THCTPYKIIA

1151 MEIUYHOT 0 3aCTOCYBaHHSA JIiKapChKOro 3acoly

OJOHA*

(DONA®)

CKnao:

ditoya pevosuHa: 2 M1 po3unHy (ammyna A) MICTUTh KPUCTaIiYHOTO TJII0K03aMiHy cynbgaTy 502,5
MT, €KBiBaJIEHTHOI'0 TJII0K03aMiHy cynbdaty 400 mr, Ta HaTpio xnopuny 102,5 mr;

JonoMidcHI pe4oBuHU: JIiMOKAiHYy TigPOXJIOPHUA, Bofa OJIs iH eKIIil;
PO34YMHHUK (aMiyna B) micTuth

0ONOMIdCHI peyosuUHU: TieTaHONIAMIH, Bofa OJIs iH €KITil.

JIlikapceka ¢opma. Po3uuH 11 iH'eKIin.

OcHosHi (pi3uko-xiMiyHi 81acmusocmi: aMIlysia A 3 KOPUYHEBOT0 IPO30POT0 CKjla MiCTUTh 0e30apBHY
abo CBiTI0-KOPUYHEBOTO KOJILOPY IIP0O30DPY PifuHy 6e3 CyCcleHJ0BaHUX YaCTOK;

amnyna B (po3uuHHUK) 3 6€30apBHOTO IIPO30POTO CKJla MiCTUThL 6e36apBHY IPO30pPYy PinuHy 0e3
CYCIIeHJOBaHUX YaCTOK;

amnysna A B (po34uH i iH'€K1iii) - CBIT/I0-KOPUYHEBOTO KOJIBOPY IIPO30PUM PO3YHH, III0 HE MICTUTh
CyCIIeH[J0OBaHUX YaCTOK.

dapMakoTepaneBTHYHA rpyna. HecTepoinHi mpoTu3amnanbHi Ta IPOTUPEBMATUYHI 3aCO0H.

Koo ATX MO1A XO05.

®apMaKoI0riyHi B1aCTHBOCTI.
®apmakoduHamika.

Iitodya peyoBUHA, I'II0K03aMiHy CynbdaT, sBsie co00I0 Cib aMiHOMOHOCAXapUay TII0KO3aMiHy, SKUM
3a (i3ioNoriyHUX YMOB IPUCYTHIN B OPraHi3Mi JIOAWHY i BAKOPUCTOBYETHCA Pa30M 3 CyIbdaTaMu Ojis
6iocuHTe3y riaaypoHOBOI KMCIOTH CUHOBiaIbHOI PiAMHY Ta TIiKo3aMiHOTIiKaHiB OCHOBHOI CyOCTaHIIi1
CyTs1000BOT0 XpSIIIa.



TakuMm 4MHOM, MeXaHi3M [ii III0K03aMiHy CyIb(daTy MOIsATae y CTUMYIALII CUHTE3Y
TJ1iKo3aMiHOTTiKaHiB i, BiimoBigHO, cyrmo6oBux mpoTeoriikanis. Kpim Toro, rioko3aMil YUHUTE
IIPOTH3aMnabHy [il0 Ta IPUTHIYYE MpolleC PyHHYBaHHS CYr1000BOT0 Xpsllla TOJIOBHUM YMHOM
3aBMOSKKM MOXKJIMBHMM IIPOSIBAM BJIAaCHUX MeTaOO0IiYHUX BIACTUBOCTEH, 3HATHOCTI 0 MPUTHIYEHHS
akTHUBHOCTI inTeprnelikiny 1 (IL-1), mo 3 omHOro GOKY BIIJIMBA€E Ha CUMIITOMHM OCTE0ApPTPUTY, a 3
iHImOro 00Ky ITOTEHIIMHO 3aTPUMY€E CTPYKTYPHI NOMKOOXKEHHS Cyrao0iB, IIpo M0 CBiAYaTh faHi
OOBrOCTPOKOBHUX KIIIHIYHUX [OCITiAXKEHb.

3a JaHUMU [T09aTKOBUX AOCIIMIXKEHb in vitro Ta in vivo, eK30TeHHe BBeIeHHS III0K03aMiHy Cynbdarty
CTUMYJTIOE 6i0CUHTE3 MPOTEOTTIiKaHiB, IKUI € HeJOCTaTHIM IIPU OCTE0APTPUTi, crpusie dikcaril ioHiB
Cipku Ipu cUHTe3i riaiko3aMiHorIikaHiB i mokpatrye Tpogiky cyrio6oBoro xpsiia.

HactynHi gocnigxkeHHSs OKa3aiy, 10 TII0K03aMiHy CyIb(aT NpUTHIYye CUHTE3 PEYOBUH, SIKi
PYHUHYIOTh TKAHUHU, TAKUX K CYIePOKCUIHI pafuKaly, a TaK0X aKTUBHICTH J1i30COMaIbHUX
dbepMeHTIB Ha fofavy 0o GpepMeHTiB, 3MaTHUX PYHHYBAaTU TKAHUHY CYTJI000BOTO XPsIlla, TAKUX SK
KonareHasu Ta ¢ocdorinasu A2. O3HaueHa [Iis BUSBJISE MOMIPHUY MTPOTU3alanbHul e)eKT, SKUAK
CIIOCTEPIraeThCA B MOZEJIAX Ha TBAPUHAX IN Vivo, B TOMY YHUCJIi B esIKUX BUNIAAKaX IIPU
eKCIIepUMEHTAIbHOMY OCTE0aPTPUTI, HaBiTh 0e3 MPUTHIYEeHHS IIMKI00KCUTEeHa3, Ha BiIMiHY Bif
HECTEPOITHUX MpoTU3anaabHuX 3acobiB (HII33).

Binbi mi3Hi JocHigKeHHs I0Ka3aIH, 110 OiIbIIiCT, HaBeNeHuX BUIe MeTa0O0IiYHuX i
IPOTHU3aMaNbHUX e()eKTiB MOKYTh OyTH IOB’sI3aHi 3 IPUTHIYEHHSIM TPAHCHYKITii
BHYTPIIIHBOKJIITUHHOTO CUTHAIy cTUMYsLil [L-1, omHOT0 3 IIMTOKIHIB, 3a/Iy4YeHUX 10 IaTOTeHEe3y
OCTE0apPTPUTY, 3 MOfAIbIINM IPUTHIYEeHHSIM T'€HHOI TPAaHCKPUIIILil, iHIyKOBaHOI IIUTOKIHOM.
['mroko3aMiny cynbghat, 3a KOHLIEHTpallill B [IJla3Mi Ta B CUHOBiaJIbHIN PiiWHI, ONKCAHUX y MALi€HTIB 3
0CTE0apTPUTOM, MOxKe (akKTUUHO iHTiOyBaTu iHOyKOoBaHy IL-1 reHHY eKcIpecito cepil mpo3ananbHUX
(dhepMeHTiB B TKAHMHAX CYT/I00iB, @ TAKOXK IIpoJereHepaTUBHUX (DePMEHTIB B XPSIIl, TAaKUX K AesKi
MeTajIopoTeas3y, BKII04Yalyy arrpekadasu. [I0TeHLiiHUY BIIUB 10HIB CIpKU Ha 3rafaHi
(dhapMakoguHaMiyHi BIaCTUBOCTI I'II0KO3aMiHy OCTaTOYHO He 3'sICOBaHUU.

Yci nepepaxoBaHi Bullle BJIaCTUBOCTI CIIPUSAT/IMBO BIIJIUBAIOTH Ha [JeTe€HePaTUBHI [IPOL[eCH B XpAIIaXx,
SIKi JIe’KaTh B OCHOBI IIaTOT€HEe3y OCTE0apTPUTY, a TaKOXK Ha KJIIHIYHY KapTHUHY 3aXBOPIOBaHHS.

KopoTKOCTPOKOBI [OCTigXKEHHS Ta OOCHiXKEeHHS CepeqHbOl TPUBAIOCTI II0Ka3aH, 0 e(peKTUBHICTh
TJII0KO3aMiHy Cynb(aTy BiTHOCHO CUMIITOMIB OCTE0AQPTPUTY NPOSBISIETHCS BXKe depe3 2-3 TUKHI
IiCJIs T0YaTKy MOr0 3aCTOCYBaHHS.

3 inmIoro 60Ky, eeKTUBHICTE JTiKyBaHHS TJIIOKO3aMiHy Cy/b(aToOM 1100 CUMIITOMATUKHU, TOPiBHSHO
3i 3BUYaWHUMHU aHa/IbIeTUKAMHU i HECTEPOITHUMH MIPOTHU3alaIbHUMU 3aco0aMu, OITHMaJIbHA ITiCIIs
Kypcy 0e31epepBHOT0 3aCTOCYBaHHS MIPOTATOM 6 MicsAiB abo micis Kypcy 3aCTOCYBaHHS MPOTATOM 3
MiCSIIiB 3 OUeBUIHUM e(PEKTOM IiCNISAil MPOTATOM 2 MICSIIiB ITiC/IS BiIMiHHU.

Pe3ynbTaTu KIiHIYHUX OOCigXKEHb OAEHHOT0 6e31epepBHOTO JIIKyBaHHS IPOTSATOM 3 POKiB
CBig4aTh PO IPOTPECUBHE MiABUIIEHHS M0T0 e()eKTUBHOCTI, 3Ba’Kal04y Ha CUMIITOMU Ta
YTIOBiIbHEHHST CTPYKTYPHOTO MOIKOAXKEHHS CYTrI00iB, 10 MiATBEPOKYETHCS 3@ HOMOMOT 00
PEHTTEHY.

['mioko3aminy cynbdaT IpoaeMOHCTPYBaB J00PY MepeHoCUMiCTh. Byob-IKOro iCTOTHOTO BILTUBY
TJII0K03aMiHy CynbdaTy Ha ceplieBO-CYyIUHHY, AUXalbHY, BEereTaTUBHY a00 IeHTpaIbHy HEPBOBY
CHCTeMY BUSIBJIEHO He OyII0.

dapmaxkoKiHemuxka.



HocrnigXeHHs, NPOBEMeHl 3a y4acTIo JII0feX Ta Ha TBapUHaX, IT0Ka3aJIy, 110 MiC/Is NepopaaIbHOro
npuiioMy "“C-III0K03aMiHy pafioakTHBHI MideHi eleMeHTH MIBUAKO i MaiizKe MOBHICTI0O BCMOKTYIOThCS
Ha CHCTEMHOMY piBHi. Y moguHu BCMOKTYEThCS 6113bK0 90 % panioakTHBHO MidyeHOl 103U
npernapaty. AGcomoTHa 610M0CTYIHICTE T/II0KO3aMiHy y IMyPiB Iic/s BBEOEHHS I'TI0K03aMiHy
CcynbdaTy epopaabHO CKiasna 26 % BHACHIOK epeKTy IeplIoro MPOXOAKeHHS yepes MeYiHKy.
A6comoTHa 6i0IOCTYIIHICTh V TIOAWHYU HEBiOMa, ajie, BifIIOBIIHO N0 aJIOMETPUYHUX PO3PAXYHKIB,
BOHA aHaJIOTiYHa TiMf, 10 CIIOCTepiraeThcs y urypis, To0TO Bim 20 % mo 30 %.

Y 3m0poBux JOOPOBOJIBIB Mic/isg 6araTopa3oBoro IpUIOMy BCepefUHY III0K03aMiHy CcynbdaTty B fo3i
1500 Mr Ha fo0y MaKcuMasbHa PiBHOBaXKHa KOHIEHTpalis B m1a3Mi Kposi (C,,, ) cTaHoBuIa 1602 +
425 ur/mn (8,9 uM). [TaHa KOHIIEHTpallis mocsranacs yepel 1,5-4 rop (memiaHa - 3 ropm) micus
BBefeHHA (t,.,). Y pPiBHOBaKHOMY cTaHi moKa3HuK AUC mj1a3MoBUX KOHIIEHTPAIliX BITHOCHO 4acy
craHoBUB 14564 + 4138 Hr X rog/mn. Taki mapameTpu Oysiu OTpUMaHi IIPU 3aCTOCYBaHHi
JiKapChKOT0 3ac0o0y HaTIIE, TOMY HEBITOMO, YX 3TaTHUM IPUIOM 1Ki 3HAYHOIO MipOI0 BIJIMHYTY Ha
BCMOKTYBaHHS IIpenapary.

[Tpu nepopanbHOMY 3aCTOCYBaHHI Mmiciis abcopOIril rioK03aMiH B OCHOBHOMY PO3MOMiIIETHCS B
1103aCyIMHHOMY CepenoBuili (y TOMy YUCJIi B CHHOBianbHiK piguHi), 06’eM po3nofiny mpubIu3HO B
37 pasiB BUIIKI Bifi 3arajbHOI KiTbKOCTi BOAH B TiJli TIOAUHU. 3B’sI3yBaHHS 3 O6iIKaMu TII0OK03aMiHy
He BUSBJIEHO.

MeTabomiyHuii podink TMII0K03aMiHy He HOCTiAKyBaBCs, OCKINIbKY IeH JIiKapChKul 3acid, 6ymyuu
HaTypaJIbHOI0 PEYOBUHOIO, SIKa MPUCYTHS B OpraHi3Mi IIOOWHY, BUKOPUCTOBYETHCS st O10CUHTE3Y
IesIKUX KOMIIOHEHTIB CyTrI060BOT0 XpsIIa.

Byno BCcTaHOBINEHO JMIlle KiHIIEBUY eliMiHaLliiHUY ITepiof HalliBBUBEOEeHHS TJII0KO3aMiHy 3 IIJla3MU
KPOBI JIIOAMHY 3a pe3ylbTaTaMU NOCIiI)KeHHS PiBHIB TII0KO3aMiHy B IIy1a3Mi, ki 6ynu
BHMipIOBAaHUMHU IIPOTSATOM 48 rof micyis mepopajbHOro IPUioMy Jdikapchkoro 3aco0y. Po3paxoBaHe
3HauYeHHS CTaHOBUIIO 6JK3bKO 15 rof.

ITicns mepopanbHOTO 3aCTOCYBaHHS ' C-T/II0KO3aMiHy BUIIIEHHS 3 Ccedelo pafioaKTHBHUX MiueHUX
eJleMeHTiB y moguHu ckiano 10 = 9 % Big BBefieHOI M03H, TOMI K eKCKpellis 3 PpeKasisMu CTaHOBUIIA
11,3 = 0,1 %. PiBeHb eKCKpellil HE3MiHEHOTO TJII0K03aMiHy 3 Cedelo y IIOJUHH ITiCIIs TepopaabHOTO
3aCTOCYBaHHS B cepeqHboMY OyB HU3bKUM (rpubnu3no 1 % Big BBe#eHOoi no3u). [laHi pe3ynabTaTu
BKa3yI0Th, 1110 HUPKHU He BillirparTh iCTOTHOI POJIi ¥ BUBeIeHHi I'/TI0K03aMiHy Ta/abo #ioro MeTabomiTis
i/y” IPOOYKTiB MOTO po3nany.

[Tpu 6araTopa3oBoMy 3acTocyBaHHi B 103i 750-1500 Mr ofuH pa3 Ha 0o0y dhapMakoKiHETHKa
TJII0K03aMiny Oyiia miHifiHOW0, Toxi SIK IpH 3acTocyBaHHi B 7031 3000 Mr piBHI I'TII0KO3aMiHy B IIJIa3Mi
KPOBi Oy/IM HUKYKUMH, HiXK 04iKyBasiocs BiilTOBIMHO [0 MmigBuIlleHHS No3u. PapMaKoKiHeTHKa
TJII0KO3aMiHy B PiBHOBaKHOMY CTaHi He 3ajiexarsa Bifl Yacy, He CBifiumia IPo_KyMyJsillio abo
3HUKEeHHS 610M0CTYyIHOCTI IIpenapaTy B MOPiBHAHHI 3 mpodineM papMaKOKiHETHUKH, II0
CIIOCTepirascs IiCJsg OOHOPa30BOr0 BBEEHHS.

dapMakoOKiHeTHKa I'TII0KO3aMiHy y YOJIOBIKiB i XKiHOK aHa/loridyHa, BigMiHHOCTe! (papMaKOKiHEeTUKY y
3MOPOBUX MOOPOBOJIBLIIB i Y MAIiEHTIB 3 0CTE0APTPUTOM KOJIIHHOTO Cyrji00a He BCTAHOBIIEHO. Y
OCTaHHIX CepefHs KOHIIEHTpalis B IJa3Mi KpoBi depe3 3 Trof MiCNIS IPUNMOMY OCTAHHBOL JO3U

1500 mr npu GaraTopa3oBOMY 3aCTOCyBaHHi OIUH pa3 Ha f00y cTaHoBuIa 7,2 pM Ta Oyna momi6Ho0
IO BUSIBJIEHOI ¥ 3[0POBUX NOOPOBOJIBIIIB, TOHI K cCepenHsl KOHLIEHTpallis B CHHOBianbHil piguHi Oya
TiTBKY Ha 25 % HUKYOIO i, 0TKe, TAKOXK 3Haxomuiaacs B miama3oHi 10 uM. V mali€eHTiB 3 HUPKOBOIO
abo meyiHKOBOIO HEJOCTATHICTIO (papMaKOKiHEeTHKA I'II0K03aMiHy He JOCIifKyBaacs, OCKiIbKH,



3BaxKarouu mpodink 6e3meku Mpemnaparty i y 3B'sI3Ky 3 HE3HAYHOIO Y4aCTI0O HUPOK y efiMiHalii
TJTIIOKO3aMiHy, 3HUKEHHS 03U OJIS [IUX TPYII XBOPUX He mepeadadeHo.

PiBHOBaxKHi KOHIIEHTpAIlil TJII0KO3aMiHy B I1JIa3Mi Ta B CHHOBIia/IbHiM piguHi micasg 6araTropa3oBoro
3aCTOCYBaHHS OMH pa3 Ha no0y B mo3i 1500 mMr 3HaxomsaThcs B Mexkax 10 mM i, oTke, BigmoBiga0Th
TUM, [JI51 IKUX 0YJI0 T0Ka3aHo (papMaKOoJIOTiuHy aKTUBHICTh IIPYU [OCTIIKEHHSX B
eKCIepUMeHTaIbHUX MOMEJIAX in Vitro, 10 MiATBEPHAXKYE MeXaHi3M fil i KIiHiYHUN ePeKT JTiKapChKOro
3aco0y.

KriniyHi xapaKTepHUCTHKH.

IToxa3anHs. TomnerieHHs: CHMIITOMIB IIPY JIETKOMY Ta ITOMipHOMY OCTE0apTPUTI KOJliHa.

ITpomunoka3axuHs. IHOuBinyanbHa MiABUINEHA YYTIUBICTD A0 Aif040i pedyoBUHU abo o Oymb-sIKoi 3
OOIIOMIKHUX PEUYOBHUH, CXUIIBHICTH 0 KPOBOTEY.

[Ipenapat Iona® He CIin 3aCTOCOBYBaTHU Ial[ieHTaM 3 aJIepri€o Ha MOJIIOCKIB, TOMY 110 04y
PEUYOBHHY ONEPKYIOTh i3 TAHLIKMPiB MOIIOCKIB, TaKi MalliEHTH MOXKYTh OyTH OiNIbII CXUIBHUMH [0
PO3BUTKY allepriyHuX peaklilid Ha TTI0KO3aMiH i3 MOKJIMBAM 3arOCTPEHHSIM CUMIITOMIB
3aXBOPIOBaHHS.

o ckmapy iH’ekuiiHOl (opMu mpenapaTy BXOOUTH JOIMOMiXKHaA peYoBHUHaA JIiI0oKalH, IKa Ma€ Taki
IIPOTUIIOKA3aHHA: KapAlOTeHHUY 10K, BUpaXKeHa apTepiasibHa TinoTeH3is, rocTpa ceplesa
HEIOCTATHICTh, TAXKKi (opMU XPOHIYHOI CeplieBOl HEIOCTAaTHOCTI, 3HUKeHa (YHKIIiS JTiBOTO
IIJTYHOYKa, 3aXBOPIOBaHHS ITPOBIIHOCTI ceplisi, aTpioBeHTpuKyspHa 61okana II-1II ctymeHs, TaXkKa
OpaguKapisi, po3/iagu 3ropTaHHs KpoBi, cuHapoM Bomnbda - ITapkincoHa - Yalita, cuHgpoM AfgaMmca -
CroKca, cynoMu B aHaMHe3i, CIIpUYKMHEH] 3aCTOCyBaHHSIM JIilOKaiHy, CHHAPOM CJ1a0KOCTi CHHYCOBOTO
BYy3Jla, TAXKKIi MOPyIIeHHS QyHKIIl IeYiHKY, Til0BOIeMis, MiacTeHis, iHdekmil y micti i1’ exiii,
Timep4yTNuUBICTh 0 NifOKalIHY Ta MigBHIEeHAa YYTIUBICTh [0 iHIIWX aHECTETUKIB aMigHOTO TUILY
(OCKiNbKY iCHYE TiBUILIEHNN PU3UK PO3BUTKY IIEPEXPECHUX Peaklliil TinepyyTIuBOCTi).

B3aemodisn 3 iHwumu nikapcobkumu 3acodamu ma iHwi eudu e3aemoditi. Crif yHUKaTH
BUKOPUCTAHHS CyMilllell BMICTy aMIyJI ITpenapary 3 iHIKMMHU iH’ eKLIiHHUMY JTiKapChKUMU 3aco6aMi.

CrnenudiuHux mociigkeHb JTiKapCchkol B3aeMopii He mpoBoauiock. OgHak, 3 ornsaay Ha Qi3uKko-XiMiuHi
Ta (hapMaKOKiHETUYHI BTaCTUBOCTI TJIFOKO3aMiHy Cy/b(aTy, MOKHA IPUIYCTUTHA HU3bKUU [TOTEHIfial
B3aeMopiii. KpiM Toro, BCTaHOBIEHO, ITI0 TII0OKO3aMiHy CynbdaT He IPU3BOOUTD Hi 0 IPUTHIYEHHS, Hi
[0 MiBUINEHHS aKTUBHOCTI 0CHOBHUX (hepMeHTiB CYP450 momuHu.

®akTHYHO NpenapaT He KOHKYPYE 3a MexaHi3mu adcop0iiii, micnis abcopOiril BiH He 3B’I3y€ThCS 3
OinkaMu 1mIa3Mu, a MeTaboITi3yeThCS IIITXOM BKITIOUEHHS SIK €HJOTeHHOI PeYOBUHY B IIPOTEOTTIiIKaHU
ab0 po3MmeroeThCs 6e3 yyacTi pepMeHTiB CUCTEMM IUTOXPOMY, BHACIIIOK YOI'0 MaJI0¥MOBIPHOIO €
HOT0 B3a€MOJIis 3 iHITUMH JTIKapCbKUMHM 3aCO0aMH.

IcHytOTH 06MexXKeHi aHi PO MOXKJIMBY B3a€MOi0 JTiKapChKUX 3ac00iB 3 T/II0K03aMiHOM, OTHAK
croctepiranocs 30inbiieHHs mokasHuka MHB (MixkHapomHe HOpMasti3oBaHe BigHOIIEHHS) IPU
3aCTOCYBaHHI aHTaroHICTiB mepopasibHOro BitaMiny K. ToMy 3a naijieHTamu, sIKi OTpUMYIOTh



aHTaATrOHICTU epOopabHOrO BiTaMiHy K, CIlif yBaKHO CTEXKUTH IIif 9ac M04aTKy ab0 IpUIHHEHHS
Teparii rmoko3amMinoM. CympoBifHe JTiKyBaHHS T'TI0K03aMiHOM MOXKe TTOCHIUTH abcopbilito i, 0Txe,
KOHIIEHTPAIlil0 TeTPAlMKIIiHIB Y CUpOoBaTLi KpoBi. [IpoTe KiliHiuHa 3HAYUMICTB L€l B3aeMOfil,
MMOBipHO, 0OMeKeHa.

[TpemapaT cymicHUY 3 HECTEPOITHUMHU MIPOTHU3ANaTIbHUMU 3aC00aMH i TTIIOKOKOPTUKOCTEPOIiTaMHU.

IIo ckmapy iH’ekuiHOl (opMu mpenapaTy BXOOUTH JOMOMiXKHA peYOBHHA JIifoKaiH. LluMeTuauH,
NeNnTUAWH, OymiBaKaiH, MPOIPAHOIIO, XiHIIWH, qU30IMIipaMil, aMiTPUIITUITIH, HOPTPUIITHUIIIH,
XJIOPIIPOMAa3uH, iMipaMiH MiABUIIYIOTH PiBEHb JIiJOKAlHy B CUPOBATIi KPOBi, 3MEHIIIYIOYX KOTO
nmevinkoBul MeTabomniaM. HopapmpeHastiH BUSBIIs€ CUHEPTiYHUY e(heKT IIPU B3aEMOI1 3 TiOKaiHOM.

Cnip 3 06epexkHiCcTIO 3acTOCOBYBaTH iHribiTopr MAO, OCKiNTbKY BOHM ITiIBUILYIOTh PU3UK PO3BUTKY
apTepianbHOI TimoTeH3ii i TPOIOHTYETHCS MiclleBoaHeCTe3yio4a [Iisi 0CTaHHbOTO.

[Ipu ogHOYACHOMY 3aCTOCYBaHHI 3 aHTUAPUTMIYHUMU IIpenapaTtaMu IA Knacy (y T. 4. 3 XiHiGUHOM,
IpoKaiHaMifoM, Ou3oIipaMifnoM) mogoBxKyeThcs iHTepBan QT, y AyKe IOOAMHOKUX BUIIaAKaX
MOXKJIMBUY PO3BUTOK AV-010Kagy abo GpiOpumALil IUIyHOUKIB.

[TocnabmioeThCsl KAPAIOTOHIYHUY e(peKT 3aCTOCYBaHHS CePLeBUX IIiKO3UMIB.

[Tpu ogHOYACHOMY 3aCTOCYBaHHi 3 cefaTUBHUMU 3aco0aMy 3aCIOKiNUINBI e(eKTH ITOCUITIOI0THCS.
DeHITOIH MOCUTIOE KapHiofepeCUBHY Oil0 JTifOKalHy.

[Ipu ogHOYaCHOMY 3aCTOCYBaHHI 3 TPOKalHaMigoM MOXKJIMBI MapeHHs, TalioIuHalil.

JlimoxaiH Moe ITOCUJTIOBATH [if0 Ipelnaparis, 1110 3yMOBIIOI0TH OJI0Kaly HEPBOBO-M's130B0i ITepefayi,
OCKiJIbKY OCT@HHI 3MEHINYIOTh IIPOBINHICTh HEPBOBUX IMITy/ILCIB. ETAaHOII IOCUIIIOE IPUTHIYYBAJIbHY
ifo NMigoKaiHy Ha JUXaHHS.

Oco6.1ueocmi 3acmocyeaHHs. BBefeHHS npenapaTy MOXKYTh 3[MiNCHIOBATH TibKUA MeOUYHI
IIpalliBHUKH.

Y nanienTiB 3 BimoMuM (HaKTOPOM PU3UKY CEPIIEBO-CYOAUHHUX 3aXBOPIOBaHb PEKOMEHAYETHCS
MOHITOPUHT PiBHA JIiMifiB KPOBI, OCKIJIbKU Y MALi€HTIB, IKi OTPUMYBaJIU I'JII0OKO3aMiH, Y OEeKiIbKOX
BHUITaKaXx CIIOCTepiramacs rinepxonecTepuHeMis.

Cnig 3 06epexXHiCTIO TPU3HAaYaTH TallieHTaM 3 HeIIePeHOCUMICTIO TJTII0K03u. Ha moyaTtky niKyBaHHS
nalieHTaM 3 I[yKPOBUM [iiabeToM JOLiTbHO ITPOBOAUTH KOHTPOJIb PiBHS I[YKPY B KPOBI.

Bigomi Bunapgkuy 3aroCTpeHHSI CUMIITOMIB aCTMU MiCJIg IOYATKY IPUUOMY TIIOKO3aMiHy (CUMITOMUI
3aroCTpeHHs 3HMKAJIX IicIIs MPUIIMHEHHS 3aCTOCYyBaHHS I'/TI0K03aMiHy). ToMy moTpibHo 3
00epexkKHiCTI0 3aCTOCOBYBATH IIpernapaT IIPH JIiKyBaHHi MaIlieHTiB, SKi CTpaXkaaloTh Ha OpOoHXiambHy
aCTMy, OCKIiJIbKM TaKi IalieHTH MOXKYTb OyTH OiNIbILI CXUTBHUMHU 0O PO3BUTKY a/IepriuHUX peaklii Ha
TJIFOKO3aMiH 13 MOXKJIMBUM 3arOCTPEHHSIM CUMIITOMIB 3aXBOPOBaHHA. CleliaibHUX OOCIiIXKEHb Y
nalieHTiB 3 HUPKOBOIO ab0 MeYiHKOBOIO HENOCTATHICTIO He poBoausiocsi. OgHAK 3aCTOCYBAaHHS
TJII0KO3aMiHy TallieHTaM 3 TSKKOI0 IMeYiHKOBOI0 a00 HUPKOBOIO HEIOCTATHICTIO CIIifl KOHTPOIIOBATH.

Opna mo3a jikapchKoro npemnapaty mictuth 40,3 Mr HaTpiwo. Lle BapTo Bpax0ByBaTHU IIpU
Ipu3HaYeHHi MMallieHTaM, SKUM ITI0Ka3aHa cyBopa 0e3CoboBa [lieTa.



[ITo6 YHUKHYTH BHIAAKOBOTO iHTPABa3aIbHOI'0 BBEIEHHS IIPerIapaTy PeKOMEHOYETHCS IIPOBOOUTH
acmiparriiny mpooy.

Be3neka 3aCTOCYBaHHS aHECTETHUKIB IPYIHU Jil0OKaiHy CyMHiBHA MIJIs1 XBOPUX, CXUITBHUX [I0 3JTOSIKiCHOI
rineprepmii, TOMy Takoro 3aCTOCyBaHHS CJIii yHUKATH.

[Tepern 3acTocyBaHHSIM JIifOKalHy IIPU 3aXBOPIOBAHHSAX Ceplid (TimoKamieMis 3HUKY€E e(heKTUBHICTh
nifokainy) HeoOXigHO HOpMai3yBaTH PiBeHb KaJlilo B KPOBi Ta MPOBOOUTH KOHTPOIb EKT.

AKTUBHICTH KpeaTuH(}OCHOKiIHa3M B CHPOBATIII KPOBi MOXKe 3POCTH IIiCig BHYTPIITHEOM'I30B01
iH'ek1il mpenapary, 0 MOXe IPU3BECTHU [0 IOMIIKY IIPYU BCTAHOBJIEHHI OiarHO3y FOCTPOT0
indapkTy MioKappaa.

Y pasi mopymeHs OisiTbHOCTI CHHYCOBOT'O By3J1a, TOOBXKEHHS iHTepBany P-Q, posmmpenHs QRS abo y
pasi BUHMKHEHHS a00 3aroCTpeHHs apuTMii mo3y nMoTpibHOo 3MeHIIKUTH abo BiIMiHUTY Ipemnapar.

Cnig moTpuMyBaTHCh 0C06IMBOI 06€peKHOCTI IPYU 3aCTOCYBaHHI IIpenapary mnaljieHTam 3
HEJ0OCTaTHICTIO KPOBOOOIry, apTepianbHOIO TiMOTEeH3i€10, apUTMiIMU B aHaMHe3i, TOPYIIeHHSIMU
GyHKII mediHKY Ta/abo HUPOK IIOMIpHOTO CTyIeHs. 3 OrJIsify Ha HasBHICTh B CKJIafli JIimOKaiHy TaKoX
HeoOXiTHO JOTpUMyBaTHCh 00ePEeKHOCTI IpHU IMpHU3HaYeHHI MMallieHTaM JIiTHhOTO BiKy, XBOPUM Ha
eTiencio, TPy NOPYILIeHHI MPOBIAHOCTI cepllsd, IPpU AuXalbHill HeJOCTaTHOCTI.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pyodoto.

IaHi 100 3aCTOCyBaHHS IIpenaparty BariTHUM abo XiHKaM, SIKi TOOYyI0Th TPYOAI0, BilCyTHI, TOMYy
3aCTOCyBaHHS IIpelapaTty IPOTUIIOKa3aHo IIik KaTeropil malieHTiB.

30amHicmb enaueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
mexaHizmamu. [TocmigKeHHS BIJIUBY IpenapaTy Ha 3[aTHICTh KepyBaTH aBTOMOGineM Ta
KOPUCTYBaHH IHIIMMU MexXaHi3MaMu He poBoguinucd. [1if yac 3aCTOCyBaHHS TTII0KO3aMiHy MOXYTh
PO3BUBATUCS 3allaMOPOYEHHS, COHJIUBICTh, BTOMA, Iledanris abo mopyieHHs 30py, TOMY CJIif
YHUKATH KEPYBaHHS aBTOTPAHCIOPTOM Ta poOOTH 3 iHIIMMH MexaHi3MaMHu.

Cnocib 3acmocyeaHHsi ma do3u.

[l11s1 BHYTPIlIHBOM s1I30BOTO 3acToCcyBaHHsA! [IpenapaTt He Npu3HaYeHUN OJ1 BHYTPIIIHBOBEHHOTO
BBEeIEHHS.

Lopocai nayieHmu ma nayieHmu AIMHb020 BIK)Y.

[Tepen 3acTocyBaHHSM 3MimaTu po34uH B (po3uynHHUK 1 M) i3 po3unHOM A (PO34YMH IIpenaparTy
2 MJI) B ODHOMY IIIIPHUIII.

[TpuroToBaHuit PO3YKH IIpenapaTy BBOAUTH BHYTPIIHEOM s130B0 110 3 MJT a60 6 Mt (po3uyuH A B)

3 pa3u Ha TUXKOEHb IPOTATOM 4-6 TUXKHIB.



HasBHiCTB K0BTyBaTOr0 3a0apBIEHHS PO3YMHY B aMITyJli A He BIJIMBAE Ha e(peKTUBHICTH Ta
TIEPEHOCUMICTH JIIKapChKOTO 3aC00y.

[H’ek11ii mpemapaTy MOXHa IOETHYBATH 3 TePOPaIbHUM IIPUAOMOM IIpenapary y ¢GopMi MOpOIIKY s
IIPUTOTYBAHHS PO3YUHY.

['moKo3aMiH He TMoKa3aHuy OIS TIKyBaHHS rOCTPOTo 60JIbOBOTO CUHAPOMY.

[ToneruieHHsI CUMIITOMIB (0COOIMBO 3MeHIIeHHS 60IHOBUX BiIUYTTiB) MOXKIIUBE TiTbKU MiCMISA
IEeKiTbKOX TUXKHIB JIIKYBaHHS, a B esIKUX BUITaAKaX HaBIiTh Micys OiNblI TPUBAJIOTO Yacy.

ZKII0 HiTKOTO MOJerIeHHs CUMIITOMIB He Bif0ynocs yepe3 2—3 Micslli 3aCTOCyBaHHS, He00XiIHO
MepPernsaHy Ty JIiKyBaHHS.

3acmocysaHHA AiMHIM nauieHmam. 2KOOHUX OOCIiAXKEeHb 00 KIHETUKY IIperapaTy 3a y4acTio
JIITHIX MalLli€HTiB HEe IPOBOOUIIOCS.

3acmocysaHHs nauieHmam 3 HUPKo8o ma/abo neviHkogow Hedocmamuicmio. 2KOTHUX MOCTiIKEHb
IIOMI0 KiHEeTHUKH IIperapary [AJisg HaHOI IMOMyJIsiii He MpoBOguiIocs (ouB. po3min «Ocobausocmi
3aCmocCy8aHHA»).

Iimu. He 3acTocoByBaTu HiTAM i mifmmmiTkaM, ockinbku Oe3meka Ta e(peKTUBHICTh IpernapaTy i
TAKUX MalliEHTiB He BCTAHOBIIEHI.

Ilepedo3yeanHs. Bunagku nepeno3yBaHHS (BUAagKOBI Y¥ HaBMUCHi) He Bifl3Ha4aIuCh. Y pasi
nepeno3yBaHHs CIIifl MPUIIMHUTY IPUHOM IIpelapaTy Ta, SKI0 HeoOXimHO, TPOBECTH
CHMIITOMAaTH4He JIiKyBaHHS, CIIPSIMOBaHe Ha BiHOBJIEHHSI BOOHO-eJIEKTPOJIITHOTO OanaHCy.

Ilo ckmapy iH’ekuUivHOl (popMu IpenapaTy BXOOUTH HOMOMiXKHA peYOBHHA JIifoKail. [Tepmumu
CHMIITOMaMHU Tepefio3yBaHHs JTifoKalHy rifpoxnopuny 3 00Ky LleHTpalbHOI HEPBOBOI CHCTEMU
MOXKyTb OyTH OHIMIHHA fI3UKa i I'y0, 30ymKeHuu cTaH, eddopiss, TPUBOKHICTh, IIyM y ByXax,
3aIlaMOPOY€eHHS, HEUITKICTh 30Py, HiCTarM, TpeMoOp, AEeMpecis, COHNUBICTh, BTpaTa CBIAOMOCTI, aX [0
KOMHU, TOHIKO-KJIOHIUHi cymomu. K BimoMmo 3 my0mikaliii, CHMITOMaMu Iepefo3yBaHHs, 0B’ I3aHUMU
i3 mimokaiHy rimpoxmopumoM, 3 60Ky CepIeBO-CyIMHHOI CHCTEMU Ta AUXalIbHOI QYHKIII MOXYTh Oy TH
3HUKEHHS apTepialbHOr0 TUCKY, Kojarc, AV-6710Kafila Ta MPUTHiYeHHS AUXabHOI JisIbHOCTI.
Heo06xigHO KOHTPOJIIOBAaTH CEPLIeBO-CYANHY Ta AuWxXanbHy QyHKIII malieHTa. 3MiHa WX TapaMeTpiB
MOXKe BKa3yBaTH Ha Ilepeqo3yBaHHS MpelapaTy, TOMY MallieHTY CIIiJl HeraiHo 3a0e3MeYuTy NOCTYII
KHCHIO. YCi yCKTagHEeHHS MOTPe0yI0Th CHUMIITOMAaTHYHOTO JTiKyBaHHS.

ITo6iuni peakuii.

KpuTepii oiHKK 4acTOTH PO3BUTKY MOOIYHUX pPeakiliii Ha JTikapChKuii 3acib:

Lyorce wacmo: = 1/10

Yacmo: >1/100 - < 1/10

Heuacmo: > 1/1000 - < 1/100

Pioko: = 1/10000 - < 1/1000
<1

Lyoce pioko: /10000



Yacmoma Hesi0oMa: 4YaCTOTY BUIMAAKIB 3a HASIBHUMU [aHUMH OIIIHUTU HEMOKJIKBO.
3 boky iMyHHOI cucmemu: 4acTOTa HEeBiTOMa - aneprivyxi peaktii (TimepyyTIUBICTS);

3 60Ky 0O6MiHY peyosuH ma Xap4yB8aHHs: 4acTOTa HEBiOMa - HETaTUBHUY BIIJIUB Ha MOHITOPUHT
IyKPY B KPOBI, TrinepriikeMis y Ial[ieHTIiB 3 OPYLIEHO TOJIEPAHTHICTIO [0 IJII0OKO3Y;

NncuxiyHi po31adu: 4aCTOTa HeBimoMa - 6e3COHHS;

3 60Ky Hepeosoi cucmemu: 4acTo - edanrist (rooBHUM 6iNlb), COHNMKUBICTH, YAaCTOTa HeBioMa -
3aIraMOpPOYEHHS;

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

3 60Ky mpasHoi cucmemu: 4acTo - HyfgoTa, Oifib y JKMBOTI, IIOPYIIEHHS TPABJIeHHS, fiapesi, 3a1op,
METEOPHU3M, BaXKKiCTh y UIUTYHKY Ta 6inb, gUCHENCis;

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

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

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

3a2anvHi p031adu ma NopyweHHA 8 Micui 88e0eHHA: 4aCTO - BTOMJIIOBaHICTh, YacTOTa HeBifoMa -
HaOpsK, nepudepryHnil HaOPSK, peakllisd y Miclli BBeIeHHS;

pe3yabmamu 0ocai0xceHb: 9acToTa HEBigoMa - MifBUIIEHHS PiBHS MeYiHKOBUX (DEPMEHTIB,
HiABUIIIeHHS PiBHS IJIIOKO3U B KPOBI, MiABUIIEHHS apTepiaJIbHOr0 TUCKY, KOJIMBaHHSA oKa3HuKa MHB
(MizkHApOIHE HOpMaJi3oBaHe BiTHOIIECHHS).

[ToBimoMIISIIIOCS IIPO OOOMHOKI CIIOHTAHHI BUIIAIKY TillepX0IeCTEPUHEMI], OOHAK MPUYHUHHO-
HACJIiOKOBUY 3B’SI30K HE BCTAHOBJIEHO.

In’exuiiHa ¢opMa IpenapaTy MiCTUTE JIifoKalH. Y BUHSTKOBUX BUMIafKaX MOXK/INBI M0OiYHi peaxiiii,
XapakKTepHi [y IIbOr0 KOMIIOHEHTa:

3 60Ky mpasHoi cucmemu: HyfoTa, OyXKe PimKo - GITI0BaHHS;

3 60Ky Hepeosoi cucmemu: OHIMIHHS s3UKa i T'y0, CBiTI0003Hb, OUILIOINIS, TOJTOBHUIM OiJb,
CIIyTaHICTh CBiOMOCTi, M’s130Bi CiTaHHS, IIPX 3aCTOCYBAHHS y BUCOKHUX [03aX - IIyM Y Byxax,
30ymKeHUM CTaH, 3aHEIIOKOEHHS, TapecTesii, CyloMu, BTpaTa CBiTOMOCTI, KOMa, Tinepakys3is;

3 60Ky opeaHie 30py: MOPYIIEHHS 30py, KOH IOHKTHBIT; IIPX 3aCTOCYBaHHI y BUCOKHX [03aX - HicTarM;

ncuxiuHi po3aadu: 4acToTa HEBijloMa - IOPYIIEHHS CHY;



3 60Ky cepueso-cyOuHHOI cucmemu: apTepiajiibHa TiOTeH3is, monepeyHa 010Kaga Ceplis; 4acToTa
HeBiJoMa - IigBUIIIEHHS apTepiaJbHOTO TUCKY; IIPU 3aCTOCYBaHHSA y BUCOKUX [03aX - aPUTMis,
OpapuKapmis, YIIOBiIbHEHHS IIPOBIMHOCTI ceplisi, 3yTMHKA CEPIIeBOi MisMbHOCTI, nepudepruyHa
Ba30MIIaTallisl, KONAIC, Taxikapmis, 6inb B miNSHIN CEepaIs;

3 60Ky iMyHHOI cucmemu: IPUTHIYEHHS IMyHHOI CUCTEMH, aJlIepPriuyHi peakirii, BK/IIo4aloyu HaOPsK,
MKipHi peakiiii, cBepOixk; myxKe pigKo - KPONIUB'THKA, Peakilil IinepyyTiIuBOCTi, BKII0Yal0un
a"adinakToimHi peakmii (30kpeMa aHadiTaKTUUYHUH II0K), TeHEepaTi3oBaHuM eKcdosiaTuBHUN
OepMaTur;

3 60Ky OuxanbHOi cucmeMu: TTPUTHIYEHHS IUXaHHSA ab0 3yNMMHKA JUXaHHS, 3a0UIIKa;

iHwi: BiM4yTTs XKapy, Xonony abo oHiMiHHS KiHIIIBOK, 3/7105IKiCHa TillepTepMisi; pu
3aCTOCYBaHHIi ¥ BUCOKHX [103aX - PUHIT;

Micueei peakuyii: TOKOJIIOBAHHS IIKipW B MicIli iH'€K1ii, abc1iec, BiMUyTTS JIETKOTO MEeYiHHS
(3HMKA€E 3 PO3BUTKOM aHECTE3yI4YO0ro epeKTy IpoTsAroM 1 XBumuHu), TpoMOodiedit.

Tepmin npudamuocmi. 2 POKH.

BkazaHuii TepMiH IPUAATHOCTI AifiCHUY IIPY ITICHOCTi yIIAaKOBKU Ta AOTPHMMaHHi yMOB 30epiraHus.
He 3acTocoByBaTu npenapart mic/ifa 3aKiHYeHHS TEPMIHY IPULATHOCTL.

YmMmoBH 30epiranns. 30epiratu y HeJOCTYIHOMY AJ151 OiTel Micli npu TeMmnepaTypi He Buile 25 °C.

YnakosBka.

Awmnyra A: 3 KOpUYHEBOT'0 ITPO30POT0 CKJIa MiCTUTh 2 MIT [if040i PEYOBUHH.

Awmnyna B: 3 6e30apBHOT0 MPO30pPOT0 CKjla MiCTUTh 1 MJT pO3UYMHHHKA.

6 ammyn A ta 6 amnyn B 3 po3uMHHUKOM yriakoBaHi y ¢yTisp i3 [IBX i KapToHHY KOPOOKY.

Kareropis Bigmycky. 3a perenTtom.

Bupo6nuk. biosoriui Itamis JlabopaTtopi3 C.p.JI.

Micue3HaxoIKeHHsI BUPOOHHKA Ta MOT0 aJpeca MicCIisi IPOBaAKeHHsI Tis/IbHOCTI.

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



