHOM y pa3i BUHUKHEHHS CyllIUAaTbHUX OYMOK i TOBEIiHKHU.

I[opyweHHA GYHKUiIT HUNXCHIX 8i00i4i8 WAYHKOB0-KUWKOB020 MPAKMY

[Ticns Buxomy npenapaTy Ha PUHOK IIOBIJOMIISIZIOCS IIPO SIBUINA, TIOB’s13aHi 3 MOPYUIEHHSAM (PYHKITiI
HUJKHIX BiIJiNiB IIJTyHKOBO-KUIIKOBOIO TPAKTY (TakKi SIK HENPOXiAHICTh KUIIEUHUKY, IapaliTu4Ha



HETPOXiMHICTh KUIIIEYHUKY, 3aIlI0P) BHACIIIOK 3aCTOCYBaHHS MperabaliHy OmHOYaCHO 3 JTiKapChbKUMU
3acobaMu, II0 MOXKYTh BUKJIMKATH 3aIl0pP, HAIIPHUKIIAL OMiOITHUMH aHaIbreTUKaMu. [1pu
OIHOYAaCHOMY 3aCTOCYBaHHi mperabastiHy Ta OIMioifiB CIif BXKUTHU 3aX0MiB AJIs IPOPiTaKTHKK 3aII0py
(0oco6nMBO v XKIiHOK Ta IAlliEHTiB IITHROTO BIKY).

O0HoyacHe 3acmocy8aHHA 3 onioidamu

PekoMeHIy€eThCST MOTPUMYBATUCS 00€PeKHOCTI ITPY IPU3HAYeHHi mperabastiHy ogHOYaCHO 3
omioigamu yepes pu3uk npurHideHHsa Qyukuii [THC (oguB. po3pin «B3aeMopis 3 iHIIUMU JTiKapChKUMU
3acob6aMu Ta iHIIi BUOW B3a€MOMilN»). Y mOCHiXKeHHi BUITafOK-KOHTPOJIb 0Ci0, sIKi 3aCTOCOBYIOTh
OTIi0i[M, Ti TMAI[iEHTH, IKi OTPUMYBaJIU Tepaliio mperabdasiHoM OgHOYACHO 3 OIi0iloM, Masu
IiABUIIEHNY PU3UK JI€TaIbHOCTI, ITOB’'13aHOI 3 OIioigaMu, IOPiBHSHO i3 3aCTOCYBaHHSAM JIUIIE
omioifmiB (ckopurosase criBBigHomenHs mascis [aOR], 1,68 [95 % I, 1,19-2,36]). Takui
iOBUINEHUN PU3UK CIIOCTEPIraBCcs IPU HU3BKUX A03ax mperabariny (< 300 mr, 1,52 aOR
[95 % I, 1,04-2,22]), i cmocTepiranacst TeHOeHIlis 10 30ibIIeHHS PU3UKY IIPU BUCOKUX
mo3ax mperabarminy (> 300 wmr, 2,55 aOR [95 % [II 1,24-5,06]).

HenpasusivHe 3acmocy8aHHA, adukmugHull nomeHuias abo 3aaexcHicms

[TperabasniH MOXKe CIPUYUHSITA MeIUKAaMEHTO3HY 3aJIe3KHICTh, TKa MOXKe BUHUKATH IIif 4ac
3aCTOCYBaHHS TepaleBTUYHUX A03. [10BiMOMIANIOCS PO BUNAAKHA HEIIPaBUJILHOT'O 3aCTOCYBaHHS,
3J710BXKMBaHH4. [lallieHTH 31 3JI0BXKMBAHHAM [ICUXOQKTUBHUMHU PEUYOBMHAMU B aHaMHE31 MOXYTh MaTU
BUIINHI PU3UK HEMIPaABUIBHOTO 3aCTOCYBaHHS IperadariiHy, 37I0BXKUBaHHS Ta 3aJ€KHOCTi, TOMY
TAKMM IallieHTaM nperabatiH ciif 3acTocoByBaTH 3 00epexkHicTI0. [lepl HixK mTpu3HavaTu
nperabaJtiH, CJIif peTenbHO OLUIHUTH PU3UK HEIIPAaBUIILHOTO 3aCTOCYBAHHS, 3JTOBKHUBAHHS a00
3aJIeKHOCTI.

3a malieHTaMu, SKi OTPUMYIOTh IperadailiH, CHIifl criocTepiraTy AJis BUSBIEHHS CUMIITOMIB
HEeIIPaBUJIbHOTO 3aCTOCYBaHHS Imperabatiny, 3710BXKUBAaHHS ab0 3a/1eXKHOCTI, TAKUX K PO3BUTOK
3BUKaHHS, IEPEBUIEHHS 03U Ta IOBEJiHKa, CIPSIMOBaHa Ha OTPHMaHHS IIpelapary.

Cumnmomu 8i0MiHU

[Micnsa IIPUIIMHEHHS KOPOTKOCTPOKOBOT'O Ta JOBIOCTPOKOBOT'O 3dCTOCYBAHHA Hpera6aHiHy Yy OedKuX
MAIiEHTIB CIIOCTepiraau CUMITOMH BimMiau. 3adikcoBaHO Taki siBuIa: 0€3COHHS, TOTOBHUM Oifb,
Hy[0Ta, TPUBOXKHICTh, Miapesi, TPUIIONONIOHUYM CUHIPOM, HEPBO3HICTh, HEMPeCis, CylluaanbHi
nyMKH, Oinb, CymoMu, Timeprimpo3 i 3amaMopodeHHs, siKi CBimyaTh Mpo Gi3uyHy 3a/IeKHICTh
(ouB. po3pin «[To6iuni peaktii»). [TosiBa CUMIITOMIB BifMiHU TiCJIg IPUNUHEHHS ITPUHAOMY
nperabajiny Moxke BKa3yBaTH Ha MeOUKaMEHTO3HY 3aJIekKHIiCThb (IuB. po3Min «ITobiuHi
peaxiii»). Lo iHpopMallito ciig mOBIAOMUTY MAIiEHTY Iepef I04YaTKOM JIiKyBaHHS.

fAkmio 3acTocyBaHHS nperabaniny HeoOXiIHO IPUIUHUTH, PEKOMEHIYETHLCS 116 POOUTH ITOCTYIIOBO,
IIPOTSTOM IIOHaWMeHIIe 1 THKHS He3aleXKHO Bif oka3aHHS (OuB. po3min «Crocib 3acToCyBaHHS Ta
OO3U»).

CyzmoMmu, 30KpeMa emienTUYHUM CTaTyC Ta BEJIKKi CyIOMHI Halmagy, MOXYTb BUHUKATH IIif] 4ac
JiKyBaHHS nperadasinoM ab0 HeBIOB3i IiC/a MPUIMHEHHS U0r0 3aCTOCYBaHHS.

CTOCOBHO IPUNIMHEHHS [OBIOCTPOKOBOTO JIiKyBaHHS NperabaniHoM, JaHi J03BOJISIOTH IPUILYCTUTH,
II0 YaCTOTa BUHUKHEHHS Ta CTYIiHb TSIKKOCTi CAMITOMIB BiIMiHM MOXKYTb OyTH [10303aIEKHUMH.

EHuedasonamisa




[ToBigoMsiiocst Mpo BUMIAAKY eHIedasonarii, [0 BUHUKAJIU IIEPEBaXKHO y Malli€HTiB i3 CymyTHIMU
3aXBOPIOBAHHSIMHU, SKi MOXKYTh CIPUUYMHUTH eHIledasonaTio.

2KiHKU penpodykmusH020 8iky / KOHmMpauenuis

3acrocyBaHH# nperadasiny y I TpruMecTpi BariTHOCTI MOXKe CIIPUYMHATY 3HAYHI BPOAXKeHi JeeKTu y
nyona. [Ipera0ariH He CIlig 3aCTOCOBYBATH V IIePiof BariTHOCTI, SKIIIO KOPUCTD OJIsI BariTHOI SIBHO HE
IlepeBUIlyE TOTEHIINHUN PU3UK AJ1s I10ha. 2KIHKY penpOnyKTUBHOIO BiKy TOBUHHI
BUKOPUCTOBYBaTHU e)eKTUBHI 3ac00M KOHTpPALEIIIil i Yac niKyBaHHS (OUB. PO3TiN «3aCTOCyBaHHS Y
nepiof BariTHOCTi ab60 TooyBaHHS TPYIII0»).

IonomidxcHI peyosuHu

Jlikapceku# 3aci0 MiCTUTD IMIPOIIIEHTTiKOb, IKUU MOXKe CIIPUYNHUTH CUMIITOMHU, CX0XKi 3 TAKMMH,
I1I0 BUHUKAIOTh ITPU BXKKWBAHHI aJIKOTOJIIO.

Jlikapcbkuit 3acib MiCTUTB TaKTO3y. fAKIIO y MallieHTa BCTaHOB/IEHA HETIEPEHOCUMICTh IesIKUX IIYKPIB,
CJIi[T MPOKOHCYIBTYBATUCA 3 JiKapeM, IepIl HiXkK IpuiMaTH 1ed JTikapChbKui 3acio.

Karmcyna 75 Mr mMiCTUTh 27 MT JTaKTO3H.
Kancyna 150 Mr mMicTuTh 54 MI TaKTO3H.

Kancyna 300 mr mictuts 108 MT 1aKTO3H.

3acmocyesanns y nepiod eazimuocmi ado 200y8aHHs1 2py0doro

2KiHKY penpOoOyKTUBHOIO BiKY / 3aC00M KOHTpAIIENIIil [ KiHOK

2KiHKM penponyKTHBHOTO BiKy MMOBMHHI BUKOPUCTOBYBaTH ebeKTUBHI 3aco0M KOHTpAIleNIii mig yac
nikyBaHHS (OUB. Po3ain «OcoOIMBOCTI 3aCTOCYBAHHS»).

BaritHicTh

Y mocmigXeHHSX Ha TBapHMHaX IPOAEMOHCTPOBaHa PENPOOYyKTHBHA TOKCUUHICTh. [I0TeHUINHUN PU3UK
IJISI TIOOWHYU HEeBIMOMUH.

Byno mpomeMoHCTPOBaHO, 1110 perabaid MPoOHUKaE Yyepes MIaleHTy V IypiB (DUB. po3min
«PapMmakokiHeTrka»). [Iperabaid Moxe MPOHUKATH Yepe3 IJIalleHTY JII0AUHH.

3HauHi 8podiceHi 8adu po3suUmMKy

3a maHuUMU 00CepBallifHOTO JOCTiIXKEHHS, TPOBEeIeHOro B KpaiHax CKaHAWHABII, i 9ac SIKOro
cnoctepiranu 3a 6inbIn Hixk 2700 BariTHOCTSIME, ¥ pa3i 3acTocyBaHHs nperabaniny B I TpuMecTpi
Oyra mpomeMOHCTpoBaHa Oifblla MOMKUPEHICTh 3HAYHUX BPOIKEeHUX Bajl po3BUTKY (3BBP) y

TIOTIY ALl OUTSYOTO0 BiKy (:KMBKX a0 MEPTBOHAPOMXKEHUX [IiTel), dKa IifmaBanacs BIIUBY
nperabaJliHy, IOPiBHSIHO 3 MOMYJIALi€l0, SKa He MiggaBanacsd TaKoMy BIIUBY (5,9 % mopiBHgHO 3 4,1
%).

Pusuk po3sutky 3BBP y miTeii, MaTepi SKUX 3aCTOCOBYBa/u mperadarid y I TpuMecTpi BariTHOCTI,
OyB melo BUIIMM IIOPIiBHSIHO 3 MiThbMHU, SKi He MifigaBanucsi TaKOMY BILIMBY BHYTPIITHEOYTPOOHO
(ckopuroBanu# KoedimieHT momupeHocti Ta 95 % mosipuui intepsan: 1,14 (0,96-1,35)), Ta



MIOPIBHSHO 3 OiTHMH, SIKi MigoaBamucs BIIUBY naMmoTpumxkuny (1,29 (1,01-1,65)) abo gymokceTuny
(1,39 (1,07-1,82)).

AHani3 KOHKpeTHUX BaJl PO3BUTKY IT0Ka3aB Oi/IbIll BUCOKUM PU3UK BUHUKHEHHS Bafl PO3BUTKY
HEPBOBOI CUCTeMH, 04el, opodalliaTbHUX PO3IIINIKH, BaJl PO3BUTKY CEUOBUBIOHUX LIJIIXiB Ta CTaTEBUX
OpraHiB, aje KilbKiCTh TakKux Bafi Oyja HEBEJIUKOIO, @ OLiHKY - HETOUHUMHU.

[TperabartiH He CJIil 3aCTOCOBYBATH Yy IEPioj] BariTHOCTI, 3a BUHSATKOM OKPEMMX BUIAIKiB, KOJIU
KOPHUCTBD [AJISI BariTHOL IBHO MEPEBUIIY€E MOXKINBAYM PUIUK OJIS IJIOfA.

[Iepion rogyBaHHSA TPYOOI0

HeBenuka KinbKicTh nperabasiny Oyia BUsBIIeHa Y MOJIOLi XiHOK, fKi TOAyIOTh rpyanto. Crig
IIOBIAOMUTH XKIiHKaM, fIKi TOAYIOTh I'PYALI0, 110 He PEKOMEHIYETLCS FONYBaTU OUTUHY IPYLLI0 Y
nepiop JTiKyBaHHS ITperadasiHoM.

DepTUNbHICTD
HeMae kniHiYHUX BifOMOCTEH II0[I0 BIJIUBY Nperabasiny Ha pernpogyKTUBHY QYHKIIIO XKiHOK.

[Tig 4yac KIiHIYHOTO JOCTigKEeHHS BIIMBY NperabaiiHy Ha PyXJIUBIiCTh CIIepMaTO30ifiB 300POBi
no6pOoBOJIBLIL YOJIOBIUOI CTaTi 3aCcTOCOBYBanu mperabanin y mo3i 600 mr/moby. ITicis TpuMicssyHOro
niKyBaHHSA 1perabasiiHoM KOQHOTO BIIMBY Ha PYXJIUBICTh CIIEPMATO30I/IiB HE BUSBJIEHO.

Y mocnigxeHHi GepTUABHOCTI IPOAEMOHCTPOBAHO HASIBHICTh HETATUBHOTO BIIJIUBY Ha PENIPOAYKTUBHY
(GYyHKIIII0 caMOK ITypPiB Ta HasBHICTh HETaTUBHOTO BIIMBY Ha PEIPOAYKTHUBHY (DYHKIIIIO Ta PO3BUTOK
caMuiB 1mypiB. KiliHiyHa 3HAUYIIICTh IIUX Pe3yJIbTaTiB HeBiToOMa.

30amnicms ena1ueamu Ha weudKicmv peakuii npu KepyeaHHi asmompaHcnopmom
abo iHwumu MmexaHizmamu

[TperabarsniH MoXe MaTH He3HAYHUM a00 MOMIpHUY BIIJIUB Ha 3[aTHICTh KEPYBATH TPAHCIIOPTHUMMU
3aco0aM¥u Ta MpaIloBaTH 3 MexaHi3MaMmu. [Iperabanin MOXKe CIPUUYMHATH 3allaMOPOYEHHS 1
COHJIMBICThH Ta MOXKe BIIMBATH Ha 3[aTHICTh KepyBaTU aBTOMOOiieM abo MexaHizMamu. ToMmy
nalfieHTaM CJIifi peKOMeHyBaTH YTPUMYBATUCS Bifl KepyBaHHS aBTOMOOinieM abo poboTH 3i
CKJIaHOIO TEXHIKO10, IOKU He CTaHe BilOMO, K caMe IIpenaparT BIJIMBA€ Ha IIBUAKICTh
peaxiiii.

Cnocid 3acmocyeaHHsi ma do3u

Cnocib 3acmocyeaHHs

[Tpemapart Jlinedop npuriMaTi He3alexKHO Bifl BXXMBaHHS 1XKi.

Hanu#t mikapchbKui 3acid Mpu3HavYeHUuN BUHSATKOBO IJIs1 IEPOPaIbHOI0 3aCTOCYBAHHS.
Ilo3u

Iliama30H [03 mMpemapaTy Moxe 3MiHIOBaTuCA y Mexkax 150-600 Mr Ha mo0Oy. [10600By m03y



po3mnoninsaTu Ha 2 abo 3 mpuitoMu.

Hetiponnatuynuii 6inb

Tepamito nperabaniHoM MoxkHa po3noydaTtyd 3 fo3u 150 mMr Ha mo0y, po3nopineHoi Ha 2 abo

3 npuiioMu. 3aneXkHO Bifl iHOUBiAyalbHOI BiATIOBiAl Ta TEPEeHOCUMOCTI IIpenapaTy MalieHToM 03y
MoxHa 30impumTy 1o 300 Mr Ha mo6y yepe3 3-7 MHIB, a 3a HEOOXIMHOCTI - 10 MaKCUMaIbHOl
no3u 600 Mr Ha HoOy Ie micns 7 mHiB.

Eninencia

Tepamito nperabaniHoM MoXkHa po3noydaTy 3 fo3u 150 Mr Ha mo0y, po3nopineHoi Ha 2 abo

3 mpuiioMu. 3anexkHo Bifl iHIMBiAYyanbHOI BifIOBiMi Ta TePEHOCUMOCTI IIpenaparTy MalieHToM 103y
MozkHa 36inpmuTy fo 300 Mr Ha go0y micis mepiioro TUXHS nikyBaHHS. [lle uepe3 oguH TUXKIEHD
mo3y MOXKHa 30i/MbIUTH 00 MaKcuMaibHOI - 600 MTr Ha o0y .

['eHepanizoBaHuii TPDUBOKHUYU PO3JIa]

II03a, Ky PO3MOoMiisaioTh Ha 2 abo 3 mpuitoMu, MoxKe 3MiHIOBaTHCS B Mexkax 150-600 mMr Ha mo0y.
[MepioguyHo ciif nepernsgaTi HeoOXiogHICTh MPOJOBXKEHHS Teparril.

Tepamito mperabaniHoM MOoXHa po3modaTy 3 fo3u 150 Mr Ha moOy. 3amekKHO Bif iHAWBiMyamIbHOI
Bi[IOBifIi Ta TePEeHOCUMOCTI ITpenapaTy nauieHToM fo3y MoxHa 30inbmutu 7o 300 Mr Ha moby micns
TIEPIIOTO THKHS JiKyBaHHS. [1ics 1e 0OOQHOTO TUXKHS MIPUUOMY 003y MoXKHa 30inbpmutu go 450 Mr Ha
no0y. Ille uepe3 omuH TUKOEHD 003y MOXKHA 30iMbIINTH 00 MaKcuMalbHOI - 600 MT Ha [o0y.

®ibpomianris

PexomeHf0BaHa [i03a Iipenapary A jaikyBaHHS pidpomianrii cranoBuTh 300-450 Mr Ha o0y .
JIikyBaHHS CIIifl pO3MOYMHATH i3 3aCTOCYBaHHA M03u 75 MT 2 pa3u Ha o0y (150 Mr Ha mooy).
3aexkHOo Big eeKTUBHOCTI Ta IePeHOCUMOCTi, 03y MoxkHa 30inburyBatu 0o 150 mMr 2 pasu Ha mo0y
(300 mr Ha mOOY) MIPOTATOM OIHOI'0 TUXKHS. [IJ1s MaIlieHTiB, O/ IKUX 3acTocyBaHHS go3u 300 MT Ha
no0y € HeOCTaTHHO e(PEeKTUBHUM, MOXKHA 36iTBIIUTH 03y 40 225 MT 2 pa3u Ha #o0y (450 Mr Ha
no0y). Xoda icHye mocifizKeHHs 3acTocyBaHHS 0o3u 600 Mr Ha go0y, oKa3iB TOro, 10 3aCTOCYBAHHS
11iel mo3u Oyme MaTu JOaTKOBY IepeBary, HeMa€; TaK0XK TakKa [03a Maja Tiplly IepeHOCHMiCTb.
Bepyuu g0 yBaru mo3o3asexHi mobivHi peakilii, 3acTocyBaHHs 103 Buile 450 Mr Ha 100y He
pekoMeHOyeThCsa. OCKiNbKM IpenapaT BUBOOUTHCS TOJIOBHUM YMHOM HUPKaMH, CIIifl KOPUTYBATH H03Y
npenapaTy NalieHTaM i3 IOpyIIeHHSIMU (QYHKII1 HUPOK.

BinMina npera6aniny

BigmoBigHO mo mito4oi KniHiYHOI MpaKTUKY, IPUNIMHSATH Tepalliio nperabaniHoM peKOMeHIY€EThCS
IIOCTYTIOBO, IPOTATOM IIJOHAMMEHIIIe OQHOTO TUXKHS, He3aJIeKHO Bifl TOKa3aHb (OUB. PO3OiNu
«OcobnuBocCTi 3acTocyBaHHS» Ta «I106iuHi peakiril»).

[NopyuieHHS QYHKITT HIPOK

[TperabarsiiH BUBOOUTHLCS i3 CUCTEMHOT0 KPOBOTOKY B HE3MiHEHOMY BUTJTISAMI, TepeBakKHO HUPKaMHU.
OckinbKy KJlipeHC nperadasiny npsiMo IPONOPIiNHNYN KTipeHCy KpeaTUHiHy (AUB. PO3Min
«PapMaKoKiHeTHKa»), 3MEHIIIyBaTH 003y IallieHTaM i3 MOPYyIIeHHIMU QYHKII HUPOK CITif
iHgWBimyanbHO, SIK 3a3Ha4Y€HO B TAOGIUIl HUXKYe, BiIMIOBiOgHO 1m0 KiipeHCcy KpeaTuHiny (CLcr), sKui
BHM3HA4YalOTh 3a HOPMYIIOI0:



[TperabarniH e¢eKTUBHO BUOAJISIETLCS 3 TIa3MU KPOBi 3a loroMoro remoxianidy (50 % mpemapary
npoTsaroM 4 ropuH). [I71g nanieHTiB Ha reMopianisi ;o6oBy qo3y nperabariHy Ciif KOpUTyBaTH
BifgmoBigHO [0 QyHKII HUPOK. KpiM mo60Bo1 1031, ogpa3y micis KoXKHOI 4-TOWHHOI IPOLleypPH
reMofiani3y HeoOXiIHO 3aCTOCOBYBAaTH AOOATKOBY HO3Y Ipenaparty (OuB. TaOIuIo).

KitipeHc 3arasnpHa f03a mperabaniny Ha goOy*  |[CxeMa mo3yBaHHS
KpeaTHHIHY [TouaTKoBa Jo3a [|MakcuMaJlbHa [03a
(CLcr) (Mn/xB)  |(mr Ha [o6y) (Mr Ha [06y)
>60 150 600 2-3 pa3u Ha #o0y
=30 — <60 75 300 2-3 pa3u Ha no0y
=15 - <30 25-50 150 1-2 pa3u Ha o6y
<15 25 75 1 pa3 Ha moby
[logaTkoBa f03a micns remofgianisy (Mr)

[25 [100 |OnroKpaTHA Mo3a

* 3aranbHy J000BYy m03y (Mr/moby) Crim po3mominuTH Ha JeKinbKa MPUHUOMIB BiOIOBIZHO N0 PEXUMY HO3YBaHHS,
00 oTpUMaTH O3y [/ OOHOKPATHOTO IMpuiiomy (Mr/mo3y).

IlomaTkKoBa f03a - Lie ;oJaTKOBa OMHOKpPaTHa [03a.

IleuiHKOBa HEIOCTATHICTh

II71g nalieHTiB i3 mopymeHHIMU QYHKIII MeYinky HeoOXiMHOCTI B KOPEKIIil 103U HeMa€ (IUB. PO3Mis
«PapMaKOKiHETHUKA»).

[TamiedT TiTHLOTO BiKY

II7sg TallieHTiB NITHHOTO BiKYy Yepe3 MmoTipieHHs QYHKIII HUPOK Moxe OyTH OTpiOHEe 3MeHIIeHHS
no3u nperabaniny (quB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).

Himu

Besneka Ta eheKTUBHICTb 3aCTOCYBaHHS mperabaiiHy IIPU MOTO 3aCTOCYBaHHI AiTAM (BiKOM [0
18 pokiB) He BcTaHOBEHI. [IOCTyIIHA Ha Ile¥ Yac iHGopMallis HaBefieHa B po3mini «ITobiuHi
peakiiii», a TakoxX y po3finax «PapMakognHaMika» i «PapMaKOKiHETHKa», OOHAK,
CIIMPayYUCh Ha HUX, HEMOXKJIMBO HaflaTH KOOHUX PEeKOMEHalliil 00 A03yBaHHSA Ll
KaTeropil malieHTiB.

ITepedo3yeanus



[Ticrs BUXOmy mpemnapaTy Ha PUHOK ITOBiOOMIISINIM, 1110 HAWYaCTIIIMMHY Bil3HAUYEeHUMU ITOOIYHUMU
peaxIisiMi y BUMIAAKY ITepeno3yBaHHs mperabatiny Oyiu COHMUBICT, CIUTYTaHICTh CBiIOMOCTI,
30ymKeHHS Ta HECIMOoKi#. TaKoXK IOBiTOMIISNIN PO CYOOMH.

3pifka MOBIAOMIISANY IIPO BUMIAOKU KOMHU.

JIikyBaHHS Mepefo3yBaHHs Iperabainy MoJsrae y 3arajlbHUX MiATPUMYBaJbHUX 3aX0fax Ta 3a
noTpebu MoxKe BK/TIOUATH reMomiai3 (quB. po3min «Crmoci6 3acToCyBaHHS Ta HO3U», TAOIHIIs).

ITo6iuHi peakuii

Y kniHiyHiN nmporpami 3 mociimkeHHS nperabaniny #oro orpuMany nonan 8900 naiieHTiB, 3 HUX
5600 - y4aCHUKY TIOABIMHMUX CIIINUX IIanieb60-KOHTPOIbOBaHUX AOCTiAXKeHb. HaltuacTimumu
3apeeCcTPOBaHMMHU NMOOIYHUMY peakLigMu OyIu 3alaMOpOYeHHS Ta COHNUBICTE. [100iuHi peakiril
3a3Bu4ai Oyu 1erkoro abo MOMipHOTO CTyIeHs. B yCix KOHTPOIbOBAHUX JOCTIIKEHHSIX TOKa3HUK
BimMiHM mpemapaTy uepes mobiuHi peakilii cTaHOBUB 12 % cepeq MalieHTiB, SKi mpuimManu
nperabariH, Ta 5 % cepeq Malli€HTiB, gKi oTpuMyBanu mnane6o. HaltyacTimumu mobivHuMU
peakiiaMy, 110 IPU3BOAUIN 00 NIPUIKHEHHS 3aCTOCYBaHHA IIpenapaTy AOCTiAKeHHS B IpyIi
nperabariny, Oy/iu 3allaMOPOYEeHHS Ta COHIUBICTS.

Huxxue HaBepeHi Bci M0oGiYHI peakilii, 1110 BUHMKAIM YacTillle, HiK IIPYU 3aCTOCYBaHHi maiebo, Ta
Oinbllle HiXK B OQHOIO MallieHTa; 1i Mo0iuHi peakilii 3a3Ha4YeHi 3a CUCTeMaMM OpraHiB Ta 3a YaCTOTOIO:
nyxe 4acTo (=1/10); gacto (Bim =1/100 go <1/10); HeuacTo (Bix =1/1000 mo <1/100); pigko (Big
=>1/10000 mo <1/1000); myxe pigko (<1/10000); yacToTa HeBigoMa (He Moxke OyTH OIliHEHa Ha OCHOBI
HAsIBHUX JIaHUX). Y KOXKHIl I'pyImi 3a 4aCTOTOI BUHUKHEeHHS 100iuHi eheKTu pefcTaBieHi y IOPSOKY
3HUKEHHS CTYTIEHS iX IIPOSIBiB.

[Tig yac nmikyBaHHSI HEBPOIIATHYHOTO 0OJII0 IIEHTPAIbHOTO ITOXOMKEHHS BHACIIIIOK YIIKOMXKEHHS
CIIMHHOT'0 MO3KY YacTOTa BUHMKHEHHS MOOiYHUX peakiii 3aranoM, mobivHux peakiiii 3 6oky LITHC Ta
0COo0/IMBO COHIMBOCTI OyJia MiBUILEHOIO.

3a3HaueHi HUXKYe M00iYHi peakilii MOXKyTh OyTH ITOB’sI3aHi 3 OCHOBHUM 3aXBOPIOBaHHAM Ta/ab0
OOHOYACHUM 3aCTOCYBaHHSIM iHIINX JIIKAPCHKUX 3aC00iB.

IomaTkoBi mo6iuHi peakilil, Ipo AKi MOBiMOMJISIN IIiC/Isl BUXOAY MpelapaTy Ha PUHOK, II03HaYeHi
KYPCUBOM Y IIepeJliKy HUXYe.

IH¢ekuii ma iHgasii: 9aCTO — Ha30(haPUHTIT.

3 6oky iMyHHOI cucmemu: HEYaCTO — TiMepPuyTIUBICTh; PiKO — aHTIOHEBPOTUYHUYN HAOPSIK,
anepriuxi peakilii, aHadinakToImHi peakiiii.

3 6oky kpoei ma aim¢pamuyuHoi cucmemu: He4aCTO — HEUTPOTIEHis.

3 60Ky memaboai3dMy ma xap4yeaHHs: 4aCTO — IIOCUJIEHHS alllIeTUTY; HeYaCTO — aHOPEKCid,
rimoruikemis.

3 60Ky ncuxiku: 9acTo — eM(POPUYHUYN HACTPiH, CIIyTaHICTh CBIIOMOCTI, OPATiBIUBICTH,
ne3opieHTalriss, 0e3CoHHS, 3HNKEHHS Ni0i0; HeYacTo — raaioluuHallil, IaHiyHi aTaky,
HECIIOKiii, 30yIKeHHs, Ielpecis, menpecuBHUM HACTPil, MigHEeCEHUM HACTPiH, aepecis, 3MiHK



HACTPOIO, AelepCoHai3allis, yTpyaHeHu# qo0ip CIIiB, MaTONOTiYHi CHOBUIHHS, TOCUIEHHS JTibifo,
aHopra3Mig, amaTisi; pigKo — po3raJbMOBYBaHHS, CyillifanbHa IOBEAiHKA, CyllliganbHe MUCIEHHS;
YaCTOTa HeBimoMa — MeOuKaMeHmMo3Hd 3dAeHCHICMb.

3 60Ky Hepsosoi cucmemu: yKe 4acTO — 3allaMOPOYEHHS, COHIUBICTh, TOJIOBHUM 0ilb; YacToO —
aTakcis, MOpyIIeHHS KOOPAUHALlil, TpeMOop, AU3apTpis, aMHe3is, MOTipIIeHHs maM’sTi,
po3nagy yBary, rapecresis, rinecresis, cefalis, IOPYyIIeHHS piBHOBAry, jeTapris; He4acTo
— CUHKOIIE, CTYIIOP, MIOKJIOHYC, 8Bmpama cgidomocmi, ICHXOMOTOPHA TilepakKTUBHICTH,
[OUCKiHe3is1, II0CTypaibHe 3allaMOPOYeHHs, IHTeHIIINHUY TPEeMOp, HicTarM, IOPYIIeHH T
KOTHITHBHUX (QYHKIIIN, no2ipweHHs ncuxiku, TOPYIIeHHs: MOBJIEHHS, rinmopedekcis, rimepectesis,
BiIUyTTS MEYiHHS, areB3isi, 3a2asbHe He30YHCaHHs, aTlaTis, HaBKOJIOPOTOBA TapecTesis; PIAKO —
cy0omu, TTapoCMis, TimoKiHe3is, mucrpadis, MapKiHCOHI3M, Timanre3is, 3a/1exkHiCTs,
MO30YKOBUM CUHAPOM, CHHIPOM 3y04acTOro Kojieca, KoMa, felipiil, eHmedasnonarisi,
eKCTpalipaMigHui CUHAPOM, CHHOPOM ['ieHa-bappe, iHTpakpaHianbHa TrilepTeH3isa, MaHiaKallbHi
peaxiiii, mapaHOIfHI peakilii, po3naau CHY.

3 60Ky opaaHis 30py: YACTO — HEUITKICTh 30Dy, MUIIIONIisI, KOH IOHKTHUBIT; HEYaCTO — BTpaTa
nepudepUYHOTo 30PY, MOPYIIeHHS 30py, HAOPSIK ouel, meeKT Mo 30py, 3HUKEHHS
TOCTPOTH 30py, 6ifib B 0YaX, acTeHoIis, (POTOoICis, CyXiCTh 04YeH, IoCuIeHa CIb030TeYa,
[IOOpa3HEHHS O04el, 6rnedaput, IOPYIIeHHS aKOMO/allii, KDOBOBUJIUB B OUHE S0JIYKO,
CBIiTIIOYYTIUBICTD, HAOPSK CIiTKiBKM; PIIKO — 8mpama 30py, kepamum, OCLUJIONCIis, 3MiHa
30pOBOTO CIPUUHATTSA TMUOUHYU, Mifpia3, cTpabi3M, SICKpaBiCTh 30PY, aHi30KOPist, BUPA3Ku
poriBKH, eK30(dTambM, ITapajlidy OYHOT0 M’s3a, ipuT, KEPaTOKOH IOHKTUBIT, Mi03, HiYHa CJIiloTa,
odrampMoreris, aTpodist 30poBoro HepBa, HAOPSK OUCKA 30POBOTO HEPBA, IITO3, YBEIT.

3 60Ky opaaHis cayxy ma pieHosaz2u: 4aCTO — BEPTUT0; HEYACTO — TillepaKky3id.

3 60Ky cepueso-cy0uHHoOi cucmemu: HEYACTO — TaxiKapmis, aTpioBeHTPUKYIIIpHa 610Kana
IIePILOTO CTYIIeHs, CHHYyCcOBa OpafiuKaphis, saacmiiiHa cepuesa Hedocmamticme, apTepiaibHa
TifoTeH3id / rinepTeH3is, IPUIIUBY, BITUYTTSA XOJIOAY YV KIHIIBKAX; PIOKO — NPO/10H2aUiA
iHmepeaaay Q-T, cuHyCOBa TaxXiKaphisi, CHHyCOBa apuTMis.

3 60Ky duxaavbHoi cucmemu: 4aCTo — papuHTOJIapUHTeabHUM 0iflb; HEYACTO — 3aMINKA,
HOCOBa KpOBOTeYa, KallleJlb, 3aKJIafeHiCTh HOCa, PUHIT, XPOIiHHS, CyXiCTh CIIM30BO1
000JIOHKY HOCQ; PIOKO — HAOPsK /e2eHb, BITUYTTS CTUCHEHHS B TOPJIi, JIAPUHTOCIIa3M, allHOe,
aresieKTas, OpPOHXIOIT, TMKaBKa, (Gibpo3 mereHs, Mo3iXaHH; YaCTOTa HEBioMa - MIPUTHIYEeHHS
GyHKIII UXaHHS.

3 60Ky mpagHoi cucmemu: 4acTo — OJII0BaHHS, Hydoma, 3amop, diapesi, METeOpU3M, 3OYTTS
JKUBOTA, CYXiCTh Y POTi, TaCTPOEHTEPUT; HEUACTO — racTpoe3odareasbHa pedIiioKCHa XBOpooa,
HagMipHe CIIMHOBUMIJIEHHS, OpaJibHa TinecTe3is, X0JIelUCTUT, X0JIeiTia3, KOJiT, LIJIYHKOBO-
KUIIIKOBI KPOBOTEYi, MeJieHa, peKTalbHa KPOBOTeYa; PiIKO — aCLUT, TaHKPEATUT, Habpsak
A3uka, gucdarisi, apTO3HUIE CTOMATUT, BUPa3kKa CTPABOXOMY, IePioJOHTAIbHMI abCcIiec.

3 6oky 2enamobiniapHoi cucmemu: HeYacTO — MigBUIIEHUN PiBEHb MEYiHKOBUX (GEPMEHTIBY;
PIOKO — XKOBTAHUII; AyXKe PIAKO — ITIeYiHKOBa HEOOCTATHICTh, TemaTuT.

3 60Ky wKipu ma niOwkKipHOi KAIMKOBUHU: YaCcTO — IIPOJIeXkKHi; HeYaCTO — MMAIyIbO3HUN
BUCHUII, KPOIIUB THKA, Timeprigpos, ceepbisc, ajlomelis, CyXiCTh LIKipH, eK3eMa, TipCyTU3M,



BHpa3KM IIKipH, Be3UKYNI00yTbO3HUM BUCHUIIL; Pioko — cuHOpoM CmiseHca—/IHCoHCOHA, XOMOTHUH
miT, eKchomiaTHBHUM IepMaTHUT, JIiXeHOIDHUYN NepMaTUT, MeJlaH03, Po3jiafy 3 OOKY HIrTiB,
neTexiaJbHUM BUCHII, IyPIypa, IyCTYJISPHUN BUCHUIL, aTPodis WIKipH, HEKPO3 LIKIpH, IIKipHi Ta
HiAMIKIpHI BY3/IMKY, TOKCUKO-enifepManbHuil Hekponi3 (TEH).

3 boky Kicmkogo-M’s3080i cucmemu i cnoAy4HOi MKaHUHU: 4aCTO — M’sI30Bi CITa3MU, apTpalrid,
6inpb y criuHi, 6inb y KiHIiBKaX, ClIa3MM B OiJISHIN IKi; HEYaCTO — HAOPSK cyriobiB, Mianris,
IIOCMUKYBAHHS M’s13iB, Oi/ib y 1M1, 3aKISKaHHS M's13iB; pigko — pabmomiortias.

3 60Ky HUpoK ma ce4osudinbHoi cucmemu: He4aCTO — HETPUMaHHS cedi, Au3ypis, anbOyMiHypis,
reMaTypisi, YTBOPEHHSI KOHKPEMEHTIB y HAPKaX, HEPPUT; pioko — HUPKOBA HEIOCTATHICTS,
OJIirypisi, 3ampumka ceyi, TOCTpa HUPKOBa HEJOCTATHICTh, TJIOMEPYIOHEPPUT, Mi€TOHEPPHUT.

3 60Ky penpodykmueHoi cucmemu ma MOA0YHUX 3a/103: YaCTO — ePEKTUIIbHA AUCPYHKILIS,
iMITOTEeHIIiS; HEYaCTO — CTaTeBa OUCPYHKIIiS, 3aTPUMKA eAKYIAllil, JucMeHopes, 6ifb y
MOJIOYHUX 3aj103aX, JIEUKOopes, MeHoparis, MeTpoparis; piiko — aMeHopesi, BUNiJIeHHS 3
MOJIOYHHMX 3aJ103, 301/IbIIIeHHSI MOJIOYHUX 3aJI03, 2iHeKoMacmis, LepBiluT, OalaHiT, emiguauMIT.

3aeanvHi po3nadu ma peakuii y micui 8ee0eHHA: 4acTo — nepudepruyHi HabpsKYU, HAOPSIK,
IIOPYIIEHHS XOOY, afiHHA, BIQUYTTA CII'IHiHHS, HE3BUYHI BiUYTTS, iBUILIEHA BTOM/IIOBAHICTh;
HEYaCTO — TeHepaTi30BaHui HAOPSK, HAOPAK 001u4ys, BiTIyTTs CTUCHEHHS Y T'PyasX, 6inb,
MiOBUIIEHHS TEMIIEPATYPHU TiNla, BiT4yTTs CIpar#, 03HOO, acTeHis, 3arajbHa ClIabKiCTs,
BiUyTTs1 HE3MyKaHHS, a0bcliec, IeN0NIiT, peakilii GOTOYYTIUBOCTI; PiAKO — IPaHyIbLOMa,
YMUCHE 3alOfisIHHS IITKOOU, 3a04YepeBUHHMM (iOpo3, IIoK.

JlabopamopHi nokasHuku: 4acTo — 30i/IbIIIEHHST MACH Tijla; HEYACTO — MiABUIIEHHS PiBHS
KpeaTuH)OCPOKiHA3M y KPOBi, MiABUILIEHHS PiBHS I'IIOKO3X Y KPOBi, 3MEHIIIEHHS KiJIbKOCTI1
TPOMOOIIUTIB, MiABUILEHHS PiBHS KpeaTUHIHY KPOBi, 3MeHIIIEHHS PiBHS KaJlilo ¥ KPOBi,
3HUXKEHHS MacCH Tijla; PiiKO — 3MeHILIEeHHS PiBHS JIEUKOLUTIB Y KPOBI.

* 30inpiIeHHs piBHSA anaHiHamiHoTpaHcdepasu (AJIT) Ta acnapraTaminoTpancdepasu (ACT).

[Ticns npunuHeHHS KOPOTKOTPHBAJIOTO Ta IOBIOTPUBAJIOTO JTiKyBaHHS ITperabaniHoM y JesiKux
TNIAlliEHTIB CIIOCTEPiraay CUMIITOMH BigMiHU mpernapary. [1oBigoMIsiiy Ipo Taki peakiiil: 6e3COHHS,
TOJI0BHUM 0iNb, HyIOTa, TPUBOXKHICTH, miapes, TPUNONONIOHNHE CHHAPOM, CYAOMHU, 3HEPBOBAHICTb,
[emnpecis, cyiuupganbHi gyMKHy, 0inb, Timeprigpo3 Ta 3arraMopodeHHs, SKi BKa3yloTh Ha Qi3udHy
3asexHicTh. [TamieHTa HeoOXimHO MPOiH(GOPMYyBaTH PO Iie Ha IMOYaTKy Tepartii.

CrocoBHO BigMmiHM nperabariiHy Iicis JOBrOTPUBAJIOTO JIiKyBaHHS, JaHi BKa3yloTh Ha Te, II0 YacToTa
BUHUKHEHHS Ta CTYIiHb TSKKOCTi CUMIITOMIB BiIMiHM MOXKYTb OyTH H0303aI€KHUMH.

Himu

[Tpodins 6e3mexu nperabanidy, BCTaHOBIEHUY y MPOIEC] IT'ITH AOCIiAXKeHb, TPOBeIeHNX 3 y4acCTIO
nefiaTPUYHUX MAIliEHTIB 3 MapLiaJbHUMU CYIOMHUMU HallaflaMy i3 BTOPUHHOIO reHepaisaliieto abo
6e3 Hei (12-TuXKHeBe OOCTigXKeHHs eeKTUBHOCTI Ta 6e3MeKu y malieHTiB BikoM Bif 4 mo 16 pokis,
n=295;

14-nenHe mocmimkeHHS eeKTUBHOCTI Ta Oe3MeKu y nalieHTi BikoM Bif 1 Micsiig mo 4-x pokiB n=175;



OOCIiIXKeHHsT (apMaKOKiHETUKM Ta MIEPEHOCUMOCTI Ipemapary, n=65 Ta aBa BiOKPUTUX JOCITiOXKEHHS
3 BUBYEHH Oe3meky TpuBamicTio 1 pik, n=54 Ta n=431), 6yB nopiOHui g0 mpodisnto, KU
CIIOCTEpIraBcst B JOCTIIXKEHHSIX Y JOPOCIUX MallieHTiB 3 eminerncieio. HaimomupeHimuMy mobivHIMU
SIBUIIIaMH, 110 CIIOCTepiranuck y 12-TuKHEeBOMY AOCTimkKeHHi Teparii nperabaninom, 0ymu
COHJIMBICTE, ipeKcis, iHPeKIll BepXHiX AuXalbHUX IIJIXiB, IiABUIIEHHS alleTUTY, 30i/IbIIIeHHS Macu
Tiza Ta Ha3odapuHriT. Halbinki mommupeHuMy MOOIiYHUME SBUIAMHU IIif Yyac 14-meHHOro
[OCTiAKeHHS JIiKyBaHHS IIperabasiHoM Oyl COHNIUBICTS, iHPEKIl BePXHiX AuXalbHUX MIIIXiB Ta
nipekcis (quB. po3pinu «®@apmakoguHaMika», «®apMakokiHeTrKa» i «Crocib 3acTocyBaHHS Ta
OO3U»).

[ToBimomIeHHS PO Mimo3poBaHi mMo6iYHi peakirii

[ToBimoMnenHs npo mobiuHi peakilil micnis peecTparlii 1ikapchKoro 3aco0y Ma€e BaXK/IMBe 3HAYEHHS.
e mae 3MOry NpOBOAUTY MOHITOPUHT CIIBBIIHOIIEHHS KOPUCTH / PU3UK IIPU 3aCTOCYBaHHI ILOTO
JiKapchbKOro 3aco0y. MeguuyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaKOX MallieHTaMm abo ixHiMm
3aKOHHUM IIpefCTaBHUKAM CJIiT TIOBiOMJISITH TIPO YCi BUMIAAKHU Iif03PI0OBaHUX IMOOIYHMX Peakllii Ta
BifICyTHOCTI e(peKTUBHOCTI TiKapCchKOro 3aco0y dyepe3 ABTOMaTH30BaHy iHGOpMalliliHy CUCTEMY 3
(dhapMakoHarnsAmy 3a MmocunaHHsAM: https://aisf.dec.gov.ua.

Tepmin mpugaTHOCTi

3 POKH.

YMoBu 30epiranus
30epiraTé B OpUTiHAJbHINA YIAKOBIII.
He nmoTpebye cmenianbHUX YMOB 30epiraHHs.

30epiratu y HEJOCTYIIHOMY OJIs1 miTe# MicIi

YnakoBka

[To 14 kamcyn y 6mictepi. ITo 4 GmicTepu y KOpOO1Ii.

Kareropis Bignmycky. 3a peremntom.

BupoOHuK

dapmanertuunuit 3aBof «Ilonbpapma» C.A., Tlonbimia /

Pharmaceutical Works «Polpharma» S.A., Poland.



Micue3HaxoIKeHHsI BUPOOHHKA Ta afipeca Micls MpoBaIXKeHHS HOro Tis/IbHOCTi
Byn. [Tenpnnunbcka 19, 83-200, Craporapp I'manbcky, Ilombima /

19, Pelplinska Str., 83-200 Starogard Gdanski, Poland.



