THCTPYKIIA

1151 MEIUYHOT 0 3aCTOCYBaHHSA JIiKapChKOro 3acoly

TOHAA

(DONA®)

CKnao:

ditoya pevosuHa: 2 M1 PO34MHYy (amiyia A) MiCTATh KPUCTaJIIYHOTO TJTII0K03aMiHy cynbdaTy 502,5 Mr,
€KBiBaJIEHTHOTO I'/TI0K03aMiHy cynbdaTy 400 Mr, Ta Hatpito xmopuny 102,5 mr;

0onoMidcHI pe4oBuHU: JIiMOKAIHy TiHPOXJIOPHA, Boda AJis iH eKIIil;
PO34YMHHUK (aMiyna B) micTuth

0ONOMIdCHI peyoBUHU: TieTaHONIAMIH, Bofla OJIs iH €KITil.

JIikapcbka dopma. Po3uuH 11 iH'eKIlin.

OcHosHi (pi3uko-xiMiuHi 81acmueocmi: aMilyyia A 3 KOpUYHEBOI'0 IPO30POT0 CKJIa, 110 MiCTUTh
IIPO30pY pimuHy 0e3 CyClleHJ0BaHUX YaCTOK;

amnyna B (po3uuHHUK) 3 6€36apBHOTO IIPO30POTO CKJIa MiCTUTh MP030py Oe36apBHY pinuHy 0e3
CYCIIeHIOBaHUX YaCTOK;

amnyina A B (po3uuH [s iH'e€K1ii) - mpo30puil po34uH 0e3 CyCleHJ0BaHUX YaCTOK.

dapMakoTepaneBTHYHA rpyna. HecTepoifHi mpoTu3amnanbHi Ta IPOTUPEBMaTHYHi 3aCO0M.

Kom ATX MO1A XO05.

dapMaKoI0riyHi BJIaCTHBOCTI.
dapmakoOuHamika.

[lito4ya peyoBUHA, I'II0KO3aMiHy CynbdaT, ABisi€ co00I0 Cib TII0K03aMiHy, 1110 €
aMiHOMOHOCaXapuaoM, KUY 3a (Pi3ioIoriyHUX YMOB IPUCYTHIN B OPraHi3Mi JTIOAWHMY i
BUKOPUCTOBYETHCS [JI 6i0CHHTE3y TJIiKO3aMiHOTJIiKaHiB Ta MPOTEOTIIiKAHOB OCHOBHOI CyOCTaHITi1
Cyrs1060BOT0 XPSIla Ta CUHOBIaIbHOI PigUHH.

TakuM 4MHOM, M€XaHi3M [il TTII0K03aMiHy CynbdaTy IONATaE y CTUMYIIALIl CUHTE3Y



TIiKO3aMiHOTJIiKaHiB i, BiAMOBiAHO, CyT1060BUX NIPOTEOTiKaHiB. KpiM TOro, rioKo3aMiH YNHUTh
IPOTHU3AMAIbHY [Iil0 Ta IPUTHIUYE MPOIeC PyHHYBAHHS CYTI000BOTO XPsIIla TOJIOBHUM YHHOM
3aBOSKKM MOXKJIHBHMM IIPOSIBAM BJIACHUX METa0O0IiYHUX BJIACTUBOCTEH, 3ATHOCTI 0 MPUTHIYEHHS
akTHUBHOCTI inTeprnelikiny 1 (IL-1), mo 3 omHOTro OOKY BIIJIMBAE Ha CUMIITOMH OCTEOAPTPUTY, a 3
iHImoro 60Ky MOTEHIIMHO 3aTPUMY€E CTPYKTYPHI IOIKOAXKEHHS cyriobiB, o 1110 CBig4aTh gaHi
OOBIrOCTPOKOBUX KITIHIYHUX MOCITiIKEHD.

3a JaHUMU [I0YaTKOBUX OOCIIXKEHS In Vitro Ta in vivo, eK30TeHHE BBeeHHS TTII0K03aMiHy CylbdaTty
CTHMYJTI0€ 0iOCHHTE3 MPOTEOTIiKaHiB, IKUY € HeIOCTaTHIM IIPU OCTE0apTPUTi, CIpusie Qikcarlil ioHiB
Cipku Ipu CHHTe3i riiko3aMiHorIiKaHiB i mokpalye Tpogiky cyrio60BOro xpsiia.

HactynHi gocnigxkeHHs oKa3ay, 10 TII0K03aMiHy Cylb(aTt NpUrHidye CUHTE3 Pe4OBUH, SKi
PYUHYIOTh TKAHWHY, TAKUX K CYIEePOKCUOHI pagUuKalH, a TaK0K aKTUBHICTD J1i30COMaIbHUX
dbepMeHTiB Ha momavy 0o (epMeHTiB, 3MaTHUX PYHHYBATU TKAHUHY CYTJI000BOTO XPSIla, TAKUX SK
KonareHa3u Ta ¢ocdorinasu A2. O3HaueHa [is BUSBIISIE IOMIPHUY IPOTU3aNanbHul eheKT, SKUM
CIIOCTEPIraeThCsa B MOZEIIAX Ha TBApPUHAX In Vivo, B TOMY YMUCJIi B IesIKUX BUIIafKaX IIPU
eKCIIepUMEeHTaIbHOMY OCTE0apPTPUTi, HaBiTh 0€3 MpUTHiIYeHHS LIMKJIOOKCUTEeHa3, Ha BifMiHy Bif
HECTePOigHUX MpoTH3amnaabHuX 3aco0iB (HII33).

Binbi mi3Hi JocmigKeHHsT I0Ka3aIH, 110 OiIbIIICT, HaBeNeHuX BUIe MeTa00IivHuX i
IPOTU3ananbHUX eheKTiB MOXKYTh OYTH TOB’SI3aHi 3 MPUTHIYeHHSIM TPAHCOYKIIil
BHYTPIIIHBOKJIITUHHOTO CUTHaIy ctuMynsauil [L-1, ogHOTO 3 IMTOKIHIB, 3aTy4eHUX 0O IaTOTeHe3y
0CTE0apTPUTY, 3 IOJaJbIINM IIPUTHIYEHHSIM T€HHOI TPaHCKPHIIIIi], iHAYKOBAHOI IUTOKIHOM.
['moko3aMiny cynbdat, 3a KOHLIEHTpallill B [IJla3Mi Ta B CHHOBiaJIbHiN PifiWHI, ONMMCAHUX y MALi€HTIB 3
0CTE0apTPUTOM, MOxKe (aKTUUHO iHTiOyBaTu iHOyKOoBaHy IL-1 reHHY eKcIpeciio cepil mpo3ananbHUX
(dhepMeHTIB B TKaHKWHAaX CYyr00iB, a TAaKOXK IMpoJereHepaTUBHUX (ePMEHTIB B XPSIIli, TAKUX K AesKi
MeTaJIONpoTea3y, BKIII0OYAOUU arrpekatHasu. [IoTeHIIHNY BIIUB 10HIB CIpKU Ha 3rafiaHi
(dhapMakoguHaMiYHi BIaCTUBOCTI I'II0KO3aMiHy OCTATOYHO He 3'sICOBaHUU.

Yci nepepaxoBaHi Bullle BIaCTUBOCTI CIPUSATINBO BIJIMBAIOTh Ha JeTeHepaTUBHI MPOIECH B XPSAIIaX,
SIKi JIe’kaTh B OCHOBI IIaTOT€HE3y OCTE0apTPUTY, a TaKOXK Ha KJIIHIYHY KapTUHY 3aXBOPIOBaHHS.

KopoTKOCTPOKOBI HOCTiAXKEHHS Ta OOCTiAKEeHHS CepegHbO1 TPUBAJIOCTI TOKa3aiy, o eheKTUBHICTD
TJII0KO3aMiHy Ccynb(haTy BiTHOCHO CUMIITOMIB OCTE0AQPTPUTY MPOSBISIETHCS BXKe depe3d 2-3 TUKHI
IiCTIs TOYaTKy MOr0 3aCTOCYBaHHS.

3 inmoro 60Ky, e(eKTUBHICTb JIIKyBaHHS TJIIOKO3aMiHy Cy/l1b(aToOM IIO0 CUMITOMATUKH, TIOPIiBHSHO
3i 3BUYAWHUMHU aHa/IbT€TUKAMHU i HECTEPOITHUMH MIPOTH3aaIbHUMHU 3aco0aMu, OITHMAaJIbHA ITiCIIs
Kypcy 0e3repepBHOT0 3aCTOCYBaHHS MIPOTATOM 6 MicsliB abo micis Kypcy 3aCTOCyBaHHS MPOTATOM 3
MiCSI1IiB 3 OUeBUIHUM e(PEKTOM IiCIISAil MPOTATOoM 2 MICSIIiB ITiC/Is BiIMiHMU.

Pe3ynbTaTu KIiHIYHUX OOCIigKeHb IOAeHHOT0 6e31epepBHOrO JIiKyBaHHS IIPOTSATOM 3 POKiB
CBig4aTh PO MPOTPECUBHE MMiABUIIEHHS M0T0 e()eKTUBHOCTI, 3Ba’Kal04y Ha CUMIITOMU Ta
YTIOBiNIbHEHHST CTPYKTYPHOTO MOIIKOAXKEHHS CYTrI00iB, 10 MiATBEPOXKYETHCS 3@ HOMOMOT 00
PEHTTEeHY.

['moko3aMiny cynbdaT IpogeMOHCTPYBaB f06pY epPeHOCUMICTh. Byab-9KOT0 iCTOTHOTO BIIJIUBY
TJII0KO3aMiHy Cylb(aTy Ha CepleBOo-CyOgUuHHY, IUXalbHYy, BereTaTUBHY ab0 LIeHTpalbHy HEPBOBY
CHCTeMY BUSIBJIEHO He OyI10.

dapmMaxkoKiHemuxka.

ocnigKeHHsI, IPOBEEH] 3a y4acTIO JII0feX Ta Ha TBapuHaX, II0Ka3aJjiy, 110 IMicjd IepopabHOro



npuiiomy '‘C-I/II0K03aMiHy pafioakKTHBHI MideHi eJIeMEeHTH LIBUAKO i MajiKe MOBHICTI0 BCMOKTYIOThCS
Ha CUCTEMHOMY DiBHi. Y TI0OWHU BCMOKTY€EThHCSA 67113bK0 90 % pafioakTHBHO MideHOI f03U
npenapaty. AGcomoTHa 6i0OCTYIHICTh TJII0KO3aMiHy y LIyPiB Mic/isg BBEOEHHS TIII0KO3aMiHy
CcynbdaTy mepopanabHO CKnasna 26 % BHACHIIOK epeKTy IepIIoro MPOXOAKeHHS Yepes MeYiHKy.
A6cormoTHa 6i0IOCTYIIHICTh V TIOAWHYU HEBiLOMa, ajie, BiIIIOBIIHO N0 aJIOMETPUYHUX PO3PAXYHKIB,
BOHA aHaJIoOTiYHa Tili, II0 CIoCcTepiraeTbcs y urypis, To6To Bim 20 % mo 30 %.

Y 3mopoBux H06GPOBOIBILB Micysg 6araTopa3oBoro MprUitoMy BCEPEIUHY TII0OK03aMiHy cynbdarty B [03i
1500 Mr Ha fo0y MaKcuMasbHa PiBHOBaXKHa KOHIEHTpalis B m1a3Mi Kposi (C,,, ) cTaHoBuIa 1602 +
425 ur/mn (8,9 nM). [TaHa KOHIIEHTpalligd mocsaranacs yepes 1,5-4 rox (MeniaHa - 3 ropm) micns
BBefieHH (t,.,). Y pPiBHOBaKHOMY CTaHi moKa3HUK AUC mia3MoBUX KOHIIEHTPAIliM BITHOCHO 4acy
craHoBUB 14564 + 4138 Hr X rog/mn. Taki mapameTpu Oysu OTpUMaHi IPU 3aCTOCYBaHHi
niKapchKOro 3aco0y HaTIle, TOMY HEBIOMO, UM 3MAaTHUYN IPUMOM 1XKi 3HAYHOI0 MipOI0 BIUIMHYTHU Ha
BCMOKTYBaHHS IIpenapary.

[Tpu epopanbHOMY 3aCTOCYBaHHI miciist abcopOiril ri1oK03aMiH B OCHOBHOMY PO3MOIiIIETLCS B
1103aCyIMHHOMY CepenoBuili (Y TOMy YUCJIi B CHHOBianbHiN piguHi), 06’eM po3nofminy mpuOnIu3HO B
37 pasiB BUINMIL Bifl 3arajbHOI KiTbKOCTi BOAHX B TiJli MIOAUHU. 3B’sI3yBaHHS 3 O6iTKaMu TIIOKO3aMiHy
He BUSBJIEHO.

MeTabomiyHuii podink TMI0K03aMiHy He HOCTiAKyBaBCs, OCKINIbKY I JIiKapChKul 3acib, 6ymyuu
HaTypaJbHOIO PeYOBUHOIO, SKa IPUCYTHS B OPraHi3Mi JIIOAWHY, BUKOPHUCTOBYETHCS A7 6i0CUHTE3Y
IessKuX KOMIIOHEHTIB Cyr1000BOT0 XpsIlia.

Byrno BcTaHOBJIEHO JNUIle KiHIIEBUM eNliMiHALIMHUY [1epiof HalliBBUBEIEHHS ITII0KO3aMiHy 3 IJIa3MU
KPOBI JIIOOWHY 3a pe3ylbTaTaMU NOCIIXKeHHS PiBHIB TMII0KO3aMiHy B Iy1a3Mi, ki 6ynu
BHUMipIOBAaHUMHU IIPOTSATOM 48 rof micyis mepopaabHOro IPUROMY JiKapchkoro 3aco0y. Po3paxoBaHe
3HAYEHHS CTAHOBUIIO OIU3bKO 15 rom.

Ilic/s mepopanIbHOro 3aCTOCyBaHHA ' 'C-TII0OKO3aMiHy BUMIEHHS 3 CeYel0 pafiOaKTHBHUX MideHHX
eJleMeHTiB y mioguHu cKnano 10 = 9 % Big BBeieHOI 03U, TOMI K eKCKpelis 3 (peKamisiMu CTaHOBUIIa
11,3 = 0,1 %. PiBeHb eKCKpellil HE3MiHEHOTO0 TJII0KO3aMiHy 3 Ce4elo y JIIOAUHH ITiCIIs TepopajbHOTO
3aCTOCyBaHHS B cepeqHbOMY OyB HU3BKUM (rpubnu3Ho 1 % Bim BBe#eHol [0o3u). [laHi pe3ynbTaTu
BKa3yI0Th, 1[0 HUPKHU He BiflirpaioTh iCTOTHOI POJIi Y BUBEeIeHHi I'/TI0K03aMiHy Ta/abo #ioro MeTabomiTiB
i/y” IPOOYKTiB MOTO po3nany.

[Tpu 6araTopa3oBoMy 3acTocyBaHHi B 103i 750-1500 Mr opun pa3 Ha go0y papmMakoKiHeTHKa
TJII0K03aMiHy Oyiia miHifiHO0, ToMi SIK IpH 3acTocyBaHHi B 031 3000 Mr piBHI I'TIIOKO3aMiHy B II1a3Mi
KPOBi Oy/IM HUXKYKMMH, HiXK O4iKyBasioCs BifllTOBIMHO M0 MmigBuINeHHS no3u. ®PapMaKoKiHeTHKA
TJII0KO3aMiHy B PiBHOBazKHOMY CTaHi He 3ajiexarla Bifl Yacy, He CBiumIia Ipo_KyMyIsiiito abo
3HUKEHHS 6100CTYITHOCTI IpenapaTy B MOPiBHAHHI 3 mpodineM papMaKOKiHETHUKH, II0
CIIOCTepirascs IiCJig OMHOPa30BOT0 BBEEHHS.

dapMaKOKiHETHKa I'/TI0OKO3aMiHy Y YOJIOBIKIB i KiHOK aHaJOTriyHa, BigMIHHOCTE! (papMaKOKiHETUKHU Y
3[0POBUX NOOPOBOJIBIIB i Y ITAlli€HTIB 3 0CTE0APTPUTOM KOJIIHHOIO Cyrjo0a He BCTAaHOBJIEHO. Y
OCTaHHIX cepefHs KOHIIEHTpallii B Ijla3Mi KpoBi depe3 3 Trof MicCNIsg IPUNOMY OCTAHHBOI JO3U

1500 mr npu 6araTopa3oBOMY 3aCTOCYBaHHi ofuH pa3 Ha f0o0y cTaHoBua 7,2 UM Ta Oysa nogibHoI0
10 BUSIBJIEHOI ¥ 3[0POBUX NOOPOBOJIBLIIB, TOAI SIK cCepeqHsl KOHLIEHTpallis B CHHOBianbHiM piguni 6yna
TiJIBKY Ha 25 % HUXKYOI0 1, 0TKe, TAaKOXK 3Haxogusacs B Aiana3oHi 10 pM. V naifieHTiB 3 HUPKOBOIO
abo MevyiHKOBOIO HEJOCTATHICTIO (papMaKOKiHEeTHKA I'II0KO3aMiHy He JOCIiXKyBaacs, OCKiIbKHY,
3Baxkawouu npodins 6e3meku mpenapary i y 3B's1I3Ky 3 He3HA4HOIO Y4acCTI0 HUPOK y enimiHalil



T‘J'[IOKO3aMiHy, 3HU2KEHHSA OO3U OJId IUX I'PYII XBOPUX HE nepen6atIeH0.

PiBHOBaxKHi KOHIIeHTpAIlil TJII0KO3aMiHy B I1JIa3Mi Ta B CHHOBia/IbHil piguHi micyisg 6araTropa3oBoro
3aCTOCYBaHHS OOuH pa3 Ha {00y B mo3i 1500 Mr 3HaxomgaThcs B Mexkax 10 mM i, oTxke, BiAmoBimaoTh
TUM, IJIST SKUX OyJI0 ITOKa3aHo (GapMaKOJIOTiYHY aKTUBHICTh IIPU JOCITIIXKEHHSX B
eKCIepUMeHTaIbHUX MOMEJIAX in Vitro, 10 MiATBEPIAXKYE MeXaHi3M fil i KIiHiYHUN ePeKT JTiKapChKOro
3aco0y.

Kniniuni xapakKTepuCTHKH.

Iloka3aHnHs. [lonermeHHs CUMIITOMIB IIPU JIETKOMY Ta IIOMipHOMY OCTE0apTPUTI KOJIiHA.

ITpomunoka3anuHs. IHOUBinyanbHa migBUINIEHA YYTIUBICTD 0 Aif040i pedyoBHUHU abo o Oymb-sKoi 3
OOIIOMiKHUX PEUYOBHH, CXUIIBHICTh 10 KPOBOTEY.

I[Ipenapart JoHa" He CIif 3aCTOCOBYBaTHU IallieHTaM 3 aJepri€o Ha MOJIIOCKIB, TOMY IO Oi04y
PEUYOBHHY OLEPKYIOTh i3 TAHIMPIiB MOIIOCKIB, TaKi MallieHTH MOXKYTh OyTH OiNIbII CXUIBHUMHU [0
PO3BUTKY aJIepPridyHUX peaklliil Ha III0K03aMiH i3 MOXKJIMBUM 3arOCTPEHHSM CHMIITOMIB
3aXBOPIOBaHHS.

o cknapy iH’ekiiiiiHol HhopMu IIpenapaTy BXOOUTh OOMOMiKHa PeYOBMHA JIifOKalH, iKa Ma€ Taki
IIPOTUIIOKA3aHHA: KapAiOTeHHUY 110K, BUpaXKeHa apTepialibHa TinoTeH3is, rocTpa ceplesa
HEJOCTATHICTh, TSXKKi (pOpMU XPOHIUHOIL CepleBOl HELOCTaTHOCTI, 3HUKeHa (YHKIIig JIiBOTO
IIJTYHOYKA, 3aXBOPIOBAHHS ITPOBITHOCTI ceplis, aTpioBeHTpuKyspHa 61okama II-1II cTymeHs, TSXKKa
OpaguKapis, po3/agu 3ropTaHHs KPoBi, cuHApoM Bombda - ITapkiHcoHa - YaiiTa, cuHgpoM AfgaMca -
CroKkca, cynoMu B aHaMHe3i, CIIpHYKMHEH] 3aCTOCYBaHHSIM JIilOKaiHy, CHHAPOM CJ1a0KOCTi CHHYCOBOTO
By3Jla, TSAXKKi MOPyIIeHHS QyHKIII TeYiHKH, TioBoeMis, MiacTeHis, iHdekil y micii i1’ exiii,
TimepyyTNuUBICTh 0 MifOKaIHY Ta MigBUIeHA YYTIUBICTh A0 iHIIWX aHECTETUKIB aMigHOTO TUILY
(OCKINBKY iCHYE MiIBUILIEHUY PU3UK PO3BUTKY II€PEXPECHUX peaklliil rinepyyTauBOCTi).

B3aemodin 3 iHnwumu nikapcbkumu 3acodamu ma iHwi eudu e3aemodiii. Crif yHUKATH
BUKOPUCTAHHS CyMillleit BMICTy aMIyJI ITperapary 3 iHIKWMHY iH’ eKIiHHUMY JTiKapChKUMU 3ac0o6aMu.

CroenudiyHuX OOCHiKEHb TiKapChKOl B3aEMOZI1 He mpoBoaunock. OfHaK, 3 ornsany Ha (Pi3umKo-ximMiuHi
Ta (hapMaKOKiHETUYHi BIaCTUBOCTI TTIFOKO3aMiHy Cy/b(aTy, MOKHa IPUIYCTUTHA HU3bKUU MTOTEHIfial
B3aeMopii. KpiM Toro, BCTaHOB/IEHO, III0 TJII0OKO3aMiHy Cyiab(haT He IPU3BOAUTH Hi 0 IPUTHIYEHHS, Hi
IO TMiIBUINEHHS aKTUBHOCTI 0CHOBHUX (hepMeHTiB CYP450 mopuHu.

®akTHYHO NpenapaT He KOHKYPYE 3a MexaHi3mu a0copOiiii, micnis abcopOiril BiH He 3B’SI3yETHCS 3
OinkaMu 1y1a3Mu, a MeTaboJTi3yeThCA MIJITXOM BKITIOUEHHS SIK eHJOT€HHOI PeYOBUHU B IIPOTEOTIiIKaHU
a00 po3reroeTbes 6e3 ydacTi GepMeHTIB CUCTEMHU IUTOXPOMY, BHACTIIIOK YOTO MaJIOMMOBIpHOIO €
HOT0 B3a€MOJis 3 iHITUMH JTIKaPCHKUMHM 3aCO0aMH.

IcHyOTH 06MexKeHi JaHi TPo MOXKJIUBY B3a€MOIi0 JTiIKApChKUX 3ac00iB 3 T/II0KO3aMiHOM, OTHAK
crocTepiranocs 30inblneHHs Moka3HukKa MHB (MixkHapomHe HopMasi3oBaHe BigHOIIEHHS) ITPU
3aCTOCYBaHHI aHTaroHiCTiB epopasbHoro BiraMiny K. ToMy 3a naijieHTamu, sIKi OTpUMYIOTh
aHTaTrOHICTH IepopaibHOro BiTaMiHy K, CIlif yBaKHO CTEXKUTH i 9ac 1Mo4aTKy abo MpUIHHEHHS



Teparil rimoko3aMinoM. CynpoBifHe TiKyBaHHS III0OKO3aMiHOM MOXKe TOoCUNuTu abcopobuiio i, 0TXke,
KOHILIEHTPAI[il0 TeTPaluKJIiHiB y CUPOBaTIi KpoBi. [IpoTe KiliHiYHa 3HAYKMMICTH Li€l B3aEMO[II,
MMOBIpHO, 0OMeXkKeHa.

[Tpenapat CyMiCHUI 3 HECTEPOIIHUMH IIPOTHU3ANaTbHUMU 3ac00aMu i TITIOKOKOPTUKOCTEPOiTaMHu.

o cknapy iH’ek1iiiHOl (hopMu IpenapaTy BXOOUTH OONOMiKHA PeYOBMHA JligoKaiH. LlumeTuguH,
nenTuauH, OymiBakaiH, MPOMIPAHOIION, XiHioWH, AU30MipaMil], aMiTPUNITUIIIH, HOPTPUIITHITIH,
XJIOPIIPOMa3uH, iMipaMiH MigBUIIYIOTh PiBEHD JIiAOKAlHy B CUPOBATLI KPOBi, 3MEHIIYIOUH UOT0
nmevinkoBui MeTaboniaM. HopapmpeHastiH BUSBIIsI€ CHHEPTiYHUN e(heKT IIPU B3aEMOI1 3 TiTOKaIHOM.

Crnip 3 06epexkHicTIO 3acTOCOBYBaTH iHTibiTopr MAQO, OCKiNTBKY BOHM ITiIBUILYIOTh PU3UK PO3BUTKY
apTepianbHOI TimoTeH3ii i IPOIOHTYETHCS MiclleBoaHEeCTe3yio4a [Iisi 0CTaHHbOTO.

[Ipu ogHOYACHOMY 3aCTOCYBaHHI 3 aHTHAPUTMIYHUMU ITpenapaTtaMu IA kmacy (y T. 4. 3 XiHigUHOM,
IIpoKaiHaMifgoM, ou3oIipaMinoM) mogoBxKyeThes iHTepBan QT, y AyKe IOOAMHOKUX BUIIaAKaX
MOXKJIUBUY PO3BUTOK AV-01okagu abo GpiOpumALii IUTyHOUKIB.

[TocnabmioeThCst KAPHiOTOHIYHUY e(eKT 3aCTOCYBaHHS CepleBUX TTiKO3UMIB.

[Tpu ogHOYACHOMY 3aCTOCYBaHHi 3 cefaTUBHUMU 3aco0aMH 3aCIOKiNUINBI epeKTH ITOCUITIOI0THCS.
DeHITOIH MOCUITIOE KapHiofelpeCcUBHY Oil0 JTifOKalHy.

[Tpu ogHOYACHOMY 3aCTOCYBaHHI 3 IPOKalHaMioM MOXKJIMBI MapeHHs, TalloNuHallil.

JlitokaiH Moxe MOCUJIIOBATH [Ii0 IIpemaparTis, 1[0 3yMOBIIIOI0TH 0J10Kagy HEPBOBO-M'I30B01 Iepefayi,
OCKIiJIbKY OCT@HHI 3MEHIIYIOTh IPOBIMHICTh HEPBOBUX IMITy/IbCIB. ETAaHOI OCUIIOE IPUTHIYYBAJIbHY
[ifo MifoKalHy Ha AUXaHHS.

Oco6.1ueocmi 3acmocyeaHHs1. BBefeHHS mpenapaTy MOXKYTh 3[MiACHIOBATH TilbKHA MEOUYHI
MIpalliBHUKH.

['moK03aMiH MOXKe 3MiHIOBATH PiBEHB I'JIIOKO3U. Y MAIiEHTIB 3 MOPYIIEHHSIM TOIEPAaHTHOCTI 0
TJII0OKO3U Tepef] MOYaTKOM JIiKyBaHHS Ta IePiOANYHO Mif Yac JiKyBaHHS PEKOMEHOYEThCS
KOHTPOJTIOBATH PiBEHb T'JIIOKO3M B KPOBI i, K10 HeoOximHO, moTpeby B iHCymiHi (quB. po3min «ITob6iusi
peaxiii»).

Y nanieHTiB 3 BifoMuM (HaKTOPOM PU3UKY CEPLEBO-CyIUHHUX 3aXBOPIOBAHb PEKOMEHIYETHCS
MOHITOPUHT piBHA JIMiIB KPOBI, OCKIJIBKY Y MALIEHTIB, AKi OTPUMYBaJIU IJII0OKO3aMiH, V OeKiIbKOX
BUITa[KaXxX CIIOCTepiraaacs rinepxonecTepuHeMis.

BimoMi Bunapku 3arOCTpEeHHS CHMIITOMIB aCTMU ITIiC/ISA II0YATKy IPUAOMY TTIOKO3aMiHy (CUMITOMHU
3aroCTpeHHs 3HMKAJIY IiCIis MPUIKHEHHS 3aCTOCYyBaHHS I'/TI0K03aMiHy). ToMy moTpi6Ho 3
00epexkKHiCTI0 3aCTOCOBYBATH IIpenapaT IIPH JIiKyBaHHI MaIli€HTIB, SKi CTpaXkaaloTh Ha OpoHXianbHy
aCTMYy, OCKIJIbKM TaKi Malli€eHTH MOXKYTh OyTH OiNIbII CXUTBHUMU 10 PO3BUTKY alepPriyHUX peakiiil Ha
TJIF0OKO3aMiH i3 MOXKJIMBUM 3arOCTPEHHSAM CUMIITOMIB 3aXBOPIOBAHHS.

CreriambHUX [IOCTigXKEHD y MallieHTiB 3 HUPKOBOIO a00 MeYiHKOBOIO HEIOCTATHICTIO HE ITPOBOUIIOCS.
OnHak 3aCTOCYyBaHHS TJIIOKO3aMiHy MallieHTaM 3 TSIXKKOI0 IeYiHKOBOI0 a0 HUPKOBOIO HEJOCTATHICTIO
CITiT KOHTPOJIIOBATH.



OpnHa po3a jmikapceKoro npenapaty mMictuth 40,3 Mr HaTpito. Lle BapTo BpaxoByBaTH IIpu
IIpU3HAYeHHi NallieHTaM, IKUM II0Ka3aHa cyBopa 6e3coiboBa OieTa.

[ITo6 YHUKHYTH BUIAJKOBOTO iHTPAaBa3aIbHOI'0 BBEIEHHS IIPerIapaTy PeKOMEHOYETHCS MIPOBOTUTH
acmiparriiiny mpooy.

Be3neka 3aCTOCYBaHHS aHECTETHUKIB IPYIHU Jif0OKaiHy CyMHiBHA AJIsI XBOPUX, CXUTBHUX [0 3JTOSIKiCHOI
rineprepmii, TOMy Takoro 3aCTOCYBaHHS CJIii yHUKATH.

[Tepern 3acTocyBaHHSIM JIifOKalHy IPU 3aXBOPIOBAHHSAX Ceplid (TimoKamieMis 3HUKY€E e(heKTUBHICTh
nifokainy) Heo6XigHO HOpPMasi3yBaTH PiBeHb KaJlilo B KPOBi Ta MPOBOOUTH KOHTPOIb EKT.

AKTUBHICTH KpeaTuH(}OCGHOKiIHa3M B CHPOBATIII KPOBi MOXKe 3POCTH IiCJig BHYTPITHEOM'I30B01
iH'ek1il mpenapary, 0 MOXe IPU3BECTHU [0 IOMIIKY IIPYU BCTAHOBJIEHHI OiarHO3y FOCTPOT0
indapkTy MioKappaa.

Y pasi mopy1meHs AisiIbHOCTI CHHYCOBOT'O By3J1a, TOIOBXKEHHS iHTepBany P-Q, po3mmpenHs QRS abo y
pasi BUHMKHEHHS a00 3aroCTpeHHs apuTMii mo3y nmoTpibHO 3MeHIIUTH ab0 BiIMiHUTY Ipemnapar.

Cnig goTpuMyBaTHCh 0COO/TMBOI 00€PEeKHOCTI IIPH 3aCTOCYBaHHI ITperapary nalieHTaMm 3
HEeJIOCTaTHICTIO KPOBOOOGITy, apTepianbHOIO TiMOTEeH3i€10, apUTMiIMU B aHaMHe3i, TOPYIIeHHSIMU
GbyHKI mediHKy Ta/abo HUPOK IIOMipHOTO CTyIeHs. 3 OrJIsify Ha HasBHICTh B CKJIafii JIiMOKaiHy TaKoX
HeoOXiTHO JOTPUMyBaTHCh 00ePEeKHOCTI IpHU IMpHU3HaYEeHHI MallieHTaM JIiTHhOTO BiKy, XBOPUM Ha
eTiencio, TPy NOPYILIeHHI MPOBIAHOCTI cepllsd, IPpU AUXalbHill HeJOCTATHOCTI.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00to.

IaHi 100 3aCTOCyBaHHS IIpenaparty BariTHUM abo XiHKaM, SIKi TOOYyI0Th TPYOAI0, BiiCyTHI, TOMYy
3aCTOCyBaHHS ITperapaTty IPOTUIIOKA3aHo Iik KaTeropil malieHTiB.

®epmusbHicme. [JaHUX IIOA0 BIJIMBY JIiKapchKOro 3aco0y Ha GepTUNIbHICTh HEMae, TOMY XKiHKaM, SKi
MaloTh TPYAHOIII i3 3a49aTTsIM ab0 MPOXOAsaTh 00CTeXKeHHS 3 IPUBOAY Oe3ITiANs, CIIif IPUIUHUTI
10TO 3aCTOCYyBaHHS.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi aeBmompaHcnopmom abo iHwumu
mexaHizmamu. [JoCTigKeHHS BIJIUBY IIpenapaTy Ha 3[aTHICTh KepyBaTH aBTOMObineM Ta
KOPUCTYBaHHS IHIIMMU MeXaHi3MaMu He npoBopuiucd. [1i yac 3aCTOCyBaHHSA IJII0KO3aMiHy MOXYTh
PO3BUBATUCS 3allaMOPOUEHHS, COHJIUBICTh, BTOMA, Iiedanris abo MopyIIeHHS 30Py, TOMY CIIif
YHUKATH KePyBaHHS aBTOTPAHCIOPTOM Ta poOOTH 3 iHIMMH MexaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.

[n1s1 BHYTPIIHBOM s130BOTO 3acTocyBaHHsA! [Ipemnapart He Npu3HaYeHUN OJ11 BHYTPIIIHBOBEHHOIO
BBE[EHHS.

Lopocai nayieHmu ma nayieHmu AiMHb020 BIKY.

[Tepen 3acTocyBaHHSM 3MimaTu po34uH B (po3unHHUK 1 M) i3 po3unHOM A (PO34MH IpenapaTy



2 MJI) B ODHOMY IIIIPHUIII.
[TpuroroBaHuil pPO34YKH IIpernapaTy BBOOUTU BHYTPIIITHHOM 3080 M0 3 MJI abo 6 M1 (po3uuH A B)
3 pa3u Ha TUXK[EHb IPOTITroM 4-6 TUXKHIB.

HasiBHiCTH XKOBTYyBaTOr0 3ab6apBIeHHS PO3UYMHY B aMITyJjli A He BIJIMBaE Ha eeKTHUBHICTh Ta
IIepeHOCUMICTh JTIKapChKOTo 3acoly.

[#’eK11il TpenapaTy MOXKHa IIOENHYBATH 3 IEPOPAIbHUM IIPUUOMOM IIpenapaTy y (GopMi IOPOIIKY OIS
IIPUTOTYBAHHS PO3UUHY.

['nmioko3aMiH He ITOKa3aHUM [ JTiKyBaHHS rOCTPOro 00JIbOBOTO CHHAPOMY.

[TorneriuieHHsT CUMIITOMIB (0COOIMBO 3MeHIIIEeHHS O0IBOBUX BiIUYTTIB) MOXKIIMBE TiTbKM ITiCIIS
IEeKiNTbKOX TUXKHIB JIiIKyBaHHS, a B JesIKUX BUIaIKaX HaBiTh MicJisi OiNbILI TPUBAJIOTO Yacy.

AKII0 HiSTKOT0 MOJIETIIeHHsS CUMIITOMIB He Bi0yocs yepe3 2—3 Mics1li 3aCTOCyBaHHS, He0OXiIHO
IePeragHy T JiKyBaHHS.

3acmocy8aHHA AiMHIM nauienmam. 2KOGHUX OOCIIIXKEeHb 00 KIHETUKY IIpenapaTy 3a y4acTio
JIITHIX ITALiEHTIB HE IIPOBOOMIIOCS.

3acmocysaHHsA nayieHmam 3 HUPKo8o ma/abo nevyiHkogow Hedocmamuicmio. 2KOmHUX HOCTiIKEHD
10710 KiHETHUKH IIperapary AJisd AaHOI MOyl He MPoBOAUiIoCcs (OuB. po3min «OcobnuBoCTi
3aCTOCYBAHHS»).

Himu. He 3aCcTOCOBYBaTH [iTSIM i mifmiTKaM, OCKinbKy Oe3meka Ta e(heKTUBHICTh IpenapaTy ajs
TaKUX MAlll€HTIB HE BCTAHOBJIEHI.

ITepedo3yeanns. Bunagku nepefo3yBaHHs (BUMIaAKOBI Y1 HAaBMUCHI) He Bif3HayalIuCk. Y pasi
Iepeno3yBaHHS CIIiJl MPUIUHUTY IPUUOM IIPelapaTty Ta, SKII0 HeoOXigHO, TPOBECTH
CHMIITOMATHYHE JIiKyBaHHS, CIIPSIMOBaHe Ha BiHOBJIEHHST BOOHO-eJIEKTPOJIITHOTO OaaHCy.

o cknapy iH’eK1iiiHOl (hopMU IpenapaTy BXOOUTh OONIOMiKHA PeYOBUHA JlifoKaiH. [lepmuMu
CUMIITOMaM¥U TIepefo3yBaHHs TiloKaiHy TigpoxIopuay 3 60Ky IieHTpaIbHOI HEPBOBOI CUCTEMU
MOXKYTbh OyTH OHIMIHHS s3uKa i T'y0, 30yoKeHuM CcTaH, efndopisi, TPUBOKHICTH, LITYM y ByXaX,
3aIlaMOpPOY€eHH, HEUITKICTh 30Py, HiCTarM, TpeMop, Aelpecis, COHIUBICTh, BTpaTa CBiOMOCTI, aX [0
KOMH, TOHIKO-KJIOHIUHI cymoMu. dK BigoMmo 3 nmyOmikalliiii, CAMITOMaMu Iepefo3yBaHHs, IT0B’A3aHUMHU
i3 mimokalHy rigpoxopumgoM, 3 00Ky CepleBO-CyIUHHOI CUCTEMU Ta AUXalbHOl QYHKIII MOXYTh Oy TH
3HUKEHHS apTepiabHOT0 TUCKY, Konarc, AV-610Kafa Ta MpUrHiYeHHs QUXalbHOI OisTbHOCTI.
Heo0ximHO KOHTPOJIIOBATH CEPLIeBO-CYANHY Ta AUXalbHY QYHKIII marieHTa. 3MiHa KX MapaMeTpiB
MOKe BKa3yBaTU Ha Ilepefo3yBaHHS IIpenapaTty, TOMY MallieHTy CJIifl HeralHO 3a0e3NeYUuTH NOCTYII
KHCHIO. YCi yCKTagHEeHHS MOTPe0yI0Th CHMIITOMaTUYHOTO JTiKyBaHHS.

ITo6iuni peakuii.

KpuTepii omiHKY 4acTOTH PO3BUTKY MOGIYHUX Peakilili Ha MiKapChbKui 3acio:



Ilyxe 4dacro: = 1/10

Yacro: = 1/100 - < 1/10
Heuacro: = 1/1000 - < 1/100
Pinko: = 1/10000 - < 1/1000
Iyxe pigko: < 1/10000

YacToTa HeBifoMa:  YacCTOTy BUIAAKIB 3a HasBHUMU HAaHUMHU OL[iHUTHA HEMOXKIIMBO.
3 6oky iMyHHOI cucmemu: 4acTOTa HeBifOMa - aneprivyxi peaktii (TimepyyTIUBICTS);

3 60Ky 0O6MiHY peyo8uH Mma Xap4yB8aHHs: 4acTOTa HEBiMOMa - HETaTUBHUY BIIJIUB Ha MOHITOPUHT
IyKPY B KPOBI, TrinepriikeMis y IalieHTIiB 3 OPYLIEHO TOJIEPAHTHICTIO [0 IJII0OKO3Y;

NncuxiyHi po31adu: 4aCTOTa HeBimoMa - 6e3COHHS;

3 60Ky Hepeosoi cucmemu: 4acTo - 1edarnris (rooBHUM 6ifib), COHIUBICTh; YACTOTA HEBimOMa -
3aIraMOpPOYEHHS;

3 60Ky op2aHie 30py: 4acTOTa HeBiloMa - IIOPYIIEeHHS 30DPY;
3 60Ky cepyA: 4aCTOTa HeBiloMa - apUTMis Ceplis, HallpUKIIaf TaXikKapmis;
3 60Ky cyOUHHOI cucmeMu: He4acTO - MOYEPBOHIHHS;

3 60Ky mpasHoi cucmemu: 4acTo - HyfgoTa, Oifib y JKMBOTI, IIOPYIIEHHS TPABJIeHHS, fiapesi, 3a1op,
METEOPH3M, BaXkKKIiCTh y LUIYHKY Ta 6isb, MUCIEINCisl; YacTOTa HEBimoMa - GII0BaHHS;

3 60Ky WKipu ma niOwkKipHOi KAIMKOBUHU: HEYACTO - epUTeMa, BUCHI, CBepOixkK; YacTOTa HeBimoMa -
BUITQ[IaHHS BOJIOCCSI, aHTiOHEBPOTUYHUYN HAOPSK, KPOIIUB' THKA;

3 60Ky opaaHie QuxaHHs, 2pYOHOI KAimKU ma cepe0oCmiHHA: 4aCTOTa HEeBioMa - aCTMa,
3aroCTPeHHs aCTMU;

3 60Ky 2enamobisiapHoi cucmemu: 4acTOTa HeBiloMa - KOBTSHUIIS;

3a2anvHi p031adu ma NopyweHHA 8 Micui 88e0eHHA: 4aCTO - BTOMJ/IIOBaHICTh; 4aCTOTa HeBifoMa -
HaOpsK, nepudepryHnil HaOPSK, peakllisd y Miclli BBeIeHHS;

pe3yabmamu 0ocai0xceHb: 9acToTa HeBigoMa - MifBUIIEHHS PiBHS MEe4YiHKOBUX (DEPMEHTIB,
IiABUIIIeHHS PiBHS IJIIOKO3U B KPOBI, MiABUIIEHHS apTepiaIbHOr0 TUCKY, KOJIMBaHHSA oKa3HuKa MHB
(MixkHApOIHE HOpMaJi3oBaHe BiTHOIIEHHS).

[ToBimoMIISIIIOCS IIPO IOOOUWHOKI CIIOHTAHHI BUIIQIKY TillepX0IeCTeEPUHEMI], OOHAK TPUYHUHHO-
HACJIiOKOBUU 3B’SI30K HE BCTAHOBJIEHO.

In’exuiiHa ¢popMa IpenapaTy MiCTUTE JIifoKalH. Y BUHSTKOBUX BUIIafiKaX MOXK/INBI M0O0OiYHi peaxiiii,
XapakKTepHi [y IIbOr0 KOMIIOHEHTa:

3 60Ky mpasHoi cucmemu: Hy[lOTa, OyXKe PifKo - OTOBaHHS;
3 60Ky Hepeosoi cucmemu: OHIMIHHS f3UKa i I'y0, CBiTI00043Hb, OUILIONIS, TOJIOBHUIM Oisb,

CIIyTaHiCTh CBIAOMOCTI, M'430Bi CillaHH, IPX 3aCTOCYBaHHA y BUCOKUX [03aX - IIyM Y ByXax,
30ymKeHU cTaH, 3aHEIIOKOEHHS, ITapecTes3ii, CymoMu, BTpaTa CBifOMOCTi, KOMa, TilepakKys3is;



3 60Ky opeaHie 30py: MOPYLIEHHS 30PY, KOH IOHKTHUBIT; DX 3aCTOCYBaHHI ¥ BUCOKUX [03aX - HicTarm;
NncuxiuyHi po3aadu: 4acToTa HEBiOMa - IOPYIIEHHS CHY;

3 oKy cepueso-cyOuHHOI cucmemu: apTepianbHa rinoTeH3is, nomepeyHa 6J10Kafa Cepls; 4acToTa
HeBiJoMa - IiBUIIEHHS apTepiaJbHOT0 TUCKY; IIPU 3aCTOCYBaHHS y BUCOKUX [03aX - aPUTMid,
OpapuKapmisg, YIOBiIbHEHHS IMIPOBIIHOCTI ceplisi, 3yNIMHKa CeplieBOl AisITbHOCTI, nepudeprnyHa
Ba30[ujIaTallis, KOIaIc, Taxikappis, 0inb B OinsgHIi cepaus;

3 60Ky iMyHHOI cucmemu: IPUTHIYEeHHS iIMyHHOI CUCTEMH, allepriyHi peakilil, BKI0Yal4u
HaOpsK, IMKipHi peakilii, cBepb6ixK; OyXKe PigKo - KPOIUB'THKA, PeakKIlil TinepyyTIuBOCTi,
BK/II0Yal04u aHa(iaKTO1mHI peakil (30KpeMa aHa(iTaKTUYHUM II0K), TeHepali30BaHUN
eKkcdosiaTUBHUN NEPMaTHUT;

3 60Ky OuxaabHoi cucmemu: IPUTHIYEHHS TUXaHHS a00 3yNMUHKA IUXaHHS, 3a0UIIKA;

iHwi: BimuyTTS XKapy, xoimony abo OHIMiHHS KiHIIIBOK, 3JI05IKiCHA TiepTepMis; IIpu 3aCTOCYBaHHi y
BUCOKHUX 038X — PUHIT;

Micueei peakuyii: TOKOJIIOBAaHHS LIKipH B MicIli iH’€K1ii, abcliec, BiMUyTTS JIETKOTO MEeYiHHS
(3HMKAE 3 PO3BUTKOM aHECTE3yI4YO0ro epeKTy IpoTsAroM 1 XxBunuHu), TpoMoodiedir.

[ToBimomneHHs mpo 1mob6iuHi peakiril micis peecTpaltiii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HaAYEHHS.
Lle nae 3MOry IpOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAaM, a TaK0oX IaljieHTaMm abo ix
3aKOHHUM IIpefCTaBHUKAM CJIif] IOBIJOMJISITH IIPO YCi BUMIAAKU Mif03PI0BaHUX MOOIYHNX peaklii Ta
BificyTHOCTI e(heKTHUBHOCTI JIiKapchKOT0 3aco0y yepe3 ABTOMaTH30BaHy iHpopMaliiiHy cucteMy 3
bapmakoHarnany 3a mocunanusM: https://aisf.dec.gov.ua

Tepmin npudamuocmi. 2 POKH.

BkazaHuii TepMiH IPUAATHOCTI AifiCHUY IIPY I[TICHOCTI yIIaKOBKU Ta AOTPMMaHHiI yMOB 30epiranHs.
He 3acTocoByBaTu mpenapar Mic/is 3aKiHYeHHS TepMiHy IPUAATHOCTI.

YmMmoBu 30epiranns. 30epirat y HELOCTYIIHOMY [AJid giTed MicIyi npu TeMmnepaTypi He Buie 25 °C.

HecymMmicHicTb. He peKoMeHIy€eThCS 3MilllyBaTH PO3UMH JTIKAPChKOT0 3aco0y 3 iHIIMMU PO3YMHAMU
OIS iH €eKITiN.

VYnaxoBka.

Amnyra A: 3 KOpUYHEBOT0 IIPO30POro CKJIa MiCTUTh 2 MJI Jif0Y0l PEUOBUHH.


https://aisf.dec.gov.ua/

Awmnyrna B: 3 6e30apBHOT0 MPO30POT0 CKjIa MiCTUTH 1 MJT pO3UYMHHHKA.

6 ammyn A ta 6 amnyn B 3 po3unHHUKOM ynakoBaHi y pyTnsap i3 [IBX i kapToHHY KOPOOKY.

Kareropis Bigmycky. 3a perenTtom.

Bupo6nuk. Biosoriui Itamis JlabopaTtopi3 C.p.JI.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaKeHHsI Tisl/IbHOCTI.

Bia ®iminmo Cepmnepo, 2 - 20060 Macarte (Mina#n), ITamis.



