IHCTPYKUIA
NS MeIMYHOT0 3aCTOCYBaHHS NiKapCbKOro 3acoby
ATb®A HOPMIKC

(ALFA NORMIX2)

Cknap;

Aitoya pevyoBmHa: puhakcMMiH;

1 TabneTka, BKpUTa MniBKOBOK 06010HKO, MICTUTL 200 MI pUdakCUMiHy;

[OMOMIDKHI PEYOBMHW: HATPIKO KPOXMasbraikonat (tun A), rniuepony Aucreapar, KPeMHil0 LIOKCUMA KONOILHWUIA 6e3BO4HWIA, TaslbK, LIeN103a MiKpoKpucTanivHa,
rinpomenosa, TUTaHy aiokcung (E 171), guHaTpito egetaT, NponifeHrnikosb, 3anisa okeug vepsoHunin (E 172).

Nikapcbka opma. TabneTkun, BKPpUTI NIIBKOBOK 0060/10HKOHO.

OCHOBHI (pi3nMKO-XiMiYHi BNaCcTMBOCTI: POXKEBI KPYr /i ABOONYK/I TabNeTKW, BKPUTI MNIBKOBOK 060/10HKOHO.
dapmakoTepaneBTUYHa rpyna. 3acobu, Lo 3aCTOCOBYHTLCA NPY KULLKOBUX IH(eKLiaX. AHTUOIOTUKK. Pudakcumin. Kog ATX AO7A All.

dapmMakosoriyHi BNacTnBOCTI.

dapmakoinHamika.

Mpenapat Anbta HOpMIKC MIiCTUTb fAitody peyvyoBMHY pudakcuMiH y noniMopdHiin opmi a. PudgakcumiH — Ue aHTMBIOTMK LUMPOKOro CrekTpa Ail, SKuii €
HaniBCUHTETUYHUM MOXiAHUM pydamiumHy SV. MogibHo o iHWKX pudamilLmHiB, BiH HE060POTHO 3B°s3ye B-cyboanHuui AHK-3anexxHoi PHK-nonimepasu 6akTepii
| TaKMM YMHOM iHribye cuHTe3 6akTepiasibHMX PHK i 6inkiB. Lie He060pOTHe 3B’s3yBaHHA 3 (DepMEHTOM 3YMOB/IHOE GaKTEPULUMAHY A0 pUdakcUMiHy BiHOCHO
UyT/IMBUX BaKTePin.

PrhakcMMiH Ma€e LUMPOKWIA CNEKTP aHTUMIKPOOHOI AiT WoA0 rpaMno3nTUBHUX Ta rpaMHEraTMBHUX aepobHNX Ta aHaepoOHMX GakTepil, WO CNPUYNHSAIOTD KULLIKOBI
IHeKL,iT.

LLInpokmin cnekTp aHTWGaKTepianbHOI il puakCUMiHy 3yMOB/IHOE 3MEHLUEHHSA Y KULLIEYHWKY KiNbKOCTi MNaToreHHuWX 6akTepid, WO CrApUYMHAKTL [esKi
3aXBOPIOBaHHSA ab0 3ayyeHi A0 iX naTtoreHesy.

PuthakcrMiH MOXKe 3MeHLLYBaTH:

- BUPOO/IeHHA 6aKTepigMU amiaky Ta IHLLIMX TOKCUYHUX CMOSYK, LU0 Bif0YBAETLCA MPU NaToreHesi Ta PO3BUTKY KIHIYHMX CUMMTOMIB MEYiHKOBOT eHuedanonarii npu
TSHKKNX 3aXBOPIOBAHHSX NEYiHKM 3 po3nagamu AeTOKCUKaLIHOT (OYHKLIT;

- rinepnponigepaito 6akTepiin Npu CUHAPOMI HaAMIPHOTO POCTY KMLLIKOBUX 6aKTepiii;

- KiNIbKiCTb 6aKTepiil y KMLIKOBUX AMBEPTUKYNAX, AKI MOXYTb CIPUYMHATK iHTpa- Ta NepUAMBEPTUKY/APHE 3anasieHHs Ta, IMOBIPHO, CYTTEBO BMNIMBATW Ha PO3BUTOK
CYMMTOMIB Ta YCKNaAHEHb AMBEPTUKY/LO3Y;

- @HTUreHHI CTUMY/N, AKI MPU HasBHOCTI TEHETUYHO 3YMOB/IEHUX JedeKTiB iMyHoperynauii 1a/abo 6ap’epHOi PYHKLUIT CNM30BOT 060/OHKM KULLEYHUKY MOXYTb
MPOBOKYBaTV 260 NiATPUMYBATU XPOHIYHE 3anaeHHsA KULLEYHUKY;

- PU3UK IHPEKLINHMX YCKNaaHEHb NPY KOMOPEKTaIbHUX XiPYPriYHMX BTPYYaHHSX.



MexaHi3M pe3srCTeHTHOCTI

PO3BUTOK PE3UCTEHTHOCTI A0 puakCUMiHYy 3yMOBMIEHWIA, B MepLuy Yepry, 060POTHOH XPOMOCOMHOK OLHOCTYMNeHeBOK NepebyfoBOK reHa rpoB, AKuii Kopye
6akTepianbHy PHK-nonimepasy. MowmpeHicTb pe3ucTeHTHOCTI cepef, 6akTepii, BUAINEHUX Yy NaLieHTIB 3 Jiapeeto MaHAPIiBHUKIB, AyXKe HU3bKa.

KniHIYHI JOoCnimKeHHs, AKi BUBYa/IN 3MIHW YYTIMBOCTI KMULLKOBOT (D10PW Y NauieHTIB 3 Jiapecto MaHAPIBHUKIB Mijg Yac 3-4eHHOro Kypcy NikyBaHHS pu(iakCUMIHOM,
He 3MOrNN BUSBUTU PE3UCTEHTHMX [0 NiKapCbKOro 3acoby rpaMno3nTMBHUX (HanpuKkiag, eHTEPOKOKKM) abo rpamHeraTnuBHMX (E.coli) MikpoopraHiamis.

PO3BUTOK PE3UCTEHTHOCTI Y HOPMasbHI KULLKOBIN GakTepiasibHiiA hiopi JOCNifXKYBaBCA MpY NPUAOMI NMOBTOPHUX BUCOKMX [03 PU(aKCUMiHY 340pOBUMM
[06POBO/bLUAMM Ta MaLieHTamy i3 3analbHUM 3aXBOPHOBAHHAM KULLEYHUKY. i Yac LOCNI[KEHHA PO3BUMHY/IACA LUTAMW, PE3UCTEHTHI A0 PUMAKCUMIHY, ane BOHU
Oynn HeCTabiNbHMMM Ta He KOMOHI3yBaN LUNYHKOBO-KULIKOBUIMA TPAKT | HE BUTICHANMM WITaMu, YyTAMBI 40 Ai1 pudakCUMiHy. Tlicng NpUNUHEHHS NiKyBaHHS
PE3VNCTEHTHI LWTaMW LUBUAKO 3HUK/IN.

LOKNIHIYHI Ta KNIHIYHI faHi JaloTb 3MOry MpunycTUTK, WO NiKyBaHHA puakcMMiHOM nauieHTiB-HoCiiB Mycobacterium tuberculosis Ta Neisseria meningitides He
NMPU3BOAMTUME [0 PO3BUTKY PE3UCTEHTHOCTI 4O pUdamMmiLnHy.

UyTamBicTb

PuhakcuMiH € aHTUbaKTepia/lbHUM areHTOM, L0 He Mae 34aTHOCTI abcopbyBaTucs. Pe3ynbTaTy TECTYBaHHSA YYT/IMBOCTI in Vitro HE MOXHA BUKOPUCTOBYBATU ANA
HaZinHOro BCTAHOBJ/IEHHSA YYTNMBOCTI ab0 pPe3nCTEHTHOCTI GakTepil A0 Aii putakcMMiHy. Ha uei yac faHux A1 BCTAHOBJIEHHS K/IHIYHOT MeXi 4yTaMBOCTI [0
pUhakCUMIHY HeA0CTaTHbO.

B ymoBax in vitro ouiHioBanacs Ais puakCUMiHy Ha Pi3Hi NaToreHu, WO CNPUYNHAKOTL fAiaperd MaHAPIBHWKIB Yy 4 pi3HMX perioHax cBiTy, a came Ha ETEC
(eHTepoTokcureHHa E.coli), EAEC (eHTepoarperatmsHa E.coli), Salmonella spp., Shigella spp., Non-V. cholerae vibrios, Plessomonas spp., Aeromonas spp.,
Campylobacter spp. 3HadeHHs MIC90 (MiHiManbHa iHribyroua KoHUeHTpauis) Ana BuiineHux 6akrepiaibHUX 3pasKiB, ke CTaHOBWUNO 32 MKI/MJ1, Nerko AOCAraeTbCs
Y MPOCBITI KMLLIEYHWKY Yepes3 BUCOKI KOHLEHTpaL T puthakCUMiHy Yy thekanisx.

3aBasKM LyXKe HU3bKiN abcopbuii 3i LUIYHKOBO-KMLLKOBOIO TPaKTy pudakCUMIH Y NoniMOpMHiiA (opmi O fie MICLEBO Y MPOCBITI KULIEYHWKY | KNIHIYHO He
e(heKTUBHWIA NPOTW IHBA3MBHUX NATOrEHIB, HaBITb Y pasi YyT/IMBOCTI LMX 6aKTepil A0 HbOro B YMOBaX in vitro.

KniHiyHa edheKTUBHICTb

KniHiYHI gocnifpKeHHs NiKyBaHHA nauieHTIB 3 Aiapeeto MaHAPIBHUKIB NOKa3an KiiHIYHY e(heKTUBHICTb pudakcumiHy wopo ETEC (eHTepoTokcureHHa E.coli) Ta
EAEC (eHTepoarperatmeHa E.coli). Lli 6akTepii nepeBaxHO € NPUUMHOKD Aiapel MaHAPIBHUKIB Y 0Ci6, WO NOAOPOXYHTb A0 CepeA3eMHOMOPCHKMX KpaiH abo
TPOMIYHMX YW CYOTPONIYHNX PETIOHIB.

MNepiaTpuyHa rpyna nauieHTiB

Byno nposefeHo 9 focnigpkeHb e(heKTUBHOCTI 3aCTOCYBaHHA puUhakCUMIHY npuv NiKyBaHHI Aiapel 6akTepiaibHOro NoXomKeHHs (Lo 6yno niATBepAXeHO [0, Mif yac
abo nicnsa nikyeaHHs), B AKMX cepef 371 yyacHUKa NepeBaXkHO BIKOM Bif, 2 poKiB 233 AUTUHW NpuiAMaivi pUPaKCUMIH.

AK OKpeMmi AOCNIMKEHHS, TaK | MeTaaHasi3 TXHIX pe3ynbTaTiB BKa3yt0Tb Ha HasABHICTb MO3UTMBHOT BI4NOBIAI HA 3aCTOCYBaHHA pUMaKCUMIHY ANa NiKYBaHHA rocTpol
Aiapel npv nigTBepAXeHHi abo npwv nigo3pi, Lo BOHa CNPUYMHEHa HeiHBasVBHUMW 6aKTepigMun, YyTANBUMU A0 pudakcUMiHy, Taknumm K E.coli.

Y umx 006MeXXeHUX KNiHIYHUX AOCNIMKEHHAX ANs NiKyBaHHS AiTeli BiKOM Bif 6 10 12 pokiB HaivacTiwe 3actocoByBasiv Ao3y 20 — 30 Mr pudakcuMiny/Kr/goby, SKy
pO34iNsSNn Ha 2 — 4 npuinomu.

PapmakoKiHe TuKa.

Abcopbuis

Pe3ynbTaTvi papMakoKiHETUYHUX LOCIAKEHb MOKa3a/v NPaKTUYHY BiACYTHICTL abcopbuii pudakcumiHy y noniMopHini gopmi o (MeHLwe 1 %) nicns nepopaibHOro
NPUNOMY. Y MOPIBHANbHUX (PapMaKOKIHETUUHUX AOCMIIKEHHAX O6YN10 NoKasaHo, WO abcopbuis iHWMX noniMophHMX hopM pudakCUMiHy GinbLua, HiXk abcopbuis
noliMopeHOT hopmu a.



[icns 3acTocyBaHHS TeparneBTUYHUX A03 MpenapaTy fK Y 340p0BUX JOOPOBO/LLIB, TaK |y MALIEHTIB 3 YpaXKeHOH CIM30BOK0 000/IOHKOK KULIEYHUKY (MalieHTn 3
BUPa3KOBMM KO/iTOM ab0 XBopo6oto KpoHa) piBHI puthakCMMiHY Yy niasMi KpoBi 6ynu ayxe HU3bKMMKU (MeHLue 10 Hr/mn).

Mpw 3acTocyBaHHI pudakcumMiHy BNpofosxX 30 XBUAMH MiCNSA BXXMBAHHSA 1XXi 3 BUCOKUM BMICTOM XMPY CMOCTEPiranoch KiHIYHO He3HauylLle 36i/bLIeHHSA CUCTEMHOT
abcopbuiT puthakcuMmiHy.

Posnogin

PrakcMmiH NOMIpHO 3B’A3yeTbCA 3 Biikamy Niasmy KpoBi NOAMHA. B yMOBax in vivo cepefHill CTyniHb 3B’A3yBaHHA pyudakcMMiHy 3 6iflkamu cTaHOBMB 67,5 % Y
3[10pOBUX A06POBONBLLIB Ta 62 % Y NALEHTIB 3 YPaXKEHHSM MEYIHKMN.

MeTaboniam

Y pocnimpkeHHsX 6yno nokasaHo, Lo pudakCUMiH He MeTaboNi3yeTbCA Mg Yac NPOXOAKEHHS Yepes LLMYHKOBO-KMLLIKOBUIA TPaKT.

Byno BcTaHOBNEHO, L0 i3 ceyeto BuBoanTbes 0,025 % BBeeHOT 403K putakcuMiHy | MeHLwe 0,01 % 031 MeTaboni3yeTbes A0 25-Ae3aUeTUpnMakcMiHy — EANHOIO
I4eHTU(DIKOBAHOIO METABbO/ITY PUDAKCUMIHY Y NIIOLNHN.

BueeaeHHA

Pe3ynbTaTh AOCMIIKEHHS 3 PafioaKTUBHO MiYeHMM PUGaKCMIHOM AatoTb 3MOrY NPUMYCTUTK, WO BiH MaiiXKe BUK/IKOYHO Ta NOBHICTHO BUBOAUTLCS 3 (heKanisamu
(96,9 % BBeaeHOI f1031). CeyvoBe BMBEAEHHA MIYEHOTO prdakcumiHy He nepesuilye 0,4 % BBeAEHOI 03U.

NiHIRHIC T b/HEeNIHINHICTb

BBaXKaeTbCA, WO WBUAKICTb Ta CTYMiHb CUCTEMHOI Aii pUakCUMiHy Y NIOAVHN XapaKTepu3yeTbCs HENIHIMHOK [0303a/IEXXHOK0 KIHETUKO, L0 Y3rOMKYETHCA 3
MOX/IMBICTIO 0OMeXKeHHS abCcop6Lii LLIBUAKICTIO PO3UMHEHHS PUDAKCUMIHY.

MediaTpuyHa rpyna nauieHTis
PapMaKOKIHETUYHI MapameTpy pUakCUMiHY Yy NaLieHTIB NegiaTpuyHoT rpynu 6yab-aKOroBiKy He BUBYIACD.

KniHiYHI XapaKTepUCTUKN.

Noka3aHHA.

- LLINyHKOBO-KMLLKOBI IH(heKLiT, CIPUYMHEHT GaKTePIAMN, YYTIMBUMK A0 pUGaKCUMIHY, TaKi SK FOCTPI LUTYHKOBO-KMULIKOBI iH(hEKLIT Ta Aiapes MaHAPiBHUKIB;
- CUHAPOM HaZMIpHOro pocTy 6aKTepiid y TOHKIN KNLWILi;

- NeYviHKoBa eHLedanonaris;

- AMBEPTUKYNSAPHA XBOPOO6a KULLIEYHWNKY (AUBEPTUKYNIT) Y CTaAil 3aroCTPEHHSA Ta XPOHIYHe 3analeHHs KULIEYHUKY;

- NpohiNakTUKa iHPeKLiNHWMX YCKNafHeHb NPy KONOPeKTaIbHUX XipYPriYHNX BTPYYaHHSX.

IMpoTnnoKasaHHA.

- [inepyyTAmMBICTb A0 pUdaKCUMIHY, THWMX MOXIAHUX pudamiymHy abo A0 6yab-aKUX AOMOMIKHMX PEeYOBWMH MpenapaTy; peakuil rinepyyT/MBOCTI BKIHOYAKOTb
eKchoniaTUBHUIA AepMaTUT, aHrOHEBPOTUYHMIA HAabPAK Ta aHadinakcito;

- HEMpPOXIAHICTb KULLIEYHUKY;

- TSOKKi BUPA3KOBI YPXKEHHSA KULLEYHUKY.

B3aemogisi 3 iHLLIMMW NiKapCbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.
[0CBig 0HOYAaCHOro 3acTOCYBaHHSI PU(aKCUMIHY 3 IHLIMMW aHTMOGaKTepiaibHUMK 3acobamu rpynu pudamiumHy Ans NikyBaHHA CUCTEMHUX OGakTepiaibHUX
IH(DeKLi BIACYTHIN.



[aHi focnifmkeHb in vitro cBigyath, WO pudakcUMiH He iHribye OCHOBHI (hepMeHTH cucTemu LuToxpomy P450 (1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 Ta 3A4),
AKi BIAMNOBIAAOTL 3a MeTab0/1i3M NiKapCbKMX 3aC06iB. Y AOCMIMKEHHAX IHAYKUIT in vitro pudakcumiH He cnprunHaB iHAyKuUito CYP1A2 1a CY P2B6, ane BUCTynas
cnabkum iHaykTopom isodepmeHTy CY P3A4 untoxpomy P450.

Y KNiHIYHMX JOCNIMKEHHAX NiKapCbKMX B3aEMOMil 3a y4acTHo 3[40pOBMX A06POBO/bLIB OyN0 NOKa3aHo, WO prUtakCUMiH CYyTTEBO He BM/MBAE Ha apMaKOKIHETUKY
cybctpatiB thepmeHTy CYP3A4. OfHaK Yy MauieHTIB 3 YPaKEHHAM MeYiHKM He MOXKHa BUK/KOYATWM MMOBIPHICTb TOrO, WO PUaKCUMIH MOXe 3MeHLLYBaTU
e)eKTMBHICTb OJHOYACHO 3aCTOCOBYBaHWX cy6cTpaTie (epmeHTy CYP3A4 (Hanpuknag BapgapuHy, MNPOTUENINENTUYHUX | NPOTMApUTMIYHMX 3acobiB Ta
nepopasibHNX KOHTPaLENTUBIB), LLLO 3yMOB/IEHO 36i/IbLLUEHHAM CUCTEMHOT AiT pU(aKCUMIHY Yy Tak1X NawuieHTiB MOPIBHAHO 3i 340p0OBUMY LOOPOBO/bLAMM.

Mpn NpusHaYeHHi puhakcMMiHy nNauieHTam, Lo NpUiMatoTb BapapuH, NOBIAOMAANOCL SK MPO 3MEHLLEHHS, TaK i NPO 36iNbLUEHHS MOKa3HMKa MiXKHapOo4HOro
HOPMaJ1i30BaHOr0 CMiBBIAHOLIEHHS. FAKWO Take CyMiCHe MpuU3HaYeHHs HeobOXifHe, Cif NPOBOAUTU PETeNbHUA MOHITOPUHI MiDXKHApPOLHOro HOpMasi3oBaHOro
CNiBBIAHOLLEHHA NPK AoAaBaHHI abo BigMiHI pudakcumiHy. Moxe 6y Ty He0OXiAHUM KOPUTyBaHHS 031 NepopasibHUX aHTUKOArynsHTIB.

PesynbTati AOCNILKEHHS iNn Vitro JalTb 3MOry NpUnycTUTK, WO PUpaKCUMIH € CybCTpaToM 3 NMOMIPHOK CMOPIAHEHICTIO 3 rnikonpoTteiHoM-P (P-gp) Ta LWo BiH
mMeTaboni3yeTbea 3a yyacTio pepmeHTy CYP3A4. HeBifomo, Ui MOXe 30iNblUyBaTh CUCTEMHY Ait0 pudakCcMiHy OgHOYacHe 3aCTOCyBaHHS 3 npenaparamu, Lo
iHrioytots CY P3A4.

Y 340p0oBUX A0OPOBOMBLIB OfHOYACHE 3aCTOCYBaHHA Pa3oBol 4031 600 M LUKAOCMOPUHY, SKWIA € CUNbHUM THFiGITOPOM rNiKonpoTeiHy-P, Ta pa3oBoi go3un 550 mr
puakcnMiHy npussoauno Ao 83-pa3oBoro Ta 124-pa3oBoro 36iMbLUEHHA CepedHiX 3HaydeHb Cpgx Ta AUCy, 4nd pudakcumiHy. KniHiuHe 3HayeHHs Takoro

3POCTaHHSA CUCTEMHOT fii HeBifOMe.

Y [0CNiMKEHHAX N Vitro BMBYaBCA MNOTEHLia NiKapCbKMUX B3aEMO/IN, L0 BiAOYBatOTbCA Ha PiBHI TPAHCNOPTHMX CUCTEM; Pe3yNbTaTu UMX AOCNiIKEHb Aal0Tb 3MOry
MPUMYCTUTK, LLO KIHIYHI B3aEMOAIT MDK PUPAKCUMIHOM Ta IHLWMMWU CNoyKamu, SKi BUBOAATLCA 3a y4acTio P-gp Ta iHWwmX TpaHcnopTHux 6inkis (MRP2, MRP4,
BCRP i BSEP), ManoimoBipHi.

Y pasi 0{HO4aCHOr 0 3aCTOCYBaHHA PUMAKCUMIH CNif NPUAMATY WOHANMEHLLIE Yepes3 2 ro4WHY Micns NPUnoMY aKTUBOBAHOTI O BYTI/NA.

Oc06/1MBOCT i 3aCTOCYBaHHSI.

KniHiyHI faHi BKa3ytoTb Ha Te, L0 pUpakCUMiH Hee(heKTUBHUIA NPY NiKyBaHHI KULLKOBUX iH(EKLiN, CNPUYNHEHNX iHBA3VBHUMMW KULLKOBUMM NaToreHamm, Takumu
sk Campylobacter jejuni, Salmonella spp. Ta Shigella spp., fKi 3a3BMYail CNPUUMHAKOTL fiapeto, Lo CyNpPOBOMKYETLCA IMXOMAHKOK, KPOB’AHUCTUMM Ta LyXe
4aCTUMMN BUMOPOXKHEHHAMU. FAKLLO CUMMTOMU Aiapei MoriplyoTbCs abo He MOKPALLYOTbCA MPOTArom 48 roguH, 3aCTOoCyBaHHS mpenapaty cnif BigMiHUTK i
MPU3HAYUTL aNibTEPHATUBHY aHTUMIKPOOHY Tepanito.

Maitxe Ans BCiX aHTUBIOTMKIB, BK/OUaOUM prucakcMiH, NOBiAOMASN0CS NPOo BUNaaku aiapei, cnpuynHeHol Clostridium difficile (CDAD). MoTeHwUiiHiA 38’ A30K
NiKyBaHHA pudakcumiHom 3 CDAD Ta nceBgomMeMOpaHO3HUM KOTITOM He MOXXHA BUK/THOYATK.

PuhakcumiH cnif npusHayati 3 06epeXxKHIiCTIO OAHOYACHO 3 IHriBITOpaMu FTIKOMPOTETHY-P, TaKMMK K LIVKIOCTOPYH.

He3Baxkatoun Ha He3HauyHy abcopbuito, putakCUMIH NOAIGHO A0 HLWMX NOXigHUX pudaMiuuHy MOoXKe 3abapB/itoBaTK Cedy Y YepBOHYBaTUIA KONip, NPO WO chij,
rnonepeauTy NaLieHTIB.

Mpy Npy3HaYeHHi pudakcUMiHy nauieHTam, Wo NpuiAMatoTb BapgapuH, NOBILOMAANOCH K MPO 3MEHLUEHHS, TakK i NPo 36i/bLUeHHS MOKa3HWKa Mi>XKHapOoLHOro
HOPMaU1i30BaHOr o CMiBBIAHOLLIEHHS (L0 CYNPOBOKYBa/IOCh ABMLLAMM KPOBOTEYI Y AeAKMX BUNALKaX). AKLLO0 Take CyMICHE NpU3HaYeHHs HeobXifHe, CNif NPoBOAUTM
peTeNlbHU MOHITOPUHI MIDKHAPOAHOro HOPMasi3oBaHOro ChiBBIAHOLWEHHA NPV AofaBaHHI abo BiAMIHI pudakcumiHy. Ona NigTpYMaHHA 6aXaHOro PiBHS
aHTUKoarynauii Moxe 6yt HeO6XiAHNM KOPUTYBaHHS 031 NepopasibHUX aHTUKOArysHTIB.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHA rpyaato.
[aHi LWoA0 3acToCyBaHHA pUaKCUMIHY BariTHUMM XXiHKaMu BIACYTHI. Y AOCNIMKEHHSAX He 6yno BUsABNEHO 6e3nocepeHbOro abo onocepefKoBaHOMoO LWKIiA/MBOMO



BMNBY PUAKCUMIHY Ha (DEPTUSIbHICTb TBAPVIH.

FAK 3arnobiXKHWIA 3axif, 3aCTOCYBaHHS puUakCUMIHY y nepiog BariTHOCTI He PEKOMEHAYETLCS.

HeBifoMO, U/ NPOHUKAKOTL pU(aKCUMIH Ta KOro MeTaboniT y rpyAHe MOOKO NIOAUHW, TOMY He MOXHA BUK/IHOYATU PU3MKY LS HEMOBASAT, L0 3HAXOAATLCA Ha
rpyaHOMY BUrofoByBaHHI. OTXe, y nepiof rogyBaHHA rpyAAto cnif NpUAHATA piLLeHHs NPo MPUNUHEHHS abo rpyAHOro rogyBaHHA abo 3acToCyBaHHA npenapary,
BPaxoBYHUM NPY LibOMY KOPUCTb rPYAHOM0 BUr040BYBaHHA 419 AUTUHMN Ta HEOOXiAHICTb NiKyBaHHA 413 MaTepi.

34aTHICTb BNAMBATY Ha WBMAKICTb peakLii Nnpy KepyBaHHi aBTOTPaHCNOPTOM abo iHWMMKU MeXaHi3mamu.
AKLLO Mg Yac NikyBaHHS MpenapaTom CrocTepiracTbCA 3anamopoyeHHss abo COHNMBICTL, Cif YTPUMATUCA Bif KepyBaHHS TPaHCMOPTHUMK 3acob6aMmn Ta poboTu 3
IHWMK MeXaHi3Mamu.

Cnoci6 3acTocyBaHHs Ta [03W.

Jopocni i aiTv Bikom Big 12 pokiB: Big 1 TabneTkn 3 pasu Ha fo6y 4o 2 TabneTok 2 — 3 pa3n Ha foby (Bianosigae fo6osi gosi 600 — 1200 Mr pudakCUMiHy).
TpuBanicTb NiKyBaHHS He MOBWHHA MePeBULLYBaTU 7 AHIB i 3a1eXMWTb Bif KMiHIYHOT BignNoBiAi Ha NiKyBaHHA. MMOBTOPHUIA KypC NiKyBaHHA MOXHa MpPoOBOAMTU 3
nepepsoto TpusanicTio 20 — 40 HiB.

3acTocoBYBaHi 403u i YacToTa NPUIAOMY MOXYTb OYTW 3MiHEHI 3a peKOMEH/aLLiEr0 NiKaps.

Cnoci6 3aCcTOCyBaHHS

MpuiivaTy NepopasibHO, 3annBakoym CKISHKOK BOAW. MpenapaT MOXKHa MPUAMATY HE3ANIEXHO Bif, MpUinomy ixi.

OkpeMi rpynu nawieHTIB

MawieHTV NiTHLOrO BiKY

OcCKifnbKu BiIMIHHOCTel y 6e3neLi Ta e)eKTUBHOCTI puthakCUMiHY NpW 3aCTOCYBaHHI MONOAMMM NalieHTaMM Ta NauieHTaMu NiTHLOrO BiKy HEMaE, NPU NPU3HAYEHHI
npenapary nauieHTam NiTHLOro BiKy KOpUrysartu 03y He NMoTpiGHO.

MaLieHTN 3 YPOKEHHSM NEYiHKN

HasBHi KNiHiYHI AaHi BKa3ylOTb Ha 36iMbLUEHHS CUCTEMHOI Ail puthakCUMIHY Y MauieHTiB 3 ypaXkKeHHSM MeYiHKX NOPIBHAHO 3i 3[40pOBUMK [06POBO/MbLLUSMMN.
He3Baxarouu Ha Le, 36i/IbLLUEHHA CUCTEMHOI AiT PU(aKCUMIHY Y MaLiEHTIB 3 YPaXKEHHAM MEeYiHKM CMif po3rnafatv 3 ypaxyBaHHAM MICLEBOi AiT putakcuMiHy y
LLI/TYHKOBO-KMLLKOBOMY TPaKTi Ta Oro HU3bKOT CUCTEMHOI GiOA0CTYNHOCTI, a TaKoX HasBHMX AaHWUX 3 6e3nekn Mpu 3acTOCyBaHHI puakCMMiHY nauieHTamu 3
LMPO30M MnediHKK. OTXKe, 3aBAAKN MICLEBIN AT KOPUTyBaHHSA 403M pUPaKCUMIHY TaKUM naLieHTaM He PEKOMEHAYEThCA.

MalieHTV 3 YpaXKeHHAM HUPOK

KniHiYHi faHi 3acTOCyBaHHA pUakCUMIHY MauieHTaMn 3 YPaKeHHAM HUPOK BiACYTHI. Xouva Ans TakuMX NauieHTiB 3MiHM 003K He nepefbayvaeTbes, NauieHTam 3
YypaXXeHHAM HUPOK npenapar cif npusHayvaTyi 3 06epeXxHICTIO.

aiTn.
OcCKi/NlbKM ePeKTUBHICTb, [03yBaHHA Ta 6e3reka 3acToCyBaHHA puUakCUMiHY Npu NlikyBaHHI fiTeld BikoM 40 12 pokiB He 6ynu BCTaHOB/NEHI, peKOMeHAauil o0
[03yBaHHA npenapary Ans Takux NawieHTiB BiJCYTHI.

NepenosyBaHHS.
Y KNIHIYHUX JOCNIIKEHHAX NiKyBaHHS MaLieHTIB 3 [diapecto MaHAPIBHMKIB [03M pudakcuminy o 1800 mr/goby nepeHocunmnch 6e3 po3BUTKY BY[b-AKUX TSHXKKUX
KNMiHIYHMX nposBiB. MpuiioM nauieHTaMn Ta 340pOBUMKU [06POBO/bLUAMMK [03 A0 2400 Mr pudakCUMiHy Ha f06Y MPOTAroMm 7 AHIB He MpU3BOAMB [0 OY/[b-AKMX



3HAYYLLMX KNIHIYHUX CUMMTOMIB, NMOB’A3aHUX i3 3aCTOCYBaHHAM BUCOKMX [03.
Y pasi nepefo3yBaHHA peKOMeHAYETbCA NPOBEAEHHS CUMMTOMATUYHOIO Ta MiATPUMYHOUOTO NiIKYBaHHS.

Mo6iyHiI peakuil.

KniHiYHi_gocnifkeHHs: nig vac NOABINHO CAINUX KOHTPOMbOBaHMX AOCAIMKEHb Ta AOCMIMKEHb KMiHIYHOI (hapMakonorii, y AKX pudaxkcuMiH nopiBHIOBaNM 3
nnaue6o abo iHWK1MK aHTUBIOTUKaMK, By 0fepXKaHi pe3ynbTaTh, AKi Aat0Tb 3MOTY Ki/IbKiCHO OLLiHUTW 4acTOTY PO3BUTKY MOGIYHMX peakLiid.

MpuMiTKa. BinblWicTb 3a3HaYeHMX NOOGIYHMX peakLiii (30Kpema pos3nagu 3 60Ky LUTYHKOBO-KULLKOBOIO TPakKTy) TakoX MOXYTb 6YTW CMMMTOMaMu OCHOBHOTO
3aXBOPHOBAHHS; Y KMIHIYHMX AOCNIAXEHHSX BOHU CIOCTEPIraanch 3 TIEH XK YacTOTOHO, WO | Npu NpuinoMi nnaue6o.

MicnsapeecTpawinHWii_[OCBIA: Nif 4Yac NOCTMapKeTUHrOBUX LOCMiMKeHb 3aCTOCYBaHHA puakCUMiHY [OAATKOBO MOBILOMJIANOCL NPO HMdKYe3a3HayeHi MobGiyHi
peakuii, YacToTa PO3BUTKY SAKNX HeBifoma (He MOXKHa BCTaHOBUTY Ha MifcTaBi HasgBHMUX AaHUX).

Mo6iyHi peakuii, pO3BUTOK AKNX LLLOHANMEHLLIE MOX/IMBO MOB’A3aHMI 3 pudakCUMiHOM, KnacudikoBaHi BifnNoBiAHO [0 KNaciB CUCTEM OpraHiB, a TaKoX 4acTOTU
BUHUKHEHHS TaKMM YMHOM: Ay>Ke nowmpeHi (= 1/10); nowwmpeHi (= 1/100 go < 1/10); HenowwmpeHi (= 1/1000 go < 1/100); nooamHoki (= 1/20000 go < 1/1000);
pigkicHi (< 1/10000); yacToTa HeBifoma (4aCcTOTy He MOXKHa BCTAHOBUTW Ha MiACTaBI HAABHUX JAHUX).
IHtheKUiT Ta iHBa3il

HenownpeHi: KaHANA03, repnecHa iHekwis, Ha30apuHIiIT, PapUHTIT, IHEKLIT BEPXHIX ANXanbHUX LWASXIB.
YacToTa HeBifoma: KIoCcTpuaiasibHa iH(eKLis.

Po3naan 3 60Ky KpoB’siHOT Ta NiMaTUYHOT CUCTEM

HenowwmpeHi: NiM¢ouuTos, MOHOLMTO3, HENTPONEHIS.

YacToTa HeBifoMa: TPOMOOLMTOMEHIS.

Posnaan 3 60Ky iMyHHOT CUCTEMW

YacToTa HesifoMa: aHainakTUyHI peakuil, peakuii rinepyyTansocTi.

Po3naan meTabonismy Ta xapyyBaHHs

HenowunpeHi: 3HWKeHHS aneTuTy, gerigparauis.

[McuxiyHi posnaam

HenoLwumpeHi: aHOMasIbHUA COH, AeNPECUBHUIA HACTPil, 6E3COHHS, 3HEPBOBAHICTb.

Po3nasu 3 60Ky HepPBOBOT CUCTEMM

rowmpeHi: 3anaMopoYeHHs, FoN0BHUIA Biflb.

HenowumpeHi: rinecTesisi, MirpeHb, NnapecTtesis, roN0BHWIA 6iNb Y AiNSHUI NPUAATKOBUX Na3yx HOCa, COHMMBICTD.
YacToTa HeBifoma: nepeaHENPUTOMHUIA CTaH.

Po3naam 3 60Ky opraHa 3o0py

HenowwupeHi: gunnaonis.

Po3naay 3 60Ky opraHa cnyxy Ta BHYTPILIHbOro Byxa

HenowmpeHi: 6inb y Byxax, BEPTUrO.

CepueBi posnaau

HenoLwumpeHi: npuckopeHe cepLebuTTs.

CyAuHHI po3naamn

HenowuvpeHi: nigBuLLEHHSA apTepiaibHOro TUCKY, NPUMINBN.




[nxanbHi, TOpakaibHi Ta MefiiaCTUHa/IbHI po3naan

HenoLwumpeHi: Kallenb, CyxiCTb Y rop/i, 3aguLLKa, 3aknageHicTb Hoca, opodiapuHreansHUi 6inb, pUHOpPES.

LLINnyHKOBO-KMLLKOBI po3nau

MowmpeHi: abgoMiHanbHWIA 6inb, 3anop, panToBi NO3MBM A0 AedeKkauii, giapes, METEOPU3M, BifUyTTS PO3TATHEHHS Y YEPEeBHIN MOPOXHWHI, HyA0Ta, 6/1H0BaHHS,
peKTa/IbHi TEHE3MU.

HenowmpeHi: 6iflb y BEPXHIN YaCTWHI YepeBHOI NOPOXHWHK, acUUT, CYXiCTb ryb, aucnencis, posnagu WnyHKOBO-KULLKOBOI CKOPOTHOCTI, TBEPLAi BUMNOPOXKHEHHS,
BUMOPOXHEHHSA 3 KPOB’10 260 CNM30M, pO3/1afiv CMaKOBUX BiUYTTIB.

"enaTo6iniapHi po3naan

HenowwvpeHi: nigsuLLeHHs piBHA acnapTatamiHOTpaHCchepasu.

YacToTa HeBifloma: BigXWUNeHHs y nabopaTopHMX napameTpax neviHKoBOT (DYHKLIT.

Po3naay 3 60Ky LIKIpY Ta NigLWKIPHOT TKaHWHK

HenoLwumpeHi: BUCUMNAHHSA, KPOMMB’AHKA Ta eK3aHTeMa, COHSAYHI OMiKu (MaeTbCs Ha yBasi He CBIT/IOHYT/IMBICTb, @ CAMe COHAYHI OMiKK).

YacToTa HeBifoMa: aHrioHEBPOTUYHMIN HAOPAK, eKC(oNiaTUBHUIA AepMaTUT, AepMaTuT, eK3eMa, eputema, NpypuT, Nypnypa, KPonus’sHKa.

Po3naay 3 60Ky M’A30B0O-CKENe THOT CUCTEMM Ta CNOMyYHOT TKaHWUHM

HenowwvpeHi: 6inb y CNuHi, M’30BKiIA cnasm, M’A30Ba CNabKiCTb, Mianris, 6inb Yy wWwi.

Po3nasn 3 60Ky HPOK Ta CeYOBUBIAHUX LUNAXIB

HenowuvpeHi: KpoB Yy ceui, riko3ypis, nofakiypis, noniypis, NPoTeiHypis.

Po3naau 3 60Ky penpofyKTWBHOI CUICTEMM Ta MOJIOYHUX 3a/103

HenowuvpeHi: nonimeHopes.

3arabHi po3nagn Ta peakuii y MicLii BBeleHHS

MowmpeHi: NigBULLEHHS TeMnepaTypu.

HenowumpeHi: acTeHiYHi cTaHK, 3acTy/a, XONOLHWUIA NiT, FiNeprigpos, rpunonoLioHniA CMHAPOM, NepuepuyHUn HabpsK, 6iNlb i BIZUYTTS AUCKOMGOPTY.
IHwi

YacToTa HeBigoMa: BiAXUNEHHS 3Ha4YeHb MIXXKHAPOAHOro HOPMani3oBaHOro CMiBBIAHOLLEHHS.

TepMiH NpUAATHOCTI. 3 POKMK.
He 3acTocoByBaTu Nicns 3aKiHYeHHs TEPMIHY NPUAATHOCTI, 3a3Ha4eHOro Ha ynakoBL.

YMoBW 36epiraHHs. He notpebye 0co6/MBUX YMOB 36epiraHHs. 36epiratv y HeoCTYMHOMY ANS AiTel MicLi.
YnakoBKa. o 12 TabneTtok y 6nictepi; no 1 6nicTepy y KapTOHHIili Kopo6ui.

Karteropis Bignycky. 3a peLenTom.

BupobHuk. Ansthacirma C.n.A./Alfasigma S.p.A.

MicuesHaxomkKeHHs BUPo6HMKa Ta agpeca MicLa NPoBagKeHHS Aisi/IbHOCTI.
Bia EHpiko ®epmi 1, 65020 AnaHHo ([Meckapa), ITanis/
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