Ckian

amnysna A

Oitoua pevyosuHda: TIII0KO3aMiHy Cynb(aTy HaTpi€Ba Cifb;

1 M1 pO3YUHY MICTUTH TJIIOKO3aMiHy Cylb(aTy HaTpieBol coii y nmepepaxyBaHHi Ha 100
% pedoBuHY - 251,25 MT, y IepepaxyBaHHi Ha TiiioKo3aMiHy cynbdart - 200 mr, y
IepepaxyBaHHi Ha HaTpito xstopup - 51,25 mr;

OONOMIJICHI pe4oB8UHU: JIIHOKAlHy TigpOXJIOPHUA, BOda OIS iH €KIIiN;
amnyna B (pO3YMHHUK)

mieTaHOJIaMiH, BOoja OJIsd iH' €KITIH.

JIikapcbKa ¢popMma

Po3uuH 4 iH’eKiin.
OCHOBHI (pi3uKo-XiMIiuHI 821aCMUBOCMI:

amnyaa A: mpo3opa 6e3b0apBHa ab0 CBiT/I0-)KOBTOTO KOJILOPY piAnHAa (Ha MOMEHT
BUNycKy). [Ipo3opa, 6e3b6apBHa abo Bifl CBIiTII0-2KOBTOT'0 [I0 JKOBTOT'0 KOJIBOPY piguHa
(mpoTsiroM TepMiHY IPUOATHOCTI); amnyaa B: ipo3opa 6e30apBHAa piguHa; amnyid
A+B: ipo3opa 6e36apBHa ab0 CBITI0-)KOBTOI'0 KOJIhOPY pPinuHa (Ha MOMEHT BUIYCKY).
[Ipo3opa, 6e306apBHa abo Bifl CBiT/I0-3KOBTOT0 10 2KOBTOT'0 KOJILOPY PiguHa (IPOTSITroM
TEPMiHY IPUOATHOCTIL).

®apMakKoTepalneBTHYHA Irpyna

HecTepoigHi mpoTu3arnasnbHi Ta IPOTUPEBMATUYHI 3acOo0H.

Kog ATX MO1A X05.
®apMaKoOJIOridyHi BJIaCTHBOCTI

dapmaKkoduHamika.

Ilitoua peyoBUHA, I'IIOKO3aMiHy CcyJibdaT, sIBJIsS€ cCOO0I0 Ciib aMiHOMOHOCaXapumy
TII0OKO3aMiHy, SKUU YV (Pi3i0JI0TiYHMX yMOBaxX NPUCYTHIM B OpraHi3Mi JTIOOUHHA i
BHKOPUCTOBYETHCSA Pa3oM 3 cyJibdaTaMu OJid 6i0CUHTE3y riaTypoOHOBOI KMCJIOTH
CUHOBiaJIbHOI PiAUHU Ta TJIiKO3aMiHOTJIiIKaHiB OCHOBHOI cyOCTaHIIil Cyr1000BOTO

XpsIa.



TakuM YMHOM, MeXaHi3M il TII0K03aMiHy CynbdaTy IMOJsATa€ y CTUMYJISAIil CHHTE3y
rIiko3aMiHOTJTiKaHiB i, BigmmoBimHO, Cyrio6oBuX mpoTeoriikaHiB. Kpim Toro,
TJII0OKO3aMiH Ma€ MpPOoTHU3alaabHy Iil0 Ta MPUTHIYYE Npoliec PYHHYBaHHS CyTr1000BOTO
Xpsila TOJIOBHUM YMHOM 3aBASKHA MOXKJIMBUM IIPOsiBaM BIIaCHUX MeTabOoTiyHUX
BJIaCTUBOCTEH, 3TATHOCTI A0 IPUTHIYEHH aKTUBHOCTI iHTepneukiny 1 (IL-1), mo 3
omHOTO OOKY BIIJIMBA€ Ha CUMIITOMU OCTEOAPTPUTY, a 3 iHIIOro 60Ky MOTEHIINHO
3aTPUMY€E CTPYKTYPHI ITOIIKOIXKEHHSI CYTJI00iB, ITPO 110 CBiMYaTh MaHi MOBTrOCTPOKOBUX
KJIIHIYHUX OOCHIAXKEHb.

3a JaHUMHU IO0YaTKOBUX OOCJIIOXKEHSb in Vitro Ta in vivo, eK30reHHe BBeIeHHSI
TJII0KO3aMiHy CyJib¢daTy CTUMYJIIOE OiIOCMHTE3 ITPOTEOTJIiKaHiB, IKUU € HEIOCTAaTHIM
IIPY OCTEO0apPTPHUTI, cupusie ¢ikcallil ioHIB CipKU ITPU CUHTE3i IiKO3aMiHOTJIiKaHiB i
MMoKpaIye Tpodiky cyrio6oBoro xpsiia.

HactynHi mocmigkKeHHS moKa3allu, I0 TTI0KO3aMiHy CynbdaT IIPUTHIYYE CUHTE3
PEYOBUH, SIKi pyUHYIOTh TKAHVHHU, TAKUX K CYIIEPOKCUOHI paguKasiy, a TaKOXK
aKTUBHICTbH JT1i30COMalbHUX (P€PMEHTIB Ha Hogadyy 0o ¢GepMEeHTIB, 3TaTHUX PYUHYBaTH
TKaHUHY Cyria000BOTO XpsIlla, TaKUX K KonareHas3u Ta gocdomnina3u A2. O3HadeHa
Oisi CHpUYMHSE IIOMipHUYM ITPOTU3aNnalbHUU e(heKT, AKNUU CIIOCTEPITaETHCSA ¥ MOOEISIX
Ha TBapHWHaXx in vivo, B TOMY YHCIJIi B IesKNUX BUNaAKaX IIPU eKCIIepUMEHTAaIbHOMY
OCTEO0apTPHUTi, HABITH 0€3 MPUTHIYEeHH ITUKJIIOOKCUTeHa3, Ha BiAMiHy Bin
HeCTepoIgHUX MpoTulananbHux 3acobis (HII33).

BinpIin misHi mocimimzKeHHs ImoKa3aliy, 110 OiIbIIicTh HaBeOeHUX BUIlle MeTa0O0TiuyHUX i
mpoTu3ananbHUX e(PeKTiB MOXKYTh OyTH MOB's3aHi 3 IPUTHIYEHHSAM TPaAHCOYKITil

BHYTPIIIHBOKJIITUHHOTO CUTHaJy cTuMysilil IL-1, ogHOTO 3 IUTOKIiHIB, 3a/ly4eHuX [0
maToreHe3dy OCTE0ApPTPHUTY, 3 HACTYIIHUM IIPUTHIYEHHSAM I'€HHOl TPaHCKPHIIILi],
iHOyKOBaHOI UTOKIiHOM. ['TI0KO3aMiHy cynbdaT, IIpu KOHIIEHTPAIlisgX y mia3Mi KpoBi
Ta B CUHOBia/IbHINA PiAWHI, ONIMCAHUX Y IAlli€EHTIB 3 OCTE0apPTPUTOM, MOXKe (PaKTUIHO
iHrioyBaTtu iHgmykKoBaHY IL-1 reHHY eKcIIpeciio cepil mpo3amnaabHUX (EePMEHTIB Y
TKaHUHaX Cyrio0iB, a TaKOXK MMpoAereHepaTUBHUX (PEPMEHTIB y XPAIIi, TAKUX K OesKi
MeTaJIONpoTeas3y, BKIII0Ual0UU arrpekaHa3yu. MoXKJIMBUU ITOTEHIiaJIbHUM BIIJIUB i0HIB
Cipku Ha 3rafaHi (papMaKOOWHAaMi4dHi BIaCTUBOCTI I'JIIOKO3aMiHy OCTAaTOYHO HEe
3’s1COBaHUU.

Yci 3a3Ha4eHi BUIlle BJIaCTUBOCTI MalOTh CIIPUSTINBUY BIJIUB Ha JereHepaTUuBHi
IIpOoIlecHu B XpsAlllax, Kl jieXXaTh B OCHOBI ITaTOTeHEe3y OCTe0apTPUTY, a TAaKOXK Ha
KIIIHIYHY KapTUHY 3aXBOPIOBAHHSI.

KopOoTKOCTPOKOBI AOCITIAKEHHS Ta JOCIIAXKEHHS CepegHbOl TPUBAJIOCTI OKa3asu, 1o
e(PeKTUBHICTH TJIIOKO3aMiHy CyIb(aTy BITHOCHO CUMIITOMIB OCTE0apTPUTy
IIPOSABIISIETHCA BXKe yepe3 2-3 TUXKHI IIIC/IA To4YaTKy MOro 3aCTOCYBaHHSA.



3 inmoro 60Ky, e(eKTUBHICTh JIIKyBaHHS T'JIIOKO3aMiHy CyIbdaToM 00
CUMIITOMAaTHUKH, IIOPIBHSIHO 3i 3BUYaHUMHU aHaJIbTeTUKaMU i HECTEPOIAHUMU
IMpoTH3analbHUMM 3aco0aMu, OIITUMaJIbHA ITiC/Is KypCcy 0e3ImepepBHOTr0 3aCTOCYBaHHS
mpoTsAroM 6 MicsiliB abo Mmicast KypCcy 3aCTOCYBaHHS NPOTATOM 3 MICSIIiB 3 OUeBUOHUM
edeKTOM ITicJIsg Oil MPOTATOM 2 MIiCSIIiB ITiCJIsI BimMiHHU.

Pe3ynbTraTué KITiHIYHUX OOCIiAXKEHD IIOJEeHHOT0 0e3IIePePBHOrO JIiKyBaHHS ITPOTSITOM 3
POKiB CBig4aTh IIPO IPOTPECUBHE MiABUINEHHSA UOT0 e(heKTUBHOCTI, 3BaKal4u Ha
CUMIITOMU Ta YIIOBiJIbHEHHS CTPYKTYPHOT'O MOUIKOAXKEHHS CyTJi00iB, 110
HiATBEPOXKYETHCA 3a OOIIOMOIOI0 PEHTTEHY.

I'moko3aMiHy cynbdaT IPOoaeMOHCTPYBaB moOpy NepeHOoCUMiCTh. Byab-siKOro
iCTOTHOTO BIIJIUBY T'/IIOKO3aMiHy CyJib¢aTy Ha CEePIEeBO-CYOUHHY, OUXaIbHY,
BereTaTUBHY a00 IleHTpaJibHy HEPBOBY CUCTEMY BUSIBIIEHO He OyIIO.

dapmaKoKiHemuKa.

HocriaKeHHs, IPOBEAEH] y JII0fen Ta Ha TBapHUHaX, IoKa3aJsiy, L0 IIiC/Ia IPpUunomy 14
C-rmoKo3aMiHy IepopajibHO pafiOaKTHBHI MideHi eJeMeHTH IIBUOKO i Malxke
MTOBHICTIO BCMOKTYETBHCSI Ha CUCTEMHOMY PiBHi. Y TIOOWHU BCMOKTYETHCS OMU3bK0 90
% pamioaKTUBHO MiueHOI 103U npenaparty. A6cosioTHa 6i040CTyIHICTE TII0KO3aMiHy y
IIIyPiB IIiC/Is1 BBEOEHHS T'JIIOKO3aMiHy Cynb(aTy nmepopajibHO cTaHOBUIA 26 %
BHACJIIAOK e(eKTy IepIIoro NpoxoaKeHHs yepe3 nedinky. AOcomoTHa 6i0mMOCTyIHICTD
y JIIOOVHU HeBigoMa, ajie, BiAIIOBIOHO OO0 aJIOMETPUYHUX PO3PaxyHKiB, BOHA
aHaJIOTiYHa Til, 110 cocTepiraeTbecs y mypiB, To6TO Big 20 % mo 30 %.

Y 3p0poBUX DOOPOBOJIBIIIB ITicJIA 6araTopa3oBOro IIPUIOMY BCEPEOUHY I'IIOKO3aMiHy
cynbdaty B mo3i 1500 Mr Ha moOy, MakKCcHMaJibHa PiBHOBaXKHAa KOHIIEHTPALlis y m1a3mi
KpPOBi

pO (Cmax,ss
mocsramnacs depes 1,5-4 roguHu (MefiaHa: 3 TOOUHM) ITiCJISI BBEOEeHHS (tmax). y
piBHOBaxKHOMY CcTaHi moka3HUK AUC mj1a3sMaTUYHUX KOHIIEHTPAaLid BifTHOCHO 4acy

) ctanoBuna 1602 = 425 ur/mn (8,9 pM). laHa KOHLIEHTpPaLis

ctaHoBuB 14564 + 4138 uHrxron/mi. [laHi napamMeTpu OyJiv OTpuUMaHi IIpu
3acTOCyBaHHIi TiKapCchKOTro 3aco0y HaTIlle, TOMY HEBiAOMO, YU 3aTHUU IPUNOM 1XKi
3HAYHOIO MipOIO BIIJIMHYTU Ha BCMOKTYBaHHS IIpenapary.

[Tpu nmepopabHOMY 3aCTOCyBaHHI, Iicist abcopOilii riIroKo3aMiH B OCHOBHOMY
PO3IOOINIAETHCSA Y TO3aCYIUHHOMY CepemoBHUILi (y TOMYy YMCJIi B CHHOBIa/JIbHIN PiguHIi),
3 00'eMoM po3mnominy npubnau3Ho B 37 pas3iB BUIIMM Bifl 3arajibHOI KiTbKOCTi BOOU B
Tini moguHYu. 3B'I3yBaHHA 3 OiIKaMU I'IIOKO3aMiHy He BUSIBIIEHE.

MeTabonmiuuaui Ipodink IIIOK03aMiHy He JOCIiAXKYyBasiu, OCKiIbKYM JaHUH JIIKapChbKUU
3acib, Oymy4u HaTypaJibHOIO PEYOBUHOIO, sIKa IMPUCYTHS B OpTraHi3Mi JTIOOUHY,
BUKOPUCTOBYETHLCS 7151 0I0CUHTE3Y OesIKUX KOMIIOHEHTIB CyTr1000BOTO XPAIIa.



Byso BcTaHOBJIEHO JHIlle KiHIIEBUU eJIiMiHaAllilMHUM I1epioa HalliBBUBEOEeHH
TJIIOKO3aMiHy 3 IJla3MU KPOBI JIIOOWHU, BUXOOAYU 3 Pe3yJibTaTiB OOCIIAXKEeHHS PiBHIB
TJII0OKO3aMiHy y IJ1a3Mi KpPOBi, sIKi Oy/Iu BUMipIOBaHUMU IIPOTATOM 48 rOoguH micis
IIepopaJbHOrO IMIPUNOMY JIiKapChbKOTro 3aco0y. Po3paxoBaHe 3HaYeHHS CTAHOBUIIO
67113bK0 15 roguH.

[Ticns mepopalbHOTO 3aCTOCYBAHHS 14C-PHIOK03aMiHy BUIIJIEHHS 3 Ce4Yelo
pamioaKTUBHUX MideHUX eIeMEHTIB Yy TIoguHu cTaHoBuiIo 10 = 9 % Big BBegeHO1 [03H,
B TOM 4ac SIK eKCKpelisa 3 pekamismu ctanoBunaa 11,3 £ 0,1 %. PiBeHb eKcKpeiiil
HEe3MIHEHOI' 0 I'JIIDKO3aMiHy 3 Cedel0 V JIIOOWHU IIiCJIg IepopaibHOr0 3aCTOCYBaHHA B
cepenuboMy OyB HU3bKUM (mpubnu3Ho 1 % Bim BBemeHOI mo3u). [laHi pe3ynbTaT
BKa3yIOTh, 110 HUPKU HE BifgirpatoTh iCTOTHOI POJIi y BUBEAEHHI I'JIIOKO3aMiHy Ta/abo
oro metabosIiTiB Ta/abo IMIPOAYKTiB OT0 po3mnamay.

[Tpu GaraTopa3oBoMy 3acTocyBaHHi B 03i 750-1500 mMr 1 pa3 Ha moby
dbapmakokiHeTHKa rioKo3aMiny Oyia IiHiMHOIO, B TOM Yac K IIPW 3aCTOCYyBaHHi B M03i
3000 Mr piBHI I'/IIOKO3aMiHy y M1a3Mi KPOBi Oy/Iu HUXKYUMHU, HiK O4iKyBaocCH,
BIOMIOBIOHO 0 HifBUILleHHA 0o3u. PapMaKOKiHEeTHKA IJII0OKO3aMiHy B PIBHOBAXKHOMY
CTaHi He 3aJieka’a Bif dyacy, 6e3 Kymysllii abo 3HUKeHHs 6i0I0CTyITHOCTI TOPiBHSHO
3 (papMakoOKiHETUYHUM IPOdisieM, III0 CIIOCTEPIraeThCS MiCIs OGHOPAa30BOT0
BBEleHH.

dapMakoOKiHeTHKa I'JIIOKO3aMiHy Y YOJIOBIKIB 1 XKIHOK aHaJIOTiyHa, BiMiHHOCTEU
(bapMakoOKiHETUKM y 30O0POBUX HOOPOBOJIBIIIB i y MalliEHTIB 3 0CTE0APTPUTOM
KOJIIHHOTO cyrjio0a He BCTAHOBJIEHO. B ocTaHHIX cepelHs KOHIIEHTPAllis y m1a3Mmi
KPOBi uepe3 3 TOAWHU MicJis MPpUuitoMy ocTaHHbOI mo3u 1500 Mr mpu 6araTopa3oBoMy
3acTocyBaHHi 1 pa3 Ha go0Oy cTaHoBuna 7,2 uM Ta Oysna nomiGHOIO OO0 BUSIBIEHOI Y
3M0POBUX NOOPOBOIIBIIIB, y TOM Yac SIK CepedHsl KOHIIeHTpallis B CHHOBiaIbHiM pinuHi
Oysna TinbKu Ha 25 % HUKYOIO i, OT2Ke, TaKOXK 3Haxogusacs B Aiama3oHi 10 uM. ¥V
MAITiEHTIB i3 HUPKOBOIO a00 MeYiHKOBOIO HEOOCTAaTHICTIO (papMaKOKiHEeTHKA
TJII0KO3aMiHy He [OCIifgXKyBajacs, OCKiJIbKH, BpaxOByl0UH ITPoQisib 6e3meKu
npemnapary, i y 3B's13Ky 3 HE3HAUHOIO Y4acCTI0O HUPOK Y eJliMiHallil TJTI0Ko3aMiHy,
3HMKEHHS [031 B MaHUX I'PyIlaX XBOPUX He IependadeHo.

PiBHOBazkKHi KOHIIeHTpallil I/II0KO3aMiHy y IIJTa3Mi KPOBi Ta B CHHOBiaJIbHIU PiguHi,
mmicsig 6araTopa3oBOro 3acTocyBaHHS 1 pa3 Ha o0y B mo3i 1500 Mr, 3HaX0OsaThCS B
miama3oHi 10 mM i, oTXkKe, BiATIOBigalOTh TUM, OJI AKUX OyJI0 ITOKa3aHO
(bapMakonIOriuyHy aKTUBHICTh IIPYU AOCIIAXKEHHIX B €KCIIePUMEHTaIbHUX MOAEIISIX in
vitro, 1110 MiATBEPOXKYE MexXaHi3M mii i KniHiuHui edekT niKkapchKoro 3acoody.

IToka3aHHA



JIiKyBaHHSI CUMIITOMIB OCTE0OAPTPUTY: 000 i QYHKIIIOHAIbHOTO OOMEXKEHHS.
ITporunnoka3aHHs

[HguBigyanbHa OigBUINlEHA YYTIUBICTH [0 Mil040l pedyoBUHU ab0 [0 Oyab-siKol 3
OOTIOMIiZKHHUX PEYOBUH, CXUJIBHICTD JO KPOBOTEY.

[Ipenapat CiHapTa®

He CJIig 3aCTOCOBYBaTH HallieHTaM 3 aJIepri€ro Ha MOJIIOCKIB,
TOMY IO OiI04y PEYOBUHY OOEPZKYIOTH i3 IIaHIUPIB MOJIIOCKIB, TaKi MalliEHTA MOXKYTh
OyTHu OGinbIIl CXUJILHUMHU 10 PO3BUTKY aJIePTridyHUX peaklliii Ha I'JII0KO3aMiH i3

MOZKJIMBHM 3arOCTPEHHAM CHMIITOMIB IX 3aXBOPIOBaHHA.

IIo cknapy iH’ekIiiiiHOl (popMU IMpenapaTy BXOOUTH AOMOMizKHa pedOBUHA JTiJOKalH,
siKa Ma€ HaCTYIIHI IPOTUIIOKa3aHHsA: KapAiOreHHUH 110K, BUpaXkKeHa apTrepiajibHa
rinoTeH3is, TAXKKI (OPMU XPOHIYHOI CepPIlIeBOl HEOOCTAaTHOCTI, 3HUXKEeHa (PyHKIIis
JIIBOT'O IIIJTYHOYKA, aTPioBeHTPUKYJIApHa 6nokama II-III ctymens, TskKKa OpaguKapmois,
po3nanu 3ropTaHHs KPoBi, cuHgpoM Bonbda-IlapkiHcoHa-YauTa, cuHOpoM AgaMca-
CToKcCa; cyojoMu B aHaMHe3i, CHpUYMHEHI 3aCTOCYBaHHSM JIifOKaiHy; CHHOPOM
c1abKOCTi CHHYCOBOTO By3J/1a, TAXKKi ITIOPYIIeHHS (QPYyHKIIil Ie4iHKH, TilmoBoJieMis,
MiacTeHis, iHdeKIlil y MicIii iH’eKIrii, miaBuIlleHa YyTJIUBICTh A0 iHIINX aHECTETUKIB
aMigHOro TUuny (OCKIJIBKU iCHY€ HMiABUIIEHUN PU3UK PO3BUTKY IIepEeXPECHUX peakKlii
rinepyyTInBOCTI).

B3aemMonisi 3 iHOIHMH JTiKapChbKHMH 3aCo00aMHu

Crig yHUKaTy BUKOPUCTaHHS CyMillled BMICTy aMIlyJl lipenapaTy 3 iHIIUMU
iH'EKIIINHUMMU TiKapPChKUMU 3acOo0aMU.

CrnenudigyHMX OOCHiAXKEHbD JIIKapChKOl B3aeMOil He mpoBogunu. OgHaK, 3 OrIsaay Ha
(pizuko-xiMiuHi Ta PapMaKOKIHETHYHI BJIaCTUBOCTI I'TIOKO3aMiHy CynbdaTy, MOXKHa
IIPUILYyCTUTU HU3BKUU ITOTEHIIial B3aeEMOAi. KpiM TOro, BCTaAHOBJIEHO, 1110
TJII0KO3aMiHy CyJib¢aT He IIPU3BOAUTD Hi 10 IPUTHIYEHHS, Hi 40 MiABUILEHHS
aKTUBHOCTI OCHOBHUX (pepMmeHTiB CYP450 moguHm.

®aKTUYHO IIpelnapaT He KOHKYPYE 3a MexaHi3aMu abcopOiiii, micns abcopOiiil BiH He
3B’s13y€eThCA 3 OilKaMu mia3Mu, a MeTaboIi3y€eThCSA IIISIXOM BK/IIOUEHHS B SKOCTI
€HIOTeHHOl PeYOBUHU B IPOTEOTrIiKaHU ab0 pO3MIenIIoeThCA 6e3 y4acTi pepMeHTiB
CUCTEMHU IITUTOXPOMY, BHACJIIIOK YOr0 HaBPsAH UM MOKe BCTyNaTU Yy B3a€EMOZIIO 3
iHIMMMU JTiIKapChKUMHU 3aco0aMu.

[ToBimoMsiyiocs: IPO MOCUJIEHUM e(PEeKT Biff 3aCTOCyBaHHSA KyMapHUHOBUX
QHTUKOATYJISHTIB y NallieHTiB IpXU CYIYyTHEOMY JIIKyBaHHI I'IIOKO3aMiHOM. Y 3B'A3KY 3
LIM [JI TaKUX Malli€HTiB OOLIJIbHO IPOBOOUTH KOHTPOJIb IIapaMeTpPiB KoaryIslil.



[IpemapaT cyMicHUM 3 HECTEPOIIHUMU IIPOTU3AIIaIbHUMHU 3acobamu i
TIIOKOKOPTUKOCTEPOldaMuU.

MoxkruBe IOCUIIEHHSA OIJTYHKOBO-KHUIITKOBOT'O BCMOKTYBaHHA TeTpaLII/IK.TIiHy.

IIo cknapy iH’ekIiiiHOl (popMu ImpernapaTy BXOOUTH AOMMOMiKHa pedOBUHA JTiJOKalH.
[lumeTuauH, nenTUAUH, OyIliBaKalH, IPONPAaHOJIOJ, XiHiTWH, Ou30MIipamif,
aMITPUNTUIIIH, HOPTPUIITUIIIH, XJIOPIIPOMa3uH, iMilipaMiH IIiABUIIYIOTH PiBEHb
JIifOKalHy B CUPOBATIIi KPOBi, 3MEHIIIYI0OYU MOT0 ITeYiHKOBUM MeTaboJTi3M.
HopampeHanin Mae CHHEPTiYHUY epeKT IIPU B3aEMOIil 3 IiJOKAlHOM.

Cnig 3 o0epexkHicTiO 3acToCcOBYBaTH iHribiTopu MAQO, OCKiTbKM BOHU ITiABUIIYIOTH
PU3UK PO3BUTKY apTepialbHOI TilMOTeH3il i TPOOHTYEThCA MiclleBoaHecTe3ylo4a [dis
OCTaHHBOTO.

[Tpu ogHOYaCHOMY 3aCTOCYBaHHI 3 aHTHapUTMIUHMMU IIpenapaTtamu [A knacy (y T. 4.
3 XiHimmHOM, MpoKalHaMimoM, ou3oIipaMinoM) BimOyBaeThCs ITOOOBXKEHHS iHTepBaly

QT, y my>Ke NOOAMHOKMX BUIIafKaX MOXKJIUBUM PO3BUTOK AV-610Kagu abo ¢hibpusiil
IIJTYHOYKIB.

[TocmabmoeThCSA KapAiOTOHIYHUY e(EeKT 3aCTOCYBaHHS CEPIIEBUX TTiKO3UMOIB.

[Tpu omHOYACHOMY 3aCTOCYBaHHi 3 cemaTUBHUMHU 3acoOaMU 3aCIIOKiNIUBI eDeKTH
IIOCHITIOIOTHCSI.

®eHITOIH ITOCUITIOE KapAiOOeIIPeCUBHY Iil0 IigoKalHy.
[Tpu ogHOYaCHOMY 3aCTOCYBaHHI 3 IpPOKalHaAMigOM MOXKJIMBI MapeHHs, raJloIuHaIiil.

JlimokalH MoOzKe ITOCHUJTIOBATHU [Iil0 IMpelaparis, 110 3yMOBJITIOIOTH OJI0Kany HEPBOBO-
M'sI30BOI1 Ilepefadi, OCKiIbKM OCTaHHI 3MEHIIYIOTh ITPOBIAHICT, HEPBOBUX IMITY/IbCiB.
ETaHoJI MoCuIioe NpurHivyBaabHy [Oil0 TigoKalHy Ha OUXaHHS.

Oco0/IMBOCTi 1010 3aCTOCYBaHHS

BBemeHHs npemnapaTy MOXYTh 30iMCHIOBATU TiIbKM MEOWYHI IIPAlliBHUKH.

Cnig 3 00epexkHiCTIO ITpHU3HaYaTH MalliEHTaM 3 HEIIePeHOCUMICTIO TJII0K0o3u. Ha
MMOYaTKYy JIiIKyBaHHS IalliEHTaM 3 I[yKPOBUM AiaOeTOM MOIiIbHO IIPOBOOUTH KOHTPOJIb
PiBHS LIyKPY B KPOBI.

3 06epexxHiCTIO 3aCTOCOBYBATH IIpenaparT MpH JiKyBaHHI IMAIlieHTiB, SKi CTpaXXaaiTh
Ha OpoHXia/JIbHY aCTMYy, OCKiJIbKi TaKi MallieHTH MOXKYTb OyTHU OiJIbIII CXUIbHUMU IO
PO3BUTKY aJIeprivyHUX peakilii Ha I'JIIOKO3aMiH i3 MOXKJIMBUM 3aTrOCTPEHHSAM I1X
CHMIITOMIB.



1 mo3a nikapcekoro npemnapaty Mictuts 40,3 Mr HaTpito. Lle BapTO BpaxoByBaTu Ipu
IMpU3HaAYeHHi mallieHTaM, SKUM IT0Ka3aHa cTpora 6e3coJiboBa gi€Ta.

[ITo6 YHUKHYTH BUNAAKOBOTO iHTpPaBa3aJIbHOTO BBEOEHHS IIpelapaTy, PEKOMEHYEThCS
ITPOBOAUTH acllipalliiHy npooy.

Besneka 3acToCyBaHHS aHECTETUKIB I'PYNHU JIiTOKalHy CYMHIiBHA Y XBOPUX, CXUIbHUX
IO 37MO0sIKiCHOI rimepTepMii, TOMy iX 3aCTOCYBaHHSI B TAKUX BUMAOKAaX CIIifl YHUKATH.

[lepen 3acToCyBaHHSM MifOKalHy IPU 3aXBOPIOBAHHSAX CEPIIA (TimOKalIieMiss 3HUKYE
edeKTUBHICTD Tif0KalHy) HEOOXimHO HOpMaJli3yBaTHU pPiBeHb KaJlilo B KPOBi Ta
nposonuTu KOHTposib EKI'.

AKTUBHICTS KpeaTuH(POCHOKIHA3U B CUPOBATIII KPOBi MOXKe 3POCTH MiCIsa
BHYTPIIIIHBOM '930BOI1 iH'€KIIil IIpenapary, 110 MOXKe IIPU3BECTHU [0 MOMUIKU IIPU
BCTaAHOBJIEHHI OiarHO3y rOCTPOro iHdapKTy MioKapaa.

Y Bunapnky nopyuieHs OisiIbHOCTI CHHYCOBOTO By3Jla, IOOOBXKEHHA iHTepBany P-Q,
posmupenHsa QRS abo y pa3i BUHUKHEHHST a00 3aroCTPeHHS apuTMil jo3a Ma€e OyTu
3MeHIIIeHa abo npenapaTt Ma€e OyTH BifMiHEHUH.

Cnig moTpuMyBaTHCh 0COOTMBOI 00€PEKHOCTI ITPU 3aCTOCYBaHHI IIpenapary
MalieHTaM 3 HeJOCTAaTHICTIO KPOBOOOITy, apTepialbHOIO TiMOTEH3i€I0, apUTMisIMU B
aHaMHe3i, TopyueHHsIMU QYHKIII ITediHKy Ta/ab0 HUPOK MOMipHOTO CTyneHsa. Yeped
HasIBHICTh y CKJIa[i IimoKalHy TaKOX HeOOXiITHO MOTPUMYBATHUCh 00E€PEKHOCTI IpHU
IIpU3HaYeHHI allieHTaM JIITHbOT'O BiKYy, XBOPHUM Ha eIJIeIICiio, IIpU HOPYILeHH1
MIPOBIOHOCTI ceplis, IIPU OUXalbHill HEOJOCTAaTHOCTI.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 rogmyBaHHs IPpyaaio

IMaHi 111000 3aCTOCYBaHHS IIpenapary y Iepion BariTHOCTi abo rogyBaHHS IPYOII0
BiICYyTHi, TOMYy 3aCTOCYBaHHS IIpelnapaTy IIPOTUIIOKAa3aHO [[iil KaTeropil NalieHTiB.

3maTHiCTh BIUIMBATH HA IMIBHIKICTH peakiIlili mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 podoTi 3 iHmMIMMHu MexaHi3ZMaMHu

Ilocmim»keHb 1100 BIJIUBY ITpellapaTy Ha 3[aTHICTh KepyBaTu aBTOMOOineM Ta
KOPUCTYBaHHS iHIINMU MeXaHi3dMaMu He nmpoBoguinu. Ciing 6yt o0epexXHUMU IIpU
KepyBaHHI TPaHCIIOPTHUMHU 3aco0aMU Ta BUKOHAHHI poOiT, 1110 TOoTpeOyIoTh yBaru. Y
BUIIQAKY ITOSIBU COHJIMBOCTi, BTOMJIIOBAHOCTi, 3almaMOpoYeHHs abo MOpPyIlIeHb 30Ppy
KepyBaHHS aBTOTPAHCIIOPTOM Ta poboTa 3 iHIMMMMu MexXaHizMaMu 3a00poHeHa.

Cmocid 3acTocyBaHHsI Ta T03H



II71s1 BHYTPilIHBOM 's130BOr'0 3acToCcyBaHHsA! [IpenapaT He Npu3HaYeHUU 01
BHYTPIIIHBOBEHHOT'O BBEI€HHS.

Ilopocai nauieHmu ma nauieHmu AiMHb020 BIKY.

Ilepen 3acToCyBaHHSAM 3MilllaTh PO34YUH B (po3uymHHUK 1 MII) i3 po34unHOM A (PO34YUH
npenapaTy 2 MJjI) B OGHOMY LIMIPHUIII.

[TpurotoBaHu¥ PO3YHNH IperapaTy BBOOUTH BHYTPIIITHEOM 'sI30BO 110 3 My ab0o 6 M1
(po3umH A+B) 3 pa3u Ha TUKOEHDb, IPOTIATOM 4-6 TUXKHIB.

HasiBHICTh 2KOBTYBaATOT0 3a0apBJIEHHSI PO3YMHY B aMITyJli A He BIJIMBA€E Ha
e(peKTUBHICTDb Ta IIEePEHOCUMICTh JTiKapChKOT0 3aco0y.

IH'ex11il mpenapaTy MOXHa MOEOHYBATU 3 IepOpaibHUM NPUHMOMOM Ipernapary y
(opMi mOpPOUIKY AJig IPUTOTYBaHHSA PO3YMHY.

I'moKo3aMiH He TToOKa3aHUM [JIs JIIKyBaHHS TOCTPOTro O0JILOBOTO CUHIPOMY.

OOGnermieHHsT CUMIITOMIB (0COOIMBO 3MeHIIIeHH 00JTbOBUX BiTUyTTiB) MOXKe
BimOyBaTHUCS TiJIbKY ITiCJISA MEeKiTbKOX THUXKHIB JIIKYBaHHS, a B MesIKUX BUMNAaJKaX - HaBIiTh
mmicnst Oinbin TpuBanmoro vacy. ITayienmam i3 nopyweHHsamu GyHKUii HUpOoK ma/abo
neviHKu peKoMeHallii o0 KOPEKIIil 031 He HaJa€EThCsI, OCKIIbKY BiTIOBITHUX
OOCJIiI’KeHb He IIPOBOOUJIN.

itk

He 3acTocoByBaTu OiTsSM i migiriTkaMm, OCKibKM O6e31eKa Ta epeKTUBHICTh IIpenapaTry
IJISI TAaKUX ITAlliEHTIB HE BCTAHOBJIEHI.

Ilepemo3yBaHHA

BunapgkiB nnepeno3yBaHHSA He Bif3Hayasu. Y BUNIafKaX IIepego3yBaHHS BapTO
IIPOBECTU CUMIITOMATUYHE JIIKYBaHHS, CIIPSIMOBAHE Ha BIMHOBJIEHHS BOOHO-
eJIEKTPOJIITHOTO OasaHCy.

Ilo cknapy iH’eK1iiiHOl (popMU ITpenapaTy BXOOUTH AOMOMiKHa pe4YOBUHA JTiJOKalH.
[TepmmMu CUMIITOMaMHU IIepefo3yBaHHS JIimoKalHy rigpoxiopuny 3 60Ky eHTpalbHOl
HEPBOBOI CUCTEMU MOXKYTh OyTU OHIMiHHSA si3UKa i ry0, 30yoKeHUlM cTaH, endopid,
TPUBOXKHICTB, IIIyM Yy ByXaX, 3allaMOPOYeHHsI, HeYiTKICTh 30py, HicTarMm, TpeMop,
[eIpecisi, COHJIMBICTh, BTpaTa CBiIOMOCTI, ax 40 KOMH, TOHIKO-KJIOHIYHI CygoMu. AK
3a3Ha4v€eHO B JIiTepaTypHUX OXKepejaX, CHMITOMaMU epego3yBaHHs, IOB’ I3aHUMHU 3
JIigoKainy rimpoxiopuaoM, 3 00Ky CeplieBO-CyOUHHOI CUCTEMH Ta AUXanabHOI QyHKIIi1
MOXKYTb OYTH 3HUKEHHS apTepialbHOTO TUCKY, Kojanc, AV-610Kafa Ta MPUTHIYeHHS



ouxaJbHOI missnmbHOCTI. HeoOxigHO KOHTPOIIOBATH CEPIIeBO-CYOUHHY Ta OUXATIbHY
dbyHKII malieHTa.

3MiHa UX ITapaMeTpiB MOXKe BKa3yBaTHU Ha Ilepefo3yBaHHs IIpenapary, TOMy
Malli€eHTy CIif HeralHo 3a0e3MeYuTH OOCTYII KMCHIO. YCi YCKIIagHEeHHS OTPeOyIOTh
CUMIITOMaTUYHOTIO JIIKyBaHHS.

IToGiuni epexT

3 60Ky mpasHoi cucmemu: Gifb y XKWBOTi, METEOPHU3M, OUCIIEIICisI, miapesi, 3a1op,
HyZoTa, OJII0BaHHS; TillepriiKeMis y IMallieHTiB 3 ITOPYIIIEHOI0 TOJIEPaHTHICTIO A0
TJIIOKO3H;

3 OOKY Hepsosoi cucmemu: TOJIOBHUM 0illb, COHJIUBICTB, MigBUIlIEHA BTOMJIIOBAHICTh,
3allaMOpPOYEHHST;

3 60Ky iMYHHOI cucmemu: peakiiil TinepuYyTIUBOCTi, BKJIIOYAIOYM aJepriuHi peaxirii,
3arocTpeHHs OPOHXiaIbHOI aCTMU;

3 60Ky opeaHis 30py: PO3Tanu 30DY;

3 60Ky WKipu ma ii cmpykmyp: eputeMa, CBep0ixK, BUCUI; aHTiIOHEBPOTUYHUM HAOPSK,
KpONOMB STHKA, BUIIaJaHHs BOJIOCCS, abcIiec;

Micuesi peakuii: peakiiil y MiCIli BBeIeHHS.

In’ekuiiHa popMa ImmperapaTry MIiCTUTH TifoKalH. Y BUHATKOBUX BHUIIaJgKaX MOIKJIUBI
mobiuHi peakiril, XxapaKTepHi [JIs IIbOr0 KOMIIOHEHTA:

3 60Ky mpasHoi cucmemu: HygoTa, OIIOBaHHS;

3 60Ky Hepsosoi cucmemu: OHIMIHHS f3UKa i ry0, cBiTI00043Hb, QUIIJIOINiS, TOJTOBHUMN
0inmb, cnyTaHicTh CBiHOMOCTi, M’sI30Bi CilTaHHS, IIPU 3aCTOCyBaHHi Yy BUCOKUX 103aX -
IIIyM y ByxaX, 30yI:KeHUuM CcTaH, 3aHEIIOKOEHHSI, ITapecTe3ii, CyloMHu, BTpaTa
CBIIOMOCTI, KOMa, rinepaky3isd;

3 OOKY OpeaaHie 30py: TMOPYIIEHHS 30PY, KOH IOKTUBIT; ITPY 3aCTOCYBaHHi y BUCOKHUX
mo3ax - HicTarw;

ncuxiuHi po3snadu: TIOPYIIeHHS CHY;

3 60Ky cepueso-cy0uUHHOI cucmeMu: apTepiajibHa TinoTeH3is, monepeyHa OJ0Kama
ceplid; IIiABUIIEHHS apTepiaJbHOr0 TUCKY; IIPU 3aCTOCYBaHHS Y BUCOKUX J03ax -
apuTMisi, OpaguKapisi, yIOBiTbHEHHS MPOBIIHOCTI ceplis, 3yIIMHKa CeplieBol
OisJIbHOCTI, TepudepuyHa Ba3oOuaTallis, Kojalrc, TaXikapmisd, 0inb y OinsHIl cepals;



3 60Ky iMyHHOI cucmemu: MPUTHIYEHHS IMyHHOI CUCTEMMU, aJIepriyHi peakiiii,
BKJIIOYAO4YX HAOPSK, MIKipHI peakilii, cBepOixk; KpONUB’THKA, peakiril
rinep4uyTaMBOCTI, BK/IIO4Ya04YM aHa(ilaKTOIOHI peakiil (B T.4. aHaiTaKTUYHUH III0K),
reHepai3oBaHUM eKCPomiaTUBHUYN IePMaTUT;

3 60Ky ouxasnvHoi cucmemu: HpI/Il"Hi‘-IeHHEI ouxaHHsS abo 3YIIMHKA OUXaHHA, 3aJUIIKa;

iHwi: BimuyTTs XKapy, xonony abo OHiMiHHS KiHIIiBOK, 3JI0SIKiCHa TinepTepMmis; mpu
3aCTOCYBaHHI Y BUCOKUX O03aX - PUHIT;

Micueai peakuii: TTOKOIIOBAaHHS IIKipy y MicIri iH’eki1rii, abciiec, BiguyTTs J1€TrKOTro
NIe4diHHA (3HUKAE 3 PO3BUTKOM aHECTE3YI0YOro epeKTy IpoTAroM 1 XBUIIUHU),
TpoMOodebiT.

TepMiH mIpUOATHOCTI

2 POKH.

He 3acTocoByBaTu mpermnapart IIiC/isd 3aKiHUYeHHS TePMiHYy IPUOaTHOCTI, BKa3aHOr o Ha
YIIaKOBIIl.

[IpuroTtoBaHM# PO3YMH CJIiZl 32CTOCOBYBATHU OZpa3y.
VYMoBM 30epiranHs

36epiraTu y 3aXuIeHOMY Bif CBiT/Ia MicIi mpu TeMmnepaTypi He Buie 25 °C. 36epiratu
B HEJOCTYIIHOMY [JIs OiTeU MiCIi.

YnakoBka

Amnyria A: 110 2 MJI PO34YMHY B aMITyJii 3 KOPUYHEBOI'O IIPO30POro CKJa.
Awmnyna B: mo 1 M po3uyMHHMKA B aMITyJIi 3 6e30apBHOI0O IIPO30POTro CKiIa.
ITo 5 amnyn A i mo 5 amnyn B y 65icTepax BifiTioBigHO.

[To 1 G6nictepy 3 amnynamu A i mo 1 6micTepy 3 amitysiaMu B y mayiri.
Kareropis Bignmycky

3a peLienTomM.

BupoOHUK

AT «®apmak».



