IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

OTPAHIA®

(OGRANIA)

Cknao:
Oitoua peuosuHa: Iperadartin;
1 kamncyna mictuts 75 Mr, 150 Mr a6o 300 mr nperabariny;

0onoMidCHI peuoBuUHU: TAKTO3W MOHOTIpAT; KpPOXMaJlb KyKypPYA3sSHUM; I1e110/103a MiKPOKPUCTAIidHa;
TaJIbK;

CKyiaf 000JIOHKHM KalCyyu 75 MT: XKeJlaTuH, 3aji3a okcup yepBouuii (E 172), Tutany miokcun (E 171);

cknap oboyoHku Kancynu 150 Mr: xKenmaTtul, a3opy6iH, Kapmoi3uH (E 122), 3amisa okcup yopuuii (E
172), 3ani3a okcup yepBoHuii (E 172), Tutany giokcup (E 171);

cknap obomonku Kancynu 300 Mr: KenmaTtul, a3opy6iH, Kapmoi3uH (E 122), ingurokapmis (E 132),
tuTany miokcup (E 171).

JIikapcbka ¢opma. Kancynu.
OcHosHi (pi3uko-xiMiuHi 8 1acmusocmi:

KaIICy/IM 110 75 MT: TBepAa XeJaTUHOBA KalcCysla, TUIiHAPUYHOI POpMH, KpHIlledKa Ta KOPIIYyC
KalICYyJId CBIiTI0-POKEBOT0 KOJIbOPY. BMICT KaIlCcyu - MOPOILIOK Bif 6imoro mo mManxke 6isToro KOIbOPY;

Karcynu o 150 Mr: TBepaa KelaTAHOBA Kalcysa, UAMiHAPUYHOL popMu, Kpullleuka KaICyu -
POKEBOTr0 KOJIbOPY, KOPITyC - 0i710ro Konbopy. BMicT Kamncynu - mOpomoK Bif 6inoro go Maixke 6imoro
KOJILODY;

karncynu no 300 MT: TBepAa JKelaTAHOBA Kalcysa, UAMIHAPUYHOL popMu, KpullleuKa KalCyu -
KOPUYHEBO-YEPBOHOT0 KOJILOPY, KOPIYC - 6i/I0oro Konpopy. BMicT Kamcynu - MopoIok Bif 6inoro mo
Maiixke 06i70oro Konbopy.

®dapmakoTepaneBTHYHA Irpyna. [IpotueninentuyHi 3aco0u. IHIII TPOTHENiIENTHYHI 3ac06H.
Kom ATX NO3A X16.

dPapmakonoziuHi e1acmueocmi.



®apmakoOuHamika.

Iliroua peyoBuHa mperaballiH € aHaJI0roM raMMa-aMmiHoMacisiHoi kucnotu ((S)-3-(amiHomeTn)-5-
MEeTHJITeKCaHOBa KUCJIOTa).

Mexani3M mil

IIperabaiH 3B'I3y€THCS 3 MOMOMIXKHOIO CyOonuHMIIEI0 (a,-d-0i/10K) IOTeHIian3aIeXKHUX KaIbIiEBHX
KaHaJIB y IIeHTPaJIbHil HEPBOBIill CUCTEMI.

Krigiyda eeKTUBHICTE i 6e3meka

HesponamuuHuti 6i1b

[TperabariH € epeKTUBHUM [JIg TiKyBaHHS OiaOeTHYHOI HEBPOMATii, MOCTrepreTUYHOI HEeBpaIrii Ta
VIIKOMKEHHST CITMHHOT0 MO3KY. EeKTUBHICTh IpemapaTy Ipu iHIKMX BUAaX HEBPOIATUYHOTO 6OITI0
HEe BUBYAJIH.

[Tperabarin BuB4anu y 10 KOHTPOIbOBAHUX KITIHIYHUX [OCTIAXKEHHSIX TPUBAJICTIO 10 13 THXKHIB i3
pexXrUMOM [I03yBaHHS IIpernapaTy 2 pa3u Ha Ho0y Ta y JOCTiAXKEeHHSIX TPUBAJICTIO 8 TUXKHIB 3
PexKUMOM [I03yBaHHS IpemapaTy 3 pasu Ha mo0y. 3aramom mpodins 6e3neku Ta eHeKTUBHICTD AT
pexuMy fo3yBaHHA 2 abo 3 pa3u Ha fobOy Oynu nomibHUMHU.

Y npoueci KiHIYHUX JOCTiAXKEHb TPUBAJICTIO 70 12 TUXKHIB, KoK mperadaid 3aCTOCOBYBaIU AJIS
JiKyBaHHS HEBPOIIATUYHOI'0 0OJTI0 TP YIIKOMXKeHHi neprudepuyHoi Ta 11eHTpaIbHOI HePBOBOI
cuctemu (ITHC), 3meHmeHHs 007110 CIIOCTEPIranocs Iics IepuIoro TUXKHS Ta 30epirasocs mpoTsarom
yCBOT'0 IIepiofy JIiKyBaHHS.

Y mpotieci KOHTPOIbOBAHUX KITIHIYHUX JOCIIIXKEeHb 3 BUBUEHHS ITepU(PEePUYHOTO HEBPOIIATUYHOTO
6omio y 35 % mallieHTiB, sIKi 3acTOCOBYBau nperabartiH, Ta y 18 % maiiiedTis i3 rpynu nnaue6o
crioctepiranocs mokpaieHHs Ha 50 % 3a mKanow ominky 0oimo. Cepep MallieHTiB, y IKUX He
BUHHWKaJa COHJIUBICTh, TaKe MOKpaIleHHs crocTepiranocs y 33 % mnalli€eHTiB, Ki 3aCTOCOBYBalu
nperabaiH, Ta y 18 % marienTiB i3 rpynu nnane6o. Cepeq HalieHTiB, y SKUX BUHUKAa COHIUBICTS,
KiNIbKiCTb TAIli€eHTIB, SIKi BiONOBiNK Ha NiKyBaHHS, cTaHOBMIA 48 % y rpymi nperabaniny ta 16 % y
rpymi mnnane6o.

Y mporieci KOHTPOIbOBAHUX KIIHIYHUX MOCIIIXKEHb 3 BUBUEHHS HEBPOIMATUYHOI'0 OO0JII0 IeHTPAIBHOTO
IIOXOIKeHHS y 22 % MallieHTiB, SKi 3aCTOCOBYBau nperabariH, Ta y 7 % mallieHTiB i3 rpynu mnaue6o
criocTepirasnocs mokpaieHHs Ha 50 % 3a IKano0 OILiHKK 00ITI0.

Eninencisa

[lomaTKOBe JiKYyBaHHSA

[TperabaiH BUBYAIH IIif YaC TPHOX KOHTPOJILOBAHUX KITIHIYHUX MOCIAKEeHb TPUBAJIICTIO 12 THXHIB 3
pexuMoM f103yBaHHA 2 abo 3 pa3u Ha f00y. 3aranoM npodins 6e3mneku Ta epeKTUBHICTD IS
pexuMiB 0o3yBaHHS 2 Ta 3 pa3u Ha fo0Oy Oynu nomiOHUMMU.

3MeHIIeHH YaCTOTH CYAOMHUX HallafjiB CIIOCTEPIrasocs Ha IepIIoMy TUXKHI.

[litTu. EdexTuBHICTL Ta Ge3MeKa 3aCTOCyBaHHS IperabaiHy SK JOIOMiXKHOTO 3ac00y Ipu eminerncii
mJist miTed BikoM mo 12 pokiB Ta [ns migmiTKiB He BcTaHOBJIeHi. [To6iuHi peaxkiiii, 1110 criocTepiramucs B
IOCTiAKeHH] 3 BUBYEHHS (DapMaKOKiHEeTUKM Ta TePeHOCUMOCTI, J0 IKOT0 Oy/iK BKIIIOYEH] MallieHTH



BikOM Bif 3 mics1iB 1o 16 pokiB (n=65) i3 mapIrianbHUMK CYOOMHUMM Hamagamu, Oyu momioHi mo
mo0iYHMX peakiriyl y mopocnux. Pe3ynbraTu 12-TUKHEBOTO I1a1e60-KOHTPOILOBAHOT'0 JOCITiIXKEeHHS
3a y4acTio 295 mite BikoM Big 4 mo 16 pokiB Ta 14-meHHOTO MmIale00-KOHTPOIEOBAHOTO
IoCTimKeHHs 3a y4acTio 175 miTe#t BikoM Bim 1 Micsig mo Momopiie 4 pokiB, MeTolo sskux Gyiia oliHKa
edekTuBHOCTI Ta 6e3meku nperabaniHy SK JO[aTKOBOI Teparllii mapiiiaTbHUX CyIOMHUX HamafiB, Ta
BiIKPUTOrO HOCTigKeHHs Oe31eKu TpuBasicTio 1 pik 3a ydacTio 54 miTeii BikoM Bif 3 MicsmiB 1o 16
POKIB 3 eTifiencieio BKa3ylOTh Ha Te, 110 TaKi MO0i4Hi peakiiil, SK MmipeKcida Ta iH(eKIIil BepxHix
OVXaJIbHUX LIJISIXiB, Y AiTE€H CIIOCTEPIraloThCS YacTillle, HiXK Y JOPOCIIKX MallleHTiB 3 elilencie (Ius.
po3minu «®apMakKokiHeTHKa», «Crocib 3acTocyBaHHS Ta mo3u» Ta «I1o0iuHi peakirii»).

Y 12-tuXHeBoMYy My1a11e60-KOHTPOJILOBAaHOMY HOCIiAKEeHHi IiTsaM (BikoM Bif 4 pokiB o 16 pPokiBs)
npu3Haydany nperabatin mo 2,5 Mr/kr/nody (Mmakcumym 150 Mr Ha mo6y), mperabartiH mo

10 mr/kr/moby (MakcumyM 600 Mr Ha mo6y) abo nnate6o. [IprHaliMHi 50 % 3MeHIIeHHS HapiliaIbHUX
Cy[IOMHUX HalafiB, MOPIBHSHO 3 BUXIOHUM pPiBHEM, crioctepiranocs y 40,6 % malfieHTiB, AKi
oTpuMyBanu nperabamnid y gosi 10 mr/kr Ha o6y (p=0,0068 nmopiBHSHO 3 mnanebo), 29,1 %
nalieHTiB, SKi oTpuMyBanu nperabanin y no3i 2,5 mr/kr/mo6y (p=0,2600 mopiBHsHO 3 n1ane6o), Ta
22,6 % THX, XTO OTPUMYBaB II1a1ebo.

Y 14-pennomy nane60-KOHTPOJILOBAHOMY [OCIiAXKEHHI AiTsaM (BikoM Big 1 Micsis go momopie 4
POKiB) mpu3Haydany nperabasnin 7 mr/kr/moby, nperabamnin 14 mr/kr/mo0y abo miaie6o. MenianHa
noOoBa 4acTOTa CyIOM Ha BUXiIHOMY PiBHi Ta Ha 3aK/IIOUHOMY Bi3UTi CKJlafana BignoBigHo 4,7 i 3,8
niis mpera6aniny B mo3i 7 mr/kr/go0y, 5,4 Ta 1,4 nnsg nperabariny B fo3i 14 Mr/kr/mo6y Ta 2,91 2,3
niis nnane6o. [lperabanin y gosi 14 mr/kr/mo0y 3HaYHO 3MEHIIYBaB JI0orapu(MidHO TepeTBOPEHY
YaCTOTY TapliiaTbHUX CYIOMHUX HamapiB y nopiBHsHH] 3 manebo (p=0,0223); mperabanix y gosi 7
Mr/Kr/no6y He IPOLEeMOHCTPYBaB IOKPallleHHS OPiBHAHO 3 I1a1e6o.

MoHoTepanis (I DalieHTiB 3i MOWHO OiaTHOCTOBAHUM 3aXBOPIOBAHHSIM

[Iperabaid BUBYasX y IPOIECi OMHOTO KOHTPOJIbOBAHOTO KITIHIYHOTO OOCTiIXKEeHHS
TPUBAJICTIO 56 TUXKHIB i3 pexXUMOM [I03yBaHHS 2 pa3u Ha mo0y. [IperabariH He HocsT
6inbImI0i e(eKTUBHOCTI MOPIBHSHO 3 TaMOTPUIKUHOM, 3TiIHO 3 OLIHKOI Yepe3 6 MicAIliB
KiHIIeBOI TOYKY - BiICYTHICTh CyIOMHMX HamnafiB. [IperabariH Ta 1aMOTPUAXKKH OyIn
OJTHAKOBO 0€3MeYHUMU Ta N00pe epeHOCUInCs.

I'eHepasnizosaHull mpusoXcHuUl po31ad

[TperabariiH BUBYABCS Yy MPOIIECI IIECTH KOHTPOJIbOBAHUX JOCIi?KeHb TPUBAJIICTIO 4-6 TUXKHIB, y
IIPOIIECi OGHOTO OOCIIiAXKEeHHS TPUBAJICTIO 8 TUXKHIB 3 y4aCTIO Ialli€eHTIiB JIITHHOT'O BiKYy Ta OLHOTO
IOBTOTPUBAJIOTO [OCTIAXKEHHS 3 BUBUEHHS MIPO(ITaKTUKY PEIUANBY i3 6-MiCIYHOI0 TOABINHOIO
crinoro $ha3oio.

[TomerieHHsI CUMIITOMIB FeHepasli30BaHOTO TPUBOXKHOIO PO3/1afy BiAMOBIAHO [0 WIKanu ['aMinbToHA
st ouinky TpuBoru (HAM-A) criocTepiranocst Ha IepIIioMy THUXKHI JTiKyBaHHS.

Y nporieci KOHTPOILOBAHUX KIiHIYHUX AOCIIIXKEHb (TpUBaicTio 4-8 TUXKHIB) y 52 % MallieHTiB, IKi
3aCTOCOBYyBaIH perabarid, Ta y 38 % mamieHTiB i3 rpynu mnaiebo crocTepiranocs moKpalleHHs Ha
moHauMeHIre 50 % 3aranbHOro MokasHuka HAM-A Big BUXigHOTO PiBHS [0 KiHIIEBOI TOYKM.

[lig 4aCc KOHTPOJIbOBAHUX JOCIIIAXKEHb PO HEYITKICTh 30Py YacCTillle ITOBIJOMIISAIN IallileHTH, SKi
3aCTOCOBYBaIM IIperabarliH, MOPiBHSAHO 3 MallieHTaMH, SKi oTpuMyBasu mnianebo. YV 6inburocTi
BUMAJKIB Ife IBUIIE 3HUKAJIO IIPYU IIOCTIMHOMY 3aCTOCYBaHHI npemnapaty. OdTaabMOIOTiYHe
o0cTexkeHHS (Y TOMY YHCIIi TIepeBipKa rOCTPOTH 30Dy, opMasibHa IlepeBipKa MOoJIs 30py Ta



OOCHiAXKEHHS 0YHOT0 JHA IIPY PO3MIKUPEHiN 3iHulli) mpoBogunocs y nonan 3600 mamieHTiB mifg 4yac
KOHTPOJIbOBaHUX KJIIHIYHUX AOCHiAXKeHb. Cepeq KX MallieHTiB TOCTPOTa 30py noripmmunaca y 6,5 %
TAIiE€HTIB, SIKi 3aCTOCOBYBaIu mperadarit, Ta y 4,8 % nauieHTiB i3 rpynu miare6o. 3MiHU OIS 30py
BUSIBIIEHO ¥ 12,4 % mallieHTiB, sIKi 3acToCcoByBasu mperabatiH, Ta B 11,7 % nalieHTiB i3 rpynu
nnane6o0. 3MiHU 0YHOTO [iHa BUSBJIEHO ¥ 1,7 % mallieHTiB, AKi 3acTocoByBanu mperabanin, Tay 2,1 %
NallieHTiB i3 rpynu mnamebo.

dibpomianeis

EdexTuBHicTh nperabaniny Oya BCTaHOBIEHA B OGHOMY 14-THKHEBOMY ITO[IBIHHOMY CIIiIIOMY
n1a1e60-KOHTPOJIbOBAHOMY MYJIbTUIIEHTPOBOMY HociimxkeHHi (F1) Ta B ogHOMY

6-THXKHEBOMY pPaHAOMi30BaHOMY HocCiigKeHHi BinMiau (F2). o 1iux gociigkeHs 3a1ydanucs
nalieHTy 3 fiarHo3oM «dibpomianris» Ha 0CHOBI KpUTepiiB AMEPHUKaHCHKOT'0 KOJIENXKY PEBMATOIOTi1
(mommpeHnu#t 6imb TPOTATroM 3 MicAIiB B aHaMHe3i Ta 0inib, HasgBHUM B 11 yu Ginbiue 3 18
crenudigHux 60IHOBUX TOYOK). [[OCTiIKEHHS TPOIeMOHCTPYBAIX 3HUKEHHS 00J110 3@ Bi3yasIbHOIO
aHaJIOr0BOIO MmKasowo. [TokpalleHHs [OOaTKOBO 0YyJI0 IPOAEMOHCTPOBAHO 3a 3arajIbHOI0 OI[IHKOIO
nallieHTa Ta 3a ONMUTYBAHHSAM IIOMO0 BIIUBY (piOpomianrii.

[itu. Byno mpoBeneHo niae00-KOHTPOJIbOBaHEe [OCTiIXKEeHHS TprUBalicTio 15 TuXHIB 3a y4acTtio 107
miten BikoMm 12-17 poxkis i3 ¢ibpoMianrieto, gKi 3acTocoByBanu nperabamnid y gosi

75-450 Mr Ha mo0y. 3a pe3ynbTaTaMU OLIHKY TEPBUHHOI KiHIIEBOI TOYKY €(PEeKTUBHOCTI (3MiHa
3arajbHOl iHTeHCHBHOCTI 007110 Bif 6a30BOTO PiBHS [0 THXKHS 15; po3paxoBaHO 3a HomoMorow 11-
OabHOI IITKaIK OLiHIOBaHHS) OYJI0 MIPOAEMOHCTPOBAHO YKCEJIbHO OibIlle IIOKPAIIeHHS CTaHy
TIallieHTiB, SIKi 3aCTOCOBYBaIM IperadarliH, MOPiBHSHO 3 NallieHTaMH, SKi mpuiimManu mnianebo, aje 1e
TIOKpallleHHS He NOCAT/IO CTaTUCTUYHOI 3HauymocTi. HaldacTimumu no0iYHUMY peakIlisiMu, sKi
CIIOCTepiranucs y KIiHIYHUX DOCIiIXKEeHHX, OyIu 3aaMOpOYeHHs, HY[O0Ta, TOJIOBHUM Oifb,
36inbIIEHHST MACH Tijla Ta CTOMJIIOBAaHiCTh. 3aranbHul npodins 6e3neku y miamiTkis 6yB nogibHuM mno
TAKOTO Y OOpPOCIuX i3 pibpomianriero.

dapmakokiHemuxka.

dapmakoKiHeTHYHI TOKa3HUKY IIperadasiiHy y piBHOBaXXHOMY CTaHi 0yJu MOAiOHMMU y 3MOPOBUX
noOpOBOJIBLIIB, MALIIEHTIB 3 eMiNernciero, ki 3aCTOCOBYBaU IIPOTUEMINIENITUYHI TpenapaTu, Ta
TAIEHTIB i3 XPOHIYHUM 6OJIEM.

AGcop0biris

[TperabaniH MIBUAKO BCMOKTYETHCS IIPY MIPUMOMI HaTIIle i JOCATAaE MaKCUMaJIbHOI KOHIIEHTpaLil y
nna3mi Kposi (C,,,,) mpoTsAroM 1 TOmWHM IiC/s OGHOPA30BOI0 Ta 6araTopa3oBOr0 3aCTOCYBAHHS.
Po3paxoBaHa 6iofloCTYNHICTEL Tperadariny pu nepopajlbHOMY 3aCTOCyBaHHi cTaHOBUTH 90 % i
Oinblie Ta He 3a/1eXKUTh Bifg mo3u. [Ticisa 6araTopa3oBOro 3aCTOCYBAHHS PiBHOBaXKHUW CTaH
mocsiraeThest yepes 24-48 ropuH. IIIBUOKICTE BCMOKTYBaHHS Iperabainy 3HUKYETHCS IPU
OIHOYaCHOMY 3aCTOCyBaHHi 3 1Kel0, II0 TPU3BOAUTH 10 3MeHIneHHs C,, TPUOIN3HO Ha
25-30 % i momOBXKEHHS YacCy NOCSITHEHHS MaKCHMaJlbHOI KOHIeHTparlii (t,,,) TpubIu3Ho Ha

2,5 roguHu. OpHaK npuiioM nperabaniHy OMHOYACHO 3 13Kel0 He MaB KJIiHIiYHO 3HAUyIIOro BIJIUBY Ha
CTymiHb Moro abcopOuii.

Posnopin

IokiHIuHI JOCTigXKeHHs II0Ka3ajy, 1o nperabaliH MpoHUKae Kpi3k reMaToeHnedaniyuuii 6ap’ep y
mypiB, Muiel Ta MaBI. [Ipera0asiH TaKOXK MPOHUKAE KPi3b IIALEHTY B IIyPiB i BUAINSIETHCS y
MOJIOKO IIypPiB y mepiof akTalii. Y moguHu ysaBHUM 00’'€M pO3Mmoiny nperabainy micis



IIepPOPaIbHOTO 3aCTOCYBaHHS CTAaHOBUTD NMpubnu3no 0,56 n/Kr. [Tperabain He 3B’SI3y€ETHCS 3 OinKaMu
IJ1a3MU KPOBI.

MeTabojizMm

Y miogunu nperabaiiH 3a3Hae He3HAYHOT0 MeTabomiaMy. ITicns BBemeHHS 103U
pafiioakKTUBHO MideHOro nperabaniny npubnu3no 98 % pamioaKTUBHUX PEeYOBUH BUBOJUTHCS
3i cedeto y BUTTIAMNI He3MiHEHOro mperabaniny. N-MeTu/Ib0BaHWM IepuBaT nperabainy -
OCHOBHHUY MeTaboJIiT mpenapary, IKui BU3Ha4aBcs y cedi, - cranoBuB 0,9 % Bif BBegeHOI
no3u. I1im Yac mOKJiHIYHMX OOCTifXKeHb palleMi3allil S-eHaHTioMepy nperabariny B R-
eHaHTioMep He BimOyBasocs.

BuBeneHHdA

[TperabariiH BUBOOUTHLCS 31 CUCTEMHOT'0 KPOBOOGITy B He3MiHEHOMY BUTJISIZI IIepeBakHO 3a PaxXyHOK
eKkckpelil Hupkamu. CepepHill mepiof HaliBBUBeeHH IperadasiHy CTaHOBUTD 6,3 TONUHM.
[Tna3moBuY Ta HUPKOBUY KITipeHC ImperabaiHy IpsiMo MPOTMOPIIiiiHi KITipeHCy KpeaTHHIHY (OUB.
po3min «PapMakoKiHeTHKa. HUpKOBa HEIOCTATHICTEY).

[MTamieHTaM i3 mopymeHHSMHU QYHKIIII HUPOK abo malieHTaM Ha reMofiai3i HeoOXiTHO KOPUT'yBaTH
mo3u mpemnapary (quB. po3min «Crocib 3acTocyBaHHS Ta Ho3u», Tabmuis 1).

JIiHIMHICTh/HemIHINHICTD

dapMaKoKiHeTHKa ImperadariHy € JiHiMHO [JIT BChOI0 PEKOMEHIOBAHOTO Iiala30Hy [103.
BapiabGenbHicTh hapMakoKiHeTUKY IperabaliHy cepern malieHTiB Hu3bKa (MeHIe 20 %).
dapmakokiHeTHKa OaraTopa3oBUX 003 € ependayyBaHO0 Ha OCHOBI JaHUX, OTPUMAHUX IIPU
BBe[IeHHi 0qHOPa30BOi f03u. TaKUM YMHOM, HEMA€ NMOTPebH y MIaHOBOMY KOHTPOJIi KOHIIeHTpaIlil
nperabaiHy B IJ1a3Mi KPOBI.

Crath

PesynbraTy KIiHIYHUX OOCTIOXKEHD CBiAYaTh IIPO BiACYTHICTH KJIIHIYHO 3HQYYIIIOr0 BIJIUBY CTaTl Ha
KOHIIeHTpallifo mperabasiHy B a3Mi KPOBI.

HupKkoBa HEMOCTATHICTh

Krnipenc npera6aniny mpsiMo IponopiLiiHuil KiipeHcy kpeatuHiny. Kpim nporo, npera6arnin
e(peKTUBHO BUAAJISIETHCA 3 IIJIa3MHU KPOBI 3a JOIIOMOTOI0 reMofiani3y (micnis 4 roguH reMofianisy
KOHIIeHTpallig nperabariny B M1a3Mi KpoBi 3MeHIIyeThcs Pubau3Ho Ha 50 %). OCKinbKY BUBEIeHHS
HUAPKaMU € OCHOBHUM IIUISIXOM BUBE[EHHS IIpelaparTy, NaljieHTaM i3 HUPKOBOX HEJOCTaTHICTIO
HeoOXigHO 3HUXKYBaATH 03y IIPelaparTy, a Micjs reMofianisy mpuiMaTy JOOAaTKOBY 03y (IUB. PO3MIin
«Croci6 3acTocyBaHHS Ta HO3u», TabmuIs 1).

[TeyinKoOBa HEIOCTATHICTD

CnenianbHi focmifxkeHHS (apMaKOKiHETUKY 3a y4acCTIO NallieHTiB i3 MeYiHKOBOI HEJOCTATHICTIO He
npoBoguiauchk. OcKinbKy mperadaiild He 3a3HAa€ 3HAYHOT0 MeTa001i3My Ta BUBOIUTHCS 3i cedero
TIepeBaXKHO B HE3MiHEHOMY BUTJISIAI, MaJIOMMOBipHO, 11106 MOPYIIEeHHS GYHKINI Te4iHKYU MOTJI0 3HAYHO
BIIJIUBATH Ha KOHIIEHTpALllifo perabaiHy B maa3Mi KPoBi.

it



dapmakokiHeTHKY IperabatiHy OLiHIOBalIM 3a y4acTIo AiTeH 3 eminencieio (BikoBi rpymu: Big 1 mo 23
Mics1iB, Bif 2 [0 6 pokis, Big 7 go 11 pokis i Big 12 mo 16 pokiB) mmpu 3aCTOCYBaHHI 103

2,5 Mr/kr/moby, 5 mr/kr/mo0y, 10 mMr/kr/mo0y Ta 15 Mr/kr/moby y mpotieci mocimKeHHS
(hapMaKOKiHETUKH Ta IIePEHOCHUMOCTI.

[Ticns nepopasibHOTO 3aCTOCYyBaHHS Nperabainy OiTsAM HaTile Yac gocsarienHs C,, OyB y uLimoMmy
aQHAJIOTIYHUM y BCiX BIKOBHUX I'pynax i cTaHOBUB Bif 0,5 TOOUHU [0 2 TOOUH MIiCIA IPUAOMY.

3HauenHs C,,, i IO i KPUBOIO 3a/Ie3KHOCTI KOHIeHTpallii Bif 9acy (AUC) mperabaniny 3pocTanu
niniliHO 3i 30iNbIIeHHAM 03U B KOXKHIil BiKOBi#l rpymi. Y miTeit 3 Macoro Tina go 30 xr 3HaueHHs AUC
oynu HuKYuME Ha 30 %, 1m0 o6ymoBiieHo 30inbiIeHHSIM Ha 43 % KIIipeHCy, CKOPUTOBaHOTO 3a Macolo
Tijla, y IIUX MalLi€eHTiB IOPIBHAHO 3 MallieHTaMu 3 Macom Tina = 30 Kr.

Kinmesuit nepioq HamiBBUBeeHHs Tperadasiny CTaHOBUB y cepeqHboMYy IpuOIU3Ho 3-4 TOOUHU Y
miTel BIKOM [I0 6 POKiB Ta 4-6 TOOuH - y HiTel BiKOM Bif 7 POKIB.

Y nportieci nomynsii#HOro apMaKOKiHETUYHOTO aHasti3y 6yo oKa3aHo, 110 KJIipeHC KpeaTHUHiHy
OyB 3HAUYIIOI0 KOBapiaToo [JIs KIIipeHCY IepopabHOro mperabarsiny, a Maca Tina Oyna 3Ha4yIIoio
KOBapiaToo [Jid YIBHOTO 00'€MY pO3MOZiNy IlepopanbHOTo Iperabantiny, i nei 3B’130K O6yB
aQHAJIOTIYHUM Y AiTel i JOPOC/IUX Mallie€HTiB.

dapmakokiHeTHKY IperabaiHy y mali€eHTiB BiKoM 00 3 MicSIliB He BUBYAJHU (IUB. PO3AiNU
«DapmakonguHaMika», «Crocib 3acTocyBaHHS Ta go3u» Ta «[106iyHi peakiii»).

[NarieHTy TiTHLOTO BiKY

Knipenc nperabaniny Mae TeHOEHIIiI0 10 3MeHIIIeHHS 3 BikoM. Take 3MeHIIIEHHS KIIipeHCy
nperabaiHy Ipu H0T0 3aCTOCYBaHHI TepoOpajbHO Y3TOOKYETHCS 31 3MEHIIEHHSIM KIIipeHCy
KpeaTuHiHy, I0B’sg3aHUM 3i 30inbiIeHHSM BiKy. [TanieHTam i3 mopyumeHHIMU GYHKII HUPOK,
TIOB’SI3aHUMH 3 BiKOM, MoxKe OyTH 10oTpiOHe 3MeHIeHHs 103U mperabaniny (quB. po3min «Cmocio
3aCTOCYBaHHS Ta 00O3u», Tabnuns 1).

[Iepion rogyBaHHSA TPYAOI0

dapmakokiHeTHKY nperabasiny mpu #oro 3acTocyBaHHi y 703i 150 Mr koxHi 12 rogus (no6oBa no3a
300 mr) omintoBanu y 10 XiHOK, IKi rOmyBanu IPyAOI0, IIOHaKMeHIIIe Yyepe3 12 TUXKHIB IiCIIs MOJIOTiB.
TogyBaHHS IPyAOIo He BIUIMBAI0 abo Majio He3HaAYHUY BIUIMB Ha papMaKOKiHETHKY Iperabainy.
[TperabariiH MOTpamgB y TPygHEe MOJIOKO, IPU LIbOMY MOT0 CepefHi KOHIIeHTpallil B piBHOBaKHOMY
CTaHi cTaHOBUIM IpUOIKU3HO 76 % KOHIIEHTpallil y 1y1a3Mi KpoBi MaTepi. Po3paxoBaHa 1o3a, Ky
OTPUMY€E HEMOBJIS 3 'PYIHUM MOJIOKOM (IIpU CEPEIHLOMY CIIOXKUBaHHI Moyioka 150 mi/kr/moby) Bin
XKiHKM, siKa mpuiiMae mperabanin y mo3i 300 mr/mo0y a6o y MakcuManbHi# m03i 600 Mr/mo0y,
cranoButh 0,31 abo 0,62 Mr/kr/mo0y BignosigHO. Lli po3paxoBaHi 03U CTAHOBIATL IPUOIU3HO 7 %
3arasibHoOl 060BOI 1031 MaTepi B IepepaxyBaHHi Ha MijlirpaM Ha Kijllorpam.

KitiniyHi XapaKTepHUCTHKH.
Iloka3anHus.
HesponamuuHuti 6iab

I[Ipenapat Orpanis® Dpu3HaYaTH AJIs JTIiKyBaHHS HEeBPONATHYHOr0 GOJII0 Y OPOCIKX IIPH



YIIKOOKeHHi nepru(epruyHol Ta IeHTpaIbHOl HEPBOBO1 CUCTEMH.
Eninencia

IIpenapat Orpanis® npu3HavaTy SK NONATKOBY TEPAIlilo MapliiaJbHUX CyNOMHUX HaMaiB i3
BTOPUHHOIO TreHeparizalieio abo 6e3 Takol y TOPOCIIHX.

I'eHepasnizosaHull mpuBoicHUl po3aad

IIpenapaT Orpanis® npu3HayaTy [/ JTiKyBaHHA TeHepali30BaHOr0 TPUBOKHOTO PO3Nafy y
IOPOCTIUX.

dibpomianais.

IIpomunoka3aHHs.

[TigBuIlleHa YyTIUBICTE [0 Ai040l PeY0OBUHU ab0 [0 Oyab-IKOi 3 MOMOMIKHUX PEeYOBUH IIpemnapary.

B3aemodia 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

Ockinbku nperabaiiH eKCKPETYEThCS IEPEBAXKHO Y HE3MiHEHOMY BUTJISAL 3i ceuelo, 3a3HaE
HE3HAYHOT0 MeTabo1i3My B oprauiami monunu (MeHIe 2 % 003U BUOINSIETHCS 3i ceuero y BUTTISAI
MeTabomiTiB), He iHTiOye in vitro MmeTabomi3M iHIIKUX TpenapaTiB i He 3B’I3yeThCs 3 OinKaMu mIa3Mu
KPOBi, TO MaJIOMMOBIipHO, 110 ITperadajid MoXe CIPUYNHATH hapMaKOKiHETUUHY B3aeMofil0 abo OyTu
00’€KTOM TaKol B3aeMoil.

[Tocai0xceHHA in vivo ma nonyaAauiuHul papMaKkoKiHemuyHut aHani3

Y mocnigKeHHSX in Vivo He CIIOCTepiraay 3Ha4yIol KIiHigyHOol (h)apMakKOKiHETUYHOI B3aEMOZI1 MiXK
nperabarniHoM i peHiTOiHOM, KapOaMa3emiHOM, BaJIbIIPOEBOIO KHUCIIOTOIO, TAMOTPUIXKUHOM,
rabaneHTHHOM, JI0pa3enaMoM, OKCUKOOHOM abo eTaHooM. [Tonynsaniiiauil papMaKOKiHETUUHUN
aHaJIi3 MoKa3aB, 10 IepopabHi mpoTumiabeTyHi 3acobu, miypeTukH, iHCYIiH, peHobapbita,
tiara6iH Ta TomipamMaT He MalOTh KJIiHIYHO 3HAYYIIOT0 BIUIMBY Ha KJTipeHC mperadariny.

HQQOQ(Ulei KOHMpauenmueu, HopemucmepoH ma/abo emUHiﬂechadiOA

OmHOYaCHe 3aCTOCYBaHHS mperadaiHy 3 IepopalbHUMHU KOHTPAIEIITUBAMH, HOPETUCTEPOHOM Ta/a6o
eTHHIZIeCTPagioIoM He BIIJIMBA€E Ha papMaKOKIiHETHKY PiBHOBAXKHOTO CTAHY XKOTHOTO 3 IIPemaparis.

Jlikapcwbki 3acobu, uLo enausaroms Ha ITHC

[TperabariiH MOXe IIOCUJIUTH [if0 €TaHOJy Ta jlopa3enaMy. Y Ipolieci KOHTPOJIbOBAHUX KITIHIYHUX
[OCTiAKeHb OMHOYaCHEe BBeeHHS OaraTopa3oBuX epopabHUX 003 perabatiHy 3 0OKCUKOLOHOM,
nopasernaMoM ab0 eTaHOJIOM He TIPU3BOAUIIO OO0 KITiIHIYHO 3HAUYIIOTO BIUIUBY Ha QYHKIIIO0 JUXaHHS.
[Ticna Buxomy mpemnapaTy Ha PUHOK IOBIAOMIISINIOCS IIPO BUHUKHEHHS AUXaJIbHOI HEJOCTATHOCTI,
KOMH Ta JIeTaJIbHi BUTIAAKU V TALli€HTiB, sIKi mpuiiManu nperabaiid pa3oM 3 iHIIKMHU JTiKapChbKUMU
3acobamu, 1o mpurHiyyooTh QyHKIio [ITHC, 30kpeMa y nallieHTiB, SKi 37I0BKUBAIA TaKUMU
nikapchkuMu 3acobamu. [Iperabain, IMOBIPHO, IIOCUIIOE TOPYIIIEHHS KOTHITUBHUX Ta
OCHOBHMX PYXOBUX (YHKIIiY, CHIPUYMHEHUX 3aCTOCYBaHHSIM OKCUKOMOHY.



B3aemodia y nauieHmia simHb020 BiKY

CnenianbHi mocmimxkeHHsS hapMaKoguHaMigHOI B3a€EMO[Iii 3 y4acTiO HOOPOBOJIBIIIB JIiITHHOTO BiKYy He
mpoBogunucs. [oCmigKeHHsT B3a€MO/Iii TPOBOAUINCS JIUIIE Y TOPOCTIUX.

Oco6.1ueocmi 3acmocyeaHHsi.

IMauienmu 3 uykposum diabemom

[TanieHTH 3 LyKPOBUM Iia0eToM, Maca Tila SKux 30inbIIniacs Iif Yac 3aCTOCyBaHHS Iperabatiny,
MOXKYTbh TOTPeOyBaTH KOPEKIIil 03U TiNOoTrIiKeMiYHUX JTIKapChKUX 3aC00iB.

Peakuii einepuymausocmi

[ToBimoMIISITIOCS TIPO PO3BUTOK Peakllii TimepuyTINBOCTi, 30KpeMa aHTiOHEBPOTUYHOT0 HaOpSKy. 3a
HasIBHOCTi TaKUX CUMIITOMIB aHTiOHEBPOTUYHOTO HAOPSKY, SIK HAOPSAK 06/1MYYs, TepiopaabHUAN
HaOpsK abo HaOPSK BepXHiX QUXaTbHUX IIISIXIB, CHif HETAaWHO IPUIIMHUTH 3aCTOCYBAHHS
nperabaniny.

Tascki WKipHI nobiyHi peakuil

Y 3B’513Ky 3 JIiKyBaHHAM IIperabaiiHoM PifiKo MOBigOMIISITIOCS PO TSXKKi IIKIpHI mo0ivHi peaxiiil,
BKJIIo4Yaouu cuaapoM CTiBeHca — [[?KOHCOHA Ta TOKCUKO-€MigepMabHUN HEKPOJIi3, SKi MOXYTh OyTH
He0e3neyHUMU AJis KUTTS a0 MaTu jeTanbHul Hacifok. [Tif yac npu3HadyeHHs JIiKapChKOTO
3aco0y CIIif MOBiMOMUTH TAIliEHTY PO XapaKTePHi 03HAKYW Ta CUMIITOMHU i yBaKHO CTEXUTH 3a
MKipHUMHU peakiisiMu. AKIIo 3’sIBISI0ThCS CUMIITOMH, III0 BKa3yIOTh Ha IIi peakiiii, CjIif HeraHo
BiIMiHUTH 3acTOCyBaHHS NperabaiHy i po3rasaHyTH albTepHATUBHE JIiKyBaHHA (y pa3i HeoOXigHOCTI).

3anamopoyeHHA, COHAUBICMb, BMpama c8i0oMocmi, CNAYyMaHicms c8i0oOMOCMIi Ma NOPYWeHHA
ncuxiku

3acTocyBaHHS nperabasiHy CypoBOAXKYBaJIOCS MI0SBOIO 3allaMOPOYEHHS Ta COHJIMBOCTI, 10 MOXKe
CIPUYMHUTH BUHUKHEHHS TpaBMaTUYHUX BUIQKIB (afiHb) y Malli€HTiB JIiTHHOTO BiKy. 3adikcoBaHO
BTpaTy CBIAOMOCTI, CILIyTaHICTh CBIJOMOCTI, @ TAaKOXK MOPYLIeHHs IIcuxiku. ToMy nalieHTaM CIIif
nopagutu 6yt 06epexXHUMU, [OKHY IM He CTaHe BiOMO IIPO BIUIMUB JIiIKapChKOTO 3ac00y.

Possnadu 3opy

[Tpo HediTKiCTh 30py YacTillle OBIHOMIISANIY MAIliEHTH, SKi 3aCTOCOBYBaJIU IIperabatiH, MOPiBHIHO 3
nalieHTaMH, SKi OTpUMYyBaiu miane6o. Y GinblIoCcTi BUMIAAKIB 1ie sIBUIIE 3HUKAJIO IIPU MTOCTIHHOMY
3aCTOCYBaHHI mmpemnapaTty. YacToTa moripiieHHs TOCTPOTH 30PY Ta 3MiH 1oJIst 30py GyIia BUIIOI0
TallieHTiB, SIKi 3aCTOCOBYBaIu IperadariH, MOPiBHSAHO 3 NallieHTaMH i3 rpymnu nianebo; YacToTa
BUHUKHEHHS 3MiH 0YHOT0 AHa Oyja BUILOIO V MAllieHTiB i3 rpynu mianedo (IuB. po3min
«®apMaKoIoTiyHi BnacTuBoCTi. PapMaKoguHaMiKa»).

[ToBimomunsinocs npo mobiyHi peakii 3 60Ky opraHiB 30py, 30KpeMa IIpo BTpaTy 30py, HEYITKICThL 30py
abo iHi 3MiHE TOCTPOTH 30Dy, 6araTo 3 IKUX Oy/I¥ THMYACOBUMU. [IpUTMHEHHS 3aCTOCYBaHHS
nperabaiHy Moxe MPHU3BECTH N0 3HUKHEeHHST a00 3MEHIIIeHHS IIUX CUMIITOMIB 3 60Ky OpraHiB 30py.

Hupkosa HeOocmamHicmb




[ToBimoMsiiocst PO BUMTaAKU HUPKOBOI HEHOCTATHOCTI. IHOmi 1e#t edekT 6yB 060POTHUM ITicIis
IPUNMHEHHS 3aCTOCYyBaHHS Mperadariny.

BiOMiHa cynymHix npomuenizienmuyYyHuX AiKapcbKux 3acobis

IaHux M0A0 BigMiHU CYIYTHIX MPOTUEMNIJIENITUYHUX JTiIKapChbKUX 3ac00iB MiC/s JOCATHEHHS KOHTPOJIIIO
HaJl CyooMaM¥ B Pe3yJbTaTi foJaBaHHs [0 JiKyBaHHS mperabaniHy HEOOCTAaTHLO, 1100 MePenTH oo
MOHOTepaIii mperabaninom.

Cumnmomu e8ioMiHu

Y mesIKWX MAIiEHTIB CIIOCTepiraJucs CUMITOMU BiIMiHU IiC/ISl IPUIIMHEHHS KOPOTKO- abo
IOBrOCTPOKOBOTO JIiKyBaHHS Iperadasninom. IToBigoMIIsiyiocst Mpo Taki sBuIa: 6€3COHHS, TOJIOBHUM
0inb, HymOTa, TPUBOXKHICTh, Hiapes, FPUIONONIOHUI CHHAPOM, HEPBO3HICTD, Aempecis, 0ifb, cymomu,
rimeprifpo3 i 3anamMopo4YeHHs, AKi BKa3yloTh Ha (isudHy 3amexkHicTh. Lo indopMarrito crifg
IIOBIIOMUTH MALIEHTY [Iepef I10YaTKOM JIIKyBaHHS.

Cynomu, 30KpeMa emiIenTUYHUN CTaTyC Ta BEJIUKi Cy[JOMHI Hallagu, MOXKYTb BUHUKATHU IIif] Yac
JiKyBaHHS 1peradasinoM a00 HeBIOB3i IiC/sA MPUIMHEHHS HOr0 3aCTOCYBaHHS.

CTOCOBHO IPUIIMHEHHS TOBIOCTPOKOBOTO JIiKyBaHHS MperabaniHoM JaHi BKa3ylOTh Ha Te, IO YacToTa
BUHVKHEHHS Ta CTYIIiHb TSIXKKOCTI CUMIITOMIB BiMIHM MOXKYTb 3ajieXkaTHu Bifj LO3HU.

3acmiitiHa cepuesa HedocmamHicma

[ToBimoMIIATIOCS IIPO 3aCTIMHY CepLieBy HEJOCTATHICTh Y AesKUX MTallieHTiB, gKi IpuiMau
nperabanil. Taka peakiiis 3meb6inbIoro crnocrepiranacs mif yac jgikyBaHHS mperadaminoM
HEBPOMATUYHOTO 60JII0 y Malli€HTiB JIITHHOTO BiKY 3i CeplieBO-CyAMHHUMH MOpyIIeHHIMHU. Crrif 3
00epexkKHiCTI0 3aCTOCOBYBaTHU Iperabaiid TakuM malfieHTaM. [Ipy IpUNUHEHHI 3aCTOCYBaHHS
nperabaiHy 1e SBUIlle MOXe 3HUKHYTH.

ﬂiK}ZBGHHﬂ Hesponamu4yHoz2o 60110 UeHmpdasibvHoz20 NoX00}#CeHHA BHACAI00K )ZUlKOdeCGHHﬂ CNUHHO20
MO3KY

[Tig yac nmikyBaHHS HEBPOIIATHYHOT0 0OJII0 IIEHTPAIbHOTO ITOXOMKEHHS BHACIIIIOK YIIKOMXKEHHS
CIIMHHOT'0 MO3KY YacTOTa BUHUKHEHHS MOOiYHUX peakiii 3arajoM, mobivHux peakiii 3 6oky LJTHC,
0c00IMBO COHNUBOCTI, Oyyia migBuieHow0. Lle Moxke OyTH IIOB’I3aHO 3 aUTUBHOIO [i€l0 CYNyTHIX
JiKapChbKUX 3aco0iB (HalpuKiIaf, aHTUCIIaCTUYHUX NIpenapaTiB), 9Ki HeoOXigHi A TiKyBaHHS LbOTO
crany. L{to o6cTaBUHY CJIifl B3STHU [I0 YBaru IIpu Npu3HavyeHHi nperabasiny TakKuM HallieHTaM.

IIpueHiyeHHA OUXdHHA

[ToBimOMISANIOCS IPO BUIIQAKHY TSIKKOTO MIPUTHIYEHHS JUXaHHS YV 3B’I3KY i3 3aCTOCYBaHHIM
nperabainy. [TalieHTy 3 IOPYIIEHO0 AUXaIbHOI (QYHKIEI0, pecrnipaTopHUMU ab0 HEBPOJIOTIUHIMU
3aXBOPIOBAaHHSIMHU, HUPKOBOIO HEOCTATHICTIO, OMHOYAaCHUM 3acTOCyBaHHSAM paernpecaHTiB [THC Ta
0co0u JIITHBOT'O BiKy MOXKYTh MaTH OiNbINNii pU3NK BUHMKHEHHS ITi€l TAXKKOI mo6iuHol peakiii. s
X MAlliEHTiB MOXKe 3Ham0OUTHCS KOPUTYBAHHS M034 (OUB. po3min «Crmocib 3acTOCYyBaHHS Ta HO3U»).

CyiuudasibHe MUc/1eHHA ma nosediHKd

[ToBimoMISINIOCS TIPO BUIIQAKX CYIIUaIbHOTO MUCJIEHHS Ta IOBEMiHKY Y MAIliEHTIB, SKi OTPUMYBaju
JIiKyBaHHS IPOTHEMINENITUYHUMHU IIpellapaTaMy 3 MPUBOAY IIeBHUX MTOKa3aHb. MeTaaHari3
paHgoMi30BaHUX, MIaneb0-KOHTPOIbOBAHUX NOCITiAKEeHb TPOTHEIIIeNTUYHUX IIPelapaTiB TaK0XK



IT0OKa3aB He3HaYHe IiIBUIIIEHHST PU3UKY MOSIBU CYilMIaIbHOTO MUCJIEHHS Ta MOBENiHKU. MexaHi3M
BUHUKHEHHS IIbOTO PU3UKY HeBimoMuil. Bunmagku cyiliganbHOTO MUCJIEHHS Ta MMOBEiHKHT
CIIOCTEpIranuch y MallieHTiB, SKi OTpuMyBasu mperabaiiH y IOCTMapKeTUHTOBOMY Iepiofi
(muB.po3min «ITob6iuni peakirii»). Emigmemionoriuie mociifKeHHS 3 BUKOPUCTAHHSIM OU3aiHY
CaMOKOHTPOJILOBAHOTO [OCTiIKeHHS (IOPiBHSAHHS MePiofiB MiKyBaHHS 3 IepiogaMu 0e3 JTiKyBaHHS B
OKpeMoOi JTIONUHY) TPOIeMOHCTPYBAJIO IiABUIIEHN] PU3UK HOBUX IIPOSBIB CylllMAaNbHOI IOBEHiHKY Ta
JleTalbHUX BUTIAOKIB BHACIIOOK CaMOTry0CTBa y MAlli€HTIB, sIKi OTpUMyBau nperabaril.

[MamienTy (Ta 0coOu, 110 HOTISIAAIOTH 3a HUMU) TOBUHHI 3BEPHYTHUCS 32 MEUYHO0 HOITOMOTI0I0 ¥ pPa3i
TIOSIBY O3HAK CYIIMIaIbHOTO0 MUCJIEHHS a00 MOBEIiHKH.

Tomy HeoOXiHO peTelbHO CIIOCTEpiraTy 3a MallieHTaMHu L[0J0 MOSIBU 03HaK CYIlUAaIbHOTO
MUCJIEHHS i TOBE[iHKY Ta NpU3Ha4YaTH BiANOBiAHE JTiKyBaHHS y pPa3i IXx BUHUKHeHHS. Crifg
PO3TJISIHYTU MOXKJIUBICTh IPUIIMHEHHS JIiIKyBaHHA NperabaiHoM y pa3i 0osiBU BUMAMKiB
CyIIMAaIbHOTO0 MUCJIEHHS 1 TOBEiHKH.

I[opyweHHA GYHKUIT HUNXCHIX 8001418 WAYHKOB0-KUWKOB020 MPAKMY

[ToBimomIsiNioCs IPO ABUINA, IIOB’sI3aHi 3 MOPYLUIEHHSAM (PYHKII1 HUKHIX BifiNliB IUIyHKOBO-
KHUIITIKOBOT'0 TPAKTy (HEMPOXigHICTh KUIIeYHKKa, ITapajliTiYHa HEeIPOXigHiCTh KUIIeYHKKa, 3aI0p)
BHACJIIJIOK NpuitoMy mperabainy pa3oM i3 mikapcbKuMu 3aco0aMu, I10 MOXKYTh BUKJIMKATH 3aIll0PH,
HaIPUKJIaf 3 OMiOifHUMU aHalareTrKaMmu. [Ipu KoMmOGiHOBaHOMY 3aCTOCyBaHHi ImperabatiHy Ta omioiniB
CJIil BXKUTH 3aX0XiB AJIS MPOQiaKTUKY 3amopiB (0COOIMBO y Malli€HTIB JIITHHOTO BiKYy Ta XKiHOK).

OdHouacHe 3acmocyeaHHA 3 onioidamu

PekomeHayeThCst 3 00epekHICTIO MpU3HayaTy mperabalid omHOYacHO 3 OIioigaMu Yepes3 pu3ukK
npurHivenHs: ITHC (muB. po3min «B3aemogis 3 iHIUMHU TiKapcbKUMM 3aco0aMu Ta iHII BUOK
B3a€EMOMiN»). Y MOCHiIXKeHH] «BUIIAaOK-KOHTPOJIb» MAIliEHTH, SKi MpuiMany nperaballiH OqHOYaCcHO 3
OMiolfaMu, Ma/ly MifBUIIEeHUH PU3UK CMEPTI, TI0B’sI3aHO1 3 OMioijaMHu, TOPiBHSAHO i3 BXKMBAHHSAM
TiJIbKM OMiOIfiB (CKOpUroBaHe criBBimHOmeHHs maHciB [aOR], 1,68 [95% M1, 1,19-2,36 ]). Lleu
IiABUINEHUN PU3UK CIIOCTEPIraBcs MpU HU3BKUX J03ax mperabaniny (= 300 mr, aOR 1,52 [95% [II,
1,04-2,22]), Tak0X cIiocTepiranacs TeHOeHIis 10 30i/blIeHHS PU3UKY IIPYA BUCOKUX 03aX
nperabaniny (> 300 mr, aOR 2,51 [95 % [I 1,24-5,06]).

HenQCIBU./lee 3dCMOCYBAHHA, 3/10BHCUBAHHA abo 3anedxcHicmy

PeecTpyBanucs BUIafKu HETIPaBUILHOTO 3aCTOCYBaHHS, 3JI0BKMBAHHS Ta 3aJIeKHOCTI. Crip 3
Oﬁepe}KHiCTIO IIPU3HA4YaATH IIPelapaT l'IaI.IiGHTaM 3i 37I0BXUBAHHIM pi3HI/IMI/I pedOBHHAMHU B aHaMHe3i.
HeoOxigHO crocTepiratu 3a naifieHTaMu I0JI0 BUHUKHEHHS CUMIITOMIB HEIpaBUILHOTO
3aCTOCYBaHHS, 3JI0BXKUBaHHS a00 3aJIe’KHOCTI Bif mperadariny (IOBiIOMIISAIOCS PO BUTIAAKU
PO3BUTKY 3BUKAHHS, ITIePEBUIIIEHHS IPU3HAYEHO]I 103Y; ITOBENiHKM, CIIPSIMOBAHOI Ha OTPUMaHHS
mpenapary).

EHuegasonamisa

Bunapku eHuedanonarii BAHUKAIN IIepeBaXKHO y MalLli€HTIiB 3i CyIyTHIMU 3aXBOPIOBAHHSIMH, III0
MOXKYTb BUKJIUKATHU eHIledasonaTiio.

ZKIiHKY PEenpOOyKTUBHOIO BiKY

3acTocyBaHHS nperadasiny npoTaroM | TpuMecTpy BariTHOCTI MOXKe CIIPUUUHSATH CEPHO3HI BPoAKeHi



Bagu po3BUTKY (BBP) y MaitbyTHbOI puTuHU. JIiKapchKui 3acid OrpaHiﬂ® He CJIii 3aCTOCOBYBAaTHU Y
Iepion BariTHOCTI, OKPiM BHMAAKiB, KOJIX KOPUCTH OJIS MaTepi SBHO IIEePEBUIIYE MOXKIIABUM
PU3UK [ 1nofa. 2KiHKK penpofyKTUBHOTO BiKy IIPOTSATOM JIiKyBaHHS IperadanriHoM
ITOBMHHI BUKOPUCTOBYBATH e(heKTUBHI 3ac00M KOHTpaIemntii (IuB. po3/in «3aCTOCYBaHHS Y
nepiofn BariTHOCTi abo romyBaHHS I'PYAOIO»).

LonomidicHI peyosuHu

IIpenapaT OrpaHis® MiCTUTb TaKTO34 MOHOTiApaT. SIKIIo y Bac BCTaHOBIEHO HEIEPEHOCHMICTE
IesKUX IyKPiB, IPOKOHCYIBTYUTECS 3 JiKapeM, eI HixkK IpuiMaTH el JTIikapChbKuu 3acio.

Jlikapcekuii 3aci6 y go3ysasHi 150 mr Ta 300 Mr MicTuTh a30py6iH Ta KapmoisuH (E 122), mo Moxe
CIIPUYUHSTHY alepridfi peakifil.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py0oto.

KIHKY PEnpOOyKTUBHOIO BiKY

2KiHKaM pempogyKTUBHOTO BiKY ITifl Yac TiKyBaHHS CJIii BAKOPUCTOBYBATH e(PeKTUBHI 3aco0u
KOHTPAIIeIIIii.

BariTtHicTb

HocmimKeHHS Ha TBAPMHAX CBIOYUIN IIPO PENPOAYKTUBHY TOKCUYHICTh. [Iperabasin mpoHUKae yepes
IIJTalleHTy Yy WypiB.

[TperabasiH MoXKe IMTPOHUKATH Yepes3 IJIAlleHTy JTI0OUHH.
Ceplios3Hi 8podaiceHi sadu po3sumky (BBP)

IaHi cKaHOUHABCHKOI0 00CEPBAIIiMHOTO [OCTIIXKEHHS 3 y4acTio O0inbin Hixk 2700 BariTHUX XiHOK, SKi
3aCTOCOBYBaJIH IIperadariH y mepiioMy TPUMeCTPi, TPOOeMOHCTPYBau OiNTbII BUCOKY IOIIHPEHICTh
cepito3uux BBP cepeq miTeit (KuBux abo0 MepTBOHAPOMKEHUX), SIKi 3a3HaIM BHYTPIITHEOYTPOOHOTO
BIIJIUBY TIperafdajiiHy MOpiBHSHO 3 MOMYJISINEIO AiTel, AKi TaKOro BIIUBY He Mani (5,9 % npotu 4,1
%).

Pusuk po3BuTKy ceprio3nux BBP cepeq miTel, ki 3a3Hany BHYTPIIIHHOYTPOOHOTO BIIJIUBY
nperabaniny y I TpumecTpi BariTHOCTI OyB AeIo BULIMM IOPIBHSHO 3 MOMYJIALI€0 HiTel, sIKi TaKOTO
BIIJIUBY He MaJu (KOpUToBaHUM Koe(illieHT momupeHocTi Ta 95 % nosipuuii iHTepBan: 1,14
(0,96-1,35)), Ta MOPiBHSHO 3 MOMYJISAIN€EI0, IKA 3a3Hasla BIUIUB JamMoTpumxuny (1,29 (1,01-1,65)) abo
nynokcetuny (1,39 (1,07-1,82)).

Anani3 cnenudiku BBP npogeMoHCTpyBaB OifibIl BUCOKMI PU3UK LI0N0 OpodaciiiaTbHIX HE3POIIEeHb
Ta gJedekTiB oueli, HEpBOBOi a0 CEYOCTATEBOI CUCTEMH, ajle MTOKA3HUKYU Oy/IM HEBETMKUMH, a OLiHKH
HETOYHUMU.

I[Ipenapat Orpaxis® He CIif 3aCTOCOBYBATH Y MEPiof BATiTHOCTI, 3a BUHATKOM OKPEeMHUX BHUIIAJIKIB,
KOJIM KOPUCTD [JIsI BariTHOI IBHO IIEPEBUIINYE MOXKIUBUN PUIUK [JIS IIJI0IA.

[Tepion rogyBaHHS TPYOOIO0



[TperabariH BUAiNSETHCS B TPyIHE MOJIOKO (IuUB. po3min «®apMaKoJoTriyHi BMacTUBOCTi»). Brius
nperabaiHy Ha HOBOHAPOOKEHUX/HEMOBIIAT HeBimomuit. HeoOxigHO MPUNHATH pillleHHS ITPO
IPUIIMHEHHS TPYIHOI0 BUTOOBYBaHHS a00 MPUMMHEHHS Teparlrii mperabaiiHoM 3 ypaxyBaHHSIM
KOPUCTI Biff TPYIHOTO BUT'OOBYBAaHHS OJid AUTUHU Ta KOPUCTI Tepallis OJIs XKIiHKHU.

PenponykTuBHa QYHKIIA
HemMae kniHiYHUX BifOMOCTEH II0[I0 BIJIUBY Nperabasiny Ha penpogyKTUBHY QYHKINIO XKiHOK.

[Tig 4yac KIiHIYHOTO JOCTigKEeHHS BIIMBY NperabaiHy Ha PyXJIUBICTh CIIEPMaTO301giB 300POBi
moOpOBOJIBLI YOIOBiUOI CTATi OTPUMYBaIH m03y nperabaniny 600 mr Ha moby. ITicns 3-MicssyHOTO
JIiIKyBaHHS 2KOIHOTO BIIJIUBY Ha PYXJIMBIiCTh CIIEPMATO301/1iB HEe BUSBJIEHO.

HocnipxeHHS GepTUIBHOCTI IPONEMOHCTPYBAIO HasBHICTh HETATUBHOTO BIIMBY Ha PEIPONYKTUBHY
(GyHKIIII0 caMOK LTypPiB Ta HasBHICTh HETaTUBHOTO BILUIMBY Ha PEIPOAYKTUBHY (DYHKIIIIO Ta PO3BUTOK
caMuiB mypiB. KiiHiyHa 3HAUYIIiCTh IIUX Pe3yJIbTaTiB HEBiTOMa.

30amHicmb enaueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

I[IpenapaT OrpaHis® MoxKe MaTH He3HayHME a6o MOMIpPHUH BIUIMB Ha 3[aTHICTh KEPyBaTH
TPAHCIIOPTHUMHM 3aCc00aMu Ta MpAIfOBATH 3 iHITMMHU MexXaHi3MaMu. TaK0oXK IIpermapar Moxke
BUKJIMKATH 3allaMOPOYEHHS 1 COHJIUBICTD, 110 MOXKe BIIMBAaTH Ha 3[aTHICTh KEPyBaTH
TPAHCIIOPTHUMHU 3ac00aMH i IpaIfioBaTH 3 iHIIUMU MeXaHi3MaMu. Tomy mallieHTaM CItif
PEKOMEeHyBaTH YTPUMYBaTHCS Bifl KepyBaHHS TPAHCIOPTHUMU 3acobaMu, poOOTH 3i CKIagHOIO
TEXHIKOI0 Ta Bifl iHIIIOI IOTEHIIINHO HeOe3MeYHol JiTIbHOCTI JOTH, JOKK He CTaHe BiToMOo, YH Iel
JiKapChKUM 3acib BIIMBAE Ha IXHIO 3IaTHICTh 10 TaKOi OisIbHOCTI.

Cnoci6 3acmocyeaHHss ma do3u.

Cnocib 3acmocyeaHH s

I[Ipenapat OrpaHis® MOXHa IpUIMaTH He3a/leXHO Bifl BAWBaHHA IXi.
IIpenapaT Orpanis® npu3HaYeHWH BUKIIFOYHO AJIS I€POPAIbHOIO 3aCTOCYBAHHS.
Ho3u

Iiama3oH 03 Moxke 3MiHIOBaTHCS y Mexkax 150-600 mMr Ha mo6y. [Jo6oBy no3y po3minuTu Ha 2 abo
3 IpUNOMHU.

HesponamuuyHuti 6iab

JlikyBaHHS nperabaniHoM MOXKHa po3noyat# 3 fo3u 150 Mr Ha 700y, po3[ieHol Ha 2 TPUUOMH.
3aexkKHo Bif eeKTUBHOCTI Ta IEPEHOCHMOCTI IIpefapaTy OKPEMUM IallieHTaM 03y MOXKHa
36inmpimuTy go 300 Mr Ha mo6y micis iHTepBany Bif 3 Ko 7 OHIB, a 3a MOTPeOU - 0 MaKCUMaJIbHOI
no3u 600 Mr Ha o0y micsg HOJaTKOBOTO 7-MEHHOr0 iHTepBany.

Enisencia



JlikyBaHHS nperabaniHOM MOXHa po3noyatu 3 fo3u 150 Mr Ha go0y, po3[ieHol Ha 2 IPUAOMH.
3aekHO Biff eeKTUBHOCTI Ta IEPEHOCUMOCTI ITpenapaTy B OKPeMOro NallieHTa J03y MOXKHa
36inmbimuTy mo 300 Mr Ha moOy micis mepinoro TUXKHS npuiiomy. Ille yepe3 oouH TUXKAEHDb HO3Y
MOXKHa 30iIbIIMTH 70 MaKcuMasbHOl - 600 Mr Ha o0y .

[eHepanizo8aHull MpuUBONMCHUU P031add

Io3a, IKy po3minsioTh Ha 2 a00 3 mpuioMu, MoxKe 3MiHIOBaTUCS ¥ Mexkax 150-600 Mr Ha go0y.
[TepiopuyHO CIif TepeoITiHIOBaTH HEOOXiMHICTL TPOOOBKEHHS JTiKyBaHHS.

JlikyBaHH$ nperabasiHoM MOXHa po3modaTy 3 fo3u 150 Mr Ha moby. 3anexHo Bif e(peKTUBHOCTI Ta
IIepeHOCUMOCTI ITpemnapaTy OKpeMUM NallieHTaM 103y MoxkHa 30inbmmtu no 300 Mr Ha moby micns
IIEePIIOT0 THKHS mpuiiomy. [Ticys 1e ogHOT0 TUXKHS IPUHOMY H03y MOxKHa 30inbmuTy 1o 450 Mr Ha
no0y. Ille uepe3 omuH TUKOEHD 003y MOXKHA 30iMbIINTH 00 MaKcuMasbHOI - 600 MT Ha 00y .

IIpunuHeHHs AiKYBAHHSA npe2abaniHoM

BigmoBigHO MO cy4acHOI KITiHiYHOI TPAKTHUKY, IPUIUHSITH JIIKYBaHHS ITperadajTiHoM peKOMeHIYEThCS
IIOCTYTIOBO, IPOTATOM IIIOHAMMEHIIIe OOQHOTO TUXKHS He3aJIeKHO Bifl MOKa3aHb (OUB. PO3OiNu
«OcobnuBoCTi 3acTocyBaHHS» Ta «I106iuHi peakirii»).

ITauieHmu 3 HUPKOBOW HeAoCmMAamHicmio

[TperabarsiH BUBOOUTHLCS 31 CUCTEMHOT'0 KPOBOOOITy y HE3MiHEHOMY BUTJISIII ITepeBakHO 3a PaXyHOK
ekckpelil HupkaMmu. OCKiNIbKY KiIipeHC mperabaiHy IpsMo MPOIOpLiiHKIM KITipEHCY KpeaTUHiHY
(ouB. po3min «PapMaKOKiHETHKa»), 3MEHIIEHHS NO3H IMallieHTaM i3 MOpyIIeHHIMU (PYHKITI HUPOK
CJIi[T MPOBOOUTHM iHOUBIOyaIbHO, SIK 3a3Ha4eHO0 B TaOnuili 1, BigIOBIgHO [0 KITipeHCY KPeaTHHIiHY
(CLcr), Bu3HaueHoro 3a GopMyIoo:

[TperabariH eeKTUBHO BUOASIETLCS 3 IIa3MU KPOBi 3a loroMoroo remoxianidy (50 % mpemapary
npotsaroM 4 ropuH). [I71g nallieHTiB Ha reMopianisi mo6oBy no3y nmperabariny ciig nigbupatu
BigmoBigHO [0 QyHKIII HUPOK. KpiM mo60B01 1031, ogpa3y micis KoXKHOI 4-TOAWHHOI IPOLleyPH
remMofianily HeoOXiTHO 3aCTOCOBYBATH JOMATKOBY 03y Ipemaparty (auB. Tabmuiio 1).

Tab6muig 1

Kopexkuist no3u nperabaniny BignoBifHO [0 GYHKIII HUPOK

KnipeHc kpeaTuHiHy  [3aranbHa mo0oBa Ho3a mperabarniny *

(CL,), Mn/xB [ToyaTKOBa 03a MaxkcuMasibHa 00o3a PeXXyM [03yBaHHS
(Mr/mo6y) (Mr/moGy)

= 60 150 600 2-3 pa3u Ha 00y

>30-<60 75 300 2-3 pa3u Ha m00y

=>15-<30 25-50 150 1-2 pa3u Ha go0y

<15 25 75 1 pa3 Ha 00y

[logaTkoBa f03a micns remofgianisy (Mr)




| [25 [100 [Onzo0pasoso

* 3aranbHy 0000BY m03y (Mr/mo0y) CIIim PO3miMUTH Ha KiTbKiCTh IPUHOMIB BiITIOBIOHO OO0 PeXUMY
MOo3yBaHHS, 11006 OTPUMATH MT/HO03Y.

dibpomianeis

3a3BuUyai J03a Npemnapary A 0inbinocTi namieHTiB ctaHOBUTh 300-450 Mr Ha o0y.
[TpuiioM mpenapary CIifl MOYKXHATH 3 103U 75 MT 2 pa3u Ha 0oby (150 Mr Ha mo0y) Ta MOXKHa
IiOBUIIYBATH 3a71€KHO Bif eeKTUBHOCTI Ta mepeHocumocTi mo 150 mr 2 pa3u Ha go6y (300
MT Ha [00y) IpOTSATOM OfHOTO TUXKHSA. [lanienTam, ang skux go3yBaHHg 300 Mr Ha mo0y
He[I0CTaTHbO e(PeKTHBHE, O3y MOXKHA MiTBUIIATH [0 225 Mr 2 pa3u Ha 0o0y (450 Mr Ha
no0y). Ao HeobXimHO, HO3y MOXKHA IMigBUIIXATH Ille Yepe3 TUXKIEHb N0 MaKcuMalbHOoi - 600
MTI Ha 1106y. IlokasiB TOro, 110 3aCTOCYBAHHS ITi€l 103U Oyme MaTH JOJaTKOBY IIEPEBAry, HEMAE;
TAKOXK TaKa [Io3a MaJla Tipily nepeHocuMicTh. bepydu o yBaru fo3o03aiexkHi mobiuHi peaxkiii,
3acTocyBaHHS 1o3 Buille 450 Mr Ha 000y He pekoMeHAyeThCs. OCKinbKu nmperadajid BUBOOUTHCS
TOJIOBHUM YMHOM HUPKAMH, CJ'IiJI KOPUTYBATH O3y IIPeIIapaTty I'IaI.[iGHTaM i3 TMIOPpYIIEHHAM (l)yHKI_Ill
HUPOK.

IauieHmu 3 ne4iHK08010 HedocmamHicmio

II1st marieHTiB i3 mMeYiHKOBOI HEOOCTATHICTIO HEOOXIMHOCTI B KOpPEKIIil 1031 HeEMaE (IUB. PO3[in
«PapMaKOKiHETHUKA»).

3acmocysaHHA nauieHmMaM AimHb020 8ikKY (8ikoM 8i0 65 pokis)

II71s nalieHTiB MiTHHOTO BiKy Yepe3 MopyIleHHs GYHKIIl HUPOK MoXkKe OyTH MOTPiOHUM 3MEHIIEHHS
no3u nperabaniny (guB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).

Himu.

Besneka Ta e(eKTHBHICTh 3aCTOCYBaHHA mpemnapary Orpasis® miTaM (BikoM fo 18 pokiB) He Gyiu
BCTaHOBIeHi. [locTynHa moTenep iHdopMalis HaBefeHa y po3nini «[Tobiuni peakuii», a TaKOX y
po3minax «®@apmakoguHaMika» i «®apMaKOKiHETHKa», ONHAK, CIIUPAlYUCh Ha HUX, HEMOXKJIMBO
HaJlaT{ XKOJHUX PeKOMeHAallill 00 403YBaHH 1l KaTeropil maIi€HTiB.

Ilepedo3yeanHns.

Haitvacrimumu BigMideHUMY TOOIYHUME peakIisiMu y pa3i nepeno3yBaHHs nperabdasninom Oymu
COHJIUBICTB, CIUTyTaHICTh CBiIOMOCTI, 30yOKEHHS Ta HECMOoKii. TaK0K HagXOOUJIH ITOBIZOMIEHHS
IIPO CYZOMHU. 3pifKa IOBIAOMIIAIOCS IIPO BUIIAAKU KOMH.

JIikyBaHHS Iepeno3yBaHHS IperabaiHoOM MOATA€E ¥ 3arabHUX MiATPUMYIOUHX 3aX0fax Ta 3a
moTpeOr MOXKe BKITIOUaTH TeMOfialTi3.



ITobiuni peakuii.

Y kniniusiit mporpami gocnigxeHHs nperabaniny #oro orpuManu noHan 8900 marrienTis, 3 HuXx 5600
- YYaCHUKH TOABIMHUX CITIMUX ITa1ie00-KOHTPOIbOBAHUX JOCimXKeHb. HalvacTimmumu
3apeecTpoBaHMMHU NMOOIYHUMY peakiissMy OyIu 3alaMOPOYeHHS Ta COHNUBICTL. [To0iuHi peakiril
3a3Buyay Oyu nerkoro abo MOMipHOTO CTyneHs. B yCix KOHTPOJIbOBAaHUX JOCTIIKEHHIX TOKa3HUK
BigMiHM npemnapaTy dyepes mobiuHi peakiiil cTaHOBUB 12 % cepeq mali€eHTiB, 9Ki mpuiimManu
nperabaiH, Ta 5 % cepeq MaIli€HTiB, SKi oTpuMyBanu mnane6o. HaftyacTimumu mobivHuMU
peaxilisiMu, 110 TPU3BOAUIN N0 IPUIMHEHHS 3aCTOCYBaHHA IIpenapary, B rpyni nperabaniny 0ynu
3araMOpPOY€eHHS Ta COHJIUBICTE.

[ToGiyni peaxiii momaHo 3a KjlacaM# Ta YacTOTOIO: myxKe dacTo (=1/10); gyacto (Big =1/100 mo
< 1/10); meuacTo (Big =1/1000 mo <1/100); pigko (Big =1/10000 mo <1/1000); oyxe
pioko (<1/10000); yacTtoTa HeBimoMa (HEMOKIKBO OLIHUTH 3a HASIBHUMU JaHUMHU).

Y KOXKHiii TpyTIi 3a YaCTOTOI0 BUHUKHEHHS MM0GiuHI e(peKTH MPEICTaBIEHO B IOPSIAKY 3HUKEHHS
CTYTIeHS IXHBOI CEpPHO3HOCTI.

3a3HaueHi nobiyHi peakilii TaK0K MOXYTh OyTH IOB’s13aHi 3 epebdiroM 0CHOBHOT'O 3aXBOPIOBAHHS
Ta/ab0 CymyTHIM 3aCTOCYBaHHSAM iHIINX JTIKAPCHKUX 3aC00iB.

[Tig yac nmikyBaHHS HEBPOIIATHYHOT0 OOJII0 IIEHTPAIbHOTO ITOXOMKEHHS BHACIIIIOK YIIKOMXKEHHS
CIIMHHOT'0 MO3KY YacTOTa BUHMKHEHHS MOOiYHUX peakiii 3aranoM, mobivHux peakii 3 60ky LITHC Ta
0Cc0o0IMBO COHIMBOCTI OyJla MmigBUILEHOO (OuUB. po3min «OcoOIMBOCTI 3aCTOCYBaHHSI»).

IomaTKoBi M0o6iuHi peakiiil, Ipo SKi MOBIAOMIIAIOCS IiCg BUXOMY IIpenapaTy Ha PUHOK, HaBefeHi
HUXKYe i TO3HaYeHi KypCUBOM.

Tabmnuig 2

Krnac cucteMu oprasis [To6iuni peaxuii Ha mpenapart

[HpeKuii ma iHeasil

UacTo [Hazodapuarit

3 60Ky cucmemu Kkposi ma aimpamuyHoi cucmemu

HewacTo [Heittponesnis

3 60Ky iMyHHOI cucmemu

Heuacto ['inepuymausicmo

Pimko AH2ioHe8pomuyHull HabPAK, asepziyHa peakuis, aHadimakToimHi
peaxiil

[TopyweHHsA 00MiHY peuosuH, Mmemaboaiamy

HacTo [TigBUIlIeHUH alleTUT

HeuacTo BTpaTa aneTuty, rinoriikeMis

3 60Ky ncuxiku

HacTo EiliopruHUM HACTPid, CIITyTaHICTh CBIOMOCTI, OPATiBIUBICTH,
3HUXKeHHS 1i6ino, me3opieHTalis, 6e3COHHS

HeuacTo [amromuHallil, maHiyHi atTaku, 30yIXKeHHs, HECIIOKil, lepecis,
[IPUTHiYeHUY HaCTPil, MigHeCEeHU HACTpPild, azpecis, 3MiHU HaCTPOIO,
merepcoHani3allis, yTpyaHeHui mobip CitiB, IaTONOTiYHi CHOBUIIHHS,
mocuiieHHs ibimo, aHopra3Mis, anaris

Pinko Po3rasbMOBYBaHHS, CyilUalbHE MUACIIEHHS, CyilluiabHa MOBeliHKa

3 60Ky Hepeosoi cucmemu




[lye 4acTo

3armaMoOpOYeHHSs, COHJINBICTh, TOJOBHUM 0iTb

JacTto

ATaKcCis, TOPYLIEHHS KOOPAUHAII], TPEMOpP, AU3apTpis, IOTiplIeHHS
aM’sTi, IOPYLIEHHS yBary, mapecTesil, ceqaTuBHUM e(eKT,
[IOpYIIEHHs PIBHOBArM, JIeTapris, aMHesid, rinecresis

HeuacTo

Bmpama ceidomocmi, CHHKOIIe, CTYIIOP, MiOKJIOHis, IICUXOMOTOPHA
riepakTHUBHICTh, areB3is, AUCKiHE3is, IOCTypaibHe 3allaMOPOY€eHHs,
iHTEHIIINHUYI TPEMOD, HiCTarM, MOPYIIeHHT KOTHITUBHUX (PYHKIIIH,
pO371agy MOBJIeHHS, rimopedekcis, rinepecTesis, BiguyTTs Ne4diHHS,
HaBKOJIOPOTOBA IIapecTe3is, MiOKJIOHYC, NOPYWeHHA NCUXIiKU,
3a2a1vHe He30YXHCaHH s, amaTis

Pimko

[imokinesis1, mapocMisi, gucrpadis, 3aeXHiCTb, MaHiaKaJbHi peakiiii,
MO304YKOBHM CHHAPOM, CUHIPOM 3y04acTOro Kojieca, KoMa, Jelipi,
eHIledasonaris, eKCcTpanipaMifHui CUHAPOM, CHHIPOM
['ifiena-bappe, iHTpakpaHianbHa TinepTeH3is, MaHiaKaabHi peaxiiii,
apaHOIfHI peakllil, po3afu CHY, rinanresis, CygoMH, TapKiHCOHI3M

3 60Ky opaaHis 30py

JacTto

HeuiTKiCTh 30py, AUIUIONIS, KOH IOHKTUBIT

HeuacTto

[TopyiieHHs 30py, HabpsAK ouel, medeKT moss 30py, NOTiPIIEHHS
roCTPOTH 30py, OiNib B 04aX, aCTEHOIIisI, CyXiCTh OYeH, mocuneHa
CIb030TeYa, IIOPYIIeHHS akoMopallii, 6edapuT, KDOBOBUIUB B OUHE
s107TyKO, CBITIIOYYTIUBICTh, HAaOPSAK CiTKiBKHM, GOTOICIs, BTpaTa
mepu(epruyHoro 30py, HOgPAa3HEHHS 04yel

Pimko

Bmpama 30py, kepamum, OCIUJIONCis, 3MiHa 30pOBOT0 CIIPUUAHATTS
rubuHY, Migpias, cTpabi3M, SCKpaBiCTh 30PYy, aHi30KOpis, BUPa3Ku
POTiBKH, eK30(pTanbM, ITapaiid 0YHOTO M'g3a, ipuT,

KepaTOKOH IOHKTHUBIT, Mi03, HiYHa CJinoTa, odTanbMOoIIeris, aTpodisa
30pOBOT0 HEPBa, HAOPSIK AMCKa 30pPOBOTO HEPBA, ITO3, YBEIT

3 60Ky opaaHis cayxy ma eecmubyapHO20 anapamy

HacTo BepTuro

HeuacTto [inepaky3is

3 6oky cepus

HevacTo Taxikapmisi, aTpioBeHTPHUKYIsIpHa 6JI0Kafia IEPIIOTO CTYIIeHS,
cuHycoBa OpafiuKappisg, 3acmillHa cepyesa HeAoCMamHicmb

Pinko CuHyCOBa TaxiKapfisi, CAHyCOBa apuTMisi, N0008X}CeHHA iHmepsany

QT

CyOuHHi po3nadu

HeuacTto

[Tpunnusy, rapsdi NPUIIKBY, apTepiajibHa rinoTeH3is, apTepianbHa
rinepTeH3is, BIDUYTTs X0JIOOY Y KiHIiBKax

3 Ooky OuxaabHOi cucmemu, opa2aHie 2py0HOI KAimKu ma cepedoCmiHHS

HacTto dapuHTOIapUHTeaTbHNUM Oilb

Heuacto 3afuiKa, CyXiCTh CIM30BO1 HOCA, HOCOBa KPOBOTEYa, Kalllellb,
3aKIaJeHiCTh HOCa, XPOIiHHS, PUHIT

Pinko Habpsk ne2eHb, CTUCHEHHS Y TOPJIi, JIapUHTOCIIa3M, allHoe,

aTenekTas, OPOHXIONIT, rMKaBKa, (pibpo3 nereHis, Mo3ixaHHS

JacToTa HeBimoMa

[IpurHiYeHH OUXaHHS

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY

acTto BrioBaHHS, Hy0oma, CyXiCTh y POTi, 3all0p, METEOPHU3M,
raCTPOEHTEPUT, 3OYTTSA KUBOTA, Aiapes

HeuacTo [acTpoe3odareanbHa pedoKCHa XBopoba, HafiMipHE
CTMHOBHUIIJIEHHS, OpajibHa TilnecTe3is, X0MeIuCTUT, X0JeiTia3, KOJIiT,
[IITYHKOBO-KHUIITKOBI KPOBOTEYi, MeJIeHa, peKTaJlbHa KpOBOTeYa

Pigko ACITUT, TaHKpeaTuT, fucdaris, ahTO3HUN CTOMATUT, BUpa3Ka

CTPaBOXOMY, MepiomoHTaNbHi abcuiecu, HAOPAK sA3UKa




"enamobiniapHi nopyweHHs

HeuacTto

[TigBuIeHUH PiBeHD MeYiHKOBUX (PepMeHTiB (30ibIIeHHS PiBHS
anaHiHamiHoTpaHcdepasu (AJIT) Ta acmapraTaMmiHOTpaHcdepa3u
(ACT))

Pimko PKOoBTSAHUIIS

[lyxe pigko [leyiHKOBa HEJOCTATHICTD, T€IIATUT

3 6oky wkipu ma niOwKipHOi MKAHUHU

HacTto [IponexHi

Heuacto [lanynbo3He BUCUIIAHHS, Tieprigpos, ajaonewis, CyXiCTh WIKipH,
eK3eMa, TipCyTH3M, BUPA3KH LIKipH, BE3UKYT00YIbO3HUN BUCHII,
ceepbigic, KPONIMB' THKA

Pimko XOJIOMHUY IIiT, eKCHOTiaTUBHUM IePMATHUT, JTiXeHOIMHUY OepMaTHuT,

MeJlaHO3, ypaXkKeHHSs HIrTiB, lleTexiaJlbHUM BUCUII, IyPIYypPa,
yCTYJISPHUM BUCHUII, aTPo(is MIKipH, HEKPO3 IIKipH, MWKIipHi Ta
MiAKipHi By37MUKU, cuHOpom CmiseHca — [I#COHCOHA, TOKCUKO-
enifepMaJbHUY HEKPOJITi3

3 60Ky 0nopHO-pyx080i cucmemu ma cCnoAy4YHOi MKAHUHU

JacTto Cynomu M’s13iB, apTpanrisi, 6isb y cuHi, 6inb y KiHIIIBKaX, Clla3Mu
M’ SI3iB IITHL

Heuacto [TocinyBaHHs M'g3iB, HabpsK Cyrn00iB, Mianris, purigHicTh M’s3iB,
Oinb y mui

Pinko Pabnmomioris

3 6oky ceuosudinbHOi cucmem

u

HeuacTo

HeTprMaHHS cedi, Ou3ypis, anpOyMiHypis, reMaTypis, yTBOPeHHS
KaMeHiB y HUPKaX, HeQpUT

Pinko

HrpKoBa HEOOCTATHICTH, OJIIrypis, rOCTpa HUPKOBa HENOCTaTHICTE,
r7I0MepynoHedPUT, mieToHeDPUT, 3aMPUMKA CeHOBUNYCKAHHA

Po31a0u penpo0yKmugHOi cucmemu ma MO/104HUX 3103

YacTto EpekTunbHa OUCQYHKIIS, IMIOTEHIIisd

HeuacTo 3aTpuMKa esKyIAllil, ceKcyalbHa QUCPYHKIIiS, TeMKopesi, MeHoparis,
MeTpoparis, gfucMeHopes, 6i7lb Y MOJIOYHUX 3a7103aX

Pigko AMeHOpesT, BUiJIEHHS 3 MOJIOYHHUX 327103, 30i/IbIIIEHHST MOTIOYHUX

3aJ103, LePBIUT, OalaHiT, emiguouMiT, 2iHekomacmis

3azanvHi po3snadu ma peakuii

8 Micli 88e0eHHs

YacTto

[opyllueHHs XOAY, BiIUyTTS CII'AHIHHSA, IiBUIlEHA BTOMJIIOBAHICTD,
nepudepryHi HabpsaKy, HaOPSKK, He3BUYHI BiIUyTTs, NagiHHI

HeuacTo CKyTIiCTb y TPYAsX, 3arajibHa cna0KicTh, crpara, 6iyib, He3myKaHHS,
03H00, abcliec, peakilii GOTOYYTIUBOCTI, TeHepasi3oBaHu HAOPSIK,
Habpsk 001u4y4s, XKap, 3amMajeHHs XKUPOBOi TKaHUHU

Pinko ['paHyIEOMa, YMUCHE 3aMOiTHHS KO, 3a0UepeBUHHUN (i6po3,

10K

Tocai0xceHHs

YacTo 30imbIIeHHS MacH Tila

HeuacTo [TigBullleHHS PiBHS KpeaTHH(POCHOKiIHA3U Y KPOBi, 3MEHIIIEHHS
KiTbKOCTi TPOMOOUMTIB, MiIBUILIEHHS PiBHS I'IIOKO3U Y KPOBi,
3MEHILIEHHS BMICTY KaJlil0 Y KpOBi, 3HUXKEHHS Macu Tijla, MigBULIEeHHS
PiBHSA KpeaTUHIHY V KPOBI

Pigko 3MeHIeHHs PIBHSA JIEMKOLUTIB Y KPOBI

Y mesikux MallieHTiB CIIOCTepiraaucs CUMIITOME BigMiHM ITiCIs TPUIMHEHHS KOPOTKO- a00
IOBIOCTPOKOBOTO JIiKyBaHHA perabasninom. [ToBigoMiisisiocs po Taki sBuia: 6€3COHHS, TOJIOBHUN




0inb, HyOTa, TPMBOXKHICTh, Hiapesi, TPUIONONIOHNNM CUHAPOM, CyJOMU, HEPBO3HICTE, Aenpecis, 6inb,
rineprigpo3s i 3araMOpoYeHHs, IKi BKa3ylTh Ha (i3nuHy 3a1exkHicTh. L0 iHpopMamio crig
IIOBITOMUTH MALiEHTY IIepef II04YaTKOM JIiIKyBaHHS.

CTOCOBHO IPUNIMHEHHS JOBIOCTPOKOBOTO JIIKyBaHHA IperabailiHOM faHi BKa3yOTh Ha Te, 10 YacToTa
Ta TSAKKICTh CHMITOMIB BiMiHM MOXKYTb OYTH 00303aJI€XKHUMHU.

Himu. TTpodint 6e3neku nmperabasniny, BCTAHOBIEHUH Y IPOIIEC I’ ATH JOCTiAKEeHb, TPOBEIEHUX 3a
y4acTIO IeiaTPUYHUX MaLi€HTIB i3 MapLiaJlbHUMU CyIOMHUMY HallafaMy 3 BTOPUHHOIO
reHepasizatieto abo 6e3 Heil (12-TUXKHEBe HOCTiIKEHHS e(eKTUBHOCTI Ta 0€3MeKH y MallieHTiB BikoM
Bim 4 mo 16 pokiB, n=295; 14-neHHe gocnigxeHHsS eeKTUBHOCTI Ta 6e3MeKH y MallieHTiB BiKoM Bif 1
Mics1s mo 4 pokis, n=175; gocnigxeHHsS ¢papMaKOKiHETUKY Ta IIEPeHOCUMOCTI IIpenapary, n=65 Ta
IBa BiIKPUTHUX OOCHimXKeHHs O6e3meku TpuBaiicTio 1 pik, n=54 ta n=431), 6yB momibHu# o mpodinto,
SIKAU CIIOCTEepiraBcs B OOCTIIXKEHHIX Y JOPOCIIKX IallieHTIB 3 elinencier. HaumomupeHimumu
O0OIiYHMMHU SIBUIIIAMH, 1[0 CIIOCTEPiranuce y 12-TuxKHeBOMY OOCIigXKeHHi Teparii nperabaninom, 0ynu
COHJIMBICTS, TipeKcis, iHPeKIl BepXHiX guXalbHUX IIJIIXiB, MiABUIIEHHS alleTUTY, 30i/IbIIIEHHS Macu
Tifla Ta Ha30()apHHTIT.

HaiinomupeHinmmmy n1o0iYHUMY peakIlisiMH, 110 CIIOCTepiranuck y 14-neHHOMYy OOoCTigKeHHi
JiKyBaHHS nperadasinoM Oy COHUBICTD, iH(eKIil BepXHiX AuXanbHUX LIIAXIB Ta MipeKcisa
(muB. po3minu «®apMakoguHaMika», «PapMakokiHeTnKa» Ta «Crocib 3aCTOCYBaHHS Ta HO3W»).

ITosidomeHHs npo nido3prosaHi nobiyHi peakuyii. TToBiMOMIEHHS PO MiKO3pIOBaHi MOGiYHi
peaxtii micns peecTpatiiil nikapchbkoro 3aco0y € BaxnuBuMU. Lle fae 3Mory 3/iliCHIOBATH
Oe3nepepBHUN MOHITOPHHT CITiBBiHOIIEHHS KOPUCTI Ta PU3UKY IIPU 3aCTOCYBaHHI TiKapChKOT0
3aco0y.

Tepmin npudamHocmi. 2 POKH.

He 3acTocoByBaTu mpenapar Iic/isa 3aKiHYeHHs TepMiHy IPUAATHOCTI, 3a3Ha4€HOr0 Ha yIIaKOBII.

YmMmoBu 30epirannsi. 30epiraTé B OpuUriHaibHil yIIaKoBIi Ipu TeMmepatypi He Buiie 25 °C.

36epiraté y HEOOCTYIIHOMY IJIST OiTe# MicCIIi.

YnakoBka. Kancynu o 75 mr: no 7 karncyn y 6ictepi; mo 2 6nmictepu y mautii.

Kancynu o 150 mr ta 300 mr: o 10 xancyn y 6mictepi; mo 3 6icTepu y mayri.

Kareropis Bignmycky. 3a penentom.

Bupo6Huk. AT «®apmak».



Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaKeHHsI Tisl/IbHOCTI.

Ykpaina, 04080, m. Kuis, Byn. Kupuniscbka, 74.



