TIHCTPYKIIIA

IJIs1 MEJUYIHOT 0 3aCTOCYBaHHSI JTIKaPCHKOT0 3aC00y

MaxkponeH®

(Macropen®)

CKnao:
0itoua pevosuHa: MiTeKaMiIlHY aleTaTt (MiOKaMilliH);

5 MJI cycreH3ii 115l mepopasibHOro 3acTocyBaHHs (1 MipHa JT0XKKa) MiCTUTh MifeKaMilluHy alleTaTy
(miokaminuny) - 175 wmr;

donomidcHi peyoguHu: MeTunmnaparigpokcuden3oat (E 218), mponinnaparigpokcubensoar (E 216),
KHUCJIOTa IMMOHHA, IUHATPi0 GocdaT 6e3BOmHUM, apoMaTU3aTOP OaHaHOBUM MOPOIIOK (IEeKCTPO3a,
caxapo3a, MalbTOMEKCTPHH, TyMiapabik, apoMaTu3aTop OaHaHOBUI), OapBHUK kKOBTHi 3axig FCF
(E 110), rinpoMeno3a, CUIIKOHOBa EMYJILCis, caxapuH HaTpito, MaHiT (E 421).

Jlikapcbka ¢popmMa. ['paHynu A7g opajbHOL CyCIeHa3il.

OcHogHi ¢i3uko-ximiyHi 81acmueocmi: opiOHUYM TpPaHyIbOBAHUN MTOPOIIOK OPaHKEBOTO KOJIbOPY,
IPaKTUYHO 6e3 BUOUMUX TOMIIIOK.

®apmakoTepaneBTHYHa IpyIa.

[TpoTuMikpoO6Hi 3aco0u [AJIsT CHCTEMHOTO 3aCTOCyBaHHSI. MaKpoifu, TiHKo3aMiou Ta
crpentorpaminu. Miokaminua. Kog ATX. JO1F Al1.

dPapmaKo102iuHi e1acmueocmi.
®apmakoOuHamika.

MexaHi3M mil

Minekaminus npurtiuye cuate3 PHK-3anexHux GinkiB y cTafii mpoJioHrallil IpoTeiHoBOro JIaHIIoOTa.
Lle BigOyBa€eThCS LIIAXOM 3BOPOTHOTO 3B’s13yBaHHS 3 cybopuHuneio 50 S Ta IpurHidYeHHS peakilii
TPaHCHENTHUAALIl Ta/9u TpaHCHoKalil. Yepe3 BigTMiHHICTL CTPYKTypu pub0oCOM 3B’SI3yBaHHSA 3
pubocoMaMu eyKapioTUYHUX KIIiTUH He BifOyBa€ThCS, TOMY TOKCUYHICTh MaKpOJIifiB A/l KITITUH
JIIONVHY € HU3BKOIO.



4K i pemTa MaKpoOJigHUX aHTUOIOTUKIB, MifeKaMilluH rOJIOBHUM YMHOM IPOSIBNIsiE OAaKTEPiOCTaTUUHY
miro. OmHaAK TaK0X MOXKe MPOSIBISATA OaKTepPULUIHY [if0 3aJIeXKHO Bif Tuly 6akTepii, KOHIeHTpaIllii
mpenaparty y Micli fiii, po3Mipy iHOKYISATY Ta PENPOAYKTUBHOI CTaflil MiKpoopraHiaMy. AKTHBHICTb in
Vitro 3HUXKY€ETHCA Y KUCJIOTHOMY cepenoBulli. fAKino 3sayenHs pH y cepenoBulili KyasTyp
Staphylococcus aureus abo Streptococcus pyogenes 30inbiyeThes Bif 7,2 mo 8,0, MiHiManbHa
inribyroda 3maTHICTh MifleKaMillMHy 3HUXKYEThCS BABidi. AKIo pH 3HUKYETHCS, CUTYallis 3MiHIOETHCS
Ha IIPOTUIIEXKHY.

Bucoki BHyTPIlIHbOKJTITHHHI KOHIIEHTpAallil MaKpOIiIHUX PEYOBUH [OCATAIOThCS Y Pe3yIbTaTi iXHbOI
BUCOKOI JKMPOPO3YMHHOCTI. Lle 0co6IMBO BaxK/IMBO IIPH JIiKyBaHHI iHGEKIIiN, CIpUYUHEHUX
BHYTPIIIHBOKJIITUHHUM IIUKJIOM PO3BUTKY y TAaKUX BUMIB, K XJIaMifiid, jierioHena i nictepid. byno
IOBeNEHO, 0 MileKaMilliH HaKOMMUYY€ETHCSI B aIbBEOIIPHUX MaKpodarax MoguHu. TakKoxk
MigeKaMilliH HaKOIIUUYYETHCS Y HeuTpodinax. OCKINbKY CHiBBIGHOIIEHHS MiXK 30BHIIIHbOKIITUHHUMU
1 BHYTPIIIHBOKJIITUHHUMY KOHIIEHTPALiIMU CTaHOBUTE Bif 1 mo 10 A1 epuTpOMiLMHY, Lie 3Ha4eHHS
Buie 10 o1 MaKpOJIigiB HOBOTO MOKOJTiHHS, BK/II0Ya04Yy MimeKaMilnH. HakonudeHHsT HEUTPOQiniB y
Micti iHgekIIii Moxke JoJaTKOBO 30iMbIIMTY KOHIIEHTPAIIiI0 MAaKPOJIifiB B iH(piKOBaHNX TKaHUHAX.
HocmimKeHHS in vitro BUSBUIIY, 110 MifleKaMil[MH TaK0XK BIIJIUBAE Ha iMyHHi ¢pyHKLii. Tomy 6ymo
BCTAHOBJIEHO IIOCUJIEHHS XeMOTaKCUCY IIOPIBHAHO 3 EPUTPOMILIMHOM. In vivo MifeKaMilliH Mae
3[0aTHICTh CTUMYJIOBATH aKTUBHICTh IPUPOSHUX KIIITUH-KiNEepiB. LI HOCIifXKeHH BKa3yTh:
MifleKaMilliH BIIJINBA€ Ha iMyHHY CHUCTEMY, 110 € BaXK/IMBUM IJIs1 aHTUOIOTUYHOTO ePEKTY
MifleKaMilliHYy in vivo.

AnTu6akTepianbHa eQeKTUBHICTD

MigekaMilliH - MaKpOMiIHUY aHTHOIOTUK MKUPOKOTO CIIEeKTpPa [ii, Yist aKTUBHICTH MogiOHa m0
epuTpoMinuHy. BiH akTHBHUM IPOTH IPAMIIO3UTUBHUX OaKTepil (cTadiloKOKiB, CTPEIITOKOKIB,
IHEeBMOKOKIB Bacillus anthracis, Corynebacterium diphtheriae i Listeria monocytogenes), BesKux
rpaMHeraTuBHUX OakTepilt (Bordetella pertussis, Campylobacter spp., Moraxella catarrhalis i
Neisseria spp.), anaepoouux 0akTtepiit (Clostridium spp. i Bacteroides spp.) Ta iHmux 6aKTepii,
TaKWX K MIKOIIJIa3MHU, ypearia3Mu, XJlaMifiii Ta ierioHenu.

Kpurepii o MigekaminuHay B OIiHI MiHiManbHOI iHTiOy04901 3MaTHOCTI € aHAJIOTIYHUMHU [0 iHIIHUX
MaKpOIigHUX pedoBuH, 3rigHo 3i ctanmapTamMu NCCLS (HamioHanbHUM KOMITET 3 KITiIHIYHUX
nabopaTtopHux ctaHgapris CIIIA). bakTepii BU3Ha4aOThCS K YYTAXBi Ipu 3HaYeHHI MICI90 < 2
MKT/MJI i pe3ucTeHTHI npu 3HayeHHi MIC90 = 8 mKr/miL.

MeTaboriTy MifeKaMilluHy IPOSIBNIIIOTh aHaJIOTiYHy aHTHOaKTepialbHy [if0, ajie MeHII BUpaXeHy.
Pe3ynbpTaTy KinmbKOX OOCTiAXKeHb HAa TBapUHAX JEMOHCTPYIOTH, 0 e(heKTUBHICTh MileKaMilluHY i
MiOKaMilMHY € BUILO in Vivo HiX in vitro. Lle 4aCTKOBO CIpUYMHEHE BUCOKOIO KOHIIEHTPALi€I0
aKTHBHMX MeTabo0MiTiB y TKaHWHAX.

Pe3ucTeHTHICTL [0 MAKpOJIIHUX PEYOBUH PO3BUBAETHCA Yepe3 3HUXKEHY IIPOHUKHICTD
30BHIITHLOKJIITHHHOI MeMOpaHu OakTepii (eHTepobakTepii), iHaKTUBAIIi0 Aif090l peYOBUHH (S.
aureus, E. coli) i 3MiHeHe Miclie mii, 1110 € HafOiIII BasKIUBUM.

3a octanHiMu nanuMu EARSS (E€BpomerchKol CHCTEMHU KOHTPOJIIIO HaMl PE3UCTEHTHICTIO [0
IPOTUMIKpOOHUX IpemnapartiB), 18 % iHBa3uBHUX ITaMiB Streptococcus pneumoniae Pe3UCTEHTHI 0
MakpoJifiB, 35 % 3 HUX € TAKOXK PE3UCTEHTHUMU [0 NeHinuiny. [lIo0Kka3HUKY Pe3UCTEHTHOCTI €
BUIIUMH y KpaiHax Cepe3eMHOMOD s i JeI0 HUKYi ¥ HApSMKY ITiBHOYI.

dapmakoKiHemuxka.



AGcopbiist

MigekaMiniH Ta MiOKaMiIliH IIBUAKO Ta BiTHOCHO HOOpe BCMOKTYIOTLCS Ta HOCSATAIOTh
MaKCUMaJIbHUX KOHLIEHTpalii B cuposartli Kposi 0,5-2,5 Mxr/mn ta 1,31-3,3 MKr/mMi BiAIOBiAHO 3a
1-2 ropunu. ITpuiioM ixi memro 3HUKYE MaKCUMallbHi KOHIIEHTpAIlii, 0co0IuBO y miTel (BikoM Bifm 4 mo
16 pokiB). ToMy MigeKaMilluH peKOMEHYETHCS MPUIUMAaTH Mepeq ig010.

Po3mopin

MigekaMinuH mo0Ope MPOHUKAE Y TKAHUHY, [e BiH [OCSITa€ KOHIEHTPAIlill BUIIKUX, HiXK y KpoBi, Ha 100
%. Bin mocsirae BUCOKMX KOHILIEHTpAlliXl y ceKpeTi OpoHXiB, a TakoX y mKipi. 06’eM po3smominy
MiOKaMilMHy € BUCOKMM i CTaHOBUTH 228-329 71y 300pOBUX MALi€HTIB.

47 % mipexamiuuny Ta 3-29 % MeTaboiTiB 3B'13y10ThCS 3 OinKamu KpoBi. MigekaMiluny amerar
IIPOHMKAE Y TPygHe Moyoko. ITicis mputiomy no3u 1200 mMr/moby y rpyaHOMY MOJIOIi OYJ10 BUSBIEHO
0,4-1,7 MKr/M1 MigeKaMilluHy aneTary.

Mertabo1i3M i BUBegeHHS

MigekaMillH TOJIOBHUM YMHOM MeTab0Ii3yeThCS B aKTHBHI MeTaboiTu y nevinii. [TepeBaxkHO
BUBOIUTHCS 3 2KOBYIO i TilbKy mpuOnmu3Ho 5 % - i3 ceuero.

3HayHe 30iIbIIeHHS MKOBUX KOHIIEHTPALiX y cupoBaTii KpoBi, AUC (mroImi mig KpuBoi0) Ta mepiony
HalliBBUBEIEHHS MOXYTh CIIOCTEPIraTUCh y NAI[l€HTIB i3 UPO30M [IE€YiHKMU.

KniniyHi XxapakKTepHCTHKH.
Iloka3zanus.

[H(deKIIil pecnipaToOpHOTo i CEY0CTATEBOTO TPAKTY, CIPUYNHEHI MiKOIIJIa3MaMH, JIeTioHelaMy,
xnaMigigmu Ta Ureaplasma urealyticum; iHdeKIIil pecripaTOpHOTO TPaKTYy, WIKIPH i M'IKUX TKaHUH Ta
iHIIi iHpeKIi], COpUYNHEH] YYTIMBUMHU [0 MifjeKaMillHy aneTaTy (MiOKaMillMHYy) i MeHIUIiHy
OaKTepisgMu y MallieHTiB 3 TiMepuYyTAUBICTIO 0 MEHILUIIIHY; €HTEPUTH, CIIPUYNHEH] OaKTepissMu
Campylobacter; nikyBaHH4 i mpodinakTuka gudTepil Ta KALITIOKY.

IIpomunoka3aHHA.

[TigBuIIeHa YyTIUBICTH M0 MigeKaMinuHy aneTaTy (MioKaMilnHy) abo [0 OyAb-IKUX 3
IOMOMIKHUX PEYOBUH JIiIKAPCHKOTO 3aco0y, TAXKKI MOpyIneHHs QYHKIIN TeYiHKU.

B3aemodia 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

Bimomo, 1110 MakposIiaY B3aEMOIiOTh 3 iHITMMU JTiKapChKUMHU 3acobaMu. MakpomminHi aHTuOioTHKY
BIIMBAIOTH Ha NE€YiHKOBUY MeTabo01i3M, e BOHU MOXKYTh OJIOKYBaTHA aKTUBHICTh (DePMEHTIB
quTOXpoMHOro Kommsekcy P450. Ha BigMiHy Bifl epUTPOMILIMHY, MifleKaMillMH Ta MifeKaMiluHy
aneraT (MioKaMillMH) He 3B’I3yI0ThCS 3 MiIKPOCOMa/IbHUMU OKCHa3aMy KIIITOK NeYiHKY Ta He
YTBOPIOIOTD CTabiTbHUX KOMILIEKCIB 3 IIuTOXpoMoM P450, BHACIiIOK YOr0o BOHU He BIUIMBAIOTH Ha
(bapMaKOoKiHETUKY TeOdiliHy.



MigekaMinuHy aretaT (MioKaMilliH) MOXKe BUKIUKATH 30i/IbIlIeHHS PiBHS LUKIIOCIIOPUHY Y CUPOBATII
KpoBi (piBHi BOBiui Oinbiiri) Ta MOJOBXKEHHS Iepiony HamiBBUBeneHHs i 30inbimenHs AUC (momi min
KpuBOI0) Kapbamasemniny. Cyin 3 06epekHICTIO 3aCTOCOBYBATH IIpelapar MallieHTaM, SKi mapasebHO
IpuiMaloTh KapbaMaseIiH Yy IIUKIJIOCIIOPHH, i 10 MOXKJIUBOCTI IIepeBipsATH PiBHI OCTaHHIX Y
CHUPOBATIIi KPOBI.

[TapanenbHe 3aCTOCyBaHHSA MifjeKaMil[Hy aneTaTy (MiOKaMillMHY) Ta ajIKaJoifiB PiXkKiB MOXKe
IPUTHIYYBaTH iXHil MeTa0O0JIi3M y MeYiHIli Ta MigBUIUTY IXHIO KOHIIEHTPAIIil0 ¥ IjIa3Mi KpoBi.

Cnip 6yTr 06epeXHUM IIifl Yac OJHOYACHOT0 3aCTOCYBAHHS MifleKaMillMHy aneTarty (MioKaMilliHY) 3
BaphapuHOM, OCKiJIbKY BUBEIEHHS OCTaHHbBOI'0 MOXK€ 3MEHIIUTHCS, 110 MiBUILYE PU3UK
BUHUKHEHHS KPOBOTEYi.

Oco06.1ue8ocmi 3acmocyeaHHsi.

[Tig yac TpuBanoro JikyBaHHS CIIi KOHTPOIIOBATA aKTUBHICTh ITeYiHKOBUX (DepMeHTiB, 0COGIUBO V
MAI€HTIB 3 MOPYIIEHHAM (QYHKIIiI MeYiHKY B aHaMHE3i.

4K i y BUMTaAKy 3 iHIIMMY MPOTUMIKPOOHUMY ITperapaTaMy, TPUBAIUM IIPUIOM IIpenapaTy Moxe
IIPU3BECTH [0 CynepiHdexkilii. BupaxkeHa giapesi Moxe G6yTH IIPOSIBOM IICEBIOMEMOPAHO3HOTO KOJIITY.

Ocob.uei 3acmepediceHHs w000 0esaKux KOMNOHeHmMie npenapamy

['paHynu Og opaibHOL CyCleH3il MicTaTh caxapo3y. [lalieHTaM 3i cCnagKoBOK HETIEPEHOCUMICTIO
bpyKTO3H, CHHIPOMOM T'JII0KO30-TaJIaKT03HOI MambabcopOirii abo medimurom caxapasu-
i30ManbTa3u IpUIOM IIpernapaTy He PeKOMEHI0BaHO.

['paHynu A7 OpasibHOL CyCIeH3il MiCTITh MeTHU/INaparinpokcubeH30ar i
Iporminmnaparifpokcu6eH30aT, SKi MOXKYTb CIPUYMHUTH alepriyHi peakiril (iMoBipHO, CIIOBIIbHEHOTO
TUITY).

['paHymH A7 OpayibHOI CyCcIeH3ii MicTsTh OapBHUK KOBTHUU 3aXifl, SKUU MOXKe CIIPUYMHUTH aJIepriuHi
peaxiril.

3acmocyeanHs y nepiod eazimnocmi abo 200y8aHHs1 2py0dio.
KiiniyHi faHi o0 3aCTOCYBaHHA [Ipernapary BariTHUM XKiHKaM Ha CbOI'OfHI BiICYTHI.

HokmiHiuHI JOCMigY Ha TBapHMHAX He BUSBUIM HeOaxkaHUX e(peKTiB BiTHOCHO BaTriTHOCTI Ta PO3BUTKY
miofa. He3Baxkarouu Ha L fJaHi, HEMOXKJIUBO IIOBHICTIO BUKJIIOUUTY PU3UKU 1A MaTepi i Iy1oga, ToMy
BariTHUM XKiHKaM CJIifj 3aCTOCOBYBaTH 3acib 3 00epexkHiCTIo.

OckinpKu npenapaT IPOHUKAE ¥ TPyIHE MOJIOKO, Ha Iepiof JIiKyBaHHS FOAyBaHHS IPYAOI0 CIIif
MIPUIAHUTH.

30amuicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.



[laHi o0 BIIMBY IIpenapaTy Ha 30aTHICTh KepyBaTH aBTOTPAHCIOPTOM i IMpalioBaTH 3 iHIIUMUA
MeXaHi3MaMH BifiCyTHI.

Cnocid 3acmocyeaHHsi ma do3u.
[Ipenmapart cnig 3aCcTOCOBYBaTHU Iepef MPUUOMOM 1XKi.

[IpuroTyBaHHS OpaIbHOI CYCIEH3il

Hopmatu 100 My ounieHoi abo Kun'siueHol BOOY [0 TpaHyn y GriakoHi Ta eHepriiiHo CTPYCUTH
PO3BefieHy OpalbHY CycleH3io. [lepe KOXXHUM MpUoMoM (GIaKOH CJIiff PETEJIbHO CTPYIIyBaTH.

Himsam 3 macor mina meHwe 30 ke 3acTocoByBaTu 20-40 Mr/Kr Macu Tifta Ha mo0y cycneH3il
[J1s1 TIepPOpPajIbHOT0 3aCTOCYBaHHSA, PO3NOMIUBINY Ha TpU IpuiiomMu, 50 MI/KT Macu Tijla Ha
no0y, pO3MOIiNUBIIK Ha OBa, a IIPU TAXKKUX iHPEKITiIX - Ha TPU IPUKNOMH.

CxeMa fo3yBaHHSA AJA OiTel (momeHHa fo3a 50 MI/KT MacH Tina).

Iitu CycreH3sis s nepopaabHOr0 3aCToCyBaHHA, 175 Mr/ 5 M
30 kr (~ 10 poxkiB) 2 %X 22,5 mn (787,5 mr)

20 kr (~ 6 poKiB) 2 X 15 My (525 mr)

15 Kr (~ 4 poKiB) 2 x 10 My (350 mr)

10 kr (~ 1-2 pokn) 2 %X 7,5 M (262,5 Mr)

5 kr (~ 2 Mica1iB) 2 % 3,75 M (131,25 mr)

JIikyBaHHS 3a3BUYail TpUBAE Bif 7 mo 14 gHiB. JIikyBaHHS X/IaMifgifiHOi iH(eKIIil ciTig TpomoBXKYyBaTH
npoTAroMm 14 gHiB.

Himu.

Jlikapcbkui 3acib 3aCTOCOBYBAaTH AiTSIM BiKOM Bif 2 MicsIIiB 3 Macolo Tina GinbIe 5 KT.

Ilepedo3yeanHsi.
[H¢opMalrist mpo nepemo3yBaHHS BiICYTHS.

[Tpu npuiiomi f03, SIKi IEPEeBUIIYIOTh TEPAIEBTUYHI, MOXKe CIIOCTEPIraTUCs HymoTa Ta 6/10BaHHS.

ITobiuni peakuii.

3 60Ky Kposi ma aimgpamuyHoi cucmemu: eo3uHOPimis.



3 60Ky WAYHKOBO-KUWKOB020 MpPAKmy: HyIOTa, 3HUKEHHS alleTUTy, OJII0BaHHS, miapes,
CcTOMaTuT, OiNlb Y XKUBOTI, TICeBOOMeMOPaHO3HUM KOJIiT.

3 6oky wkKipu ma nidwWKipHUX MKAHUH: BUCUIIY, KPOIIUB THKA Ta CBEPOixX,
aHTiIOHEBPOTUYHUM HAOPSK.

3 60Ky neviHKU ma #08408UBIOHUX WAAXi8: TMiIBUIIIEHHS TPaHCaMiHa3 Ta JKOBTSHUIIS.

[Tpy BUHMKHEHHI TSXKKUX 00iYHUX e(deKTiB JIIKyBaHHS CIIiJ] MIPUIAHUTH.

Tepmin npudamHocmi.

3 POKH.

YMoBH 30epiraHHs.

36epiraTu mpu TeMepatypi He Buie 25 °C B opuriHabHilK ymakosii. 36epirat y HeIOCTYITHOMY
OIS OiTer MICIIL.

['0TOBY OpasnbHy CyCIIeH3il0 C/Iifi BAKOPUCTOBYBATH IIPOTATOM 7 OHIB 3a yMOBU 30epiraHHs Npu
TeMmriepatypi He Buire 25 °C i mpoTsirom 14 gHiB 3a yMOBH 30epiraHHs y XONIOAWIbHUKY. [licis
3aKiHYeHHS BUIE3a3HAYEHOTO MePiofy pelTKy HeoOXifHO YTUTi3yBaTH.

VYnaxoBka.

1 ¢makon 3 rpanynamu ans 115 M opanbHOIL CycCIieH3ii pa3oM 3 MipHOIO JT0KKOI0 ¥ KApTOHHIN
KOpPOOL1Ii.

Kareropis Bigmycky. 3a perenTtom.

BupoOHHUK.

KPKA, n.n., HoBo mecto, CnoBeHis/

KRKA, d.d., Novo mesto, Slovenia.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOr0 ajJpeca MicCIsi IPOBaAKeHHsI Tisl/IbHOCTI.

[MImap’emika necta 6, 8501 Hoeo mecto, CrioBeHis/
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