IHCTPYKIIA
IJIS MeIUYHOI'0 3aCTOCYBaHHA JIiKapChbKOro 3aco0y
MYTA®JIOP
(MUTAFLOR)
Cknao:
ditoua pevosuHa: Escherichia coli mrtam NISSLE 1917;
CK7naj Ha 1 OmMHMUINIO JTiKapChKOi HopMu:

Escherichia coli mram NISSLE 1917 - 2,5 - 25x10° xuBux 6akTepiaabHUX KITiTHH
(konoHieyTBOpOBanbHUX ofuHUIE, KYO);

0ONOMIdCHI peuoBUHU: MaJIbTOIEKCTPHUH, TallbK, Komoiimep (1:1) MeTaKpuiIoBOl KUCIIOTH -
MeTuaMeTakpunaty, Mmakporon (4000), TpuetunuuTpar, riiuepul 85 %, tTutany giokcup (E 171),
3arisa okcup uepBouui (E 172), KenaTuH, BiCK JKOBTHH, BiCK KapHayOChKUH, 1lIeJiaK, BOfa OUMILEHa.

JIikapcbeka ¢opma. Kancynmu racTpope3nucTeHTHi, TBepi.

OcHosHi (pisuko-xiMiuHi 81acmusocmi: 6e30apBHi, IPo30pi, MUIIHAPUYHOI HOPMU TBEPHI KaICyNu y
YepBOHO-KOPUYHEBIiM TaCcTPOPE3UCTEHTHiN 000710HII. BMicTOM Karcynu € CBiT10-0eKeBUii IIOPOIIOK
i3 xapakTepHUM 3anaxoM. [ToBepxHs Karcynu riafka, 6e3 TpimuH.

®apMakoTepaneBTUYHA Ipyla.
AuTHAiapeliHi, KUIIKOBI TpoTU3ananbHi Ta aHTUIHGEKIIIHH] JTikKapchKi 3aco0u.

Kumkosi npotu3sananbHi nikapchki 3acobu. Kog ATX AO7E.

®Papmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

AKTHBHOIO [1iI04010 PEYOBHHOIO € IIITaM HEeIaTOTeHHUX OaKTepiil JTI0IChKOT0 ITOXOMXKEHHS, SIKi
HajnexaTh [0 Buny Escherichia coli (E. coli), y xuBiii i 3maTHill [0 po3MHOXKeHHS ¢opwMi: E. coli
mtaM NISSLE 1917. 3a 0onoMorox creljiaJbHUX aare3uBHux opraten (tuny F-1A, F-1C ta
«Ky4yepsBux» (iMOpiit) mTaM Ma€e 30aTHICTb IPUKPITIIIOBATUCS JO CJIM30BOI 000JI0HKY TOBCTOI KUIIKY
Ta YTBOPIOBATH MiKPOKOJIOHI1 ¥ BUT/IsAI Oi0mIiBKY. 3aBASKY HAsBHOCTI MXKTyTHKIB OaKTepisiM
IpuTaMaHHa MOOINBHICTS, 1110 Hafa€e iM mepeBary Ipu 3acejeHHi TOBCTOTO KUIeYyHuKy. Edektu
npemnapaty MYTA®JIOP (E. coli mramy NISSLE 1917) 6yno BU3HaY€HO B eKCIIEPUMEHTaX in vitro Ta
in vivo, a TaKOX Y KJTIHIYHUX OOCIIIIXKEHHIX.

AHTHMIKpPOOHi BIacTUBOCTI (aHTaro#i3m): E. coli mtam NISSLE 1917 dopMmye aHTUMIKPOOHi
cyOcTaHtii (MiKpOLIMHY) Ta YUCJIEHH] 3aJ1i303B’sA3yI04i cucteMu (cupmepodopu), IKi, 3 0ogHOTO OOKY,



BiIIOBiHAlOTh 3a MPSIMUYM aHTArOHi3M IIPOTH NATOTEHIB, @ TAKOXK 3a CTiMKiCTh IITaMy, TPUBAJIICTh SIKOI
IIepeBUILy€E TPUBAIICTh BJIaCHE ITEPOPabHOr0 3aCTOCyBaHHS npenapary. KpiM Toro, mram Mae
inriyrounii BIIMB Ha iHBa3il0 €eHTEPOiHBA3WBHUX IIATOTEHIB y CIM30BY 000JIOHKY TOBCTOT'O
KUIIEYHUKY.

Crabinizarisa cnr3oBoro 6ap’epa y TOBCTOTO KUIIEYHHUKY. B eKcriepuMeHTax Ha KIIITUHHUX KyJIbTypax
eIIiTeNionuTIiB TOBCTOTO KulneuyHuky E. coli mram NISSLE 1917 npomeMOHCTPYBaB 30aTHICTh

crabinizyBaTu 6ap’epHy GQYHKIIIO emiTeiio Ta HopMasli3yBaTH MigBUIEHY IPOHUKHICTb CIM30BO1
000JIOHKM KMILIKY 3arajioM. Take 3MiniHeHHS 6ap’epHOi QyHKIIII € HAaCTiIKOM CTUMYIISIl CHHTE3y
¢ikcyodoro npoTeiny (Z0-2) Ta popMyBaHHS 3a HOT0 JOIIOMOT0I0 MIlTHUX MiXKK/TITUHHUX KOHTaKTiB.

IMYHOCTHMYIII0I0Yi BIACTHUBOCTI:

Brinius Ha rymMopasipHy IMyHHY peakiiiio

Y moguHY y HOBOHAPOAXKEHUX ITiC/Is 3aceNleHHs KullleyHUKy 6aktepisimu E. coli mramy NISSLE 1917
BUSIBIISANIA 3HAUHE 3pOCTaHHA piBHIB IgA Ta IgM y ¢inbTpaTi BUIOPOKHEHD Ta CUPOBATII KPOBi. Y
PigK¥X BUIAgKax OMMCAHO 3POCTaHHS PiBHA IgA y ciuHi. Y TBapUH y CTEPUIBHOTO (0€3 HasgBHOI
MiKpo(I0pu) HOBOHAPOIKEHOT0 IIOTOMCTBa IlepopanbHe 3acTocyBaHHSA E. coli mramy NISSLE 1917
CIIPUYXHIOBATIO CTUMYJIALII0 PO3BUTKY IMyHOKOMIIETEHTHUX KJIITUH KUIIKOBO! iMyHHOL cucteMu (IgA-
ta IgG-ipomyKyiodi miMGpounuTH, KITITUHY, 10 €KCIIPEeCYIOTh Ha CBOii MOBEePXHi OiTKM TOJI0BHOTO
KoMIL1ekcy ricrocymicHocTi knacy II (MHC-II)) i npu 1iboMy He BUSIBISIINCSA O3HAKHU 3allajleHHs (He
Oy70 Mirpatiil rpaHyJIOIUTIB).

Briyius Ha KIIITUHHY IMyHHY peaxliito

Hocnipu in vitro BusgBumu imyHoMopmy o4 BnactuBocTi E. coli mramy NISSLE 1917. Tak, 6ymo
BUSIBJIEHO IiABUINEHHS CEKPETOPHOI aKTUBHOCTI MakKpodariB muti (iHTepneikin-6 [IL-6], pakTop
HEKpO3y NyXJIMH, KHCHEBI paguKasu) Ta JIOAChKUX MOHOHYK/IeapHUX KIIITUH 3 TepudepudHoi KPoBi
(inTepnenkin-10). [TpoTe mifBuIIeHHS PiBHS CeKpellil pakTopa HEKPO3Y MYyXJIMH He MiATBEPAUIOCS Y
[oCIifax in vivo Ha MUIIaX Ta IHIIUX TBapuHax.

OkpiM TOTO, €X Vivo OyJI0 TPOIEeMOHCTPOBAHO MigBUINEHHS IIMTOTOKCUYHUX BIIACTUBOCTEMH
Makpo@dariB My, CIpSIMOBaHUX IIPOTU BHYTPIITHbOK/TITUHHUX ITapPa3uTiB, a OTKe, i CUTbHIIINN
3axXUCT Bifl BHYTPIIIHbOKIITUHHUX iHPEKI[INHUX areHTiB.

Escherichia coli mram NISSLE 1917 TakoX CIpHYMHIOBaB IPUTHIUYBaIbHUY BIIJIUB Ha KITIiTUHHUU
IIUKII 1 mposidepartito moacbkux T-miMdoIuTiB y nepudepuyHiil KpoBi, ane He Ha T-miMpouuT
KHUIIeYHUKY.

OTxke, IpY 3alajJbHUAX 3aXBOPIOBAHHSIX KUIIEYHWKY MOXKHA TAKMM YMHOM 3amno0irtu mirpaiiii B
0CepeoK 3amnajeHHs HOBUX aKTUBOBAHUX T- MiMQOIIUTIB.

BnnuB Ha BpOAKEHUU iMyHITET

E. coli mrram NISSLE 1917 cTUMYyITI0€ CUHTE3 aHTUMIKPOOHUX IENTUIIB. 30KpeMa, CTUMYITIOE
IPOAYKIIifo medeH3UHIB eMiTeTiouTaMy TOBCTOI KUIIKHY JIIOAUHY in vitro, a TakKoX KaJabIIPOTEKTUHY
in vivo y KHIIEYHUKY CTEPUIbHOTO HOBOHAPOIXKEHOI0 IOTOMCTBA TBAPUH IIiCJIS IIePOPaIbHOTO
3aCTOCYBaHHS IIpernaparty. Y MIOAUHA ¥ HOBOHAPOIXKEeHUX (HEJOHOIIIEHNX) HEMOBIIAT IIepOpPaIbHUN
npuiioM npenapaty MYTA®JIOP Takoxk ITO3UTUBHO BIJIMBA€ Ha BPOAXKEHY Ta afallTUBHY IMyHHY
peaxIrio.

[IpoTusananbyi BnacTuBoCcTi. MYTA®JIOP yuHUTE npoTU3ananbHy fitoo. [IpoTu3ananbHi BIacTUBOCTI



E. coli mramy NISSLE 1917 Gyno BUSBI€HO Y OOCTifax in vitro 3 emiTenionuTaMu JIIOOUHHU, & TAaKOXK
in vivo.

[IpoxkinetnyHi BmacTuBocTi. E. coli mram NISSLE 1917 B xoni MeTabommi3mMy CUHTE3Ye€
KOPOTKOJIAHIIOTOBi XKUPHI KUCTIOTH, HEOOXioHI /151 ONTUMAaIbHOT0 EHePreTUYHOT0 6ariaHCy CIu30BOi
000JIOHKY TOBCTOI KUIIKU. BOHM CTUMYJII0OI0Tb MOTOPUKY TOBCTOI KMIIKM Ta KPOBOTIK y 1i CJTM30BiH i
IIOCHUJIIOI0OTh BCMOKTYBAHHS i0HIB HATPii0 Ta x10py. CTUMYIALIS MOTOPUKH, siIKa, IMOBIPHO,
BimOyBa€ThCS IIif MIi€10 OIITOBOI KMCIOTH OaKTepialbHOTO IMOXOMXKEHHS, I'Pa€ BaxkJIUBY POb Y
JIIKYBaHHI XPOHIYHUX 3aI0PIiB.

Brnnus Ha MeTaboni3M. [llTaMm, skuit MictuTthes y npenapati MYTA®JIOP, 6epe y4acTh y YMCIEHHUX
MeTaboIiyHuX Iporecax i 3maTeH KaTabomi3yBaTy pi3Hi ByT/IeBOAU, LIyKPOBi COMPTH, aMiHOKUCIOTH
Ta iHmmi cy6CcTpaTH, CIOXKKUBAIOUM IIPHU I[hbOMY KUCEHb. AHaepoOHe cepefoBUILEe Y TPOCBITI TOBCTOI
KWIIKY, CTBOPIOBAHEe Y TaKWii CIOCi0, MATPUMYETBCS TPHUBANIMM Yac, 10 € HAJ3BUYANHO BaXKIJIMBUM
1t CTabiTbHOCTI eKOCUCTEMHU KUIIIEYHUKY.

dapmakoKiHemuxka.

3aBasiku cBoil 00osoHIN Kancynu MYTA®JIOP e cTifikumu [0 Aii IUTYHKOBOTO COKY Ta He
PO3UMHSIOTHCS aXK OO0 TePMiHAIbHOTO Biffliy TOHKOI KUIIKX. OCKiJIbKY aKTHBHA Aifoda CyOCTaHIis
(E. coli mtam NISSLE 1917) - KoMeHcas, BOHa IIBUAKO 3aCeJIsI€ TOBCTUH KUIIEYHHUK, He
BCMOKTYIOYHCH Ta HEe MeTa0O0JIi3yI0UKCh, i BUXOOUTD i3 KMIIEYHUKY PAa30M i3 BUIIOPOKHEHHSIMHU.

KiiniuyHi XapaKTepHUCTHKH.
Iloka3aHnHus.
XpOHIuYHI 3aII0pH.

HecnemudiuyHnii BUpa3KOBUM KOJIT y CTafii peMicii.

IIpomunoka3aHHs.

linepuyTnuBicTh 0O IHTPENiEHTIB IIpernapary.

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

AuTHOIOTUKY, IKi TPU3HAYal0ThCSA 3 METOIO BIUIMBY Ha TpaMHeraTuBHi 6akTepil, a TaKoXK
cynbdaHinaMigu MOXyTh 3HUXKYBaTH e(PeKTUBHICTh npenapaty MYTA®JIOP.

Oco06.1u8ocmi 3acmocyeaHHsi.



He Mmae.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

Escherichia coli mrtam NISSLE 1917 - 11e 6akTepis-KoMeHcall, SKa € y KAIIeYHUKY JTIOOUHU Ta He
BCMOKTYETbHCSI, HE BIIMBA€E Ha GEPTUIBbHICTD, epelir BariTHOCTI i mepion romyBaHHS TPYAOIO0, TOMY
3aCTepexeHb LI0N0 3aCTOCYBaHHS HEMAE.

30amuicmb enaueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

He BusiBneHa.

Cnoci6 3acmocyeaHHss ma do3u.

Bcio mo6oBy mo3y Ciuif BXKUBATH Iif Yac inu, 6axkaHo IIif Yac CHigaHKYy, 3allMBal04y OCTATHHOIO
KUIBKICTIO piguHU. Kamncynu He po3XKO0BYyBaTH.

SAKIII0 pO3BUBAETHCSA 3AYTTS XKUBOTa a0 SKIIO BXKUTO ITOYATKOBY 103y, OibIny 3a
CTaHOAPTHY PEKOMEHMIOBaHY, II0IeHHA N03a MoXke OyTy po3mofiiieHa MiX BciMa 1060BUMMU
IpUOMaMU 1Xi.

Hopocmni i migTiTKH.

CraHpapTHa Ao03a: 3 MMEePIIOro 1o Y4eTBEPTUH JeHb IPUKUOMY - 110 1 KarmcyJii npenaparTy
MVYTA®JIOP Ha peHs, maji - o 2 Kancynu npemnapaty MYTA®JIOP Ha feHb.

Y pa3si TpuBanoro 3amnopy A03y MOXKHa HigBUIIUTH 00 4 Karcyn npemnapaty MYTA®JIOP
IIOJHSA.

IIpu 8upaskosomy kosimi. [JOCBiI BUKOPUCTaHHS IIpenapaTy BIPO#OBXK 12 MicAliB npu
BAPA3KOBOMY KOJIiTi I'PYHTYETHCS Ha pe3yjibTaTaxX IPOBeIeHUX KOHTPOILOBAHUX NOCIIiIXKEHb.
s 3amobirands penuprBaM BEpa3koBoro KomiTy MYTA®JIOP cnip npuiiMaTtu Ge3mnepepsHo.

ITpu xponiuHux 3anopax. MYTA®JIOP MoxXHa npuMaTy yIPOAOBXK 6 TUXKHIB. JKIIO 3aXBOPIOBaHHS
HasiBHE BIPOMIOBXK Oarathox pokiB, MYTA®JIOP MoxkHa po3rismaTi SIK 3arajlbHO3MIITHIOBAIbHUN
3acib, a ToMy Tepariio i3 #10r0 BUKOPUCTAHHSAM CJIi[l TepioAuYHO MOBTOPIOBATH.

Himu.



3acTOCOBYBATH HiTSIM BiKOM Bif 15 poxkis.

Ilepedo3yeaHHsi.

IaHux Mpo Mmepego3yBaHHs MpenapaTy HeMae.

ITo6iuni peakuii.

[TpemapaT noOpe nepeHocuThcs. HebaxaHi ehekTu 3a 4aCTOTOI0 BUHUKHEHHS KIaCUPiKyIOTh 3a
TaKMMM KaTeropisMmu: gyxe dacto (= 1/10), gacto (= 1/100, < 1/10), Hegacto (= 1/1 000, < 1/100),
pimko (= 1/10 000, < 1/1 000), myxe pigko (*1/10 000), BK/II0Ya0YH OKPEMi IIOBiTOMIIEHHS.

3 60Ky WAYHK0BO-KUWKOB020 Mpakmy: Ha IOYaTKy Teparii momupene (=1/100, <1/10) 3gyTTs
KuBOTa. [lyxke pigko (<1/10000) cmocTepiramucs 3MiHM Y KOHCUCTEHII1 BUTTOPOKHEHD UM IXHIN
4acToTi, Oib ¥ KMBOTi, MeTeopu3M, fiapesi, BiguyTTs OypyaHHS B XKUBOTI, Hy#oTa abo 61i0BaHHS.

3 6oky wkipu: myxe pigko nmomupeHi (<1/10000) Bucum, epuTeMa Ta MyLUIEHHS LMIKipH, anepriyxi
peaxirii.

3 60Ky ueHmpasvHoi Hep8os8oi cucmemMu: € TTOOTUHOKI ITOBiOMITEHHS ITPO BUHUKHEHHS TOJIOBHOT'O
6oJio.

Tepmin npudamuocmi. 12 micsiiis.

YMoBu 30epiranHsi.
36epiraTu mpu Temmnepatypi 2 - 8 °C y MiCIIIX, HEIOCTYIIHUX OJIS MiTeH.

He 3daCTOCOBYBATH MiCTIs 3aKiH4YeHHS TepMiHy HpI/IJZ[aTHOCTi, 3d3HA4Y€HOro Ha yrIaKOBI_Ii.

VYnakoBka.
2 6mnictepu 1o 10 Karncymn y KapToHHiN KOopoOii.

BricTep: nnacTUHKY 3 YaIIonomiOHMMU BUIMKaMu, BUTOTOBJEHI 3 mucTkiB [IBX/TIBIIX, 3akymnopeHi
aIIOMIHIEBMM JHCTOM, II0 TBEPAHE IPX HarpiBaHHI.

Kareropis Bigmycky.

3a pelLemnToM.



BupoOHUK.

Appeiipapm I'm6X / Ardeypharm GmbH.

Micue3HaxoaKeHHsI BHPOOHHKA Ta ajjpeca Miclsi IPOBagKeHHsI HOT0 TisIbHOCTI.
JIropdenpamrpacce, 20, 58313 Xepaeke, Himeuunna. / Loerfeldstrasse 20, 58313 Herdecke,
Germany.



