Ckian

Oitoua pevyosuHd: TII0KO3aMiHy Cynb(aT HaTpPilo XJIOPHUL;

2 MJI po34uHYy (aMItyjia A) MiCTUTH I'/IIOKO3aMiHy Ccyab(daT HaTpito xnopurn 502,5 mr,
III0 eKBiBaJIEHTHO I'II0K0o3aMiHy cynbdaTy 400 Mr Ta HaTpito xmopuny 102,5 mr;

OONOMIJCHI peuoB8uHU: JIIAOKAalHy TiApOXJIOPHUA, BoAa OIS iH’ €KIiN;
PO34YMHHUK (aMmrysia B) MicTUTE:

OONOMIJICHI peuyoBUHU: mieTaHOJIAMiH, BOIa OJis iH’ €KITi.
JIikapcbKa ¢popmMa

Po3uun ong ig’exIrin.

OCHOBHI (pi3uKo-xiMiuHI 8s1acmu8ocmi: aMmnyia A 3 KOpUYHEBOT0 IPO30POT0 CKiia
MicTUTh 6€30apBHY ab0 CBiTJI0-2KOBTY IPO30PYy PiAUHY;

amnyJsa B (po3unHHUK) i3 6€30apBHOT0 ITPO30POTr0 CKJIa MiCTUTh 6€30apBHY ITPO30PY
piguHy;

amniyna A + B (po3uuH [is iH’eK1iit) - mpo3opuit 6e30apBHUM ab0 CBITIO-KOBTUM
PO34YUH.

dapMaKoTepalneBTUYHA Ipylna

HecTtepoigHi mpoTu3anasnbHi Ta IPOTUPEBMATUYHI 3ac0o0H.

Kog ATX M0O1A X05.
®dapmMmakoguHaMiKa

[liroua pe4yoBHUHA, I'TII0OKO3aMiHy CynbdaT, siBIss€ CoOO00I0 Cijib aMiHOMOHOCaXapuIy
TJII0OKO3aMiHy, SKUU 3a (Pi3iooriyHuX yMOB HassBHUHM B OPTaHi3Mi JIIOOWHYU i
BHKOPUCTOBYETHCS pa3oM 3i cynbdaTaMu Ojisi 0i0CMHTE3y riajlypoOHOBOI KUCIIOTHU
CHUHOBiaJIbHOI PiOWMHU Ta TJIiKO3aMiHOTJIiIKaHiB OCHOBHOI cyOcTaHIIil Cyrio60BOTo
Xps1uia.

TakuM 4YMHOM, MeXaHi3M [il TII0K03aMiHy Cy/IbdaTy IOJIAra€ y CTUMYJIALil CHHTE3y
rIiKko3aMiHOTJIiKaHiB i, BiAmoBigHO, Cyrio00BUX IIpoTeorikaHiB. Kpim Toro,
TJII0KO3aMiH YUHUTH IPOTU3aNalbHy [il0 Ta IPUTHIUYE NpPoLeC PyHHYBaHHS
CyTJI000BOTO XPsIlia, TOJIOBHUM YMHOM 3aBOSKH MOXKJIMBHUM ITPOSIBAM BJIACHUX



MeTabOoTiYHUX BIIAaCTUBOCTEM, 3MaTHOCTI [0 MPUTHIYEeHHSI aKTUBHOCTI iHTepselkiny 1
(IL-1), m0 3 omHOTro OOKY BILJIMBA€ HAa CUMIITOMHM OCTEOAPTPUTY, a 3 iHIIIOT0 OOKY
MMOTEHIIIMHO 3aTPUMYE CTPYKTYPHI ITOIMKOIXKEHHS Cyrio0biB, ITpo 110 CBig4YaTh maHi
OOBrOCTPOKOBUX KITIHIYHUX OOCHIOXKEHb.

3a maHMMHU MO4YaTKOBUX OOCHIAXKEHb in Vitro Ta in vivo, eK30TeHHE BBEeIeHHS
TJII0KO3aMiHy CyJib¢aTy CTUMYJITIOE Oi0OCHHTE3 ITPOTEOTIIiKaHiB, TIKUHM € HeJOCTaTHIM
IIPY OCTE0apTPUTI, cupusie ¢pikcalil i0HIB CipKy IIPU CUHTE31 ITiKO3aMiHOTJIIKaHiB 1
IMoKpamnrye Tpodiky cyrino60BOTO XpsiIia.

HactynHi mocmigKeHHs moKa3allH, 10 ITI0KO3aMiHy CynbdaT IPUTHIYYE CUHTE3
PEYOBUH, SIKi pyUHYIOTh TKAHUHHU, TAKUX K CYIIEePOKCUIOHI paguKau, a TaKOX
aKTUBHICTH Ii30COManbHUX (PEPMEHTIB JOOATKOBO A0 (ePMEHTIB, 3TaTHUX PYUHYBaTHU
TKaAHUHY CyTrJ1000BOT0 Xpsillla, TaKUX SIK KonareHa3u Ta docdomninasu A2. O3HaueHa
Ois BUSIBIISIE€ TIOMIpHUY IIPOTU3aNalbHUU epeKT, IKUU CIIOCTEPIraEThbCsa B MOOEJIAX Ha
TBApUHAX In vivo, y TOMYy YUCJIi B feIKUX BUNlagKaX [IPU €KCIIepUMEHTAaJIbHOMY
OCTEO0apTPHUTi, HABITh 0€3 MPUTHIYEeHH ITUKIIOOKCUTEeHa3, Ha BiAMiHy Bin
HeCcTepoigHUX MpoTu3lanaabHux 3aco0iB (HI133).

BinpI misHi mocmimKeHHs MOKa3aau, 1110 OiIbIITiCTh HaBeJeHuX BUIe MeTabOoTiuyHuX i
MMpoTU3analbHUX ePeKTiB MOXKYyTh OyTHU OB’ sI3aHi 3 IPUTHIYEHHSIM TPaHCOYKIIil
BHYTPIMIHBOKJIITUHHOTO CUTHaJy ctumyssiil [L-1, ogHOTrO 3 MUTOKIHIB, 3a/ly4eHuX 00
naToreHe3y OCTE0apTPUTY, 3 MOJAIbIINM IIPUTHIYEHHAM I'€HHOl TPaHCKPHIIILi],
iHOyKOoBaHOI IMTOKiHOM. ['TIoKO3aMiHy cynbdaT, pu KOHIIeHTpallil y 1a3Mi KpoBi Ta
B CHHOBia/IbHIM PigUHI, OMMCAHUX y MAIliEHTIB 3 0CTE0APTPUTOM, MOXKe (paKTUUYHO
inribyBaTu iHgykoBaHy IL-1 reHHY eKcIIpecito cepii mpo3amnanbHuX GEPMEHTIB Y
TKaHMHaX Cyrjio0iB, a TaKOXK NpoAereHepaTuBHUX (GEPMEHTIB Y XPsIli, TaKUX 5K OesKi
MeTaJIopoTea3y, BKJII0Ual0uu arrpekaHas3u. [loTeHLinHENY BIJIUB 10HIB CIpKY Ha
3a3HaveHi (papMakogWHaMIiUHiI BIaCTUBOCTI IIIOKO3aMiHy OCTaTOYHO He 3'sICOBaHUMU.

Yci nepepaxoBaHi BuUllle BJIaCTUBOCTI CIIPUATIINBO BIIJIMBAIOTh Ha IereHepaTuBHI
IpoLeCH y XpsAllax, sKi jiekaThb B OCHOBI IaTOTeHe3y OCTE0apTPUTY, a TaKOXK Ha
KJIIHIYHY KapTUHY 3aXBOPIOBAHHSII.

KopOoTKOCTPOKOBI AOCHTIAXKEHHS Ta JOCIIIXKEHHS CepegHbOl TPUBAJIOCTI IOKa3asu, 1o
e(peKTUBHICTH I'JIIOKO3aMiHy CylIb(aTy MI0O0 CUMITOMIB OCTE0apPTPUTY HPOSIBISIETHCS
BXKe 4yepe3 2-3 THUXKHI ITIiCJIg IT04YaTKy MOT0 3aCTOCyBaHHS.

3 inmoro 60Ky, epeKTUBHICTD JIIKyBaHHS T'JIIOKO3aMiHy CyJib¢daToM IIOA0
CUMIITOMaTHUKM, IOPIBHSAHO 3i 3BUUaMHUMU aHanbretukamu i HII33, onTuManbHa
micnst Kypcy 6e3nepepBHOT0 3aCTOCYBaHHS ITPOTITOM 6 MicsA1liB abo miciis Kypcy
3aCTOCYBaHHS HNPOTATOM 3 MICAILIB 3 0O4YeBUOAHUM e€(PeKTOM MHiCasaAil IPOTATOM 2
MICSIIIIB ITiCJIS BiMIiHH.



Pe3ynbTaTué KIiHIYHUX OOCIiAXKEHD IIIOJEHHOT0 0e3IIePepPBHOrO JIiKyBaHHS IIPOTITOM 3
POKiB CBifuaTh IPO IIPOTPECUBHE IIiOBUIIEHHS MOTr0 e()eKTUBHOCTI, 3BaXKal4M Ha
CUMIITOMU Ta YIIOBIJIbHEHHS CTPYKTYPHOT'O MOUIKOAXKEHHS CyTJio0iB, 110
OiATBEPAXKYETHCS 3a HOIIOMOIOI0 PEHTIEHY.

I'mioko3aMiHy cynbdaT IpoaeMOoHCTPYBaB HOOpPY IepeHOCUMicTh. Byab-aKoro
iCTOTHOTO BIJIMBY TJIFOKO3aMiHy CybdaTy Ha CeplieBO-CyqUHHY, OTUXaIbHY,
BereTaTUBHY ab0 IIeHTPaIbHy HEPBOBY CUCTEMY BHUSIBJIEHO He OyII0.

dapMaKOKiHEeTHKA

HocnigKeHHs, IPOBEOEH] 3a y4acCTIO JIIOel Ta Ha TBaApUHAX, IT0Ka3aJjy, 1110 Micis
nepopanbHOro npuromMy 14C-rimokKo3aMiHy pagioaKTHUBHI MideHi eIeMeHTHU IIBUOKO i
MauKe MOBHICTI0 BCMOKTYIOTHCS Ha CUCTEMHOMY DPiBHIi. Y JIIOOUHU BCMOKTYETHCS
npubnu3Ho 90 % pagioakKTUBHO MideHOI mo3u npenaparty. AG6conmoTHa 6i0mOCTYIHICTD
TII0OKO3aMiHy y LIypiB HiCIs BBEAEHHS III0OKO3aMiHy CynbdaTy IepopanbHO CKiaja 26
% BHAaCIIOOK e(eKTy IepIiIoro NpoxoaKeHHs Yepe3 nedinKky. AOCOIIOTHa
0iogOCTYIIHICTE V MIOAWHYM HEBigoMa, ajie, BiAIOBIMHO [0 aJIOMETPUYHUX PO3PAXyHKIB,
BOHA aHAaJIOTiYyHa TiM, IO CIIOCTEePiraeThes y mrypis, To6To Big 20 % mo 30 %.

Y 3mopoBux 4OOPOBOJIBIIIB Iic/ig 6araTopa3oBoOro MIPUMOMY BHYTPIIIIHBO TJIIOKO3aMiHy
cynbdaTty B mo3i 1500 Mr Ha moOy MaKcuMalbHa PiBHOBaXkKHa KOHIIEHTpAIlis y IJIa3Mi
KpoBi (Cmax, ss) ctanoBuia 1602 = 425 ur/mna (8,9 nM). [laHa KOHIIeHTpaIlis
mocsiranacs 4epe3 1,5-4 roguHu (MediaHa - 3 TOOWHU) ITicIsa BBeOeHH (tmax). ¥V
PiBHOBaXKHOMY CTaHi IJIoIa I papMaKOKiHETUYHOIO KPUBOIO «KOHIIeHTpallisg-dyac»
(AUC) nna3MoBUX KOHIIEHTpallii BiTHOCHO 4Yacy cTaHoBuia 14564 +4138 HTr X
rona/mi. Taki mapameTpu Oy/iM OTPUMaHi IMPHU 3aCTOCYBaHHi JTiKapChKOTO 3aco0y
HaTIle, TOMY HEBIJOMO, Y1 BXKMBaHHS 1Ki BIJIMBA€E 3HAYHOIO MipOI0 Ha BCMOKTYBaHHSA
nmpemnapary.

[Tpu mepopanbHOMY 3aCTOCYBaHHI ITiciiss abcopOiril rII0KOo3aMiH PO3MOOiNSIETHCSA B
OCHOBHOMY B ITO3aCyOWHHOMY CepemoBUIlli (Y TOMYy YHCJIi B CHHOBia/lIbHIN PiguHi),
006’eM po3mnominy nmpubnausHo y 37 paliB BUIIUM Bifl 3arajibHOI KiJTbKOCTi BOOM B Tiji
JIIOAMHU. 3B’A3yBaHHS 3 OijIKaMU T'JIIOKO3aMiHy He BUSIBJIEHO.

MeTabonmiuaui mpodink rIIOK03aMiHy He OOCIiIXKyBaBCs, OCKIIbKY I1e# TiKapChKUM
3acib, Oyogyuu HaTypaslbHOIO PEYOBUHOIO, SKa HasiBHA B OpraHi3Mi JIIOOUHY,
BUKOPUCTOBYETHCS [JIs1 OIOCUHTE3Y AesIKUX KOMIIOHEHTIB CyTJI000BOTO XpsIIia.

Byso BcTaHOBIIEHO JHIlle KiHIIEBUU eJTliMiHalliMHUY I1epioq HalliBBUBEOEeHH
TJII0OKO3aMiHy 3 IJIa3MU KPOBi JIIOAWHU 3a pe3yJibTaTaMU OOCIIIXKEeHHS PiBHSA
TJII0OKO3aMiHy B MJ1a3Mi KpOBi, siKi Oy BUMipIOBaHUMM IIPOTSATOM 48 roguH micis
IIepopaIbHOrO MIPUNOMY JIiKapChbKOTro 3aco0y. Po3paxoBaHe 3HaYeHHS CTAHOBUIIO



nmpubnu3Ho 15 roguH.

[Ticns mepopanbHOTro 3acTocyBaHHs 14C-rI0KO3aMiHy BUOIIEHHS 31 cedero
pamioaKTUBHUX MideHUX eIeMEeHTIB y moguHu ckiasno 10 = 9 % Bim BBegeHOl J03H,
TOMi IK eKCcKpellis 3 ¢pekanigmu ctaHoBuia 11,3 = 0,1 %. PiBeHb eKckpeliii
HEe3MIiHEeHOr o I'JII0KO3aMiHy 31 cedero y JI0OWHU MiC/IsA IepopabHOr0 3aCTOCYBaHHS B
cepenuboMy OyB HU3BKUM (mpubnu3Ho 1 % Bim BBemeHOoI mo3wu). [laHi pe3ynbTaTu
BKa3yIlOTh, 1110 HUPKM HE BifirpaioTh iCTOTHOI POJIi Yy BUBEAEeHHI Ir/IoKo3aMiHy Ta/abo
oro metaboIiTiB i/ab0 IPOOYKTiB MOTro po3many.

[Tpu 6araTopa3oBoMy 3acTocyBaHHi B go3i 750-1500 mr 1 pa3 Ha goby
bapMmakokiHeTHKa I/IIOKOo3aMiHy Oyia IiHilHOIO, TOHi SIK IPHU 3aCTOCYBaHHI B MO3i
3000 Mr piBeHb I'JIFOKO3aMiHy B IJIa3Mi KPOBi OyB HUKYUM, HiXK OUiKyBaioCs
BiAIOBIgHO OO migBUILleHHA Oo3u. ®PapMaKOKiHEeTHKa TJII0KO3aMiHy B PIBHOBaXKHOMY
CTaHi He 3aJiexkajia Biff 4acy, He CBiguuia Ipo KyMyJsdLito abo 3HUKEHHS
0ioOCTYITHOCTI ITpemapaTy MOPiBHSAHO 3 npodineM dhapMaKOKiHETUKH, 1110
CIIOCTEepIraBCs MicJigd OGHOPa30BOro BBeaeHHA. PapMaKOKIHETHUKA IJIIOKO3aMiHy Y
YOJIOBIKiB i )KiHOK aHa/IOTidyHa, BifMiHHOCTEM (hpapMaKOKiHETUKHU Y 3TOPOBUX
nOoOPOBOJIBIIIB i y MAIiEHTIB 3 0CTEOAPTPUTOM KOJIIHHOTO Cyriio6a He BCTAaHOBIIEHO. Y
OCTaHHIX cepelHs KOHIIEHTpallid B IJIa3Mi KPOBi Yepe3 3 TOOUHU IIiCJIsA IPUUOMY
ocTtanHbol mo3u 1500 Mr nmpu 6araTopa3oBOMY 3acCTOCyBaHHi 1 pa3 Ha moOy cTaHOBHIIA
7,2 pM Ta Oyna nomiOHOIO OO0 BUSIBIIEHOI Y 3JI0POBUX NOOPOBOJIBIIIB, TOOI IK CepemHs
KOHIIEHTpallisd B CUHOBiaIbHiN pimuHi Oya TinbKu Ha 25 % HUKYOIO i, 0TKE, TAKOXK
3Haxoaumacs B giama3oHi 10 pM. YV naiieHTiB 3 HUPKOBOIO ab0 Ie4iHKOBOIO
HeJoCTaTHiICTIO hapMaKOKiHEeTHKA TJIIOKO3aMiHy He [OCJIiIXKyBaacs, OCKiJIbKH,
3Baxkawuu npodinb 6e3meku mpenapary i y 3B’13Ky 3 He3HAYHOIO YYacCTIO HUPOK Y
esriMiHaIil rTI0KO3aMiHy, 3HUXKEHHS MO3U [JIS IIUX TPYIl XBOPUX He ImependadeHo.

PiBHOBaXKHi KOHIIEHTpaIlil TTI0KO3aMiHy B IJIa3Mi KPOBi Ta B CUHOBia/lIbHiM pignHi
mmicsig 6araTopa3oBOro 3acTocyBaHHS 1 pa3 Ha o0y B mo3i 1500 Mr 3HaXOOsATHCS B
Mexkax 10 pM i, oTKe, BiOOBigalOTh TUM, OIS SKHUX OyJI0 MOKa3aHO (hapMaKOJIOTidyHY
aKTHUBHICTbH IIPU OOCHIAXKEHHSIX B eKCIIepPUMEHTaJIbHUX MOJeNsX in vitro, mio
MigTBEPOXKYE MexXaHi3M [ii Ta KimiHiyHuM edeKT JIiKkapChbKOro 3acoly.

IloxkazaHHs
[TonermuieHHss CUMIITOMIB IIPU JIETKOMY Ta IIOMIPpHOMY OCTEO0AQpPTPHUTI KOJIiHA.
IIporunoka3aHHs

[npuBigyanbpHa MigBUINleHa YYTIUBICTH OO [Oil040l pedoBUHU abo0 o OyOb-KOl 3
OOMOMIXKHUX PEYOBUH, CXUJIbHICTh OO KPOBOTEY.



[Ipemapart I'moKOcCaT He CHIif 3aCTOCOBYBaTH MalliEHTaM 3 aJIepri€lo Ha MOJIIOCKIB,
TOMY L0 OiI04y PEYOBUHY OOEPZKYIOTH i3 IIaHIIUPIB MOJIIOCKIB, TaKi NalliEHTA MOXKYTh
OyTHu OilbIIl CXUJILHUMHU 10 PO3BUTKY aJIePTridvHUX peaklliii Ha I'JII0KO3aMiH i3
MOXKJIMBUM 3arOCTPEHHSIM CHMIITOMIB 3aXBOPIOBaHHS.

IIo cknapy iH’eKI1iiiHOl (popMU IMpenapaTy BXOOUTH AOMOMi’KHa pedOBUHA JTiJOKalH,
siKa Ma€ TaKi IPOTUMIOKa3aHH: KapOioreHHUU 110K, BUpaXkKeHa apTepiajgbHa
rinoTeH3is, ToCcTpa cepleBa HeJOCTaTHICTh, TSAXKKI (OpMU XPOHIYHOIL CepIeBol
HEeJOCTaATHOCTI, 3HMKeHa (YHKITISA IiBOT0 IIJIYHOYKa, 3aXBOPIOBAHHS ITPOBIAHOCTI
cepiisi, aTpioBeHTpuKynsipHa 6mokapna II-1II ctyneHs, TaXKa OpaguKapisi, po3naau
3ropTaHHsA KPoBi, cuHapoM Bomnbda - ITapkiHCOHa - YaliTa, CHHOPOM

Apamca - CTOKCa, CyZOMM B aHaMHe3i, CHpUYKWHEHI 3aCTOCYBaHHSAM JIiIOKalHYy,
CUHIOPOM CJ1abKOCTi CHHYCOBOTO By3J1a, TSIXKKi ITOpyIIeHHSa PyHKIII1 mediHKy,
rimoBosieMisi, MiacTeHisl, iH(eKIIil y MicCIli iH €KIlil, Tinep4YyTJIUBICTh OO0 JIiJOKalHy Ta
migBHUIlleHa YYTIMUBICTh A0 iHIINX aHECTETHKIB aMifHOTO TUNY (OCKIJTbKU iCHYE
MigBUILIEHUY PU3UK PO3BUTKY II€PEXPECHUX Peakllii rinepuyyTIuBOCTi).

B3aeMmopisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHU B3a€EMOIIiH

Ciig yHUKaTu BUKOPUCTaHHS CyMillled BMICTy aMITyJl IipeliapaTy 3 iHIIMUMU

iH’ €EKIIINHUMMU JTIKapChbKUMHU 3acoOaMH.

CrnemudiuyHUX OOCTiAXKEHb TiKapCchKOl B3a€MOIil He ITpoBoauiaock. OOHAaK, 3 OTJIAOY Ha
(pizuko-xiMiuHi Ta PapMaKOKIHETUYHI BJIaCTUBOCTI I'TTIOKO3aMiHy CyabdaTy, MOXKHa
IPUILYyCTUTU HU3BKUU ITOTEHIIial B3aEMOAi. KpiM TOro, BCTAHOBJIEHO, 110
TII0KO3aMiHy cynb(daT He IPU3BOOUTHE Hi 0 IPUTHIUEHHS, Hi 10 MiABUIIEHHSA
aKTUBHOCTI OCHOBHUX (pepMmeHTiB CYP450 moguHM.

dakTUYHO ITpenapaT He KOHKYPYE 3a MexaHi3aMu abcopOiiii, micsa abcopOiril BiH He
3B’sI3y€eThCA 3 OiJTIKaMM I1a3MHU KPOBi, @ MeTab0J1i3yeThCS MIJITXOM BKIIIOYEHHS SIK
€HOTeHHOl PEYOBUHU B IPOTEOTIiKaHU ab0 po3UIenIIOeEThCA 6e3 y4dacTi pepMeHTiB
CUCTEMMU ITUTOXPOMY, BHACIIIOK YOT0 MaJIOMMOBIPHOIO € 1OTO B3aEMOIis 3 iHIIUMU
JIIKapChbKUMHU 3aco0aMm.

IcHy0TH OOMezKeHi maHi Mpo MOKJIMBY B3a€EMO[IiI0 JTiKapChKUX 3ac00iB 3
TJII0KO3aMiHOM, OfHAK CIOoCcTepiraaocs 30iblIeHHS Mi2KHapOgHOT0 HOPMaJli30BaHOI'0
BimHOmeHHsA (MHB) nipu 3acTOoCyBaHHI aHTaroHiCTiB repopaibHOro BitaMiny K. Tomy
3a rmamieHTaMiy, sIKi OTPUMYIOTh aHTaroHICTHU IepopasibHOro BitTaMiHy K, ciiifg yBaxXHO
CTEXXUTH Ha MMOYaTKY 3aCTOCYBAHHS T'JIIOKO3aMiHy abo ITim Yac MpUIUHEHHS M0oro
3acTocyBaHHs. CynIpoBimHe JTiKyBaHHS I'JTIOKO3aMiHOM MOXKe MOCHJIUTH abCcopOiriio i,
OTXKe, KOHIIEHTpAallil0 TeTPalUuKIIiHIB y cupoBaTlLi KpoBi. [IpoTe KiliHiYHa 3HAYUMICTh
11iel B3aeMoOfil, UMOBipHO, 0OMeKeHa.



[Tpenapat cymicaui 3 HII33 i rIIOKOKOPTUKOCTEPOITaMHU.

I[Io ckmapy iH’eKIiHOI (popMU IIperapaTy BXOAUTH OOMIOMiXKHa pedoBUHA JIiOKalH.
[lumeTunuH, nenTuauH, OyIriBakalH, IPONPAHOJIOJN, XiHIMWH, Ou30Mnipamif,
aMITPUIITUJIIH, HOPTPUIITUJIIH, XJIOPIIPOMa3uH, iMIilIpaMiH HiABUINYIOTh PiBEHb
JIiMOKalHy B CUPOBATIIi KPOBi, 3MEHIIYI0OYHN MOT0 IIeYiHKOBUMN MeTab0JIi3M.
HopapgpeHartiH BUSIBIISIE CUHEPTIYHNYN e(PeKT IpU B3a€EMOil 3 TimoKalHOM.

Cnig 3 00epexHiCTIO 3aCTOCOBYBaTHU iHribiTopu MoHoaMiHOKcuaasu (MAQO), oCKinbKu
BOHM ITiOBUIIYIOTh PU3UK PO3BUTKY apTepiabHOL TilMOTEH3il i IPOIOHTYETHCSA
MiclleBOoaHeCcTe3ylo4a [isi OCTaHHbOro. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI 3
aHTUapUTMIiYHUMU NpelapaTaMu Knacy IA (y T. 4. 3 XiHiguHOM, ITpoKaiHaMimoM,
Ou30MipaMinom) momoBxKyeThC iHTepBaiI QT, y Oy>Ke MOOOMHOKHUX BUIlaJKax
MOZKJIUBUM PO3BUTOK AV-0110Kaau a6o Gidbpumsinii mmyHouKiB.

[TocnaboeThCst KapAiOTOHIUHMM e(eKT 3aCTOCYBaHHS CEPIIEBUX TJIiIKO3UIIB.

[Tpu ogHOYaCHOMY 3aCTOCYBaHHI 3i cemaTUBHUMHU 3acob0aMu 3aCIOKINIUBUY e(PeKT
IIOCUJIIOETHCH.

deHiTOIH IMOCUITIOE KapAiofgenpecuBHY [il0 IiIoKalHy.
[Tpu omHOYACHOMY 3aCTOCYBaHHi 3 MpoKaiHaMioM MOXKJIMBI MapeHHsI, TaJIloIIUHAaIlil.

JlimokalH MozKe ITOCHUJIIOBATH [Iif0 MpelapaTis, 110 3yMOBITIOIOTE OJI0KaIy HEPBOBO-
M’SI30BO1 Ilepefadi, OCKIIbKM OCTaHHI 3MEeHIIIYIOTh TPOBiIAHICTh HEPBOBUX IMIYIIbCIB.
ETanon nocusmioe IpuUurHivyBajgbHy Oil0 JIIMOKAlHYy Ha OUXaHHS.

Oc006/1MBOCTi 3aCTOCYyBaHHSA

BBeneHHs mpemnapaTy MOXKYTh 3OiMCHIOBATU TiJIbKM MEOU4YHI MIPAlliBHUKU.

Y nauieHTiB 3 BifoMuM (PaKTOPOM PU3UKY CEPLIEBO-CYOMHHUX 3aXBOPIOBAHb
PEKOMEHOY€EThCS MOHITOPUHT PiBHSA JIiMifiB KPOBI, OCKIJILKY Yy IAlll€HTIB, AKIi
OTpUMYBAaJIU T'JIIOKO3aMiH, Y OeKIJIbKOX BUIlaJKaXxX CIIOCTepirajacs
rimepxojyieCTepuHeMIs.

Cnig 3 o6epexkHiCcTIO IMpuU3HAvYaTH JIiIKapChbKUM 3acib mallieHTaM i3 HelepeHOCUMiCTIO
roKo3u. Ha mouyaTKy JliKyBaHHS IMalliEHTaM i3 yKPOBUM HiabeToM AOLiIbHO
IIPOBOOUTHU KOHTPOJIb PiBHA LIYKPY B KPOBi. BimoMi BUnnagKu 3aroCTpeHHs CUMIITOMIB
aCTMH IIiCJIS TOYaTKy IIPUUOMY TJIIOKO3aMiHy (CHMIITOMUY 3arOCTPEHHS 3HUKAJIU MiCIIs
MMPUIINHEHHS 3aCTOCYBaHHS I'/TIOKO3aMiHy). ToMy IMOTPiOHO 3 00€epeXHICTIO
3aCTOCOBYBATHU MpeIlapaT IIPU JIiKyBaHHI MaIliEHTIB, SKi CTpaXaaloTh Ha OpOHXialbHY
aCTMYy, OCKiJIbKM TaKi IMalliEHTU MOXKYThb OyTU OilIbII CXUIBHUMHU OO0 PO3BUTKY



aJlepriyHux peaxlilii Ha I'JII0KO3aMiH i3 MOXKJIMBUM 3arOCTPEHHSIM CUMIITOMIB
3axBopioBaHHA. CreniaJbHUX OOCIIIKEHD Y MalliEHTIB 3 HUPKOBOIO ab0 IIe4iHKOBOIO
HeOOCTaTHICTIO He IpoBoausiocss. OMHaK 3aCTOCYBaHHS I'JIIOKO3aMiHy allieHTaM 3
TSI2KKOIO TIeYiHKOBOIO0 a00 HUPKOBOIO HEOOCTATHICTIO CJIil KOHTPOIIOBATH.

OpHa mo3a IiKapchKoro npemnaparty Mictuth 40,3 Mr HaTpiro. Lle BapTo BpaxoByBaTu
P IIpU3HAaYeHHi JTikapchbKOoro 3aco0y IallieHTaM, SKUM IIOKa3aHa CyBopa 6e3CcoJboBa
oieTa.

[ITo6 YHUKHYTH BUIIQAKOBOTO iHTPaBa3a/JIbHOTO BBEIEHHS IIpenapaTy, PEKOMeHIyEThCS
ITPOBOAUTH acItipaliiHy npooy.

Be3neka 3acTocyBaHHS aHECTETHUKIB I'PYIIU JTiOKalHy CYMHiIBHA OJII XBOPUX, CXUJIBHUX
[0 3JI0SIKICHOI rimepTepMil, TOMy TaKOT'0 3aCTOCYBaHHS CJIil yHUKATH.

[lepen 3acTOCyBaHHSM MigOKalHy IPU 3aXBOPIOBAHHSAX CEPIIA (TimOKalIieMiss 3HUKYE
edbeKTUBHICTH NTimoKaiHy) HeoOXimHO HOpMaJlidyBaTHu PiBeHb Kajlilo B KPOBi Ta
OpoBOOUTH KOHTPOJIb EKI'. AKTUBHICTE KpeaTHH(POCPOKiHA3M B CUPOBATIII KPOBi MOXKe
3pOCTH ITiCcJIg BHYTPIIIHEOM I30BOI1 iH’ €EKIII ITpemapary, 110 MOXKe IPU3BECTHU IO
TTOMUJIKYA IPHA BCTAHOBJIEHHI [iiarHO3y rOCTPOro iHpapKTy MioKap[a.

Y pa3si nopyleHs OisiIbHOCTI CHHYCOBOI'O By3Jla, ITIOOOBXKeHHS iHTepBaiy P-Q,
po3mupeHHss QRS abo y pa3i BUHUKHEHHS Y1 3arOCTPEHHS apuTMil J03y IoTpiObHO
3MEeHIIUTH ab0 BigMiHUTH IIperapar.

Cnig moTpuMyBaTHCh 0COOMBOI 00EPEXKHOCTI ITPU 3aCTOCYBaHHI IIpenapary
rallieHTaM i3 HeJoCTaTHICTIO KpOBOOOIry, apTepiabHOIO TilTOTEH3i€10, apUTMI€EI0 B
aHaMHe3i, mopyueHHsIMU QyHKIII ITediHKu Ta/abo HUPOK MOMIpHOTO CTyIleHs. 3
OrJIsiAy Ha HASBHICTB y CKJIAMi JIiHOKaiHy TaK0XK HEeOoOXigHO MOTPUMYBATUCH
00epeXHOCTI IIpU NMPU3HaYeHHi JTikapChKOT0 3aco0y IMallieHTaM JIiITHbOTO BiKYy, XBOPUM
Ha eIiJIercito, IIpyu NOPYILIEHH] ITPOBIOHOCTI Cepiis, IPU OUXaslbHIW HEOOCTaTHOCTI.

3maTHiCTh BIUIMBATH HA IMBHIKICTH peakiIlili mpu KepyBaHHI aBTOTPAHCIIOPTOM
a0o0 iHIMUMH MexaHi3MaMu

IocmimkeHHs BIIMBY MpelapaTy Ha 30aTHICTb KepyBaTHU aBTOMOOIJIEM Ta ITpallloBaTU
3 IHIIMMU MexaHi3MaMu He npoBogunucd. Ilig yac 3acTocyBaHHA I'JIFOKO3aMiHY
MOXKYTh PO3BUBATUCS 3allaMOPOYEHHS, COHIUBICTh, BTOMa, ledanria abo mopyleHHsS
30py, TOMY CJIil YHUKATHU KEPyYBaHHS aBTOTPAHCIIOPTOM Ta poOOTHU 3 iHIITUMU
MeXaHi3MaMHu.

3acTocyBaHHs y nepioa BaritTHocTi ad0 rogyBaHHS Ipyaaio



IlaHi m10M0 3aCTOCYBaHHS MpelapaTry BariTHUM abo XKiHKaM, sIKi TOOYIOTh TPYAIIO,
BiICYTHi, TOMy 3aCTOCYBaHHS$ IpenapaTy IPOTUIOKAa3aHo [[iil KaTeropil NalieHTiB.

Cmocid 3acTocyBaHHsI Ta 03U

[I719 BHYTPIIIHEOM I30BOT0 3aCTOCYBaHHA. [IpenapaT He IpU3HAYEHUN 1A
BHYTPIIIHBOBEHHOTO BBeAeHH. [Jopocii nauieHmu ma nauieHmu AiMHb020 8iKY

[Tepen 3acTOCyBaHHSAM 3MimlaTu po34uH B (po3unvHHUK 1 M) i3 po34mHOM A (PO34YUH
npenapary 2 MJjI) B OOHOMY IIITPHUIIi.

[TpuroroBaHu¥ PO3YUH MpernapaTy BBOOUTHU BHYTPIIITHHOM s130BO 110 3 MJI ab0 6 MII
(po3uuH A+B) 3 pa3u Ha TUXKOEHDb OIPOTATOM 4-6 THUKHIB.

HasBHicTh K0BTyBaTOr0 3ab6apBJIeHHS] PO3YMHY B aMIyJli A He BIIJIUBA€E Ha
e(eKTUBHICTb Ta MEPEHOCUMICTh JIIKapChKOTO 3aco0y.

IH’€ek1Iil TpenapaTy MOXKHa MOEOHYBATHA 3 IIepOpajibHUM IIPUHMOMOM Ipenapary y
(popMmi MOPOUIKY [AJIA IPUTOTYyBaHHSA PO3YUHY.

['moko3aMiH He TTOKa3aHUU OJIs JIiIKyBaHHS TOCTPOTro O0JTLOBOTO CUHAPOMY.
[TonermeHHsa CUMOTOMIB (0COGJIMBO 3MEHIIIEHHSI 00IHOBUX BiMUYTTiB) MOXKJIMBE TiJIbKHN
ITicJIs MeKiTbKOX THUXKHIB JIIKYBaHHS, a B IesIKUX BUMAAKaX HABITh Micyst OiibIm
TPUBAJIOrO Iepiony.

AKI10 HIKOTO MOJIerIIeHHsI CUMIITOMIB He BimOyocs yepe3 2—3 MicsIli 3aCTOCYBaHHS,
HeOoOXimHO meperIsHyTH JIiKyBaHHS.

3acmocysaHHA nauieHmam AimHb020 8iKy. 2KOOHUX OOCIIIAXKEeHb 11040 KiHEeTUKHN
IpernapaTy 3a y4acTIO [alli€eHTiB JIITHBOT'O BiKy HE IIPOBOOUIIOCH.

3acmocysaHHA nauieHmam 3 HUpKo8or ma/abo neyiHKkogorw HedocmamHicmio.
2KopgHux OocCimimKeHb 00 KiHEeTUKM IIpelapaTy OJIs JaHOol MOIIyJIsAllil He
mpoBoausiocs (OuB. po3min «OcoBGIMBOCTI 3aCTOCYBaHHSI»).

itk

He 3acTtocoByBaTu OiTsM i migmiTkam, ocKinbku 6e3rneka Ta e(eKTUBHICTh ITpenapary
IJI TAaKUX IIAlll€EHTiB HEe BCTAHOBJIEHI.

Ilepego3yBaHHA

Bunapnku nepeno3yBaHHS (BUIIagKOBi abo HaBMUCHI) He Big3Ha4daauch. Y pasi
rmepeno3yBaHHS CIil MPUINHUTY IIPUNOM IIpernapaTy Ta, SKIIo HeoOXigHO, ITPOBECTH



CUMIITOMATHYHE JIiIKyBaHHS, CIIPSIMOBAaHEe Ha BiMHOBIEHHS BOOHO-€JI€KTPOJIITHOTO
O6anaHcy.

o ckmapy iH’eKI1iHOI (opMU IIpenapaTy BXOOAUTH OOMOMiKHa pedOoBUHaA JIiIOKalH.
[MepmuMu CUMIITOMaMU Iepeno3yBaHHS JIiMOKaIHY TigpoxXIopuay 3 00Ky LieHTpasibHOL
HEPBOBO1 CUCTEMHU MOXKYTh OyTH OHIMiHHSA si3uKa i ry0, 30yOKeHUU cTaH, endopis,
TPUBOXKHICTH, IITyM Y ByXaX, 3allaMOpPOY€eHHs, HEUiTKiCTh 30py, HicTarM, TpeMop,
HOeIlpecis, COHJIMBICTh, BTpaTa CBiIOMOCTI, ax OO0 KOMH, TOHIKO-KJIOHIYHI cygoMu. AK
BimoMo 3 myOiikalliii, CUMITOMaMHM IIepeio3yBaHHs, OB I3aHUMU 3 JIiMOKAIHY
rigpoxmopunoM, 3 00Ky ceplieBO-CyAUHHOI CUCTEMU Ta OUXAJIbHOI QYHKIII MOXKYTh
OyTH 3HUKEHHS apTepialbHOTr0 TUCKY, Kojarc, AV-6710Kazia Ta NIPUTHIYeHHS
ouxaJibHOl misgnbHOCTI. HeoOXigHO KOHTPOIIOBATH CEPIIEBO-CYOUHHY Ta OUXaIbHY
¢yHK1il namieHTa. 3MiHa [IUX ITapaMeTpPiB MOXKe BKa3yBaTH Ha Iepefo3yBaHHSA
Impenapary, TOMY IalliEHTY CJIig HerarHo 3a0e3MeYuTH JOCTYI KUCHIO. YCi
YCKJIagHEHHS MOTPe0yI0Th CUMIITOMAaTUYHOTO JIIKyBaHHS.

IToOiunHi peakmii

Kpurepii oLiHKK1 4acTOTH PO3BUTKY IOOIYHUX peaklli Ha JIiKapChKHi 3aciob:

OueHb YacTo:
= 1/10

YacTo:
> 1/100 - < 1/10

HeuacrTo:
= 1/1000 - < 1/100

Pinko:
> 1/10000 - < 1/1000

HyXxe pigko:
< 1/10000

YacToTa HeBimoMa:

9acCTOTy BUIIQ[KIB 3a HaSABHUMU JaHWMH OLIIHUTU HEMOIKJINBO.

3 60Ky iMyHHOI cucmemu: 4YaCcTOTa HeBimoMa - ajiepriuHi peakirii (rinepuyyTIuBIiCTh);



3 60Ky 0OMiHY peuo8uUH ma xap4yeaHHs: YaCTOTa HeBifoMa - HeraTUBHUM BIIJIUB Ha
MOHITOPUHT ILIYKPY B KPOBI, IiepriikeMis y Malli€eHTiB 3 IIOPYILIEHO TOJIEPaHTHICTIO
IO TJIIOKO3U;

ncuxiuHi po3snadu: 4acToTa HeBimoMa - O€3COHHSI;

3 60Ky Hepsosoi cucmemu: 4acTo - 1edarnris (romoBHUM 0iflb), COHIUBICTh; YacTOTa
HeBigoMa -3allaMOPOYEeHHS;

3 OOKY OpeaaHie 30py: 4aCTOTA HeBimoMa - ITOPYIIIEHHS 30DPY;
3 O0OKY cepusi: 4aCTOTa HeBiloMa - apuUTMis ceplisd, HAIIPpUKIIa[d TaxiKap[mis;
3 60Ky CyOUHHOI cucmemu: He4acTO - IIOYEPBOHIHHS;

3 60Ky mMpasHoi cucmemu: 9acTo - HynoTa, Oi/Ib y JKUBOTi, MOPYIIIEHHS TPABIIEHHS,
miapesi, 3a0p, METEOPU3M, BaXKKIiCTh Yy IIIJIYHKY Ta Oiflb, OMCHEMNCisd;

3 60Ky WKipu ma niOwWKipHOi KAIMKOBUHU: HEYACTO - epuUTeMa, BUCUIIAHHS, CBEePOiXK;
4acToTa HeBigoMa - BUNaJaHHS BOJIOCCS, aHTIOHEBPOTUYHUYM HAOPSK, KPOIIUB THKA;

3 OOKY Oope2aHie OuxaHHs, 2pYOHOI KAiMmKU ma cepe0oCmiHHA: YacTOoTa HeBimoMa -
aCcTMa, 3arOCTPEHHS aCTMH;

3 60Ky 2enamobisiapHoOi cucmemu: 4acTOTa HeBimoMa - JKOBTSHUIIS;

3az2anbHi po3.1a0du ma nopyuweHHA 8 Micul 88e0eHHA: 4aCTO - BTOMJIIOBaHICTh; 4acTOTa
HeBigoMa - HaOpsSK, nepudepuyHu HaOPSK, peakilis y MicClli BBeJeHHS;

pe3yibmamu 00oCAi0HCeHb: 4aCcTOTa HeBijoMa - MiABUIIEeHHS PiBHSA MEeYiHKOBUX
(bepmeHTiB, migBUIIIEHHS PiBHSA I'TIOKO3UW Y KPOBI, IIiABUINIEHHS apTepiaJlbHOT O TUCKY,
KOJIUBaHHS MOKa3HuKa MHB.

IToBigoOMIISIZIOCSI ITPO MOOOMHOKI CIIOHTAHHI BUMIAOKH IillepxojieCTepuHEeMil, omgHaK
IIPUYMHHO-HACJIIAKOBUM 3B’I30K HE BCTAHOBJIEHO.

In’ekniiHa opMa mpemapaTy MIiCTUTH JIiJOKalH. Y BUHATKOBUX BUIIagKaxX MOXKJIMBI
mobiuHi peakirii, XxapaKTepHi [JIs IIbOIr0 KOMIIOHEHTa:

3 60Ky mpasHoi cucmemu: HyooTa, OyKe PimKo - OII0BaHHS;

3 60Ky Heps8osoi cucmemu: OHIMIHHS si3UKa i T'y0, CBiTII0003Hb, MUIIJIOIIiSI, TOJIOBHUM
0inb, cOyTaHIiCTh CBiMOMOCTI, M’s130Bi CillaHHS; IIPU 3aCTOCyBaHHI y BUCOKUX [03ax -
IITyM y ByxaXx, 30y[IKeHUU CTaH, 3aHEIIOKOEHHS, ITapecTe3ii, cyZoMu, BTpaTa
CBIIOMOCTI, KOMa, rinepaky3is;



3 OOKY OpeaaHie 30py: TIOPYIIIEHHS 30PY, KOH IOHKTHUBIT; ITPU 3aCTOCYBaHHI ¥ BUCOKUX
4o3ax - HicTarMm; ncuxiyHi po3.s1adu: 4acToTa HeBijoMa - IIOPYIIEeHHS CHY;

3 OOKy cepueso-cyOuUHHOI cucmeMu: apTepiaibHa TiIloTeH3is, momepeyHa O60kKamga
ceplid; 4yacToTa HeBiloMa - HiABUILIEHHS apTepiaJbHOTI0 TUCKY; IIPU 3aCTOCYBaHHI ¥
BHCOKHUX J103aX - apuUTMisi, OpagukKapmisi, yIIOBiIbHEHHS IIPOBIAHOCTI ceplisi, 3yIUHKA
cepIeBol OisiTbHOCTI, TepudepuyHa Ba3oguIaTallis, Kojaalc, TaXikapmis, 6iib y
OiISHII cepaLs;

3 60Ky iMYyHHOI cucmemu: IPUTHIYEHHS iIMYHHOI CUCTEMM, aJIepPridyHi peakiiii,
BKJIIOUal04uX HaOPsK, MIKipHi peakilii, cBepbixK; myzKe PigKo - KPOIIMB’'SHKa, peakilil
rinepyyTJIMBOCTI, BK/II0Ual0uy aHadilakKTOIOHI peakilil (3okpeMa aHadimaKTUUHUN
III0K), TeHepasrizoBaHui eKCchOoIiaTUBHUN TEePMaTHT;

3 60Ky Ouxa/nvHOi cucmemu: IPUTHiIYeHHS OUXaHHs a00 3ynuHKA OUXaHHS, 3a0UIIKa;
iHwi: BimgyTTs XKapy, xonony abo OHiMiHHS KiHIIiBOK, 3JI0SIKiCHa TillepTepMis; npu
3aCTOCYBaHHI Y BUCOKUX A03aX - PUHIT;

Micueai peakuii: TTOKOIIOBaHHS IIKipy B Miclii iH’eK1ii, abcliec, BifT4yTTs JIETKOTO
MeviHHS (3HUKAE 3 PO3BUTKOM aHECTE3YI04Yoro eheKTy NpPOoTATOM 1 XBUIIUHU),
TpoMOodebiT.

TepMiH NpUIATHOCTI

2 POKH.

He 3acTocoByBaTu mpermnapar IIiC/Is 3aKiHUYEeHHS TePMIHYy IPUOaTHOCTI.
YMoBHu 30epiranus

30epiraTtu B opuriHajabHiM yIIaKOBIIi AJI 3aXUCTY Bif Ail cBiT/Ia mpu TemMnepaTypi Big 2
mo 8 °C. 36epiratu y HeIOCTYIHOMY AJIS MiTE# MicCIIi.

YnakoBka

Amnya A 3 KOpUYHEBOr'0 IIPO30POr0 CKJIa MICTUTH 2 MJI Ipenapary.
Awmnyrna B 3 6e30apBHOI0 ITPO30POTro CKIa MiCTUTh 1 MJT PO3YMHHUKA.

ITo 5 amnyn A y 6mictepi; mo 5 amniyn B y 65tictepi. I[To 1 6micTepy 3 amnynaMu A Ta
o 1 6mictepy 3 amnynaMu B y madiii 3 KapToOHY.

Karteropis Bignycky



3a penemnTomMm.
BupooHuK
TOB «®3 «BIO®APMA», YKpaiHa.

Micie3Haxo/dKeHHsI BHPOOHHKA Ta HOro aJgpeca MicCIisi IpoBaJaXKeHHsI
IisITHLHOCTI

Ykpaina, 09100, Kuisceka 0651., M. Bina IlepkBa, Bysn. KuiBcbka, 37.
[Ixepeso iHCTPYyKIil

[HCTPYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTO mkepesia — [lepKaBHOTO PEECTPY

JIIKapCbKUX 3aCc00iB YKpalHH.
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