Ckian

Oitoua pevyosuHa: mperabdail;
1 kancyna mictuts 75 Mr a6o 150 Mr niperabarniny;

OONOMIJCHI peuoB8uUHU: LIeI0JI03a MiKpOKPHUCTalidHa, HaTPilo KpOCKapMeio3a, MarHiio
CTeapaT, TaJIbK; TBepHa XKeJjlaTUHOBA KallCcyJjia: XKeJjlaTuH, TUTany giokcup (E 171).

JIikapcbKa ¢dpopMma

Karmcynu.

OcHOBHI (pi3uKo-xiMiuHI 821acmuBoCcmi: TBEPHi KeJTaTUHOBI KarcyJix 0iJ1I0T0 KOJIbOpPY.
BwMmicT kancyn — nopoiok 6izioro abo Maiizke 0i10ro KOinbopy. [1OMyCcKaeThCs
HasBHICTh CIIPECOBaAHUX CTOBIYHUKIB ab0 IpyA0UYOK, IKi TpU HaTUCKaHHi
po3mafamThCH.

®dapMaKoTepalneBTHYHA Irpyna

Ananbretuku. [HIIII aHaTbreTUKU Ta aHTUITipeTUKU. ['abanenTuHoigu. [TIperabartiH.

Kog ATX N02B F02.
®apMaKoOJIOridyHi BJIaCTHUBOCTI

dapmaKkoOuHamika

Ilitoua peyoBuHa — mperaba’liH, 10 € aHaAJIOTOM raMMa-aMiHOMacCsiHOI KuciaoTu [(S)-
3-(aMmiHOMETHUII)-5-MeTHUIreKCcaHoBa KUCI0Tal.

MexaHi3M mil

[Tperabamnin 3B’I3YETHCA 3 MOIMIOMiKHOIO cCyOoguHuUIleio (6iok a2—d)
MOTeHIliaI3aJIe’KHUX KallbIiEBUX KaHAaJIiB y lIeHTpasibHii HepBoBiu cucteMi (LIHC).

KniniyHa edeKTHUBHICTE i 6e3neka

HetliponamuuHuti 6i1b

[Tig yac mocnig»keHb OYJI0 TPOIEMOHCTPOBAaHO eDEeKTUBHICTh Ipenapary st
JIIKyBaHHS miaOeTUYHOl HelpomnarTii, ToCTreprneTUYHOl HeBpasrii Ta ypaxKeHHS
CIIMHHOTO MO3KYy. EpeKTUBHICTD IIpemnapaTy NpHu iHIIUX BUOaX HEUPONAaTUUYHOTO OO0
He BUBYAJIN.



[Tpera6amnin BuB4Yanu B xofdi 10 KOHTPOJIbOBAaHUX KJTIHIYHUX OOCIiAXKEHb TPUBAJIICTIO
mo 13 TUXKHIB 3 pe2KMMOM [103yBaHHS MpelapaTy ABidi Ha moOy Ta B XO[i AOCIigXKeHb
TPUBAJIICTIO OO0 8 TUXKHIB 3 PEXXKUMOM [03yBaHHS TpUUi Ha J0o0y. 3aranom npodimi
O6e3rneku 1 ePeKTUBHOCTI O/Is1 PEXKUMIB M03yBaHHS [OBidi ¥ Tpudi Ha go0y Oynu
MomiOHUMHU.

Y xomi KniHIYHUX DOCTiAKeHb TPUBAIICTIO M0 12 THXKHIB, B IKUX JTiKapChKUM 3acid
3aCTOCOBYBAJIX IJIsI JIIKYBaHHS HEMPOIIAaTUYHOTO 000, 3MEHIIIeHHST 000
nepudepruyHOro Ta HeHTPAJIbHOI0 MOXOIXKEHHS CIIOCTEPIraaocs MicyIs IIepuIioro
TUXKHSA i 30epirasocs IpoTArOM YChOTO ePiony IiKyBaHHS.

Y xomi KOHTPOJIbOBAHUX KITIHIYHUX OOCHIAXKEeHDb Nepu@epuyHOoro HeMpomaTUu4HOT O
6omio y 35 % mallieHTiB, sIKi 3acTOoCcOByBasnu nperabanid, Tay 18 % malieHTiB, sKi
OTpUMYBau Ilanebo, cnocTepiramocs mokpamieHHs Ha 50 % 3a 1IKasoio OIiHKYU
6omro. Cepef MallieHTiB, y IKUX He BUHHKAJIa COHJIUBICTDb, TaKe ITOKPAIleHHS
croctepiranocs y 33 % mallieHTiB, sIKi 3acTocoByBasu nperadanid, Tay 18 %
nalieHTiB 3 rpymnu miaiebdo. Cepeq Mali€eHTiB, y SKUX BUHUKAla COHIUBICTh, YacTKa
Malli€eHTiB, sIKi BiAMOBiIU Ha Tepamiio, craHoBula 48 % y rpymi nperabamniny Ta 16 % y
rpymi nnaie6o.

Y xofi KOHTPOJILOBAHOTO KIIIHIYHOTO AOCITiAXKEHHSI HEUPOIIaTUYHOTO OOJITI0
IIeHTPAJIbHOTO MOXOMXKEeHHS y 22 % MallieHTiB, sIKi 3acTOCOBYyBasu mmperadarsiil, Ta y
7 % mallieHTiB, AKi oTpuMyBaIu mnanebo, criocTepiraaocs mokpaieHHs Ha 50 % 3a
IITKAJIOIO OILIiHKHM OO0JIIO.

Eninencis

IlomaTkoBe mikyBaHHs. [Iperabaiild BUBYaIX B X0/i 3 KOHTPOJILOBAHUX KITIHiUYHUX

OOCITim»KeHb TPUBAJICTIO 12 TUXKHIB 3 PeXKUMOM [03yBaHHS OBiui abo Tpuyi Ha mooy.
3aranoM mmpoddisni 6e3neku 1 eeKTUBHOCTI [JI peKUMiB MO3yBaHHS ABidi ¥ Tpuui Ha
noOy Oynu MOomiOHUMMU.

3MeHIIIEeHH YaCTOTH CYOOMHUX Halla[iB CIIOCTEpIrajocsa BXKe Ha NepLIOMYy THUXKHI.

HOitu. EdpekTuBHiCTS i Oe3neKa nperabaiHy sK JOIOMiKHOT0 3aC00y IpU emiiencil
OoJist giTed BikoMm mo 12 pokiB Ta O migiriTKiB He BcTaHOBIeHi. [106iuHi peakirii, 110
CIIOCTepiraaucs B HOCHiIXKeHHi (papMaKOKiHETUKHU Ta ITE€PEHOCHOCTI, 0 SIKOT0 Oyu
BKJIIOYEHI mallieHTH BiKoM Bif 3 MicsIiB g0 16 pokiB (n = 65) 3 nmapiiaabHUMU
CYOOMHUMHU HamapmaMu, Oynu momiOHi mo mobivHuX peaklIliil y mopocnux. Pe3ynbTaTtu
12-TuxkHeBOTO 111a11e00-KOHTPOJILOBAHOT O AOCITiIKEHHS 3a y4acTio 295 giTeit Bikom
Big 4 go 16 pokiB Ta 14-geHHOTrO M1ale60-KOHTPOIbOBAHOT'O OOCIIIAXKEHHS 3@ y4acCTIO
175 mite# BikoM Bim 1 Micsiss oo 4 pokiB, MeToI0 sikux Oyiia oIliHKa e(heKTHUBHOCTI Ta
Oe3rneku nperabaiHy sSIK OOOaTKOBOI Teparil mapiiiaJbHUX CyOIOMHUX HaIlafdiB, i MBOX



BIIKPUTHUX IOCHiAXKeHb 0e3neKu TpuBasicTio 1 pik 3a yyacTio 54 Tta 431 OoUTUHU
BIiAIOBigHO BiKOM Bif 3 MicALiB 0o 16 poOKiB 3 emiyiernciero BKa3yTh Ha Te, 10 TakKi
moOiuHi peakiril, SIK mipekcis Ta iHGeKIil BepxXHiX IUXaabHUX IISIXiB, y OiTeln
CIIOCTEepPiraroThCS YacTillle, HiK y JOPOCIIUX HalliEHTiB 3 emijiernciero (OuB. po3ainu
«Crmocib 3acTtocyBaHHS Ta Ao3u», «[100iuHi peakirii» i «®DapMaKOKiHETUKA»).

Y 12-tTuxkHeBOMY I1/1alie00-KOHTPOIOBAHOMY AOCIIAXKeHHI OiTsaM (BikoM Bim 4 o

16 pokiB) npu3sHavanu nperabanin mo 2,5 Mr/kr/gody (Mmakcumym 150 Mr/mo0y),
nperabanin mo 10 mr/kr/moby (MmakcumyM 600 mr/mo0y) abo marebo. [IpuHaiMHi

50 % 3MeHIlleHHd apliaJlbHUX CYLOMHUX HallaliB, y IOPIBHAHHI 3 BUXIIHUM pPiBHEM,
croctepiranocs y 40,6 % mallieHTiB, SKi oTpuMyBanu nperabaiid y mo3i 10 Mr/Kr Ha
no0y (p = 0,0068 nmopiBHSHO 3 aiebo), 29,1 % nalieHTiB, sKi oTpUMyBalu
nperabanin y mo3i 2,5 Mr/kr/mo6y (p = 0,2600 mopiBHsHO 3 miarebo), Ta 22,6 % Tux,
XTO OTPUMYBaB I1yianebo.

Y 14-penHomy mnaneb0-KOHTPOJILOBAHOMY OOCHIMXKEeHHI OiTaM (BikoM Bim 1 micsiis mo
4 pokiB) mpu3Havanu nperabarin 7 Mr/kr/mo0y, nperabanin 14 mr/kr/mo6y abo
maie6o. MenianHa mob6oBa YacToTa Cy[IOM Ha BUXiJHOMY PiBHi i Ha 3aKJIIOYHOMY
Bi3uTi craHoBuna BignmoBigHO 4,7 i 3,8 y rpy1i 3acTocyBaHHs nperabaniny B mo3i

7 mr/kr/mo0y, 5,41 1,4 y rpyni 3acTocyBaHHs nperabariny B go3i 14 mr/kr/mo6y Ta 2,9
i 2,3 y rpymi nnane6o. ITpera6anid y go3si 14 mr/kr/mo0y 3Ha4HO 3MEHIITyBaB
Jiorapu(@MidyHO MEePEeTBOPEHY YaCTOTY IaplliaJIbHUX CyOOMHUX HallaAiB y IMTOPiBHSIHHI 3
manebo (p = 0,0223); nperabaid y mo3i 7 Mr/Kr/moby He IpOoIeMOHCTPYBaB
MMOKpallleHHs IIOPiBHSAHO 3 mianebo.

Y 12-tuxkHeBOMY I1/1alie60-KOHTPOIHOBAHOMY AOCIiAXKEHHI MallieHTiB i3 TepBUHHUMHU
reHeparsnizoBaHnuMu TOHiKO-KnoHiuHUMHY ([1I['TK) Hanmagamu 219 maijieHTaM BiKOM Bif 5
mo 65 pokiB (3 HUX 66 oci6 BikoM Bim 5 mo 16 pokiB) Oyio mpu3HaueHo mperadanin y
no3i 5 mr/kr/moby (MmakcumyM 300 mr/mo6y) abo 10 Mr/kr/moby (MakCuMyM

600 Mr/go0y) uu 1maiebo siK JoIMoMixKHY Teparrito. [TpuHaiMHI 50 % 3MeHIIeHHS
yactotu III'TK Hanapis crioctepiranocsa y 41,3 %, 38,9 % ta 41,7 % maiieHTiB, AKi
oTpuMyBanu nperabanin y gosi 5 Mr/kr/go0y, nperabanid y mo3i 10 mr/kr/go0y Ta
manebo BifIIoOBimHO.

MoHoTepamisa (O nallieHTiB 3 yIeplne JiarHOCTOBAHUM 3aXBOPIOBAHHSIM).

[Tpera6asnin BuUBYaIu B X0Mi 1 KOHTPOIbOBAHOTO KJIIHIiYHOT'O JOCIII>KEeHHS TPUBAJIiCTIO
56 TMZKHIB 3 pexkMMOM OO3yBaHHS ABidi Ha moOy. [Ipu 3acTocyBaHHi nperabaniHy He
OyJI0 DOCSATHYTO OOMHAKOBOTO PiBHSA €()eKTUBHOCTI MOPiBHAHO i3 3aCTOCYBaHHSIM
JIaMOTPUIXKUHY, 3TiAHO 3 OLIHKOIO Yepe3 6 MiCAIliB 3a KiHII€BOI TOYKOK —
BimcyTHIicTIO cynoMHUX HanafiB. [Iperabasid i maMoTpuAXKUH Oy OGHAKOBO
Oe3neyHUMU Ta J0Ope IepPeHOCUIIUCS.

I'enepanizosaHuti mpuBoHCHUl pPO3.aad



[Iperabasnin BUBYAJX B X0 6 KOHTPOJILOBAHUX [OCIiIXKEeHb TPUBAJICTIO 4-6 TUXKHIB,
OLHOT'O JOCJII?KEeHHS TPUBAJIICTIO 8 TUZKHIB 3@ y4acCTIO Ialli€HTIB JIITHLOTO BiKy Ta
OOHOT'O TPUBAJIOTO OOCIIIKEHHS NPOoQiTaKTUKU PEUANBY 3 HOABIMHO CIINIOI0 (pa301o
npodilakKTUKU PEUANBY TPUBAIICTIO 6 MiCSILiB.

3MeHIIIeHHsI CUMIITOMIB IeHepasli30BaHOI0 TPUBOXKHOI'0O PO3JIafy BiAMIOBINHO OO LIKaIU
laminbpTOHA AJis OLiHKYU TPUBOXKHOCTLI (HAM-A) criocTepiranocs BxkKe Ha TUXKHI 1.

Y xomi KOHTPOJIbOBaHUX KITIHIYHUX JOCHIAXKEeHb (TpUBalIicTio 4-8 TUXKHIB) y 52 %
MallieHTiB, sIKi 3acTOCOBYyBasnu mperadanid, Ta y 38 % maliieHTiB 3 rpymnu maiebo
CIIOCTepirasocs IIOKpallleHHsI He MeHIle Hixk Ha 50 % 3a 3arajbHOIO KiNTbKicTIO OaJtiB
3a mKkanow HAM-A Big BUXigHOTO PiBHS OO0 KiHIIEBOI TOYKH.

ITig yac KOHTPOJILOBaHUX OOCIIIOXKEHDb HEYITKICTh 30PYy 4YacTillle criocTepiranacs y
MMalli€eHTiB, sIKi 3aCTOCOBYBasu Irperadasiid, HiXK y HallieHTiB, SKi OTpuMyBaIu miaieoo.
Y GinbiocTi BUMagKiB 1ie SIBUIlle 3HMKAJIO IIPU ITPOJOBKEHHI Teparrii.
OdranbmonoriuHe oO6CTeKeHHs (BKJII0OYAlO4UM IIEPEBIPKY I'OCTPOTHU 30PY, GopMabHY
IIePEeBIPKY OIS 30PY Ta OOCIiAKEHHS OYHOI'O JHA IPU PO3MIKUPEHiN 3iHUI) ¥ paMKax
KOHTPOJIbOBAHUX KITIHIYHUX OOCIiAKEeHb BUKOHYBasocs y moHan 3600 maifieHTis.
Cepepn nux IalieHTIiB rOCTpOTa 30Py noripmunacsa y 6,5 % namieHTiB y rpyi
nperabaniny Ta y 4,8 % mnauieHTiB y rpymi ninaie6o. 3MiHU 110JI 30pY BUSIBJIEHO Y
12,4 % marrieHTiB, Ki 3acTocoByBanu nperabarin, Tay 11,7 % mallieHTiB 3 rpynu
miane6o. 3MiHKM Ha OYHOMY AHI BUusBjieHi y 1,7 % nalieHTiB, IKi OTpUMYyBaIu
nperabanid, Tay 2,1 % mailieHTiB y rpy1i ninaueo6o.

dibpomianais

EdexkTuBHicTh iperabaniny Oyna BCTaHOBJIEHA B OHHOMY 14-THXKHEBOMY ITOABIMHO
ciinmoMy mared0-KOHTPOIbOBAHOMY MYIbTHUIIEHTPOBOMY mocaimxkeHHi (F1) Ta B
OOHOMY 6-THKHEBOMY PaHAOMi30BaHOMY OocCHimKeHHi BigMminu (F2). Y ui gocnigxkeHHSa
3a/Iy4aliucs mallieHTu 3 giarHo3oM «@dibpomianrisi» Ha OCHOBiI KpUTePiiB
AMepHKaHCBHKOTO KOJIeAXKYy peBMaTOJIOTil (TmolmupeHut 6ib IPOTATroM 3 MiCSIIiB B
aHaMHe3i Ta 6inb, mpucyTHik B 11 yu Ginbire 3 18 crnenudidyamux 60IbOBUX TOUOK).
IocmigKeHHs TPOOEMOHCTPYBalIu 3HUXKEHHS 00JII0 3a Bi3ya/lbHOIO aHAJI0T0BOIO
IKano0. [TokpalleHHs JogaTKOBO OYJI0 MPOIEMOHCTPOBAHO 3a 3arajibHOI0 OIliHKOIO
MallieHTa Ta 3a ONMUTYBaHHSAM IIOAO0 BILIUBY diOpomianrii.

Iitu. Byno npoBegeHo 11aneb0-KOHTPOJIbOBaHe MOCIiIXKEeHHST TPUBAJICTIO 15 TUXKHIB
3a yuacTio 107 giteut Bikom 12-17 pokiB 3 ¢dibpomianri€ro, siKi 3aCTOCOByBajin
nperabaid y mo3i 75-450 mMr Ha mo0y. 3a pe3y/ibTaTaMu OLiHKYA MEPBUHHOI KiHIIEBO1
TOYKM e(PeKTUBHOCTI (3MiHa 3arajabHOI iHTEHCUBHOCTI 0010 Bi 6a30BOT0 PiBHSA OO
TUXKHS 15; po3paxoBaHO 3a AornomMoro 11-6ambHOol IMIKaIu OIliHI0OBaHHS) OyII0
ITPOAEMOHCTPOBAHO YUCEJIbHO OiJibIlle MOKpAIlleHHS CTaHy IMalliEHTiB, SKi



3aCTOCOBYBasu Imperadasid, IMOPiBHSIHO 3 MallieHTaMu, IKi mpuiiManu maanebo, ane 1e
MMOKpaIlleHHs He OOCATJI0O CTAaTUCTUYHOI 3HauyniocTi. HaryacTimmmu no6ivyHUMU
peaxkilisiMu, sIKi CIIOCTepiraaucs y KJIiHIYHUX OOCIiIXKeHHsIX, Oy/I1 3allaMOpPOYeHHSs,
HyIOOTa, TOJIOBHUM Oinb, 30iNbIIIEHHS MAcCH Tijla Ta CTOMJIIOBaHIiCTh. 3aralbHUMN
npodins 6e3meKu y MigIiTKiB OyB MOAiOHUM [0 TAKOT0 y HOPOCIHUX i3 pibpomianriero.

dapmakokiHemuka

dapMaKOKiHETUYHI ITOKa3HUKY IIperadaniHy B piBHOBaXKHOMY CTaHi OynIu MOgiOHUMU Y
3M0POBUX NOOPOBOIIBIIIB, MMAIIEHTIB 3 eITiNercielo, IKi MpuiMany IPOTHUEITiIeITUYHi
ImperiapaTH, Ta y HNalliEHTIB 3 XpOHIiYHUM 6oJieM.

AGcopbiiist

[Tperabamin MIBUOKO BCMOKTYETHCS V pa3i IpUMOMYy HaTIIE i JOCATAaE MaKCUMaJIbHUX
KOHIIeHTpallill y mja3Mi KpoBi mpoTsaAroM 1 rOOuWHU Miciis OOHOKPaTHOTO abo
OaraToKpaTHOTO 3aCTOCyBaHHS. Po3paxoBaHa 0iofOCTYNIHICTh mperaba’iny npu
mepopajsbHOMY 3aCTOCyBaHHiI CTaHOBUTH = 90 % 1 He 3a5exXuTh Bif po3u. [Ipu
6araToKpaTHOMY 3aCTOCYBaHHi piBHOBaXKHUM CTaH [OCATA€EThCI yepe3 24-48 roguH.
[IIBuOKiCTh BCMOKTYBaHHS IIperadasiHy 3HUXKYETHCA Y pa3i OqHOYAaCHOTO MPUoMy 3
2Kelo, 110 MPU3BOOUTH A0 3MEHIIIEHHS MaKCUMallbHOl KOHIIEHTpallil (Cmax) TPUOGJIN3HO
Ha 25-30 % i noooBXKeHHA b nax npubau3Ho o 2,5 roguau. OgHaK IpUiioM
nperabasniHy ogHOYACHO 3 12Kel0 He MaB KJIIHiYHO 3HaYyILIOT0 BIIJIMBY Ha CTYIiHb MOTO
abcopOirii.

Pos3nonin

B xopi mokmiHIYHUX OOCIigXKeHb OyJIo MOKa3aHo, 10 IperadasiiH MPOHUKAa€E KPi3b
remaTtoeHIiedaniyHui 6ap’ep y MuilieH, mypis i maBm. Byno BCTaHOBIIEHO, IO
npera6ajtiH IPOHUKAE KPi3b MJIalleHTy Yy LIYyPiB i BUOIMSETHCS B MOJIOKO IIYPiB Y
nepion nmakrartii. Y moaguHam 00’€M po3mominy nperabainy micist ImepopaabHOro
3acTOCyBaHHS CTaHOBUTH mpubnusHo 0,56 n/kr. [Iperabaril He 3B’SI3y€ThCS 3 OinKaMu
j1a3Mu KpPOBi.

MeTabomi3zMm

Y mogunu npera6aid 3a3Ha€ He3HAYHOTO MeTabomnidMy. ITicyig BBeOeHHS J03U
MideHOT'0 pafioaKTUBHOIO MiTKOIO nperabariny 65113bK0 98 % pafioakTUBHOL
PEeYOBUHU BUBOOUIIOCS 3 CeUel0 YV BUTJISAAlI He3MiHeHoro mmperabaniny. Yactka N-
MEeTHUIbOBAHOI IOXimHOI nmperadaniHy — OCHOBHOTO MeTabOoJIiTy ITpemapary, Io
BH3Ha4daBcsd B cedi, — ctaHoBuia 0,9 % BBemeHol mo3u. ITig yac mOKJIiHiYHUX
OOCITiIKeHb He BimOyBaJsiocs paleMizailil S-eHaHTioMepa nperabaniny B R-eHaHTioMeD.

BuBepmeHHs



[Tpera6amiH BUBOOUTHCS 3 CUCTEMHOT'O KPOBOTOKY B HE3MiHEHOMY BUT IS,
rmepeBaxkHO HUPKaMu. CepenHilt repion HamiBBUBeOeHHs ITperabaiHy CTaHOBUTD
6,3 roouHU. [11a3MoBUM Ta HUPKOBUM KJIipeHC mperabaliHy nIpsMo IIPOIOPITiMHi
KJIipeHCy KpeaTuHiHYy (OuB. migpo3nin « HupkKoBa HeJOCTaTHICTh» HUXKYE).

[NamienTaM 3 nopyiieHHSM (QyHKIIII HUPOK abo mallieHTaM Ha remMofiani3li HeoOxigHa
KOPEKIIisi JO3H JIiKapCchbKOro 3aco0y (auB. po3min «Criocié 3aCcTOCyBaHHS Ta OO3U»,
TabIUIIA).

JIiHiNiHICTh/HEeIiHIUHICTD

dapmakoKiHeTHKa nperadajiHy € JIiHiiHOO [JI1 BCbOT0 PEKOMEHI0BAHOI'O dialla3oHy
no3. BapiabenbHiCcTh papMaKOKiHETUKM IIperabaliiHy cepeq IallieHTiB € HU3bKOIO

(< 20 %). PapMakoKiHeTHKa ITpu OaraToKpaTHOMY 3aCTOCYBaHHI € IepegdadyBaHOIO
Ha MOifcTaBi JaHWX, OTPUMAaHMX i YaCc 3aCTOCyBaHHS OOHOKPATHOL JO3Uu. TaKuM
YWHOM, HeEMAa€E MOTpebU B IIJIJaHOBOMY KOHTPOJIi KOHIIeHTpallil mperabaiiny B mia3mi
KPOBI.

CraTtb

Pe3ynpTaTH KIIIHIYHUX OOCIIIOXKEHD CBiYaTh PO BiACYTHICTH KJIIHIYHO 3HAYYILOTO
BIIJIUBY CTaTi Ha KOHIIeHTpallil nperabaJiHy B I1J1a3Mi KpOBi.

HupkoBa HEeJOCTaTHICTh

Knipenc npera6ajiny npssMo IIpomopILiHuM KiIipeHcy KpeaTuHiny. KpiMm mboro,
nperabanid epeKTUBHO BUOANISETHCS 3 MJIa3MHU 3@ OJOIIOMOI0I0 reMofiani3y (micis
4 TroguH reMofianidy KOHIleHTpallis nperabaiHy B IJla3Mi KPOBi 3MEHIIYETHCS
npub6nu3Ho Ha 50 %). OcKinbKu npernapaTr BUBOOUTHCS B OCHOBHOMY HUPKaMH,
MalieHTaM 3 HUPKOBOIO HEIOCTATHICTIO HeOOXimHO 3MEHIITyBaTH 03y IIpernapary, a
ITicJIsd reMofiallisy — 3aCTOCOBYBATH OOOATKOBY O03y (OuB. po3min «Cmocid
3aCTOCYBaHHS Ta MO3U», TAOJIUIIS).

IleyiHKOBa HEOOCTATHICThH

CrnenianbHux (papMaKOKIiHETUYHHUX OOCIIIAXKEHb Y MaIliEHTIB 3 II€4YiHKOBOIO
HeIOoCTaTHICTIO He mpoBoaunucsa. OcCKinbKu nperadasiid He 3a3Ha€ 3HAYHOTO
MeTabo0J1i3My Ta BUBOJAUTHCS 3 CeYel0 IIepeBaXKHO B HE3MiHEHOMY BUTJISI[II, TO
MaJIOMMOBIpHO, 11100 IMOpyHIeHHA PYHKIII Te4iHKM Majio 3HaYyHIIUHM BIJIMB Ha
KOHIIeHTpalliio rmperabaiiHy B IJTa3Mi KPOBi.

it

dapmaKoKiHeTUKY nperabaiHy OILiHIOBaJIM y HOiTel 3 elriierncieio (BiKoBi rpynu: Big 1
mo 23 Mmicauis, Bifg 2 go 6 pokis, Big 7 go 11 pokis i Big 12 go 16 pokis) npu



3acTocyBaHHi 003 2,5 Mr/kr/mo0y, 5 mr/kr/mo6y, 10 mr/kr/moby Ta 15 Mr/kr/moby B Xomi
OOCIiIXKeHHS (DapMaKOKIHEeTUKHY i IIePEeHOCHOCTI.

[Ticnss mepopasibHOTO 3aCTOCYBaHHS nperadasiHy OiTSAM HaTIile Yac OOCATHEHHS
MaKCHMaJIbHOl KOHIIEHTpallil B Ij1a3Mi OyB y IIiJIOMYy aHaJIOTiYHUM Y BCiX BIKOBUX
rpymnax i cranoBuB Bif 0,5 rogvHU [0 2 TOOWH MiCISA IPUUOMY.

3HauyeHHS Cm < i TIToIi mig KPHUBOIO 3aIeKHOCTI KOHIIeHTpallil Big dacy (AUC)

a
nmperabaniHy 3pocTasu JTiHifHO 3i 30iIbINIeHHSIM I03U B KOXKHIiM BiKOBi# rpymi. Y miten
3 macoio Tina go 30 kr 3HaueHHsA AUC Oynu Huxk4yuMu Ha 30 %, 1110 00yMOBJIEHO
30inbiIeHHAM Ha 43 % KIIipeHCYy, CKOPUTOBaHOTO 3a Macolo Tijla, y LIUX MaIli€HTiB ¥

MOPIBHSAHHI 3 mallieHTaMu 3 Macoio Tinma = 30 Kr.

Kinuesui nepion HamiBBUBEAEeHHS IperadajiiHy CTaHOBUB y CepeOqHbOMY OJIU3bKO
3-4 rogvH y giTeu BIKOM [0 6 POKiB Ta 4-6 roOguH y OiTel BiKOM Bifl 7 POKIB.

Y xopi nonynsauiiHOro papMaKOKiHETUYHOTO aHaJsi3y 6yI0 ImoKa3aHo, II0 KJIipeHc
KpeaTuHiHy OyB 3HAUYII0I0 KOBapiaToIO IJig KJIipeHCY IepopalbHOTo nperabariny, a
Maca Tina Oyia 3Ha4ylI0l0 KOBapiaToo OJIs YIBHOTO 00’ €MY PO3MOMily IIepopaIbHOTr0
nperabainy, i el 3B’130K OyB aHAJIOTiYHUM y HOiTel i MOpOCIuX MalliEHTIB.

dapmaKkoOKiHeTUKY IIperabaiiHy y NallieHTiB BiKOM MeHIIe HiXK 3 MicsIli He BUBYAIU
(muB. po3min «Cmocib 3acTocyBaHHS Ta mo3u», «[100iuHi peakIii» i
«®apMakKoOouHaAMIiKa»).

ITamieHTH TITHHBOTO BIKY

KrnipeHnc nperabajiHy Ma€ TEHIOEHIIIO 4O 3MEHIIIeHHS 3 BikoM. Take 3MeHIIIeHHS
KJIipeHCy nperabaliHy IIpu MOr0o 3aCTOCyBaHHI ITepopaibHO y3TOOXKYETHCS 3i
3MEHIIIEHHSIM KJIipeHCYy KpeaTuHiHy, ITOB’sI13aHUM 3i 30iblIeHHSIM BiKy. [TamienTam 3
MMOPYIIEeHHSIM (YHKII1 HUPOK, ITOB’I3aHUM i3 BiKOM, MOKe OyTHU ITOTPiOHEe 3MeHIIIeHH ST
mo3u nperabaniny (ouB. po3min «Crocid 3acTocyBaHHS Ta MO3u», Tabmuisa 1).

['pyoHe rogyBaHHS

dapmaKoKiHeTUKY nperabaiHy IIpu Moro 3acToCcyBaHHi ¥ 7o3i 150 Mr kKoxHi 12 rogun
(moboBa mo3a 300 mr) oninoBanu y 10 XKiHOK, sKi rogyBaju rpyObMHU, IIOHaMEHIIIe
yepe3 12 TuUXKHIB micns nomnoris. ['ogyBaHHS rPpyObMHU He BIJIMBaJIo abo Majo
He3HaYHUU BIJIUB Ha (hapMaKOKiHeTUKy nperabaniny. [Iperabain nmorpamnsiss y
rpyOgHe MOJIOKO, IIPYM IIbOMY MOT0 CepenHi KOHIIeHTpallil B piBHOBa’KHOMY CTaHi
cTaHOBUIIU OIU3BKO 76 % KOHIIeHTpallill y Ij1a3Mi KpoBi MaTepi. Po3paxoBaHa [103a,
SIKy OTPUMY€ HEMOBJIA 3 TPYOHUM MOJIOKOM (IIpY CepegHbOMY CIIOXKMBaHHI MOJIOKa
150 mn/kr/mo0y) Bif XKiHKH, siKa IpuiiMae nperabarid y mo3i 300 mr/moby abo y
MaKcuManbHi 1031 600 mr/moby, cranoButh 0,31 a6o 0,62 Mr/kr/mo0y BigmoBimHo. Li



pPoO3paxoBaHi JO3U CTAHOBJISATDL IPUOIN3HO 7 % 3araibHOI M0O0OBOI HO3U MaTepi B
IIepepaxyHKy Ha MI/KT.

IToxa3zaHHSA

HetiponamuuHutl 6iavb. Jlikapchkuit 3aci6 ITpera6asnin AciHo moKa3aHUM OJIst
JIIKYBaHHS HEMPOIIATUYHOTO 00JII0 ITepudepudHoro abo IeHTPaTbHOTO MOXOMXKEeHHS Y
OOPOCIIUX.

Eninencia. Jlikapcbkuii 3aci6 IIpera6asnin AciHo ToKa3aHUM JOPOCIUM SIK JOIaTKOBE
JIIKYBaHHS ITPU IapilialbHUX CYIOMHUX HamajaxX i3 BTOPUHHOIO reHepaJrisallieio abo
0e3 Hel.

I'eHepanizosaHulli mpusodicHull po3aad. Jlikapcekui 3acid I[Iperadanin AciHo
IIOKa3aHUU [OJid JIIKyBaHHS I'eHepasli30BaHOT0 TPUBOXKHOTO PO3jIafy y LOPOCIIUX.

dibpomianais.
IIporunoka3aHHs

limepuyyTnuBicTh [0 Air040i pedoBUHU ab0 Mo OYyab-sIKOi 3 JOMOMIXKHUX PeYOBUH
JIiIKapCchKOTO 3aco0y.

B3aemonisi 3 iHIIMMH JTiKapChbKHMH 3aC00aMu

Ockinbku nperaba’itiH eKCKpPeTYEThCS IMepeBaxkHO B HE3MiHEHOMY BUTJISALI 3 ceUelo,
3a3Ha€ He3HAYHOT0 MeTabo0J1i3My B opraHi3mi nogunu (< 2 % mo3u BUOINSETHCS i3
ceuero y popmi MeTabomiTiB), He iHTiOye MeTaboIi3M iHIIMX Ipelaparis in vitro i He
3B’sI3y€ThCS 3 OijTKaMM IJ1a3MU KPOBi, TO MaJIOMMOBIpPHO, 1110 mperadaid Moxe
CIIPUYUHATU (papMaKOKiHETUYHY B3a€MOIit0 abo OyTu 00’€KTOM TaKOi B3aEMO/Iii.

JIocai0aceHHA in Vivo ma nonyaAauituHulu ¢gapmMakokKiHemu4Hul aHani3. ¥

OOCIIiOKEeHHSX in Vivo He CIIoCcTepiramsocs KIiHiYHO 3Ha4Yym[ol (papMaKOKiHETUYHOI
B3aeMO[il Mix nperabaninom i ¢peniToiHOM, Kap6aMa3eIliHOM, BaJIbITPOEBOIO
KHMCJIOTOI0, TaMOTPUAXKMHOM, TaballeHTUHOM, JJ0pa3ernaMoM, OKCUKOOOHOM YU
eTa”HonoM. [Tonynsauiiuui ¢papMaKOKiHETUYHHAN aHalli3 IIPOOeMOHCTPYBaB, IO
repopabHi npoTuaiabeTnyHi 3acobu, miypeTuku, iHcymniH, ¢perHobapobiTan, TiarabiH i
TOIlipaMaT He MaloTh KJIiHIiYHO 3HAYYIIIOT0 BIIJINBY Ha KIipeHC nmperabaitiny.

ITepopasbHi KOHMpauenmusu, HopemucmepoH ma emuHisiecmpadioa. OgHoYacHe
3aCTOCYBaHHS mperaballiHy 3 IepopalbHUMU KOHTPAIIENTHBAMU, HOPETUCTEPOHOM

Ta €TUHiJIECTPaAiosioM He BIJIMBA€ Ha (papMaKOKiHETUKY PiBHOBaXKHOTO CTaHY
JKOJHOI'0 3 ITUX JIIKapChKHUX 3ac00iB.



Jlikapcovki 3acobu, w,o anaugaroms Ha IIHC. IIperabanin Moxke IIOTeHIliIoBaTu ePeKTu

eTaHOoJIy Ta Jiopa3enaMy. Y mepiof MOCTMapKEeTUHIOBOI'O HarJIagy IIOBIHOMIISITIOCS PO
BUIIAJKM OUXaIbHOl HEJOCTAaTHOCTI, KOMHU i CMepPTi y Halli€HTIiB, IKi IpUUMalIn
nperabasid pa3oM 3 omioimaMu Ta/abo0 iHIIMMU JIiIKaPChKUMU 3acobamu, 110
npurHiuyoTs QyHKIio ITHC. [Tperabanid, iMOBipHO, TOCUJIIOE TTIOPYIIIEHHS
KOTHITUBHHUX i OCHOBHUX MOTOPHUX (DYHKITiM, CHPUUYNHEHI OKCUKOOOHOM.

B3aemo0ii y nauieHmis nimHb020 8iKy. CrelliaTbHUX OOCHIAXKEeHb (papMaKOOUHaMidHOL

B3aeEMOil 3a y4acTio OOPOBOJIBIIIB JIITHROTO BiKy He MIPOBOAUIUCS. [[OCTimIXKeHHs
B3aeEMOil JTikapChbKUX 3aCc00iB IPOBOAUIN JIUIIIE Yy TOPOCIUX Ialli€HTiB.

Oco00/1MBOCTi IIOT0 3aCTOCYBaHHSA

ITauieHmu 3 yykposum diabemom. BignmoBigHO M0 YMHHOI KJTIHIYHOI ITPAaKTUKHU, OesIKi

MalieHTu 3 I[YKPOBUM OiabeToM, Maca Tijla ssKux 30inmbiIuiacs mig yac Teparrii
nperabayiHoM, MOXKYTb ITOTPeOyBaTH KOPEKIIil MO3U IyKPO3HUKYBAIbHUX TiKaPChKUX
3aco0iB.

Peakuii einepuymausocmi. ITicns Buxony npernapaTy Ha PAUHOK ITOBIHOMIISIIIOCS PO
PO3BUTOK PeakKIliil rinepuyTIUBOCTi, BKIIOYAOYW aHTiOHEeBPOTUYHUM HAOPSK. Y pa3i

BUHUKHEHHSI TAKUX CUMIITOMIB aHTiOHEBPOTUYHOT'O HAOPSAKY, SIK HAOPSK 00Imuys,
nepiopanbHUM HaOpsiK a00 HaOPSK BEPXHIX AMWXaJIbHUX IIJISIXiB, 3aCTOCYBaHHS
nperabaiHy ciif HeraiHO MPUIINHUTH.

Baotcki wKipHi nobiuHi peakuii (BILIIP). Tlig yac nikyBaHHS mperabaiiHoM pigKo

nosigomasanock npo BIITIP, Bkntoyatrouu cuaagpoMm CrtiBeHca — [I2KoHCcoHa (CCL),
TOKCUYHUM emnigepManbHuM HeKpoii3d (TEH), 110 MOXKyTh CTAHOBUTH 3arpo3y OIS
KUTTSA ab0 IPU3BECTU [0 JieTaJlbHOrO Hacifgky. [1ixg yac npu3HadeHHs niperabaniny
CJIi IOBIHOMMTH IalliEHTaM PO UMOBIPHICTh BUHUKHEHHS 3a3Ha4Ye€HUX BUIIE pPeaKllin
Ta HeOOXiOHICTh peTeNnbHO CIOCTepiraTy 3a CTaHOM IKipu. [Ipu mosiBi 03HaK Ta
cumnToMis BIITIIP, 3okpema CCII i TEH, cnig HerauHO IPUONHUTHA IPUNOM
nmperabaniny i pO3TrIsSHYTU MOXKJIMBICTh aIbTEPHATHUBHOTO JIiKyBaHHS (SKIIIO €
nmorpeba).

3anamopo4yeHHs, COHAUBICMb, Bmpama ceidoMocmi, cnaymaHicms ceidomMocmi ma

NopyweHHA ncuxiku. 3aCTOCyBaHHS nTperabajiiHy CyIpoBOAXKYBAJIOCS ITOSIBOIO

3anaMOpOYEHHS Ta COHJIMBOCTI, 110 30i/IblIlye PU3UK BUHUKHEHHS TPaBMaTUYHUX
BUIIAJKIiB (MamiHHA) Y HALIEHTIB JIITHHOTO BiKy. TaKOXK IiC/Is BUXOOY IpenapaTy Ha
PHUHOK ITOBiHOMIISIZIOCS PO BUNAAKU BTPATH CBiMOMOCTI, CIIJIyTaHOCTI CBiIOMOCTI Ta
MMOPYIIEHHS IICUXiKU. Y 3B’SI3KY 3 [IUM ITalliEHTaM CJIil peKoMeHayBaTu OyTu
o0epexXHUMHU, MOKU IM He CTaHyTh BioMi MOXKIUBi e(peKTH IIbOT0 JTiIKapChKOTro 3aco0y.



Po3aadu 3opy. Ilig 9ac KOHTPOIbOBAaHUX OOCIIIMKEHb HEYIiTKICTh 30py dacTillle

CIIoCTepirasnacs y mallieHTiB, sKi npuiiManu nperadarliH, HiXK y MalieHTiB, sgKi
oTpuMyBanu mniaiebdo. Y 6inbIocTi BUIIaAKiB 11e sIBUIIle 3HUKAJIO IIPU IPOIOBKEHHI
Teparil. ¥ xofdi KIiHIYHUX OOCIigXKeHb, B SKUX IIPOBOAUIN O0PTAIbLMOJIOTiUHE
00CTeKeHHS, YaCTOTa BUIMAIKIB MOTIPIIEeHHSA TOCTPOTH 30PY Ta 3MiHU MOJsS 30py Oyra
BHUIIIOIO y MAITiEHTIB, 5IKi 3aCTOCOBYBaiu nperadasiH, MOPiBHSIHO 3 IMAIliEHTaMu 3 TPYIIH
maanebo0; YacToTa BUHUKHEHHS 3MiH Ha OYHOMY OHi Oyja BUILOIO Yy IMAIliEHTIB i3 rpynu
miaane6o (muB. po3ain «®apmMakoguHaMiKa»).

[Ticnss BUXOOy IpemapaTy Ha PUHOK TAaKOXK ITOBiHOMIISIIOCS ITPO MMOOiIYHI peakirii 3 60Ky
OpraHiB 30py, BKJII0OYAl04YM BTPATY 30PY, HEUITKICTh 30py abo iHIIi 3MiHU TOCTPOTH
30py, 6araTo 3 SKuX OyJI¥ TUMYACOBUMHU. [Tic/igd NpUIUHEHHS 3aCTOCYBaHHS
nmperabaniny 11i cMMIITOMHK 3 O0OKY OpPraHiB 30Ppy MOXKYTh 3HUKHYTH a00 3MEHIITUTHUCS.

Hupkoesa HedocmamHicmb. [ToBimoMIsiyiocss IPO BUNIAOKU PO3BUTKY HUPKOBOIL

HeIOOCTaTHOCTI, Ka iHomi 6ysa 000pPOTHOIO Micst ITPUNUHEHHS 3aCTOCYBaHHS
nperabaniny.

BiomiHa cynymHix npomueniienmuyHux npenapamis. Hapa3i HegoCcTaTHbO JaHUX

1100 TOT'0, YX MOZKHA BIAMIHATHU CYIIyTHI IPOTHUENUIEIITUYHI IpenapaTy IIicJis TOro,
SIK YV pe3yJIbTaTi JomaBaHHs nperadasiny mo Teparril 6yge JOCSTHYTO KOHTPOJIIO 3a
cymomMamu, 11100 mepeiTu Ha MOHOTepaIiio rmperabdanxiHoM.

3acmiuHa cepuesa HedocmamHicmy. Ilicis BUxony npenapaTy Ha pUHOK

MOBIOMIISIJIOCS PO 3aCTiMHY CeplLieBy HEOOCTATHICTh Y OesKUX Malli€eHTiB, SKi
npuiiManu npera6arnii. Taka peakilis cmocTepiranacs 3me0biIbIIoro mif 4yac IiKyBaHHS
nmperadajgiHOM HeMpPOIIaTUYHOT0 O0JII0 Y MAlli€HTiB JIITHROTO BiKYy 3 y2Ke HassBHUMH
CepIeBO-CYIUHHUMU ITOPYIIIeHHIMU. TaKuM IallieHTaM Imperabaiid ciif
3aCTOCOBYBaTHU 3 o0epexkHicTio. ITicis mpunuHeHHs 3aCTOCYBaHHS IIperabartiHy 11e
SIBUIIIE MOXK€E 3HUKHYTHU.

JIIKy8aHHA HeuponamuyHo20 60110 UeHMPA/AbHO20 NOXOOHCEeHH s BHACAIO0K

YPAHCeHHs CNUHHO20 MO3KY. Ilif 4ac mikyBaHHSI HEMPOIAaTUYHOTO OOJII0

IIEHTPAJIbHOTO TOXOXKEHHS, BUKJIMKAHOT'0 YPaXXeHHSIM CIIMHHOTO MO3KY,
30imbIIyBasyiacs 4acToTa IoOiYHUX peaklliil y IiJIoMy, a TaKOK NOOiYHUX peakIliii 3
00Ky 1leHTpaJIbHOI HEPBOBOI CUCTEMHU, 0COOJIMBO COHIUBOCTI. Ile Moxke OyTH TOB’I3aHO
3 aAUTUBHOIO Mi€I0 CYIYTHIX JTiKapChKUX 3aco0iB (HampUKJiam aHTUCIACTUYHUX
ImpernapariB), HeOOXigHUX AJIS MiKyBaHHS LILOTO cTaHy. L{fo o6cTaBuHY ciig OpaTu oo
yBaru, Ipru3Havdaloyu nperabaltid Ipu TaKOMY CTaHi.

IIpuzHiueHHA OuxaHHA. [ToBimOMIISIIIOCS TIPO BUIIAAKU Ba’KKOT'0 IIPUTHIYEHHS OUXaHHSA

y 3B'sI3KYy i3 3acTOCyBaHHSM Iperabaniny. [TalieHTH 3 MOPYIIIeHOI OUXalbHOIO
dyHKITi€I0, pecnipaTopHUMY a00 HEBPOIOTIYHUMHU 3aXBOPIOBAaHHSIMY, HUPKOBOIO



HeIOOCTaTHICTIO, MaIliEHTH, 110 OOHOYACHO NPUMMaloTh aernpecanTu ITHC, Ta ocobu
JIITHBOTO BiKy MalOoTh OiNbINIMM PU3UK BUHUKHEHHS I1i€l BaXKKo1 moOiuHo1 peakirii. [y
IIVX TAIliEHTIB MOXe OyTHU ITOTPiOHMM KOPUTYBAHHS TO3MU.

CyiuudaavHe MucsieHHA ma nogeldiHka. IToBigOMIsIIOCs PO BUIIaAKU CYIIMOAIbHOTO

MUCJIEHHS Ta IIOBENIHKM Yy IALllEHTIB, IKi OTPUMYyBaJI TepaIllilo IIPOTUEIIIJIEITUYHUMU
npemnapaTaMu 3a OesiKMMU [TOKa3aHHSIMHU. 3a pe3yabTaTaMMU MeTaaHallidy JaHUuX,
OTPUMAaHMX Y XOOi PaHOOMi30BaHUX MJ1a1le00-KOHTPOIbOBAHUX MOCIIiIXKEHb
OPOTHUEINIENITUYHUX IIPelapaTiB, TAKOXK CIIOCTEPIraaocs HeBEINKe MiOABUIIEHHSA
PU3UKY ITOSIBU CYILIMOAIbHOTO MUCJIEHHS Ta MOBEOiHKU. MexXaHi3M BUHUKHEHHS 1IbOT'0
pu3uKy HeBigomuii. Ilicns BUxomy npenapaTy Ha PUHOK ITOBIIOMIISIJIOCS PO BUIIAOKUA
CylllMOaIbHOTO MUCJIEHHS Ta MOBEHiHKY y MalliEHTIB, SKi OTpUMYyBaIu nperabda’in
(muB. po3min «ITobiuHi peakiiii»). EmimeMiosioriune gocimim»XeHHsI 3 BUKOPHUCTaHHSIM
OU3aliHy CaMOCTiMHOTO KOHTPOJIIO (ITOPiBHSAHHS IePiofiB JIiKyBaHHSA 3 IepiogaMu 6e3
JIIKyBaHHSI Y OKPEMOTIO MHallieHTa) IPOAeMOHCTPYBaJo IMigBUIIEeHNN PU3UK HOBUX
ITPOSBIB CyilMaanbHOI IIOBEAIHKHY Ta JIeTaJlbHUX BUIIQAKiB BHACIIAOK caMOoryocTBa y
Malli€eHTiB, IKi OTpUMYyBaiIu nperadaiiH.

[TamienTaMm (Ta ocobaM, sKi ix OOT/IANal0OTh) MOTPIOHO 3BEPHYTUCS II0 MEONYHY
OOIIOMOTY Y pa3i mosiBU 03HaK CYIIIUAaIbHOTO MUCJIEHHS ab0 nmoBemiHku. [lalieHTu
ITOBUHHI mepeOyBaTH i peTeTbHUM HaTISO0M [OJI BUSIBIEHHS O3HAK CYIIIMIaIbHOTO
MUCJIEHHS Ta IIOBEOIHKM, Ta IPpU3HaYeHHS BiAIIOBIAHOIO JIIKYBaHHSA Y pa3i uoro
BUHUKHEHHS. fIKIIO y mallieHTa 3’ sIBASIETHCS CylllUOalbHe MUCJIEHHS Ta MOBEOiHKa,
MOKe OyTU OOLIIPHUM NMPUIIMHEHHS JIIKyBaHHS ITperabaliHoM.

ITozipweHHA pYHKUII HUXMCHIX 8i00i/si8 WAYHKOBO-KUWKO0B8020 mpakmy. ITicis Buxomy

nmpelnapaTy Ha PUHOK HOBIOOMIISIOCS IIPO SBUIIA, IIOB’A3aHi 3 NOTIPIIEHHAM (QYHKIIi1
HUJKHIX Big[ijTiB IUTyHKOBO-KHUIIIKOBOI'O TPAKTY (TaKi IK HEIPOXiTHICTh KUIIEYHUKY,
napajiTiYHa HeIPOXigHICTh KUIIEYHUKY, 3al0p), Y pa3i 3acTocyBaHHS Iperabdaiiny
pa3oMm 3 JIiKkapChbKUMHU 3aco0aM¥, III0 MOXKYTh BUKJIMKATH 3allop, HallpUKJiaz
OITiOIIHUMU aHaJbreTuKamu. [Ipy ogHOYaCHOMY 3aCTOCYBaHHI ITperabasinHy 1 OIioifiB
CIIiZl BXKUTHU 3aX0[iB s mpodinakTuky 3anopiB (0co6IMBO y KiHOK Ta IAIliEHTIB
JIITHBOT'O BIiKY).

OdHouyacHe 3acmocyB8aHHA 3 onioildamu. PEKOMEHOYETHCSA TOTPUMYBaTUCS

00epexXKHOCTi y pa3i npu3HadeHHs nmperabdaiiHy OOHOYACHO 3 OITioigaMu Yepe3 PU3uK
npurHidveHHs QyHkiil [IHC (ouB. po3ain «B3aemopisa 3 iHIIUMU JTiIKapChbKUMU
3acobaMu Ta iHIIi BUOU B3aEMOMil»). Y OOCHiOKeHHi «BUMaJ0K — KOHTPOJIb» 0Ci0, SKi
3aCTOCOBYIOTH OITiOiM, MiABUIIIEHNM PU3UK CMEPTHOCTI, OB’ s13aHOi 3 omioigamu, OyB y
MallieHTiB, 1110 OTPUMYBAJIM Tepaliio rmperadajsiHOM OOHOYACHO 3 OITioigoM, ITOPiBHSIHO
3 TAKMM IIPU 3aCTOCYBaHHI JIUIIIE OITiOIAiB (CKOPUTOBaHE CHiBBIAHOIIEHHS IIIAHCIB
[cCIII] 1,68 [95 % I (moBipuuii intepBan) 1,19-2,36]). Takui DigBUIIeHUN PU3UK



CIIoCcTepiraBcsi mpu HU3BKUX Ao03ax nperadaniny (= 300 mr, cCIII 1,52 [95 % [
1,04-2,22]) 3 TeHaeHI1li€l0 00 30iNbIlIeHHSI PU3UKY IPU BUCOKUX MO3ax Iperabdainy
(> 300 wmr, cCIII 2,55 [95 % OI 1,24-5,06]).

HenpasubHe 3acCmoCy8aAHHs1, 3/108HCUBAHHS abO0 3a/1exicHiCmMb. 3aCTOCYBaHHS

nperabaiHy y TepalleBTUYHUX O03aX MOXKe BUKJIMKATH JIIKapChKy 3aJIeKHIiCTh.
[MToBigoMIISITIOCS ITPO BUMNAAKHU 3JIOBXKMBAHHS Ta HEIPABUIIBHOTO 3aCTOCYBaHHS
npemnaparty. [TamieHTH 3i 3/7I0BXKMBAHHSIM IICUX0aKTUBHUMU PeYOBUHAMU B aHaMHe3i
MalOTh BUNIUM PU3UK HEITPAaBUJIbHOTO 3aCTOCYBaHHS IIperabaltiHy, 3710BXKMBaHHS Ta
3a/JIe2KHOCTi, TOMY TaKUM MallieHTaM nperadajliH ciif 3aCTOCOBYyBaTHu 3 00epPexkKHiCTIO.
[Nepin HiXK Tpu3Ha4YaTH IIperadaiH, MOTPiOHO PeTEeNbHO OIIHUTH PU3UK
HEeINmpaBUIbHOTO 3aCTOCYBaHHS, 3T0BXKUBaHHA ab0 3aJIe3KHOCTI.

3a malieHTaMu, SIKi OTPUMYIOTH IIperabarliH, CJif crocTepiraTu o BUSBJIEHHS
CUMIITOMIB HETIPABUJILHOTO 3aCTOCYyBaHHS IIperabdaniny, 3J7I0BXKHWBaHHS abo
3aJIe’XXKHOCT1, TAKUX K PO3BUTOK 3BUKaHHS, II€PEBUIlIEHHS 103U Ta [IOBEIiHKa,
CIIpsIMOBaHa Ha OTpUMaHHS IIpenapary.

Cumnmomu 8iOMiHU. Y messKUX MallieHTiB Mic/Is MPUIITMHEHHS KOPOTKOCTPOKOBOI abo

TPUBaJIoi Teparril nperaballiHOM CIIOCTepiraaucs CUMIITOMM BiIMiHU IIpernapary.
[ToBigoMIisiyiocst IPO TaKi cuMOTOMHU: O€3COHHS, TOOBHUM 6iflb, HYyIOTa, TPUBOXKHICTB,
miapesi, TPUIONONIOHUM CUHIPOM, HEPBO3HICTh, IeTIPecisi, cyiluaanbHi OyMKU, Oilb,
CyOOMH, TINeprigpos i 3anaMOpOYeHHs, 1K1 BKa3yI0Th Ha JIIKapChKy 3aJ/IeKHICTh.
[TosiBa CUMIITOMIB BiIMiHU ITiCJIs NPUIIMHEHHS MpUiioMy ImperabaiHy Moxe BKa3yBaTHU
Ha JIiKapChKYy 3a/JIeXHiCTh (OuB. po3min «ITobiuHi peakiii»). Lo iHdopMmariio cifg
MMOBIIOMHUTH IAIi€EHTY IIepeq Mo4YaTKOM Teparril.

A0 3acTocyBaHHs nperabasiny HeoOXigHO MPUNIUHUTH, PEKOMEHOYETHCS 11e poOUTH
IIOCTYIIOBO, IPOTATOM IfOHauMeHIIe 1 TUXKHSA He3aJIe’KHO Biff mOKa3aHHA (OWB. PO3Oia
«Crmocib 3acToCcyBaHHS Ta O0O3U»).

CymoMu, 30KpeMa eniIeNTUYHUMN CTaTyC Ta BEJIUKiI CYJOMHI Hallagu, MOXYThb
BHHUKATH ITiJl 4ac Teparril nperabasiHoM abo HEBOOB3i ITiCJIsA MOTO BiIMiHU.

Iani mjomo BigMiHu niperabainy miciig TPUBAJIOTO 3aCTOCYBaHHS BKa3ylOTh Ha Te, 110
YacTOTa BUHUKHEHHS Ta CTYIIIHb TAXKKOCTiI CUMIITOMIB BiIMiHM MOXKYTb 3ajiezKaTH Bif
OO3H.

EHuegasonamis. TToBimomMsizocst mpo BUIIAOKU eHIledasionarii, 1110 BUHUKAJIN

IIepeBaxXHO y IAll€HTIB 13 CYIIyTHIMU 3aXBOPIOBAHHSIMU, 110 MOXKYTh CIIDOBOKYBaTU
eHIledanomnariio.

2KiHKu penpodykmueH020 8iKy / KoHmpauenuis. 3aCTOCyBaHHS nperadainy y

MIEePIIOMY TPUMECTPIi BariTHOCTI MOXKe CIPUYUHSATH 3HAYHI BPOOXKeHi feeKTu y



mona. [IperabartiH He Ci 3aCTOCOBYBATH B IIE€Piofl BariTHOCTI, SKIIIO KOPUCTH [AJIs
BariTHOI SIBHO He IEePEBUIIy€ NOTEHIIMHUN PU3UK OJIis Ijtoga. 2KiHKu
PENpPOayKTUBHOI'O BiKy ITOBUHHI BUKOPUCTOBYBaTU e(peKTUBHI 3aCO0M KOHTpAIIEIIil
i Jac JIiKyBaHHS (OUB. PO3[isl «3acTOCYBaHHS y mepiof BariTHOCTI abo romgyBaHHSI
TPyOnoio»).

BwmicTt HaTpito Jlikapchkuii 3aci6 IIperabanin AciHo MicTuTh MeHIIe 1 MMOJIb HATPito

(23 Mr) Ha Kancymny, TOOTO IpaKTUYHO BinbHUM Bifg HaTpito. [1po 1ie MokKHa
npoiHdopMyBaTH IAIi€HTIB, IKi JOTPUMYIOTHCS OIETH 3 HU3BKUM BMiCTOM HATPilO.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010

KIHKY penponyKTUBHOI'O BiKYy / KOHTpAlenIlisg

KiHKM penpoOyKTHUBHOTO BiKy ITOBMHHI BUKOPHUCTOBYBaTU e(eKTHUBHI 3aco0u
KOHTpAIeMIlil i yac nmikyBaHHS (AUB. po34in «OcoOIUBOCTI 3aCTOCYBaHHS»).

BaritHicTs
B xopi mocnmigKkeHb Ha TBapuHax 0yJI0 BUSIBIEHO PENIPOAYKTUBHY TOKCUYHICTh.

Byno mpomeMoHCTpPOBaHO, 1110 nperadaril IIPOHUKAE Yyepes ITalleHTy B HIypiB (OUB.
po3nin «®apMakoKiHeTuKa»). [IperabaiH MoXe IPOHUKATH Yepe3 NJIalleHTy TIaNHU.

3HauHi 8podaceHi sadu po3sumky. 3a DaHUMHU 00CEePBALiMHOTO JOCTimXKEHHS,
ITpoBedeHoro B KpaiHax CKaHOWHABII, ITiT Yac sIKOTo cIiocTepiranu 3a GinbIn Hixk 2700
BariTHOCTSIMU, yV pa3i 3acToCyBaHHS IIperaballiHy B IepIIoMy TPUMECTPi IOINPEHiCTh
3HAYHUX BPOOKeHUX Bag po3BUTKYy (3BBP) cepen miTeit (xkuBux abo
MEepPTBOHAPOXKEHUX), AKi 3a3HaIu BOIUBY IIperabaniny, Oyina Oinbllla MOPiBHSIHO 3
OITbMM, SIKi He 3a3HaJIu TaKoro BIIUBY (5,9 % mopiBHSAHO 3 4,1 %).

Pu3uk po3Butky 3BBP y miTelt, MmaTepi sKux npuiiManu nperabdanid y mepiiomy
TPUMECTPIi BariTHOCTi, OyB HEl0 BUIIUM, IOPIiBHSAHO 3 AiTbMHU, SIKi HEe 3a3HaIU TAaKOTO
BILIUBY BHYTPIIIIHBOYTPOOHO [CKOpUroBanuit KoedilieHT nomupeHocti Ta 95 % OI:
1,14 (0,96-1,35)], i mopiBHSHO 3 OiThbMHU, SKi 3a3HaJIM BILJIMBY JIaMOTPUIOXKUHY [1,29
(1,01-1,65)] a6o mynokcetuny [1,39 (1,07-1,82)].

AHaJti3 KOHKPEeTHHUX BaJl PO3BUTKY IT0OKa3aB OiJibIll BUCOKUYM PU3UK BUHUKHEHHS Baj
PO3BUTKY HEPBOBOI CUCTEMHU, OUeM, opodalliaTbHIX PO3IIiJINH, Ba PO3BUTKY
CEeYOBUBIOHUX IIIJISIXiB Ta CTAaTEBUX OPraHiB, OOHAK KilbKiCTh TaKuX Bap Oya
HEBEJIMKOIO, a OIIIHKM — HETOYHHUMH.

[Iperabasmin He Ciif 3aCTOCOBYBaTH B IIePiof BariTHOCTiI 6e3 HaraibHOI NoTpebu (Koju
KOPHUCTH OJI MaTepi SBHO IMEPEBUILYE PUIUK [JIS IIJI01A).



I'ogyBaHHSA I'PyOOI0

HeBenuka KinbKicTh nperabajsiny Oyna BUsIBIeHa Yy MoJioLi xkiHOK. Ciif moBimoMuTu
ralieHTKaM, 110 FOOyBaHHS I'PYObMU HEe PEKOMEHOYETHCA IIif] YaCc 3aCTOCyBaHHSI
nperabaniny.

DepPTUIBHICTD

Kniniuxi maHi mopmo BriiuBy nperabaniny Ha GepTUulIbHICT XKIiHOK BiiCyTHI.

[Tig yac KIiHiYHOTO OOCHIIXKEeHHS BIUIUBY IperabaiHy Ha PyXJIUBICTh CIIEPMaTO30iMdiB
3[0POBi MOOPOBOJIBLITI YOIOBiIYOI cTaTi mpuiiManu nperabarin y gosi 600 mr/mo0y.
ITicns 3acToCyBaHHA IperapaTty NpPOTATroM 3 MICSLIB KOOHOI'O BIIJIMBY Ha PYXJIUBICTH
CIIepPMAaTO30I1diB He BUSBJIEHO.

Y xomi mocnigKeHHS PepTUIbHOCTI y cCaMULb IIyPiB cCIOoCcTepiraBcs HeOaXKaHUM BILJIUB
Ha PENpoOOyKTHUBHY (QYHKIIiIO. Y X0Oi HOCHigKeHHS (epPTUIbHOCTI ¥ CaMIIiB IIypPiB
crocTepiraBcs HeOaXKaHUM BIIJIUB Ha PENPOAYKTHUBHY (YHKIIiI0O Ta pO3BUTOK. KitiHiuHa
3HAQUYLIICTh IIUX pe3yJIbTaTiB HeBigoOMa.

30amHicmb 8nausamu Ha weuodKicmb pedkuii npu kepysaHHi asmompaHcnopmom abo
iHwumu mexaHizmamu. ITperabanid MoKe CIIPABISATA HE3HAYHUMN a00 MOMipHUM
BIIJIUB Ha 3[IaTHICTh KEPYBaTU TPAHCHOPTHUMHU 3acoO0aMM Ta MpallfoBaTH 3 iHITUMU
MexaHidMamu. [IperabairiH MoxKe BUKJIMKATH 3allaMOPOYEHHS ¥ COHJIUBICTD i TaKUM
YMHOM BIIJIMBATHU Ha 3[IaTHICTh KEPYyBaTU TPAHCIIOPTHUMHU 3aco0aMM Ta IIpalfioBaTU 3
IHIIUMU MexXaHi3MaMu. Y 3B’A3Ky 3 [[UM IIallieHTaM CJIi[ peKOMeHOyBaTu
YyTPUMYBATUCS Bill KEpyBaHHS TPaHCIIOPTHUMHU 3acobaMu, Biff poOOTHU 3i CKIIamHOIO
TEeXHIKOIO Ta Bif iHIIIOl MOTEHIiINHO HeOE3MMeYHOol OiIIbHOCTI, MOKU He CTaHe BioMO, 4Hu
BIIMBAE Ie JTiKapChKHUM 3aci® Ha IXHIO 3laTHICTh 0 TAKOI disIJIbHOCTI.

Cmoci6 3acTocyBaHHS Ta I03H

Cnocib 3acmocyeaHHsi

Jlikapcbkuii 3acib IIperabanid AciHO IpuiiMalOTh He3aJleKHO Biff pUHioMYy 1xXKi.
Lle#t mikapcbKui 3acid mpu3HaYeHUN BUKJIIOYHO OJISI IePOPaIbHOTO 3aCTOCYBaHHS.
Ho3u

Iliama3oH go3 IiKapchKOT0 3aco0y MoxKe 3MiHoBaTHCSA B Mexkax 150-600 mr Ha moOy.
I[1o60By mO3y PO3MNOIiNIAOTh Ha 2 ab0 3 IpUoMHu.



Hetiponatuynuii 6ine. Teparito nmperabaniHoM MoKHa po3nodaTy 3 mo3u 150 Mr Ha

noOy, po3mnominenoi Ha 2 abo 3** mpuioMu. 3aJeXHOo Bifl iHAMBigyanbHOI BifIoBimi Ta
IIePEeHOCHOCTI ITpemnapaTy 003y MoxHa 30inbimutu 1o 300 Mr Ha moOy yepes3 3-7 OHIB,
a K10 mMOTPiOHO — [0 MakcuMasibHOI Jo3u 600 Mr Ha moOy I1le micnasa 7 OHiB.

Eninencis. Tepamnito mperabaniHoM MoxKHa po3nodaTu 3 mo3u 150 Mr Ha gooy,
posmopmineHoi Ha 2 abo 3** OpuroMu. 3ajie’KHO Bif iHOAMBiOyaIbHOI BiOIIoBigi Ta
IIePEeHOCHOCTI ITpemnapaTy 003y MoxKHa 30inbimutu 1o 300 Mr Ha mo0y micis IIepIIoro
TUKHS JTiKyBaHHs. [lle yepe3 oouH TUXKOEHb MO3Yy MOXKHA 30iJIbIITUTH [0
MakcumanbHol — 600 Mr Ha moOy.

l'eHepani3oBaHUU TPUBOXKHUMK po3naf. [Jo3a, IKy PO3MNOMiigioTh Ha 2 abo 3 mpuitomu,

MoOKe 3MiHIoBaTuCA B Mexkax 150-600 mr Ha moOy. [Tepiogu4HO Crif reperisgaTi
HeoOXimHiCTh TPOOOBXKEHHS Teparril.

Teparrito nmperabanmiHomM MoxkHa po3nodatu 3 mo3u 150 Mr Ha go0y. 3aIexkHOo Bif
iHOMBimyasIbHOI BiAIIOBiAi Ta IMMepPeHOCHOCTI ITpenapaTy A03y MOXKHa 30iTbIIUTH 00

300 Mr Ha mo0y ITic/s MepIIoro TUXKHS TiKyBaHHS. [Ticys 11e OMHOT0 TUXKHS IIPUNOMY
no3y MoxkHa 30inmbpiuuTu 1o 450 Mr Ha moOy. llle yepe3 ogquH TUXKOEHb 403y MOXKHA
30imbIIUTY 00 MaKcuMasnbHOl — 600 MT Ha go0y.

®ibpomianrisi. PeKoMeHaoBaHa [03a IIpenapary [ais JTiKyBaHHS dibpomianrii

ctaHoBuTh Bim 300 go 450 Mr Ha goOy. JIiKyBaHHS CJIil PO3MOYUHATH i3 3aCTOCYBAHHS
mo3u 75 Mr aBiui Ha goOy (150 Mr Ha moOy). 3anexkHo Bim epeKTUBHOCTI Ta
IIePEeHO0CHOCTi, 03y MoxKHa 30inmburyBatu 0o 150 Mr aBiui Ha goby (300 mMr Ha moby)
IIPOTSATOM OJHOTO TUXKHS. 171 Malli€eHTiB, AJid SKUX 3acTocyBaHHs fo3u 300 Mr Ha
no0y € HeloCTaTHhO e(heKTUBHUM, MOXKHAa 30iTbIIUTH 03y A0 225 MT aBidi Ha mo0y
(450 Mr Ha Oo0Oy). Xoda iCHy€e mOCHimKeHHs 3acTocyBaHHs mo3u 600 Mr Ha gooy,
OOKa3iB TOro, M0 3aCTOCYBaHHA ITi€el mo3u OyOe MaTH OOOAaTKOBY IepeBary, HeMae; oo
TOT'O XK MAalliEHTH Tiplle IIepPeHOCHUIU TaKy A03y. bepyuu mo yBaru go3o3aieKHi
nmoOiuHi peakiril, 3acTocyBaHHs [03 Buille 450 Mr Ha 0Oy He peKOMEHOYETHCH.
OckinbKu nipera®ajiiH BUBOOUTHCS TOJIOBHUM YMHOM HUPKAaMU, CIIil KOPUTYBATHU [03Yy
mpernaparty IallieHTaM i3 IIOpPYyIIeHHSAM (QYHKIlil HUPOK.

Bigmina nperabaniny. BignoBimHo mo miro4oi KJTiHiYHOI TPaKTUKY, TPUIIMHSATH TepPallito

nperabayiHOM PeKOMEHOYETHCS ITIOCTYIIOBO, IPOTSATOM IIIOHAWMEHIIIe OJTHOTO TUXKHSI,
He3aJIeXKHO Bif moka3aHb (OuB. po3ginu «Ocob6nIuBOCTi 3acTocyBaHHSA» Ta «[1006iuHi
peaxiii»).

[TopymenHs GyHKII1I HUPOK. ITperabaiH BUBOOAUTHCSA 3 CUCTEMHOTO KPOBOTOKY B

He3MiHeHOMY BUTJIAMI, TepeBaxKHo HupKaMu. OCKiIbKY KJIipeHC nperabdaiiny npsMo
MIPOMNOPLIIMHNY KIIipeHCY KpeaTuHiHy (OuB. po3min «PapMaKoKiHeTHKa»), 3MEHIITyBaTU



OO3y MalliEHTaM 3 HOPYIIeHHAM QYHKIIl HUPOK CIIif iHOUBiOyalabHO, SIK 3a3HAaY€HO B

TaOIUIll HUXKYe, BiANOBiOHO [0 KiipeHcy KpeaTuHiny (CLcr), sKui BU3Ha4aloTh 3a

¢popmynoro:

[Tperabanin epeKTUBHO BUOAISETHCS 3 MJIa3MHU KPOBi 3a JOIIOMOT 010 TeMofianily
(50 % mpemapaty npoTsarom 4 roguH). s malieHTiB Ha reMofgianidi ;oOoBy mo3y

nperabariHy ciiig KOpuryBaTH BinnoBigHO A0 ¢yHKII HUpOoK. KpimM mo6oBoi mo3y,

ompa3y MicJisg KOXKHOI 4-TOOMHHOI Ipoliefypu reMofgianidy HeoOXiTHO 3aCTOCOBYBATHU

OOOaTKOBY OO3y mpernapary (OuB. TaOIUIIO).

Kopek1isi mo3u nperaba’iHy BifilioBimHO A0 QyHKITI HUPOK

3aranbHa mo00Ba mo3a nperabarniny *

KrnipeHc KpeaTuHiHy Pexum
(CL;p) (Mn/xB) ITouaTkoBa Ho3a |MakcuMalbHa fo3a |HO3YBAHHIA
(Mr/mo0y) (Mr/mo0y)

> 60 150 600 IIBigi abo Tpuui
Ha 100y

~130- <60 75 300 IIBiui a6o Tpuui
Ha noOy
Pa3 a6o nBiui Ha

> 15 - < 30 25-50"" 150 nBiui H
moby

<15 25 75 Pa3 Ha moly

[omaTkoBa Oo03a micig remopnianisy (Mmr)

k% k%

25 100

OpgHOKpaTHa go3a
+

* 3aranpHy m000BYy mo3y (Mr/mo0y) CiIim po3MmominuTyU Ha AeKinbKa MpuiioMiB

BiITIOBiAHO [0 peXuMYy OO3yBaHHS, 100 OTpUMATHU [03Y OJISS OOHOKPATHOTO IPUHUOMY




(Mr/mo3sy).
** 3acTocoByBaTU nperabaliiH y BiIIOBiZHOMY JO3yBaHHI.
* DopmaTkoBa mo3a — Iie JofaTKOBa OJHOKPATHA [03a.

[TeuyiHKOBa HEOOCTATHICThL. [IJIs MaIli€eHTiB 3 MOPYIIeHHIM QYHKIII ITe4iHKu
HeOoOXiTHOCTI B KOpPEKIIil mo3u HeMae (OuB. po3ain «PapMaKOKiHETHKA»).

[NamieHTH DiTHHOTO BiKy. [I/15 MAlLi€HTIB TITHBOTO BiKYy UYepe3 MOoTipiieHHs QYyHKIIil

HUPOK MOKe OyTU MOTPiOHEe 3MEeHIIIeHHS N03u nperabainy (OUB. po3min
«OCcOoOIUBOCTI 3aCTOCYBAHHSI»).

HiTh

Be3neka Ta eeKTUBHICTH JTikapchbKoro 3aco0y [Iperabanin AciHO IIpu H#OT0
3aCTOCyBaHHI OiTaM (BikoMm o0 18 pokiB) He BcTaHOBJIEHI. [JOCTYIIHI Ha Liey 4ac gaHi
HaBemeHO B po3mini «[To6iuHi peakIiii», a TakKoxkK y po3ainax «®apMakoguHaMika» i
«QapMaKOKiHeTMKa», OJHaK, CIUPalo4YUCh Ha HUX, HEMOXKJIMBO HadaTHU KOOHUX
PEeKOMeHallii 1040 HO3yYBaHHS OJIs I[i€l KaTeropil malli€eHTiB.

Ilepeno3yBaHHA

fAK MOBIimOMIISAIOCS MiCJIg BUXOMOY IIpenapaTy Ha PUHOK, HaU4dacCTilIUMU CUMIITOMaMu
rmepeno3yBaHHs mperabainy OyJIu COHIUBICTD, CIITYTaHICTh CBiHOMOCTI, 30yIKeHHS
Ta HEeCHOKiu. TakK0oXK HaaXOOWuJIX IMOBIOJOMJIEHHS IIPO CYOOMHU.

Pigko cmocTepiranucs BUIIagKU KOMHU.

JIikyBaHHS mepefno3yBaHHS IIperabaiHy Monsarae y 3arajJbHUX OiATPUMYBaJIbHUX
3axopfax Ta 3a IMoTpeOu MOKe BKJII0OYaTH reMofiani3 (ouB. po3ain «Crmocid
3aCTOCyBaHHS Ta OO3W», TaOIuULs).

ITo6iuni edpexkTHn

Y kniHiuHIN TporpaMi mocigKeHHs nperadasiHy ¥oro oTpuMau IIoHap,

8900 nmamieHTiB, 3 HUX 5600 — yYaCcHUKM IOABIMHO CHINMMUX M1aneb0-KOHTPOJIbOBaHUX
nocrigkeHb. HayacTilmMu 3apeeCcTPOBaHUMU NOOIYHUMHU peakiliaMu Oyiu
3aIraMoOpOYeHHs Ta COHNMUBICTh. [106iuHiI peakIlii 3a3Bu4ai Oynau 1erkoro abo
IIOMIPHOTO CTYyIIeHs. B yCiX KOHTPOJIbOBaHUX OOCIIIAXKEHHAX IIOKa3HUK BiIMIHU
Impernapary Yyepe3 nobiuHi peakilil ctaHoOBUB 12 % cepeq mallieHTiB, sSKi IpuiMaliu



nperabanil, i 5 % cepeq nmalieHTiB, sIKi oTpuMyBasnu Iaiedo. HattuacTimumu
MOOIYHMMM peakllisiMu, 110 MPU3BOANIN 10 MPUIINHEHHS 3aCTOCYBaHHS ITperadaiiny,
OyJi1 3allaMOpPOYEHHS Ta COHJIUBICTD.

Huxx4ye HaBepeHi Bci mobiyHi peaxiiii, 1110 BUHUKAJIXA YacTillle, Hi’K TPX 3aCTOCYBaHHi
naiebo, Ta OinbIIe Hi2K ¥ OOHOTO TalliEHTa; Il MoOiuHi peakilil mepeidyeHi 3a
CHCTeMaMM OpPraHiB Ta 3a 4aCTOTOIO: Oyke 4acTto (= 1/10); vacto (Big = 1/100 go

< 1/10); HegacTo (Big = 1/1000 go < 1/100); pigko (Big = 1/10000 go < 1/1000); omyxe
pimko (< 1/10000); yacTtoTa HeBimoMa (He MoxKe OyTHU OIliHeHa Ha OCHOBi HassBHUX
maHwx). Y KOXKHil Ipymi 3a 4aCTOTOI0 BUHUKHEHHS M00iYHi epeKTU mpencTaBieHo B
MMOPSAOKY 3HUXKEHHS CTYIIeHS IXHbOI CEpHUO3HOCTI.

3a3Ha4eHi D00OiIYHI peakilil TakK0XK MOXKYTh OyTU ITOB’si3aHi 3 mepebiroMm OCHOBHOTO
3axXBOpPIOBaHHSA Ta (ab0) CynmyTHIM 3aCTOCYBaHHSIM iHIIIUX JTiIKAPChKUX 3aCO0iB.

[Tig yac miKyBaHHS HEMPOIIATUYHOTO OOJII0 IIEHTPAIbHOTO ITOXOIXKEHHSI, BUKJIUKAHOT'O
ypaxKeHHSAIM CIIMHHOTO MO3KY, 30ibliryBaniacs 4acToTa NOOIiYHUX peaklIliil y Iijomy,
YacToTa ImobiuHux peakiliii 3 60Ky LIHC Ta 0co6/1MBO COHIUBICTD (OUB. PO3MAin
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

IomaTkoBi mo6iuHi peaxiiil, Ipo sIKi MOBimOMIISIIIOCS MicCJIg BUXOAY ITpemnapaTy Ha
PUHOK, IO3HAY€EHI KYPCUBOM.

IndexIril Ta iHBa3il

YacTo: Ha30(hapUHTIT.

IMTopyuieHHS 3 O0KY KPOBi Ta JiMAaTHYHOl CUCTEMHU

HeuacTo: HEUTPOMIEHIA.

IMopymienHs: 3 60Ky iMyHHOI CUCTEMH

Heuacrto: 2inepuymaugicmes.
Pimko: aHeioHespomuuHull HabpskK, asepeiuHi peakuii, aHadiTakKTOIgHI peakiii.

IMTopyiueHHsT 00OMiHY Pe4Y0BHMH, MeTabo0Ii3My

YacTo: migBUIlleHHA alleTUTy.
HeuyacTo: BTpaTa aneTury, rinoriikeMis.

3 600KV ICUXiKH




YacTo: etipopuyHUM HACTPid, CIIyTaHICTh CBiHIOMOCTI, APaTiBIUBICTh, Je30pi€HTAllis,
0e3COHHSI, 3HUXKEHH4 JTidizo.

HeuacTo: ramionuHaliii, maHiyHi aTaku, HECIIOKiM, 30yOKeHHSs, elpecisi, MPUTrHidveHUu
HaCTpil, IMigHeCeHU HaCTPiM, azpecis, 3MiHM HaCTPOIO, AellepCcoHalri3allis,
yTpyOHeHUuu nobip CJiiB, maTOJIOTiYHi CHOBUAIHHS, IOCUJIEHHS 1i0igo, aHopra3mis,
araris.

Pigko: po3ranbMoByBaHHS, CyllluaaibHa ITOBEOiHKA, CyllIUOalbHE MUCJIEHHS.
HeBimoMo: MeguKaMeHTO3Ha 3aJIeKHICTh.

IMTopymieHHsT 3 O0KY HEPBOBOI CUCTEMU

Ily>ke 4acTo: 3allaMOpPOYEHHS, COHIUBICTh, TOJIOBHUM Oiflb.

YacTo: aTakcisi, MIOpyIIeHHs KOOpAXHalIlil, TpeMOop, OAU3apTpis, aMHe3is, NOoTipIIeHH
naMm’siTi, IOPYIIEHHS yBary, apecTesis, rinecTtesisi, ceqaTUBHUMN e(DEKT, TOPYIIEeHHS
piBHOBary, jerapridi.

HewgacTo: cuHKONE, CTyOp, MiOKJIOHisSI, Bmpama cgidomocmi, ICUXOMOTOPHA
rinepakTUBHICTD, OUCKiHE3is, IOCTypalbHe 3allaMOPOY€EeHHS, IHTEHIIIMHUN TPEMOP,
HicTarMm, MOpyIlIeHHS KOTHITUBHUX (PYHKIIiM, NOpYWeHHA Ncuxiku, po3agu MOBJIEHHS,
rinopedekcis, rinepecTesis, Bif4yTTs IIeYiHHS, areB3is, 3a2a/1bHe He30YHCAHHA,
amarTisi, HaBKOJIOPOTOBa mapecTe3is, MiOKJIOHYC.

Pigko: cy0omu, mapocwMmis, TinokiHe3iss, gucdaris, rinanresis, 3a1eKHICTb,
MO30YKOBUU CUHIOPOM, CUHIPOM 3y0UacTOro Kojieca, KoMa, menipii, eHlledaromnaris,
eKCTpamnipaMigHUK CUHOPOM, CUHOPOM ['ieHa — Bappe, BHyTpillIHbOYEpEeITHA
rinnepTeH3is, MaHiaKa/lIbHi peakilil, mapaHOIgHiI peakliil, po3/lagu CHY, MapKiHCOHI3M.

ITopyieHHS 3 O0KY OpraHiB 30py

YacTo: HeUiTKICTh 30py, OUIIJIONisA, KOH IOHKTUBIT.

HeuacTo: BTpaTa nepudepuyHOro 30py, IOPYILIEHHS 30Py, HAOPSIK ouel, nedheKTu
I10JI 30pYy, 3HUXKEHHS TOCTPOTU 30pYy, Oisib B 04ax, acTeHomiss, (POTOIICisA, CyXiCTh B
ouax, IIigBUIIleHe CIIbO30BUIINIEHHS, IIOAPa3HeHHa ouel, O1edapuT, MOPyIIEeHHS
aKoMofallili, KpOBOBUJ/IUB B OKO, CBiTII00053Hb, HAOPSK CiTKiBKH.

Pimko: empama 30py, kepamum, OCIIUJIONCisI, 3MiHa 30POBOT'0 CHPUNHATTS TTTUOUHH,
Minpias, cTpabi3M, sSICKpaBiCTh 30pYy, aHi30KOpisi, BUPa3Ku POTiBKU, eK30(hTajlbM,
mapaid O4YHOro M’si3a, ipuT, KePpaTOKOH IOHKTHUBIT, Mi03, HiYHA CIIIIIOTa,
odranbmomnneris, aTpodisi 30poBoro HepPBa, HAOPSK OMCKa 30POBOT0 HEPBA, IITO3,
yBeIT.



IMopymieHHs1 3 60Ky OpraHiB CIYXY Ta piBHOBAru

YacTo: BepTUro.
HeuacrTo: rinepakysis.

IMTopyuieHHS 3 OOKY ceplis

HeuacTo: Taxikapmisi, aTpioBEeHTPUKYJIIpHa Ol0Kaga IepIIoro CTyIlleHs, CUHyCcOBa
Opagukapmisi, 3acmiliHa cepuesa HedocmamHicmo.

Pigko: nodosoicennsa inmepesaay QT, CHHyCOBa TaxiKapfisi, CHHyYCOBa apUTMis.

INopymieHHs: 3 60Ky CYOUH

HeuacTo: apTepiayibHa rinnoTeH3is, apTepiajibHa TillepTeH3is, IPUIJINBY, TillepeMis,
BIQYYTTA XOJIOOY B KiHI[IBKaXx.

ITopyuieHHs: 3 00Ky OMXaJIbHOI CUCTEMH, OPraHiB IPYOHOIL KJIiTKM Ta CEPEeOCTiHHSI

YacTo: ¢papuHTOTapUHTeaTbHUN Oilb.

HeuacTo: 3apuiika, HOCOBa KpOBOTeYa, Kalllesib, 3aKJIafeHIiCTh HOCa, PUHIT, XPOIIiHHSI,
CyXiCTBb CTM30BO1 000JIOHKH HOCa.

Pigko: HabpsK se2eHb, CTUCHEHHS B TOPJIi, JIAPUHTOCIIa3M, allHOe, aTeJIeKTas,
OpoHXioJiT, ruKaBKa, (piOpo3 nereHis, Mo3ixaHHS.

YacToTa HeBigoMa: HpI/Il"HiT-IeHHFI OUXaHHA

IMopymieHHs 3 60Ky HIJIYHKOBO-KHIIIKOBOI'O TPAKTY

YacTo: OmroBaHHs, Hydoma, 3amop, diapes, MeTeopusM, 3AyTTS JKUBOTA, CYXiCTb y
POTi, TaCTPOEHTEPUT.

HeuacTo: ractpoe3odareanbHa pediirokcHa XxBopo0a, rirmepceKkpellisi CIUMHY,
rirmecTe3iss pOTOBOI ITOPOKHUHHU, XOJIELIUCTUT, XOJIeJIiTia3, KOJIiT, IIJTYHKOBO-KUIIIKOBA
KpOBOTedYa, MeJjieHa, HaOpsK s31Ka, PpeKTajlbHa KPOBOTeYa.

Pimko: acuuT, maHKpeaTuT, HAOpsAK sa3uka, nucdarisi, ahTo3HUMN CTOMATUT, BUPA3Ka
CTPaBOXO0.y, IepiomoHTaIbHUM abciec.

I'enmaToOismiapHi mOpyIIEeHHS

HeuacTo: migBuIlieHu# piBeHb IMEeYiHKOBUX (pepMeHTiB*.

Pigko: XOBTSIHUIIA.



Ilye pigKo: Ie4YiHKOBa HEOOCTaTHICTh, rermaTuT.

[MopymenHs 3 60Ky MIKipH Ta HigMIKipHOI TKaHUHHA

YacTo: nposexkHi.

HeuacTo: manynmb03He BUCUITAHHS, KPOITUB' THKA, Tileprigpo3, ceepbistc, amonelris,
CyXiCTh HIKipH, eK3eMa, TipCyTHu3M, BUPa3KH IIKipH, BE3UKYJ10-0yTbO3HUN BUCHII.

Pigko: cuHOpom CmiseHca — [[o#COHCOHA, XOTOOHUU TiT, eKCpOIiaTUBHUN OepMaTurT,
JIIXeHOIOHUY OepPMaTHUT, TOKCUYHUH elifepMalbHUU HEKPOJIi3, MelaHO3, pOo3Jiagu 3
OOKY HIrTiB, meTtexialbHUM BUCHUII, TYPITypa, TYCTYJISPHUMN BUCHUII, aTpPOodisd MIKipH,
HEKpO3 IIKIipH, IIKIPHI Ta HiAMIKIPH]I BY3JIUKHU.

IMTopyieHHsI 3 60KY OIIOPHO-PYXOBOT'0 aapaTy Ta CHOJYYHOl TKaHUHU

YacTo: M’s130Bi CymoMH, apTpasrisg, 06inb y ciuHi, Oi1b y KiHIIBKax, Cla3Mu M’s3iB IIHl.
HeuacTto: HaOpsik cyrso6iB, mianrisi, mocinyBaHHs M’si3iB, Oinb y 1IXI, CKYTiCTh M’ S13iB.
Pigko: pabmomiomis.

ITopymieHHS 3 O0KY HUPOK Ta CEYOBUBIOHUX IIIISXiB

HeuacTo: HeTpUMaHHS cedi, Au3ypis, anbOyMiHypis, reMaTypis, yTBOPEHHS KaMeHiB y
HUPKax, HeQpur.

Pigko: HUpPKOBa HEMOCTATHICTS, OJIITypPisd, 3ampuMKa cedi, ToCTpa HUPKOBa
HEeIOOCTaTHICTh, TJIOMePYyJIOHEe(PPUT, ImieToHeDPUT.

ITopyIlleHHSI CTAaTEBOl CUCTEMH Ta MOJIOYHHUX 3aJI03

YacTo: epekTunbHa JUCPYHKIIisI, IMIIOTEHITiA.

HeuacTo: cTaTeBa nucGyHKIIisI, 3aTpUMKa esKyJsdllil, fucMeHopes, 6ijib Y MOJIOUHUX
3ao03ax, 1erlKopes, MeHoparisi, MeTpoparis.

Pigko: ameHopes:, BUIiTeHHS 3 MOJIOYHUX 3a/103, 30iTbIIEHHST MOJIOYHUX 3aJ103,
2iHekomacmis, 1epBiuT, 6anaHIiT, emiguauMiT.

3arabHi po3JIagy Ta peakxilil B MiClli BBeJeHHsI

Yacto: nepudepudyHuil HaOpPsK, HaOPSK, MOPYIIEHHS XOOH, MadiHHg, BiguyTTsI
CII'sIHiHHS, He3BUYalHIi BiqUyTTs, HigBUIIleHa BTOMJIIOBaHICTh.

HeuacTo: reHepanizoBanui HabpsAK, HAbpAK 06.auyvyus, CKyTiCTh y Ipynsax, Oinb, xkap,
cipara, 03HO00, 3arajbHa cjlalKicTh, He3AyKaHHS, abclec, 3anajJeHHs XKHUPOBO1



TKaQHUHH, peakilil (GOTOYyTIIUBOCTI.
Pimko: rpaHy/boMa, YMUCHE 3alOOisTHHS HIKOOY, 3a0YepeBUHHUYN HiOpo3, II0K.

JIabopaToOpPHi HOCHimXKeHHS

YacTo: 30iIbIIIeHHa MaCH Tija.

HeuacTo: 30inbuieHHs piBHSA KpeaTuH(poCcHOKiHa3u B KPOBi, 30i/IbIIEHHS PiBHSA
TJIIOKO3U B KPOBi, 3MEHIIEHHS KiTbKOCTi TPOMOOILUTIB, 30iNbIlIeHHS PiBHS KpeaTUHIHY
B KPOBi, 3MeHIIIeHHs PiBHSA KaJlil0 B KPOBi, 3MEHIIIEHHA MacCHU Tijla.

Pigko: 3MeHIIIeHHS PiBHA JIEUKOLIUTIB Y KPOBI.

* 30inbIiIeHHS PiBHA anaHiHaMiHoTpaHcdepa3u (AJIT) Ta acmapTaTaMiHoTpaHcdepas3u
(ACT).

Y mesiKux Malli€HTIB MicIs MPUNIUHEHHS KOPOTKOCTPOKOBO1 abo TpuBasol Teparril
mperabayiHOM CIIOCTepiraaucs CUMIITOMH BimMiHu mmpemapaty. [ToBimoMisisiocss mpo
TakKi cuMmnTomMu: 6€3COHHSsI, TOJIOBHUM Oinlb, HYJOTa, TPUBOXKHICTh, miapes,
TPUIIONOAIOHUN CUHOPOM, CYIOMU, HEPBO3HICTh, Jenpecis, cyilumanbHi IyMKu, 6inb,
rineprigpo3 i 3anaMoOpo4YeHHs, IKi BKa3ylTh Ha (pizuyHy 3anexHicTh. L0 iHpopmaiiito
CIIiI MOBiIIOMUTH IALIEHTY IIepe[ Mo4YaTKOM Teparril.

Iani mjomo BigMiHu niperabainy miciig TPUBAJIOTO 3aCTOCYBaHHS BKa3yIOTh Ha Te, 110
YacTOTa BUHUKHEHHS Ta CTYIIiHb TSI2KKOCTi CUMIITOMIB BiIMiHU MOXYTh OyTHU
00303aJIe’XHUMU.

Himu. ITpodins 6e3neku mnperabdaniny, BCTAHOBIEHUM Y XOMi II'ITU JOCIiAXKEHb,
IIPOBENEHUX 3a YYacCTIO IleJiaTpUYHUX [MAlll€HTIB 3 MapliaJlbHUMU CYOOMHUMU
HamagaMHu 3 BTOPMHHOIO reHepasisalliero abo 6e3 Hel (12-TuxKHeBe OOCIimKeHHSs
edekTHBHOCTI Ta 6e3MeKu y mallieHTiB BikoM Bifg 4 mo 16 pokiB, n = 295; 14-geHHe
OOCITim»XKeHHsT e(peKTUBHOCTI ¥ 6e3meKHu y mallieHTiB BikoM Bif 1 micsiisg mo 4 pokis, n =
175; mocmigkeHHS (apMaKOKiHETUKM Ta IEPEeHOCHOCTI IIpemapary, n = 65; aBa
BIIKPUTUX OOCHiAXKeHHS 0e3neKu TpuBaiicTio 1 pik, n = 54 ta n = 431), 6yB nomioHuu
00 Ipo@dinto, IKUM CIIOCTEPIraBCcs B OOCITIAXKEHHAX Y HOPOCINUX IAlli€HTIB 3
emninenciero. Haubinpi nommupeHEuMy MOOIiYHUMY SIBUIIaMHU, 110 CIIOCTEpiranuceh y 12-
THUKHEBOMY IOCJigXKeHHi Teparrii mperabaiHoMm, Oy/Iu COHJIUBICTD, mipeKcis, iHdekKIIil
BEPXHIiX OUXaTbHUX HIISAXiB, ITiABUIIIEHHS aleTUTY, 30iIbIIIeHHS MacHu Tila Ta
Ha3odapuurit. Hanbinbir nommupeHuMy ITO0iYHUMHU SIBUIIIAMHU, 1110 CIIOCTEPIrajiucCh y
14-peHHOMY OocCIiigXKeHHi Teparrii mperabaniHoMm, Oy/Iu COHJIMBICTh, iHPEKITil BepxHix
OUXaJIbHUX HMIIAXIB i mipekcisa (ouB. po3minu «Crocib 3acToCyBaHHS Ta OJO3U»,
«@apMakoguHaMika» i «®apMaKOKiHETUKa»).



IToBigoMJIEHHS IIPO Mif03PIOBaHi MoOiUHi peakiril

[ToBimoMmneHHs npo noOiuHi peakiril micyis peecTpatiii 1ikapcbKoro 3aco0y Ma€ BeJIuKe
3HayeHHd. lle Jae 3MOTry IPOBOAUTY MOHITOPHUHT CIIBBIIHOIIEHHS KOPUCTh/PU3UK IIPU
3aCTOCyBaHHI IIOTO JIIKapChbKOT0 3aco0y. MeguuHuUM Ta papMalleBTUYHUM
ImpalliBHUKaM, a TaKOXK mallieHTaM abo IXHiM 3aKOHHUM IpeOcTaBHUKaM CIIif
TMOBiHOMIIATY IIPO YCi BUMMAAKM MMif03pIOBaHUX MOOIYHUX peakiliii Ta BilCyTHOCTI
e(eKTUBHOCTI JliKapchKOTro 3aco0y depe3 ABTOMaTH30BaHy iH(popMalliiiny cucteMy 3
(apmakonarnsagy 3a nocunaHHaM: https://aisf.dec.gov.ua.

Y pasi suHUKHEeHH s nobiuHUX peakuill abo 3anumaHsb w,000 6e3neku ma
epekmue8HOCMi 3aCMOCYBAHH S AiKAPCbK0O20 3acoby npocuMo 38epmamucs 00 8i00iny
dapmaxonaznady TOB «ACIHO YKPAIHA» 3a adpecoio: 6yaveap Bausasa I'asena, 8,
M. Kuisg, 03124, mea./¢pakc: +38 044 281 2333.

TepMiH NpUIATHOCTI
3 POKHU.
YMmoBHu 30epiranus

30epiraTty y HeIOCTYIIHOMY OJISI OiTe¥ MicIli, B OpUTiHaIbHI¥ YIIAaKOBIIi, IpU
TeMmIiepaTypi He Buiie 25 °C.

YnakoBka

ITo 10 kancyn y 6mictepi; mo 1, mo 3 abo 1mmo 6 GiricTepiB y KAPTOHHIM mayIri.
KaTeropis Bignycky

3a penemnTomM.

BupooHHK

TOB «®apma CtapT».

Micue3HaxoaKeHHsI BHPOOHHKA Ta aJpeca MicCIsi IPOBadKeHHsI HOI 0O
nistabHOCTIi. YKpaiHa, 03124, m. Kui, 6ynpBap BaiinaBa I'aBena, 8.



