IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

OrPAHIA®

(OGRANIA)

Cknao:
ditoua pevosuHa: mperabaniy;
1 kamcyna mictuts 75 Mr, 150 Mr a6o 300 mr nperabariny;

donomiscHi peyoguHU: TAKTO3W MOHOTIAPAT; KpOXMab KyKyPYA3sSHUN; L[EeNTI0I03a
MIKPOKPUCTaIiyHa; TalbK;

CKyap 000JIOHKHM KallCyJiu 75 MT: XKeJlaTuH, 3ajida okcup yepBouuii (E 172), Tutany miokcun (E 171);

cknap oboymonku Kancynu 150 Mr: xkenmaTtul, a3opy6iH, kapmoi3us (E 122), 3anmisa okcup yopuuii (E
172), 3ani3a okcup yepBoruii (E 172), Tutany miokcup (E 171);

cknap oboymonku Kancynu 300 Mr: xkKemaTtul, a3opy6iH, kapmoi3uH (E 122), ingurokapmisn (E 132),
TUTaHy piokcup (E 171).

JIikapcbka ¢opma. Kancynu.
OcCHOBHI (pi3uKo-XiMiuHI 81aCMUBOCMI:

KaIICy/I¥ 110 75 MI: TBEpAa XeJlaTUHOBA KalCylla, DUIIHAPUYHOI GOpMHU, KPHUIIeYKa Ta KOPIyC
KaIICyJI1 CBIiTI0-p0KEBOT0 KOIhOPY. BMICT Karicynu - MOPoIIoK Bif 6isoro o Maiixe 0i10ro Koibopy;

Karncynu no 150 Mr: TBepha xkelaTAHOBA KallCylla, QUIIHAPUYHOL (HOPMHU, KpUIIedKa KarCyIu —
POKEBOT0 KOJIbOPY, KOpIyc - 6iJIoro Koibopy. BMiCT Kancynu - OpPOIIOK Bif 6iioro no Maiixke 6imoro
KOJTbODY;

karcynu o 300 MT: TBepAa JKelaTHHOBA Kalcysa, UAMiHAPUYHOI popMuU, KpullleukKa KaICyu -
KOPHUYHEBO-4EPBOHOT0 KOJIbOPY, KOpIyC - 0iioro Konbopy. BMicT Kamcynu - mopoIioK Bif 0inoro go
Maiixke 06i710ro Kombopy.

®apMakoTepaneBTHYHA rpymna. [IpoTueninentuysi 3acobu. [HII TPOTHUEIINIENITUYHI 3aCO0H.
Kom ATX N0O3A X16.

Papmakono2iuHi e1acmueocmi.



®apmakoOuHamika.

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

Mexani3M mil

[TperabariH 3B’SI3y€ThCS 3 OOTIOMiKHOI0 cybomunuIiero (a2-d-0i10K) moTeHIian3anekHUX KabI[ieBUX
KaHaJIB y IJeHTpaJIbHil HEPBOBIill CUCTEMI.

KrigiuyHa eeKTUBHICTE i 6e3meka

HeesponamuuHuti 6iab

[TperabariH € epeKTUBHUM [JIg TiKyBaHHS OiaOeTHYHOI HEBPOMATIi, MOCTrepreTUYHOI HEBparii Ta
YIUIKOMKEHHST CITMHHOT0 MO3KY. EQeKTUBHICTh IpemapaTy Ipu iHIMX BUAAX HEBPOIATUYHOTO 6OITI0
He BUBYAJIH.

[Tpera6arnin BuB4anu y 10 KOHTPOIbOBAaHUX KITIHIYHUX [OCITiIXXKEHHSIX TPUBANICTIO 00 13 THXHIB i3
PeXKUMOM [I03yBaHHS IIpelapaTy 2 pasu Ha fo0y Ta y HOCTiIXKeHHSIX TPUBAICTIO 8 THXKHIB 3
PeXKUMOM [103yBaHHS IpemapaTy 3 pasu Ha mo0y. 3aramom npodins 6e3neku Ta eHeKTUBHICTD OIS
pexuMy mo3yBaHHS 2 abo 3 pa3u Ha goOy Oynu momiOHUMHU.

Y mporeci KTiHiYHUX JOCTigXKeHb TPUBAJIICTIO 70 12 THXKHIB, KO nperabasiH 3aCTOCOBYBaIU [JIS
JiKyBaHHS HEBPOIIATUYHOI0 0OJII0 TP YIIKOMXKeHHi neprudepuyHoi Ta I1eHTpaIbHOI HEPBOBOI
cuctemu (ITHC), 3meHIIeHHs 0010 CIIOCTEPIranocs MMics IepuIoro TUXKHS Ta 30epiranocs mpoTsarom
yCBLOTO IIePiofy JTiKyBaHHS.

Y mpotieci KOHTPOIbOBAHUX KITIHIYHUX JOCIIIXKeHb 3 BUBUEHHS ITEepU(PEePUYHOT0 HEBPOIIATUYHOTO
6omio y 35 % marlieHTiB, SKi 3acTOoCOByBanu nperabartiH, Ta y 18 % maiiiedTis i3 rpynu nnauebo
crocTepiranocs nmokpaineHHs Ha 50 % 3a IKaio omiHKy 000, Cepeq MallieHTiB, ¥ SKUX He
BUHHMKaJla COHJIUBICTh, TaKe MOKpallleHHs crocTepiranocs y 33 % mnalli€eHTiB, 9Ki 3aCTOCOBYBaJlu
nperabariH, Ta y 18 % marrienTiB i3 rpynu nnane6o. Cepeq nalieHTiB, y SKUX BUHMKAaIa COHIUBICTS,
KiNIbKiCTb TAIli€HTIB, SIKi BiONOBiNK Ha NiKyBaHHS, cTaHOBMIA 48 % y rpymi nperabamniny ta 16 % y
rpymi mnnane6o.

Y mporieci KOHTPOILOBAHUX KIIHIYHUX MOCIIIXKEHb 3 BUBUEHHST HEBPOIATUYHOI'0 O0JII0 IeHTPAIbHOTO
IIOXOIKeHHA y 22 % MallieHTiB, SKi 3aCTOCOBYBau nperadariH, Ta y 7 % malieHTiB i3 rpynu mnauebo
criocTepiranocs mokpaieHHs Ha 50 % 3a IKao0 OLiHKK 00ITI0.

Eninencisa

[lomaTKOBe JIiKyBaHHS

[Tpera0ariiH BUBYaJM Iifi 4aC TPhOX KOHTPOJIbOBAHUX KJTIHIYHUX JOCHIAXKEHb TPUBAIICTIO 12 TUXHIB 3
pexuMoM f03yBaHHS 2 ab6o 3 pa3u Ha mo0y. 3aranomM npodins 6e3meku Ta e(eKTUBHICTD IS
pexuMiB 0o3yBaHHS 2 Ta 3 pa3u Ha K06y Oynu nomioHUMMU.

3MeHIIeHHS YaCTOTH CYAOMHUX HallafiB CIIOCTEPIrasocs Ha MepIIoMy THUXKHI.

[liTu. EdekTUBHICTH Ta Ge3MeKa 3aCcTOCyBaHHS nperabasiny sSK JomoMixKHOT0 3aco0y Ipu eminerncii
mJIs miTew BikoM mo 12 poOKiB Ta [y HifTiTKiB He BcTaHOBJeHI. [T06iuHi peakiiii, 110 criocTepiranucs B
IOCTiIKEeHH] 3 BUBYEHHS (papMaKOKiHETUKY Ta ITePEeHOCUMOCTI, 0 IKOT0 Oyu BKITIOYEH] mallieHTu



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

[TperabariH BUBYaIM Yy MPOIIeCi OTHOT0 KOHTPOJILOBAHOTO KITIHIYHOTO JOCTiIKEeHHS TPHUBAJIICTIO 56
TUXKHIB i3 pexXuMoM No3yBaHHS 2 pa3u Ha noby. [Iperabamnin He mocsr 6inbInoi eeKTUBHOCTI
MIOPiBHSHO 3 TAaMOTPUAKKUHOM, 3TiTHO 3 OLIIHKOIO Yepe3 6 MiCAIB KiHIIeBOl TOYKHU - BiJCyTHICTh
CymoMHUX HamafiB. [Iperabarin Ta TaMOTPUIXKUH Oy OMHAKOBO Oe3NeUYHUMU Ta go0pe
IIePEeHOCHUTTHUCS.

T'eHepanizosaHull MpuBoXCHUU po31ad

[TperabarsiH BUBYABCS Yy MPOIIEC] IIECTH KOHTPOJIbOBAHUX JOCITiIXKEeHb TPUBAJIICTIO 4-6 TUXKHIB, Y
IIPOLIECi OMHOT0 NOCIIiAXKEHHS TPUBAJIICTIO 8 TUXHIB 3 YY4aCTIO MTALli€HTIB JIITHHOTO BiKY Ta OLHOTO
NOBTOTPUBAJIOTO OOCIIAKEHHS 3 BUBYEHHS IPOQIIaKTUKY PELUAUBY i3 6-MiCAYHOIO IIOABIMHOIO
crimoro $azoio.

[TonerimeHHs CUMIITOMIB FeHePasli30BaHOr0 TPUBOXKHOI'0O PO3JIafy BIAIIOBINHO [0 LIKanu ['aMineToHA
s ouinku TpuBoru (HAM-A) cocTepiranocs Ha MepIIoMy THUXKHI JTiKyBaHHS.

Y nporeci KOHTPOIbOBAHUX KIIHIYHUX AOCIIIXKEHb (TpUBasicTio 4-8 TuXKHIB) y 52 % malLieHTiB, 9Ki
3aCTOCOBYBau mperabariH, Ta y 38 % MmallieHTiB i3 rpynu niaanedo CIocTepiranocs MoKpalleHHs Ha
moHauMeH1e 50 % 3aranpHOro nokasunka HAM-A Bif BUXiZHOTO PiBHA IO KiHIIEBOI TOYKH.

[Tig 9aCc KOHTPO/IbOBAHUX AOCIIAXKEHb PO HEYITKICTh 30Py YacTillle ITOBIJOMIISANN IallieHTH, SKi
3aCTOCOBYBaJIH IIperadariH, MOPiBHSAHO 3 MallieHTaMH, SKi oTpuMyBasu mianebo. Y OinburocTi
BUTIAKIB Ile SIBUIIE 3HUKAJO IIPY IIOCTIMHOMY 3aCTOCYBaHHI nmpemnapaty. OdTaabMONIOTivHe
o0cTexkeHHs (Y TOMY YKCIIi TIepeBipKa roCTPOTH 30py, hopMasibHa IlepeBipKa IoJIs 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 Oysa BCTaHOBIEHa B OGHOMY 14-THXKHEBOMY IOBIMHOMY CIIIIIOMY
n1are00-KOHTPOIbOBAHOMY MYIbTHIIEHTPOBOMY mociigxkeHHi (F1) Ta B omHOMY 6-TUXKHEBOMY
paHAoMi3oBaHOMY mochigKeHHi Binminu (F2). [Jo 1ux DocaiaKeHb 3a1ydanucs NalieHTH 3 AiaTHO30M
«(ibpomianrisi» Ha OCHOBI KpUTepilB AMEPUKaHCHKOTO KOJIEKY PEBMAaTOJIOTil (momupennt 6imb
IPOTATOM 3 MicCSIliB B aHaMHe3i Ta 0inib, HasiBHUYM B 11 ym Ginbiue 3 18 cnenudiuaux 601-0BUX
TO4YOK). [loCTimKeHHs IPOAEeMOHCTPYBaIN 3HUKEeHHS 60110 3a Bi3yallbHOI aHAIOT0BOIO IITKAJIOI0.
[TokpalileHHsT JOaTKOBO 0YJI0 IIPOOEMOHCTPOBAHO 3a 3arajbHOI0 OI[IHKOIO TallieHTa Ta 3a
ONUTYBaHHSAM LION0 BINIUBY dibpomianril.

Oitu. Byno npoBemeHo miaied0-KOHTPOJIbOBAHE NOCTiIXKEeHHS TPUBAIICTIO 15 THXKHIB 3a
yuacTio 107 miteit Bikom 12-17 pokiB i3 pibpomianrieto, siki 3acTocoByBanu nperabamni y
mo3i 75-450 Mr Ha fo0y. 3a pe3ynbTaTaMH OI[iHKY ITIEPBHHHOI KiHIIeBOI TOUYKH e(heKTUBHOCTI
(3MiHa 3aranmbHOI iIHTEHCUBHOCTI 60110 Bifl 6230BOT0 PiBHS 40 THUXKHS 15; po3paxoBaHO 3a
nomomoroo 11-6anmbHOI 1IKaIy OLiHIOBaHHS) 0YJ10 MPOIEMOHCTPOBAHO YKUCEIbHO Oinbliile
IIOKPAIIeHHS CTaHy IMalli€HTIB, SIKi 3aCTOCOBYBaIu IperadariH, MOPiBHAHO 3 MAIliEHTaMH, SIKi
npuiiManu miane6o, ajne 1e IOKpalleHHS He JOCATJIO CTAaTUCTUYHOI 3HAYYIIOCT.
HaitgacTimumy mo6ivyHUMHE peakilisiMu, sIKi CITIOCTepiraaucs y KIIHIYHUX JOCTiIXKeHHSX,
Oynu 3amaMOpO4YeHHs, HYyHOTa, TOJOBHUY 0ib, 30iNbIIIEHHS MaCH Tijla Ta CTOMJIIOBAHICTb.
3aranpHuY Ipodinb Oe3neku y miAiTKiB OyB MOAIOHMM 10 TAKOTO Y JOPOCIIHX i3
dbibpomianriero.

dapmaxkoKiHemuxka.

dapMakoKiHeTHYHI TOKa3HUKY IIperabasiny y piBHOBaXKHOMY CTaHi OyJu nogiOHUMU Y 30OPOBUX
noOpOBOIBLIIB, TTAIIEHTIB 3 elilerncielo, SKi 3aCTOCOBYBaIU IPOTUEMINIENITUYHI ITpenapaTH, Ta
MAITEHTIB i3 XPOHIYHUM GOIEM.

AGcop6irist

[TperabariH IIBUAKO BCMOKTYETLCS IIPU IPUHOMI HaTIIE i JoCsIrae MaKCHUMAaJIbHOI KOHIIEHTpAllil
nna3Mmi kposi (C,,,,) IpoTsiroM 1 ToguHM Iicis OOHOPa30BOT0 Ta 6araTopa3oBOr0 3aCTOCYBAHHS.
Po3paxoBaHa 6iofoCcTymHIiCTh mperadainy mpu nepopajsbHOMY 3aCTOCyBaHHI cTaHOBUTH 90 % i
OinbIlle Ta He 3aleXUTh Bif go3u. [Ticnst 6araTopa3oBOro 3aCTOCYyBaHHS PiBHOBaXKHUY CTaH
mocsiraeThest yepes 24-48 ropus. IIIBUAKICTS BCMOKTYBaHHS Iperabainy 3HUKYETLCS IPH
OHOYACHOMY 3aCTOCYBaHHi 3 13Kel0, II0 MPU3BOIUTh 10 3MeHIneHHs C,, TpUOIN3HO Ha
25-30 % i TOOBXKEHHS Yacy MOCATHEHHS MaKCHMallbHOI KOHIeHTparii (t,,,) ITpuOIu3HOo Ha

2,5 roguuau. OmHaK IpuiioM nperabaiHy OMHOYACHO 3 i3Kelo He MaB KJIiHiYHO 3HAYYIIOr0 BIJIUBY Ha
CTYIiHb #oro abcopouii.

max

Po3mopin

HokiHiuHI MOoCTimXKeHHs 0Ka3ajy, 1o nperabdastiH MpoOHUKaEe Kpi3k reMaToeHnedaniyaui 6ap’ep y



IIypiB, MuIlel Ta MaBIl. [Ipera0arniH Tak0oX MPOHUKAE KPi3b MITAlleHTY B IIyPiB i BUOINSAETHCS Y
MOJIOKO IIypPiB Yy mepiof akTalii. Y moguHu ysaBHUM 00’'€M po3mofiny nperabaminy micis
IIepOPaJIbHOTO 3aCTOCYBaHHS CTaHOBUTH mpubau3uo 0,56 n/kr. [Iperabanin He 3B’A3y€ThCS 3 OiNKaMu
IIJITa3MHU KPOBI.

Mertabonizm

YV moguHu nperabaniH 3a3HaE He3HAYHOTO MeTabomi3my. [Ticis BBegeHHS 03K PalioaKTHBHO
MiyeHoro nperabaniny mpubnu3Ho 98 % pafioaKTHBHUX PEYOBUH BUBOMUTHCS 31 cedero y BUTIISAOL
He3MiHeHOTo nperabaniny. N-MeTuIboBaHUM fiepuBart rperabaniHy - OCHOBHUY MeTaboJIiT
npernapary, IKui BU3Ha4aBcs y cedi, - craHoBuB 0,9 % Bifg BBeeHol go3u. I1ig yac JOKITiHIYHUX
OOCIiIXKeHb pallemi3alii S-eHaHTioMepy nperabaniny B R-eHaHTioMep He BimOyBaocs.

BuBeneHHsa

[TperabarsiH BUBOOUTHLCS 31 CUCTEMHOT'0 KpOBOOGITy B HE3MiHEHOMY BUTJISIAI IIEpeBakKHO 3a PaXyHOK
eKkckpellil Hupkamu. CepefHill mepios HaliBBUBeeHHS ITperadasiny CTaHOBUTD 6,3 TONUHH.
[Tna3MoBul Ta HUPKOBUY KiIipeHC IperabaiiHy IpsMo MPONOPLiKiHi KIipeHCy KpeaTHHIHY (OUB.
po3pin «®PapmakokineTrka. HUpKOBa HEIOCTATHICTE»).

[TarmienTaM i3 mopyueHHIMU QYHKIII HUPOK abo mallieHTaM Ha reMofiai3i HeoOXimHO KOPUTryBaTu
mo3u mpemnapary (guB. po3min «Croci6 3acTocyBaHHS Ta Ho3u», TabmuIs 1).

JIiHIMHICTL/HeMHINHICTD

dapmakokiHeTHKa Iperabainy € TiHINHOO [ BChOTO PEKOMEHI0BAHOT 0 [ialma30Hy [03.
Bapiab6enbHicTh hapMakoKiHeTUKY ITperabaltiHy cepef malieHTiB Hu3bKa (MeHIe 20 %).
dapmakokiHeTHKa OaraTopas3oBUX 003 € MependayyBaHO0 Ha OCHOBI JaHUX, OTPUMAHUX IIPU
BBe[IeHHi 0qHOPa30BOi f03u. TaKUM YMHOM, HEMa€ MOTPebu y MIaHOBOMY KOHTPOJIi KOHIIeHTpaIlil
nperabaiHy B IJ1a3Mi KPOBI.

Crath

PesynbraTy KITiHIYHUX OOCIIAXKEHD CBiMYaTh IIPO BiACYTHICTH KIIIHIYHO 3HAUYYIOr0 BIIJIUBY CTATi Ha
KOHIIeHTpallito mperabasiHy B m1a3Mi KPOBi.

HupkoBa HEIOCTATHICTh

Krnipenc npera6aniny mpsiMo IponopiiiHuil KiipeHcy kpeatuHiny. Kpim nporo, npera6anin
e(eKTUBHO BUAAJISETHCA 3 IIJIa3MHU KPOBI 3a JOIIOMOTOI0 reMofiani3y (micnis 4 roguH reMofianisy
KOHIIeHTpallig nperabasiny B 1m1a3Mi KpoBi 3MeHIIyeThcs TPubu3Ho Ha 50 %). OCKinbKY BUBEIeHHS
HUAPKaMU € OCHOBHUM IIUISIXOM BHUBE[EHHS IIpelaparTy, MaljieHTaM i3 HUPKOBOI HEJOCTaTHICTIO
HeoOXiTHO 3HMKYBATU 03y IIpenapary, a Iicjsa reMofianily npuiMaTi JOJaTKOBY H03Y (OUB. PO3Min
«Croci6 3acTocyBaHHS Ta HO3u», TaOmuIs 1).

IleuiHKOBa HEOOCTATHICTh

CrerianbHi focmigKeHHS (papMaKOKIHETUKY 3a y4aCTIO Nalli€HTiB i3 MeYiHKOBOK HEOCTATHICTIO He
npoBoamnnuck. Ockinbku nperadasiH He 3a3Ha€ 3HAYHOTO MeTabo0JI1i3My Ta BUBOIUTHCS 3i Cedero
TIepeBaXKHO B HE3MiHEHOMY BUTJISIAI, MaJIOMMOBipHO, 11106 MOPYIIEeHHS QYHKII Me4iHKKU MOTJI0 3HAYHO
BIIJIUBATH Ha KOHIIEHTPAllito mperabatiHy 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, 110 npurHivyoTs GyKiio LTHC, 30KpeMa y Iali€HTiB, sKi 3JI0BXKUBAJIM TAKUMU
nmikapcbkuMu 3acobamu. [Iperabartit, UMOBIpHO, ITOCUIIIOE TIOPYIIIEHHST KOTHITUBHUX Ta
OCHOBHUX PYXOBUX (DYHKI[i!, CHPUYNHEHUX 3aCTOCYBAHHSAM OKCUKOLOHY.



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 JTiKyBaHHS mperabasninoM. [ToBigoMmsmocs mpo Taki sBuila: 6€3COHHS, TOJIOBHUN
0inb, HymOTa, TPUBOXKHICTh, Hiapes, FPUIONONIOHUI CHHAPOM, HEPBO3HICTD, Aempecis, 0ifb, cymomu,
rimeprigpos i 3amamopoueHHsi, IKi BKa3yi0Th Ha (Pi3nuHy 3ayexkHiCTh. Lo iHpopmariito crig
MIOBIIOMUTH MALiEHTY Mepef M0YaTKOM JTiKyBaHHS.

Cynomu, 30KpeMa emiIenTUYHUN CTaTyC Ta BeJIUKi CyJOMHI Hallagy, MOXKYTb BUHUKATH IIif 4yac
niKyBaHHS 1peradasinoM a00 HeBIOB3i MiC/Is MPUIMHEHHS HOr0 3aCTOCYBaHHS.

CTOCOBHO IPUIIMHEHHS TOBIOCTPOKOBOTO JIiKyBaHHS MperabaniHoM JaHi BKa3yloTh Ha Te, IO YacToTa
BUHVKHEHHS Ta CTYIIiHb TSAXKKOCTI CUMIITOMIB BifMIHM MOXKYTh 3ajieXkaTHu Bifj LO3H.

3acmiitiHa cepuesa HedocmamHicma

[ToBigOMIIATIOCS IIPO 3aCTIMHY CepLieBY HEJOCTATHICTh Y AesIKUX MallieHTiB, gKi IpuiMau
nperabaiH. Taka peakiiis 3meb6inbIoro crnocrepiranacs mif 4ac jaikyBaHHS mperadainom
HEBPOIATUYHOTO 00JII0 y MallieHTiB JIITHHOTO BiKY 3i CeplieBO-CyAMHHUMH MOpyIIeHHIMHU. Crrif 3
00epexkHiCTI0 3aCTOCOBYBaTH Iperabasin TakuM narientam. [Ipy IpUNMHEHH] 3aCTOCYBaHHSA
nperabaJiny 11e sSBUllle MOXKe 3HUKHYTH.

JIiKysaHHA Hesponamu4Ho20 60,110 ULeHMPAAbHO20 NOX00HCeHH S BHACAIOOK YWKOONCeHHSA CNUHHO20
MO3KY

[Tig yac nmikyBaHHS HEBPOIIATHYHOTO OOJII0 IIEHTPaIbHOTO ITOXOMKEHHS BHACIIIOK YIIKOMXKEHHS
CIIMHHOTO MO3KY YaCTOTa BUHUKHEHHS MOOIYHUX peakIlii 3aranoM, mobiunux peakiiit 3 6oky LTHC,
0c06IMBO COHNMUBOCTI, Oyy1a migBuieHo0. Lle Moxke OyTH MOB’g3aHO 3 aQUTUBHOIO i€l0 CYIMyTHIX
niKapchbKUX 3aco0iB (HaIpUKIIaM, aHTUCIIACTUYHUX ITpenapaTiB), ki HeoOXigHi [t TiKyBaHHS 1IbOTO
crany. Lo o6cTaBuHY CJIifi B3SITH [I0 YBaru Ipu Npu3HayueHHi nperabasiHy TaKuM IallieHTaM.

IIpu2HiyeHHA QUXAHHA

[ToBigOMIIANIOCS IIPO BUNIAAKY TSKKOI'O IPUTHIYEHHS OUXaHHS y 3B’43KY i3 3aCTOCYBaHHAM
nperabaniny. ITalieHTy 3 MOPYIIEHO0I0 JUXaIbHOI QYHKIIEI0, pecnipaTOpHUMU ab0 HEBPOJIOTiHHUMU
3aXBOPIOBAHHSIMM, HUPKOBOIO HE[JOCTATHICTIO, OOHOYAaCHUM 3aCTOCyBaHHAM pernpecaHTiB [IHC Ta
0Cco0M NMITHHOTO BiKy MOXKYTh MaTH OiNbINNI PU3UK BUHUKHEHHS Ifi€]l TAKKOI 06iYHO1 peakiiil. s
IIUX TallieHTiB MOXKe 3HaoOUTHCS KOPUTYBAHHS J03U (OuB. po3xin «Crmocib 3acToCcyBaHHS Ta HO3U»).

CyiuudasbHe MucieHHA ma nosediHKa

[ToBigOMIISIIOCS PO BUIMAAKY CYIIUAAIbHOTO MUCJIEHHS Ta MOBEOIHKY y MAIli€HTIB, IKi OTPUMYBau
JIIKyBaHHS IPOTUEMIIEITUYHUMHU IIpeliapaTaMu 3 IPUBOAY IIeBHUX [TI0Ka3aHb. MeTaaHalli3
PaHIOMi30BaHUX, I1a1e00-KOHTPOILOBAHUX NOCIIIXKEHb TPOTHEIJIENTUYHUX ITPeapaTiB 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
TiJIbKY OMioifiB (CKopuroBaHe cmiBBimHOmeHHs maHcis [aOR], 1,68 [95% [II, 1,19-2,36 ]). Lleu
MiOBUIEHUN PU3UK CIIOCTEpPIraBcsa IPU HU3BKUX A03ax mperabarniny (< 300 mr, aOR 1,52
[95% I, 1,04-2,22]), Tak0oX crocTepiranacs TeHAEeHIis 0o 30iIbIIeHHS PU3UKY ITPU BUCOKUX
no3ax mperabarniny (> 300 mr, aOR 2,51 [95 % III 1,24-5,06]).

HenQdGU./'lee 3dCMOCYBAHHA, 3108HCUBAHHA abo 3anedxcHicmy

PeecTpyBanucs BUIafKK HEIIPaBUIBHOTO 3aCTOCYBaHHS, 3JI0BXKMBAHHS Ta 3aJieKHOCTI. Crif 3
00epexkHICTIO MpU3HAYaTH IIPelaparT Mali€eHTaM 3i 3710BXMBAaHHIM Pi3SHUMHU PEYOBUHAMY B
aHamHesi. HeoOxigHO cIiocTepiraTy 3a Mnali€eHTaMu 000 BUHUKHEHHST CUMIITOMIB
HeIPaBUJIbHOTO 3aCTOCYBAHHS, 3JTOBXKMBAHHS a00 3a/1eXKHOCTI Bifl mperabariny
(TOBigOMIIAINIOCS IIPO BUIIAAKKU PO3BUTKY 3BUKAHHS, IEPEBUIIEHHS IPU3HAUYEHO1 I03K;
TIOBE[IiHKHY, CIIPSIMOBAHOl Ha OTPUMAaHHS IIpernapary).

EHuedasonamis

Bunapku eHlledanonarii BUHMKa/IN [TepPeBaXkHO Y NAIiE€HTIB 31 CYyIyTHIMYU 3aXBOPIOBaHHSIMHY, 1110
MOXKYTb BUKJIUKATH eHIledanonarito.

KIHKY PEenpOonyKTUBHOIO BIKY

3acTocyBaHHs mperadasiny NpoTaroM [ TpEMeCTpy BariTHOCTI MOXKe CIIPUUUHSATH CEPHO3HI BpoOKeHi



Bagu po3BUTKY (BBP) y MaitbyTHbOI puTuHU. JIiKapchKui 3acid OrpaHiﬂ® He CJIifi 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.

Qibpomianeia

3a3Buyail fo3a npenapary ajs OinbiiocTi marieHTiB ctaHoBUTh 300-450 Mr Ha mo6y. TIpuitom
Ipernapary CIIif MoYrHaTH 3 7031 75 Mr 2 pa3u Ha 100y (150 Mr Ha moby) Ta MOXKHA MigBUIIYBaTH
3aJ1eXKHO Bifl epeKTUBHOCTI Ta nepeHocuMocTi 1o 150 Mr 2 pa3u Ha f06y (300 Mr Ha m00y) IPOTATOM
opmHOrOo TUXHS. [TanmienTam, s skux mo3yBaHHs 300 Mr Ha o0y HEIOCTAaTHBO e(PEKTUBHE, O3y
MOXKHA MMIBULIUTH 00 225 MT 2 pa3u Ha no0y (450 Mr Ha goly). fAKImo HeoOXimHO, 103y MOXKHA
IiIBUIIKTH Ile Yepe3 TUXKIEeHb N0 MakcuMasnbHOi - 600 Mr Ha goOy. [J0Ka3iB TOTO, II10
3aCTOCYyBaHHS 1Ii€l 703U OyAe MaTH OOJaTKOBY IlepeBary, HeEMa€; TaKOXK TakKa [03a Majia
ripmry mepeHocuMicTh. bepyuu 0o yBaru mo3o3asnexHi mobiyHi peakilili, 3aCTOCYBaHHS 003
Butile 450 Mr Ha no0y He peKoMeHayeThcst. OCKinbKY mperadalliH BUBOOUTHCS T'OJIOBHUM
YMHOM HUPKaMH, CJIifl KOPUTYBAaTH OO3Yy IIpenapary HallieHTaM i3 IOopyIIeHHAM (QYyHKIIil
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.

Besmneka Ta eheKTHBHICTh 3aCTOCYBaHHS mpemnapary Orpasis® mitam (BikoM o 18 pokis) He OyIu
BCTaHOBIEeHi. [locTymHa moTemnep iHpopMalis HaBeneHa y po3mini «[Tob6iuHi peakuii», a
TaKOX y po3ninax «PapmakoguHamika» 1 «PapMaKOKiHETUKa», OOHAK, CIIMPAIOYUCh Ha HUX,
HEMO2KJIMBO HaJlaTU XKOJHUX PEKOMEH[AIl! o0 H03yBaHHS 1LIill KaTeropil MaIi€HTiB.

Ilepedo3yeanHsi.

Haiiuacrimumy BigMideHUMY TOOIYHUME peakIisiMU y pa3i nepeno3yBaHHs nperabasninoM Oymu
COHJIUBICTB, CIUTyTaHICTh CBiIOMOCTI, 30yOKEHHS Ta HECMOKii. TaK0XK HagXOOUJIU MTOBIHOMIIEHHS
IIPO CYZOMHM. 3pifiKa IMOBIAOMJISAJIOCS IIPO BUIIAJKU KOMHU.

JlikyBaHHS Nepefo3yBaHHS IperabaliHOM MOATAE ¥ 3aralbHUX MiATPUMYIOUYHX 3aX0fax Ta 3a
noTpeOu MoxKe BKJIOYATH IeMofiartis.



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




0intb, HYOOTa, TPUBOXKHICTH, liapesi, TPUIIONONIOHUN CUHIPOM, CYOOMH, HEPBO3HICTh, HeMpecis, 0inb,
rimeprigpos i 3amamopoyeHHs, IKi BKa3yl0Th Ha (Pi3uyHy 3anexkHicTh. Lo indopmariito crin
IIOBIOMUTH MALIEHTY Iepef [I0YaTKOM JIiIKyBaHHSI.

CTOCOBHO IPUNMHEHHS JOBIOCTPOKOBOTO JIIKyBaHHA IperabaliHOM faHi BKa3yOTh Ha Te, 10 YacToTa
Ta TSAKKICTh CAMITOMIB BiMiHM MOXKYTb OYTH 00303aJI€XKHUMHU.

Himu. TIpodins 6e3neku nperabasidy, BCTAaHOBJIEHUH Y IIPOLIeCi I'ITU JOCIifiKeHb, TPOBEEHUX 3a
y4acTIo IefiaTpUYHUX MTALi€HTIiB i3 ITapuialbHUMU CyIOMHUMY HallaJaMU 3 BTOPUHHOIO
reHepasnizatiieio abo 6e3 Hel (12-TuXKHEBe JOCTioXKeHHS e()eKTUBHOCTI Ta O€3MeKy y MallieHTiB BikoM
Bim 4 mo 16 pokiB, n=295; 14-neHHe gocmimxkeHHs eQeKTUBHOCTI Ta Oe3MeKH y MallieHTiB BikoM Bif 1
Micsius 0o 4 pokiB, n=175; mocnigxeHHS papMaKOKiHETUKM Ta TIEPEHOCUMOCTI IIpenapary, n=65 Ta
IIBa BiDKPUTHX [OCTiKeHHS Oe3meku TpuBamiicTio 1 pik, n=54 ta n=431), 6yB momiOHuU# Ko mpodinio,
KUY CIIOCTEpPIraBcs B OOCIIAKEHHIX y JOPOCINX MAIlieHTIB 3 eminenciero. HainomupeHimmMu
n00iYHMMHU SIBUIIIAMH, 1[0 CIIOCTepPiranuck y 12-TukHEBOMY OOCIioKeHHi Teparil nperabaninoM, Oynu
COHJIMBICTS, TipeKcis, iHpeKITi BepXHiX guXalbHUX IIJISIXiB, MiABUINEHHS alleTUTY, 30i/IbIIEHHS Macu
TiJla Ta Ha30(apUHTIT.

HaiinomupeHinmmmu 1o0iYyHUMY peakIlisiMH, 110 CIIOCTePiraauch y 14-neHHOMY OOCTioKeHHi
niKyBaHHS nperabasinoM OyIu COHNIUBICTS, iH(MEKIIil BepXHiX AUXalbHUX HMUISIXIB Ta MipeKcis

(muB. po3minu «PapmMakoguHaMmika», «®apmMakokiHeTuKa» Ta «Crocib 3aCTOCyBaHHS Ta JO3U»).
ITogidomaeHHA npo nido3piosaHi nobiuHi peakuii. [ToBimoMneHHS PO Mifo3pioBaHi mobiyHi peakii

micys peecTpatii TikapcbKoro 3acoby € BaxkIuBUMU. Lle mae 3Mory 3pilicHioBaTy 6e3nepepBHUN
MOHITOPHUHT CITiBBiTHOIIEHHS KOPUCTI Ta PU3UKY IIPU 3aCTOCYBaHHI TlikapChKOro 3acoly.

Tepmin npudamuocmi. 2 POKH.

He 3daCTOCOBYBATH IIpelapaT ITiCJIs 3aKiHYeHHS TepMiHy HpI/II[aTHOCTi, 3d3HAa4Y€HOI'o Ha y'l'IaKOBLIi.

YMmoBH 30epirannsi. 30epiraTy B OpUTiHaNbHINA YIAKOBI TpU TeMnepaTypi He Butie 25 °C.

30epiraTy y HEJOCTYITHOMY IJIsI [iTeH MiCIIi.

YnakoBka. Kancynu o 75 mr: o 7 karncyn y 6iictepi; o 2 6nictepy y mautii.

Kamncymu o 150 mr Ta 300 mr: o 10 Kancyn y 6mictepi; mo 3 6icTepu y mayifi.

Karteropisi Bigmycky. 3a peLierToM.

Bupoonuk. AT «®apMak».



Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro aJpeca MicCIsi IPOBaJKeHHsI Tis/IbHOCTI.

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



