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IHCTPYKUIA
JUISI METUYHOT 0 32CTOCYBAHHS JIKAPCHKOIo 3ac00y

JTAJIALIMH I
(DALACIN C)

Cknao:

ditoua peuosuna: KIIHIaMIIHH;

1 kamcyna wmictuth 177,515 Mr ximiHAaMINWHY TiOPOXJIOPUIY, IIO €KBIBAJICHTHO KIIHIAMIIUHY
150 Mr;

1 kamcyna mictuth 355,030 Mr KIiHAAMINWHY TiIpOXJIOPUIY, IIO €KBIBAJICHTHO KIIHIAMIIUHY
300 Mr;

O00NOMIJICHI pevosunu: KPOXMallb KYKYPYI3SHUN; JaKT03a, MOHOTIIpAT; TajdbK;, MarHil0 CTeapar;
obononka karcymu o 150 mr: tutany giokeun (E 171), xxenatus;

obononka karncynu o 300 mr: tutany miokeun (E 171), xxenatun, inguroxkapmid (E 132), eputposun
(E 127).

Jlikapcbka popma. Kancynu.

OcHogHi Qi3uKo-XiMiuHi 61ACMUBOCTII:

karcyau o 150 Mr: TBepAl HEMPO30pi KEIATUHOBI KaTCYJIH, 110 MICTATh MMOPOIIOK O1710T0 KOJIBOPY,
po3mip Nel, 3 6iTOro KOIBOPY KPHUIIEUKOIO Ta KOPIYCOM, 3 HAHECEHUM UYOPHUM HYOPHHUIOM
snorotunoM Pfizer ta kogom «CLIN 150»;

karcysu 1mo 300 Mr: TBepii HepOo30pi KeTATHHOBI KarCyJIH, 10 MICTIATh HOPOIIOK 01JI0T0 KOJIbOpPY,
po3mip Ne(, 3 1aBaHIOBOTO KOJILOPY KPHILIEYKOIO Ta KOPILYCOM, 3 HAHECEHUM YOPHUM YOPHHUIIOM
noroturnom Pfizer ta komom «CLIN 300».

dapmakoTepaneBTUYHA rpyna.
AHTHOaKTEpiaNbHI 3ac00U s cucTeMHOTro 3actocyBaHHs. JIinkozamian. Kom ATX JO1F FO1.

Dapmakono2ivni eracmueocmi.

Dapmaroounamika.

Mexani3m aii. KiniagaminuH BiTHOCUTHCS 10 aHTHO10TUKIB TPYIH JIIHKO3aMiaiB. MexaHi3m il
KIIiHAaMIIUHY 0a3yeThCsl Ha MPUTHIYeHH] 610CHHTE3y OlIKa NIUIAXOM 3B’ SI3yBaHHS 3 CYOOJMHUILICIO
50S Ta BIuIMBOM SK Ha 30ipKy pruOOCOM, TaK 1 Ha MpoIlec TpaHcsamii. Xo4a KiaiHaaMinuey gocdar
HEaKTUBHUMA in Vitro, IIBUAKHUNA T1IPOII3 in Vivo TIEPETBOPIOE HOro Ha aHTHOAKTEPiaabHO aKTHBHHUN
KIIHAaMIIH. Y 3BUYaiHUX 103aX KIIHIAMIIUH IEMOHCTPYE OAKTEPIOCTaTHYHY aKTUBHICTb.

dapmakoKiHETHYHMI/hapMaKoAMHAMIYHUN B3a€MO3B’ s130K. E(pekTuBHICTH Oyzie i1CTOTHO 3aeKaTh
BiJl yacy, BIIPOJOBXK SIKOTO PiBEHb PEUOBMHHU IEPEBUILYE MiHIMaIbHY iHTiIOyIOUy KOHIIEHTPALIO
(MIK) ansa npuunnzoro naroreny (%4/MIK).




MexaHi3M PO3BUTKY PE3UCTEHTHOCTI. PE3UCTEHTHICTD 710 KIIIHIaMIIIMHY HalvyacTilie BUHUKAE Yepe3
MyTalii Ha caiiTi 3B’ s13yBanHs aHTHOI0THKIB pPHK 260 MeTumtoBaHHs crierudiuHuX HyKJICOTUIIB Y
23S-pPHK cy6oaunauti 50S. Ili 3MiHM MOXYTh 00OYMOBITIOBATH TIEPEXPECHY PE3UCTEHTHICTS in Vitro
70 MakpoiiaiB 1 ctpentorpaminiB Tumy B (dhenorun MLSg). Pe3ucTeHTHICTH iHOAI 3yMOBJIEHa
3MiHaMU y pubOocoManbHUX OlTKax. Pe3ncTeHTHICTh y CTaiIOKOKIB 1 CTPENTOKOKIB TOJIOBHUM
YMHOM OyZAe pe3ylbTaToOM IMiJBUINEHOI iHTerpauii metwibHuUX Tpyn y 23S-pPHK (tak 3Bana
KOHCTUTYTUBHa MLSB-pe3uCTeHTHICTH), 10 3HAYHOI MIpOI0 3HWXKYE 3B’SI3yBalIbHY adiHHICTH
KIIHIAMIIUHY 10 pubocomu. BinbmiicTe MeTHIIITIHPE3UCTeHTHUX ITaMiB S. aureus (MRSA) mae
KoHCTUTYTUBHUM MLSB-denotun 1, omke, € KIHIAMIIUHPE3UCTCHTHUMHU. ToMy iHGeKIii,
CIPUYUHEH] PE3UCTEHTHUMH JO0 MaKpONiAiB cTadiIOKOKAMH, HE CIiJ JIKyBaTH KIIIHIAMIIUHOM
HaBITh TIPH TIPOJIEMOHCTPOBAHIN i7 Vitro YyTIMBOCTI BHACIIIOK PU3MKY CEJICKIIT IMi/1 Yac JIKyBaHHS
MYTaHTHHX IITaMiB i3 KOHCTUTYTHBHOIO MLSB-pe3ucreHTHiCTIO.

[Iramu 3 KOHCTHUTYTUBHOIO MLSB-pE3UCTEHTHICTIO JIEMOHCTPYIOTh TIOBHY TIEPEXPECHY
PE3UCTEHTHICTh Mk KIIHIAMIIIMTHOM 1 JTIHKOMIIIMHOM, MaKpoJIilaMu (HAPHUKIIAJ, a3UTPOMIIIMHOM,
KJIADUTPOMIIITAHOM,  €PUTPOMIIIMHOM,  POKCHUTPOMIIIMHOM,  CIIpaMiI[AHOM), a  TaKOX
crpentorpaminoM B. Pe3ucreHTHiCTh 10 KIIHAAMIIMHY MOXKE OyTH iHIyKOBaHa MakpoJigaMu B
MaKpOJIIJOPE3UCTCHTHUX  OaKkTepiaIbHUX  130/sITaX. [HAYKOBaHY  PE3MCTEHTHICTh  MOXHA
MIATBEPIUTH 32 JONOMOTOI0 METONy IHUCKiB (mucko-mudysiiHoro D-tecty) abo wmertomom
pPO3BENICHHS B OYIbIOHI.

Pinmie 3ycTpidaroThCsi MEXaHi3MU PE3UCTEHTHOCTI, K1 BKIIOYAIOTh MOAU]IKaIil0 aHTUOI0THKA Ta
akTUBHUH edirokc. [CHye MOBHA MepeXxpecHa PE3UCTEHTHICTh MK KIITHIAMIIIMHOM 1 JIIHKOMIITHHOM.
Sk 1 st GaraTh0X aHTUOIOTHKIB, YACTOTAa BUHUKHEHHSI PE3UCTEHTHOCTI 3aJIC)KHUTh BiJl BUY OaKTEpiid
Ta reorpadiuHoi 30HHM. YacroTa PE3UCTEHTHOCTI JO0  KIIHAAMIIUHY BHUIIE  Cepel
METHLMIIHPE3UCTEHTHUX CTa(1IOKOKOBUX 130JITIB Ta MEHIMIIHPE3UCTEHTHUX MHEBMOKOKOBUX
130J15ITIB, HK CE€pe/l OPTaHi3MiB, UYTJIUBHUX JI0 IIUX PEYOBHH.

I'pannyHi 3HauYeHHS. PO3MOBCIOKEHICTh HA0YTOI PE3UCTEHTHOCTI MOXE BapilOBAaTH JJISi OKPEMHUX
BH/IIB 3aJICKHO BiJl TeorpadigyHOro MOJ0KEHHS Ta Yacy, 1 ToMy oTpiOHa MiciieBa iHGopMarlis o0
PE3UCTEHTHOCTI, 30KpeMa INpH JIKyBaHHI TSHKKUX 1HQeKmid. Ko epeKTUBHICTh KIIHIAMIIHHY
MpUHAWMHI 10 JESIKWX BHUIIB IH(EKIIH € CyMHIBHOIO 3a PaxXyHOK MICIIEBOTO XapakKTepy
PE3UCTEHTHOCTI, CIi/1 3BEpHYTHCS 3a Mopaaoio excnepra. OcoONMMBO y BUMAAKY TSDKKHUX 1HQEKITH
a00 Hee(heKTUBHOCTI TepaITii CJIiJl BCTAHOBUTH MIKpOO10JIOTTYHHI 1arHO3 13 BU3HAYCHHSM NaTOTEHY
Ta MOro Y4yTIMBOCTI 10 KJIIHIAMILAHY.

Pe3ucrenTHICTD, SIK TIPABUIIO, BUSHAYAETHCS KPUTEPISIMU 1HTEPHpETaIlii YyTIUBOCTI (TpaHUIYHUMHU
3HAUEHHSMHU), BCTAHOBJICHUMH €CBpPONEHCHKUM KOMITETOM 3 TECTYBaHHS YYTIUBOCTI [0
npotuMikpoOHux 3acob6iB (EUCAST) mist cucteMHux aHTHOIOTHKIB. TecTyBaHHS KJIIHAAMIIIUHY
MIPOBOMIIN 13 3aCTOCYBAHHSIM 3BUYAHOTO METOTY MTOCIIJOBHUX PO3BE/ICHb.

I'pannyni 3HauenHs 3a EUCAST (nuB. Tabnutio 1). (€sponeticokuii komimem 3 mecmy8aHus
YYMaAUBOCMi 00 NPOMUMIKPOOHUX 3aC00i8).

Tabauys 1.
I'pannuni  3nagenns  MIK | [liameTp 30HM TpaHMYHUX 3HAYEHb
(mr/MuT) (Mm)?
Mikpoopeanizm Yymaueuti Pesucmenmuuu | Yymausuu Pezucmenmnuu
Bunu Staphylococcus’ <025 mr/n | > 0,5 mr/n >22A <194
Buan Streptococcus | < 0,5 mr/n > 0,5 mr/n >17° <17°
(rpymu A, B, C, G)!+?
Streptococcus <0,5mr/n | >0,5Mr/n >19P <19°
pneumoniae'
CTpenToKoKu rpymu | <0,5mr/n | > 0,5 mMr/n > 195 <19b
«viridiansy'
I'pamueraTuBHi <4 mr/n >4 mr/n He He
aHaepoOu 3aCTOCOBYETHCS | 3aCTOCOBYETHCS




['pammio3uTuBHI <4 mr/n >4 mr/n He He
aHaepoou 3aCTOCOBYETHCS | 3aCTOCOBYETHCS

Kniniuni rpannyni 3aayenns 3a EUCAST y Burnsiai rabnuni, Bepcis 8.0

! [anykoBaHa pPE3UCTEHTHICTh O KIIHAAMIIMHY MOXE€ OyTH BHUSBJIICHA IUISIXOM BHU3HAYCHHS
AHTArOHICTHYHOI il MK KIIHIAMIIIMHOM 1 MakpoligamMu. SIKIo pe3uCTEHTHICTh HE BHUSIBJICHA, TO
MOBIIOMJISIETBCS, IO MPOBEACHO MEPEBIPKY BIAMOBITHO J0 KJIIHIYHUX TPAHWUYHHUX 3HAYCHb. SIKIINO
TaKy BUSBIECHO, TO MOBITOMIISIETHCS PO "PE3UCTEHTHICTD" 1 PO3TIISIIA€THCS MOXIIUBICTD J10/1aBaHHS
TaKoro KoMeHTaps 70 3BiTy: "KimiHgaMiIMH MOKe BUKOPHUCTOBYBATHCS ISl KOPOTKOYACHOT Teparii
MEHII CepHOo3HUX I1HQEKIIH IKipu Ta M'SIKUX TKAaHWH, OCKUIBKH PO3BUTOK KOHCTUTYTHBHOI
PE3UCTEHTHOCTI ITiJ1 Yac TaKoi Teparii MaJIOWMOBIpHUN".

2 Kniniyee 3HAYCHHS IHAYKOBAHOT PE3UCTEHTHOCTI A0 KIIHIAMIIMHY B KOMOIHOBaHil Tepamil
BOXKHUX 1H(EKIIIH S. pyogenes, HEBIOME.

3 InyKoBaHa PE3UCTEHTHICTE 0 KIiHAAMIIMHY MOYKE OYTH BHSABICHA IUISXOM BU3HAUYECHHS
AQHTArOHICTHYHOI J11 MK KJIIHIAMIIIMHOM 1 MaKpoIigaMH. SKIIo pe3ucTEeHTHICTh HE BUSIBJIICHA, TO
MOBI1IOMJISIETHCS TIPO MPOBEACHY MEPEBIPKY BIAMOBIAHO 10 KIIHIYHUX IPAaHUYHUX 3HAUYEHb. SIKII0
TaKy BHSBJIECHO, TO TIOBIJOMIISETHCS MPO "PE3UCTEHTHICTB .

A Jlns BuUABNEHHS iHJYKOBAHOI PE3UCTEHTHOCTI N0 KIIHAAMINMHY pPO3MILIYIOTh IUCKH 3
EPUTPOMIIIMHOM Ta KJIIHAAMIIIMHOM Ha Bijactani 12-20 MM (Bim Kparo 10 Kpaio) Ta BHU3HAYAIOTh
aHTaroHisMm (gpenomen D).

b Jlns BusBneHHs 1HIYKOBAHOT PE3UCTEHTHOCTI O KIIHAAMIIMHY pPO3MINIYIOTh JHUCKU 3
EpPUTPOMIIIMHOM Ta KJIIHAAMIIIMHOM Ha BifcTani 12-16 MM (Big Kparo 10 Kpaw) Ta BHU3HAYAIOTh
aHTaroHi3Mm (denomen D).

Hianazonu koHTpoto skocTi 3a EUCAST nnst Buznauenns MIK Ta muckoBoi 30HU MpecTaBiieHl B
Tabaumi 2.

Tabnuys 2.
Koumponw skocmi wumamy Hianazon MIK (mxe/mn) Hudghysitinuii dianazon
(Oiamemp 30HU Y MM)
Staphylococcus aureus 0,06-0,25 23-29
ATCC 29213
Streptococcus pneumoniae 0,03-0,125 22-28
ATCC 49619

ATCC® € 3apeecTpoBaHOIO TOPTOBOIO MAPKOI AMEPUKAHCHKOI KOJIEKIli] TUTIOBHX KYJIBTYD.
Po3noBcro/ukeHicTh HaOyTO1 pe3ucTeHTHOCTi. Po3moBciokeHicTh HaOyTOi PEe3HUCTEHTHOCTI Ha
OCHOBI JIaHMX 3a OCTaHHI S5 POKiB, OTPUMAaHUX y paMKax HaI[lOHAJIHHUX IMPOEKTIB 13 HAIJSAY 3a
PE3UCTEHTHICTIO 1 ocikeHb (cTaHoM Ha Jlrotmii 2018 p).

3a3BUYaii YyTIMBI BUIH.

Aepooni pamno3umueni MiKpoopzanizmu:

- Actinomyces israelii °

- Gardnerella vaginalis °

- Staphylococcus aureus (METUITITIHYYTIUBU)
- Streptococcus pneumoniae

- Streptococcus pyogenes

- CTpenTokokH rpymnu «viridiansy “*

Anaepooui mikpoopzanizmu:

- Bunu Bacteroides ° (3a Bunatkom B. fragilis)
- Clostridium perfringens °

- Bunu Fusobacterium °

- Bugu Peptoniphilus °©

- Bunu Peptostreptococcus °

- Bunu Prevotella ©



- Bugu Propionibacterium °
- Bumm Veillonella °

Inwi mikpoopeanizmu:

- Chlamydia trachomatis °

- Chlamydophila pneumoniae °
- Mycoplasma hominis °

Bunu, nns skux HaOyTa pe3sucTEeHTHICTh MOXE SBISTUCS TPOOJIEMOIO.
Aepooni cpamno3umusni MiKpooOp2anizmu:

- Staphylococcus aureus

- Staphylococcus aureus (METUIMITIHPE3UCTEHTHHIA) +

- Staphylococcus epidermidis +

- Staphylococcus haemolyticus

- Staphylococcus hominis

- Staphylococcus agalactiae

Aepooni epamuezamugHi MiKpoop2anizmu:
- Moraxella catarrhalis $

Anaepooui mikpoopzanizmu:
- Bacteroides fragilis °

Pe3ucTeHTHI MiKpOOPTaHi3MH.

Aepooni pamno3umueni MiKpoopzanizmu:
- Bunu Enterococcus

- Listeria monocytogenes

Aepooni cpamuezamueHi MiKpOOp2anizmu:
- Escherichia coli

- Haemophilus influenzae

- Bunu Klebsiella

- Pseudomonas aeruginosa

Anaepooui mikpoopzanizmu:
- Clostridium difficile

Inwi mikpoopeanizmu:
- Mycoplasma pneumoniae
- Ureaplasma urealyticum

° Ha MoMeHT my0Jikaliii OHOBJIEHHUX JaHUX He 0yio. OCHOBHA JliTepaTypa, CTaHJapTHa JiTepaTypa i
pEeKOMEeH1allii 3 JTIKyBaHHS MPUITYCKAIOTh HASBHICTh YYTJIMBOCTI.

$ IIprpoaHa 4yTAMBIiCTH OLTBIIOCTI IITAMiB 3HAXOIUTHCS Y IIPOMIKHOMY J[iara3oHi.

+ [l{oHaiimMeHIIe B OTHOMY PET10H1 YaCTOTa PE3UCTEHTHOCTI nepeBunrye 50 %.

A BaranbHUA TEpMiH JUIsI TIO3HAYEHHS TETEPOreHHOI TpPyNu BHJIB CTPENTOKOKiB. YactoTa
PE3UCTEHTHOCTI MOYKE BapiloBaTH 3aJI€KHO BiJI BIAMOBIIHUX BHIIB CTPETITOKOKIB.

Dapmaxokinemuxa.

Pe3opOuist, po3noiin Ta 3B’sA3yBaHHS 3 OigKkaMu. BiqMiHHICTE MiX MOXITHUMH KITIHIAMIIIUHY, 10
3aCTOCOBYBAJIUCS, TIOJIATAE JIMIIE y 4Yacl BCMOKTYBaHHs Ta posmerieHHs edipi. Ilicis mporo
KJTiHAMIIIH IPUCYTHIi B OpraHi3Mi y BUTIAI BiTbHOT 0cHOBH (akTHBHA (opma). Horo edipu ciin
BBa)XATH MOIEPETHUKAMH JIIKAPCHKOTO 3aC00Y.




[Ticns mepopadbHOTO 3aCTOCYBAHHS KIHAAMIIMHY TIAPOXJIOPUI 1 KIHIAMINUHY 2-TIATbMITaTy
TiIPOXJIOPU/T HIBHJAKO Ta Mai)ke MOBHICTIO BCMOKTYIOTHCSI 31 IITYHKOBO-KHUIIKOBOTO TPAaKTYy.
OpmHOYacHMM TPUIOM 1K1 JIEI0 YITOBUIbHIOE BCMOKTYBaHH. [Ipu 3acTocyBaHH1 HATIIIE MaKCUMaJIbHI
KOHIICHTpALlli y CHPOBaTIli KPOBi JOCATAIOTHCS MPUOIN3HO uepe3 45-60 XBWINH, a IPH 3aCTOCYBaHHI
micns inn — npubnu3Ho 4depe3 2 roauHu. Ilicas mepopanbHOro 3acTOCYBaHHS OJHOKPATHOI J03HU
150 mr a6o 300 mr koHmeHTpamii craHoBiaTh Bixg 1,9 mo 3,9 mxr/mn Ta Big 2,8 1o 3,4 MKr/mi
BIJIMTOBITHO (3aCTOCYBaHHS HATIIIE).

3B’s13yBaHHS KITIHIAMIIUHY 3 OUIKaMH T1a3MU KPOBI 3aJI€KUTH BiJl HOTO KOHIIEHTpAIIlii Ta CTAHOBHUTH
B 60 % 1o 94 % y mMexax TepaneBTHYHOTO Jiala3oHy.

KningaMinuH Jerko NpoHUKae y TKaHWHH, TPOXOAUTh Kpi3b IUTalleHTapHUNA O6ap’ep 1 HAIXOAUTh Y
rpyaHe Mosoko. Judysisa B cybapaxHOiTanbHUN MPOCTIp € HEAOCTaTHHOIO HABITh MPHU 3amajcHHI
MO3KOBUX O0OJIOHOK. Y KICTKOBI/ TKaHUHI JIOCSATAIOTHCS BUCOKI KOHIIGHTpAIIii.

Biorpancdopwmartis Ta BuBeneHns. Po3naa KiriHaaMIIUHY TOJIOBHUM YHHOM BiIOYBA€ThCS Y TICHIHIII.
Jleski MeTaboiTH € MiKpoOioNoriyHO akTUBHUMH. JIikapchbki 3aco0u, MO AIIOTh SK 1HIYKTOpU
MEeYiHKOBUX (DEPMEHTIB, CKOPOUYIOTh CEPEIHIN Yac yTPUMaHHsI KITHAAMIIIMHY B OpraHi3mi.
JloCIiDKeHHS in vitro Ha MIKpOCOMax MEYiHKM Ta KHUIIEYHUKY JIOAMHU MPOJEMOHCTPYBAIH, IO
OKHWCJICHHS KJIIHAAMIIIMHY BiIOYBAETHCS TOJIOBHUM YHMHOM 3a jaoromMororo CYP3A4 3a HeznauHoi
yuacti CYP3AS 3 yTBOpeHHSM KIIHIAMIIHMHY CYIb(OKCHIY Ta APYropsaHoro meradomity N-
JECMETHII-KITTHAAMIITUHY.

BuBenenHs kiiHaaMinuHy BinOyBaeThes mpuOan3HO Ha 2/3 13 Kanom 1 Ha 1/3 3 ceyero.

[lepionx HamiBBUBENCHHS KIIHAAMIIMHY 3 CHUPOBAaTKH KpPOBI CTAaHOBUTh MPHOJW3HO 3 TOAUHH Y
J0pociuX 1 6Iu3bK0 2 roguHu y aitei. [Ipu nopymienHi ¢pyHKIii HIPOK 1 NeUiHKOBii HEAOCTaTHOCTI
CEpEeIHBHOr0 a00 TSHKKOTO CTYMEHS TEPio] HalliBBUBEICHHS MTOOBKYETHCS.

KrningaminuH He BUBOJUTHCS MUISIXOM JTiafi3y.

BionmocTtynHicTh. AGCOMOTHA O10I0CTYMHICTH KIIIHIAMIIMHY OyJia BUBHAUYECHA Y paMKaxX KJIIHIYHOTO
nocmikenHs (1994). Koxen i3 16 310poBuX 100OpOBOIBIIB 40J0BiUOi craTi oTpuMyBas 600 mr
KJIIHJIaMIIIMHY BHYTPIIIHbOBEHHO (y ¢opMmi KiiHmaMminuHy docdary) 1 mepopaibHO (2 Karcymu,
KOXHa 3 IKUX MicTUTh 300 MT KIIHAaMIIUHY TiAPOXIOPUIY).

[TepeaymoBa 3acTOCYBaHHS — Ha TMOPOYKHIN MUTYHOK.

Cepenni apudmernuni 3HadeHHs (mMA), cranmaptHe(-1) BiIXwieHHsS (S) 1 cepeaHi reoMeTpUYHi
3HadyeHHS (MG) micis mepopaTbHOTO Ta BHYTPITHBOBEHHOTO (B/B) 3aCTOCYBAaHHS.

Tabnuys 3.

Iloka3nuku Ilepopanvro 6/6

mA |s mG |mA |s mG
MakcumanbHa KOHIIEHTpAIlis y I1a3Mi KpoBi 5,3 1,0 5,2 11,1 |39 10,6
(Cinax) [MKr/mi]
[Tnoma mix kpuBoro koHIeHTparis-yac (AUC) 16,9 |6,1 15,9 |31,8 |6,7 31,1
[MKT/™MI*ron)
Yac MakcMManbHOI KOHIIEHTpAIII{ Y I1a3Mi KpOBi 0,76 10,36 (0,70 (046 |0,10 [0,45
(tmax) [Ton]

KuiniuHi XapakTepucTHKH.
Hloka3zanns.

['octpi Ta xpoHiuHi OakTepiabHi 1HGEKII1, CIPUYMHEH] YYTIMBUMHU 10 KIIIHIaMIIIMHY MTaTOr¢HaMH,
30KpeMa:

- iHEKIIiT KICTOK 1 CyTJI00i1B;

- iH(ekwii AUITHKY ByXa, HOCA Ta TOpJa;
- iHdeKIiT JUITHKY 3Yy0iB 1 ITeerT,

- iH(EKIiT HIKHIX UXATBHHUX IUISAXIB;

- iHeKIIiT Ta30BO1 Ta YEPEBHOI TIISTHKH;
- iH(eK1ii )KIHOUMX CTATEeBUX OPraHiB;

- iH}eKIIiT MKIpH Ta M’ SIKUX TKaHUH,

- CKapJaTHuHa.



[Ipu TsOKKIM KITIHIYHIA KapTHHI CIIOYATKY CIIiJI MPOBOJMTH JIIKYBaHHS JIIKAPCHKUMH 3ac00aMH, 110
MICTSTh KJIIHAAMIIIUH Ta SIK1 TIOBIJIBHO BBOJSATH B KPOBOHOCHY CYIMHY (LUISIXOM 1H(Y3ii).

IIpomunokasanna.

Jamanwa 1 He cmixg 3acTocOBYBaTH MaIi€HTaM 13 BIJIOMOIO YYTIHMBICTIO 10 KJIIHIAMIIKHY,
JTHKOMIIMHY a60 10 Oy/Ib-sIKO1 1HIIOT CKJIAZ0BO] JIIKapChKOTo 3ac00y.

Hamanwa 1] He migxoauTh ajs JiKyBaHHS MEHIHTITY, OCKIJTBKH KOHIIGHTpallisl aHTHOIOTHKY, sKa
JOCATAETHCS Y CIMHHOMO3KOBIH Pi/IMHI, € HAJITO HU3BKOIO.

B3aemooia 3 inwumu aikapcokumu 3acodamu ma inuii 6uou 63aEmooii.

AHTaroisM (iHIyKOBaHa PE3UCTCHTHICTh) CIIOCTEPIraBCs in Vitro MK KIIHIAMIIMHOM Ta
EPUTPOMIIIMHOM 100 MIATPYNH MAaKpOJIiJOPE3UCTEHTHUX OakTepianbHUX i30yATiB. OOHIBa
npenapaTy He TOBUHHI 3aCTOCOBYBATHUCS OJTHOYACHO 3 OTJISY HA TOTCHITIHE KIIIHIYHE 3HAYCHHS, 3a
BUHSATKOM BHIIAJIKiB, KOJH ITPOBOIMIIKCS BiMOBIIHI TECTH HA YyTIUBICTb.

[TatorerHi MiKpoOpraHi3MH JEMOHCTPYIOTh MEPEXPECHY PE3UCTEHTHICTh N0 KIIIHIAMIIUHY Ta
THKOMIITUHY.

Bracninok nputamanHux mpenapary [amarun 1] BmactuBOocTel 11070 OJIOKYBaHHS HEPBOBO-
M’S130BO1 Tepenadi BiH MOXE IOCHIIIOBATH €(eKT M’A30BUX peNlakcaHTiB (Hampukian edipy,
TyOOKypapuHy, MaHKypoHito raminay). lle Moke mMpu3BOIWMTH 10 BHHUKHEHHS IIiJl Yac omeparii
HEOYIKYBAaHUX 3arPO3JIMBUX JUIA KUTTA cutTyaniil. Takum unnowm, Jlanamun L ciix 3actocoByBatu 3
00epeXHICTIO MAaIlIEHTaM, K1 OTPUMYIOTh 3a3HAUCHI BHIIIE JIIKAPChKi 3aCO0H.

IIpu cynyrHboMy 3actocyBaHHI mpemnapary Jlamamus Il HagiliHIiCTh NPOTH3AILIIIHOTO e(peKTy
NepopaJbHUX KOHTPALICTITUBIB € CYMHIBHOIO. Tomy mij dac jtikyBaHHs npenapartom Jamamus 1 cmig
JOJJATKOBO 3aCTOCOBYBATH 1HII METOAM KOHTPAIICTIIII].

Anmaeonicmu eimaminy K. JIns mamieHTiB, SKI 3aCTOCOBYIOTh KIIHAAMIIMH Yy KOMOIHamii 3
a"taronictamu Bitaminy K (Hanpukinan BapdapuH, alieHOKyMapoJi Ta (GayiHIi0H), TOBIJOMIISITH ITPO
IT1JIBUIICH] TTOKa3HUKH JOCIIHKEHBb KOAryJsiiii (MpoTpoMOIHOBHI Yac/MI>KHAPOIHE HOpMaJli30BaHE
CIIBBIAHOIIEHHS) Ta/ab0 KpoBOoTeuy. TOMYy TakMM Mali€eHTaM CIiJl 4YacTO MPOBOAUTH MOHITOPUHT
pe3yIbTaTIB JOCIIKEHb KOATyJIAIIII.

Krningaminua mMeta0omizyeThesi TOIOBHUM YMHOM 3a goromoror CYP3A4 i meHmow Miporwo — 3a
noriomororo CYP3AS5 3 yTBOpEeHHSIM OCHOBHOTO META0OJITYy KIIHAAMINMHY CYIb(GOKCHUIY Ta
apyropsaHoro merabonity N-gecmermn-kiaiHaaminuay. Otxe, inriditopu CYP3A4 i CYP3AS
MOXXYTb 3MEHIIUTH KJIIPEHC KIIHAAMIIMHY, a IHIYKTOPU IUX 130(DepMEHTIB — MIJBUIIUTH KIIPEHC
kiigaaminuny. [Ipu 3acrocyBanni notyxHux iHaykropiB CYP3A4, nanpuxnan pudamminuny, ciix
3MIMCHIOBATH MOHITOPHHT 1010 BTpaTH €()EeKTUBHOCTI.

JlocimkeHHs in vitro JEMOHCTPYIOTh, 1o kKiainaaminuH He iHTi0ye CYP1A2, CYP2C9, CYP2C19,
CYP2E1 a6o CYP2D6 i nume nmomipao iHrioye CYP3A4. O1xe, KITHIYHO BaXIIMBI B3a€MOJIT MiXK
KIIIHIAMIIITHOM 1 MpemnapaTamMu, 0 3aCTOCOBYIOTHCS OAHOYACHO Ta MeTaboui3ytoTbes umu CYP-
(dhepMeHTaMu, MaJOMMOBIPHI.

Ocooausocmi 3acmocy8anus.

Hananus L ciix 3 00epexHICTIO 3acTOCOBYBAaTH TAKUM KaTETrOpisiM Malli€HTIB:

- 3 TOpYIICHHSAM (QYHKIIIT IEYiHKH;

- 3 MOPYIICHHSIMI HEPBOBO-M 5130BO1 mepeaadi (MiacTeHis rpaic, xBopoba [lapkincona);

- 3 HaAsABHICTIO B aHaMHe31 IUTyHKOBO-KHUIIKOBUX 3aXBOPIOBaHb (HANpUKJIAJ 3arajeHHs TOBCTOI
KUIITKH);

- 3 aTOMI€I0;

- 3 aJIepTisAMHU Ta aCTMOIO.

[pumitka: [anmamus [ He cmig 3acTOCOBYBAaTH MAIll€eHTaM 13 TOCTPUMH 1HOEKIIAMH JAUXaTbHUX
IUISX1B, SKIO BOHU CIPUYMHEH] BipycaMu.

Jamanwa 1l He migxomuTe AN JIKyBaHHS MEHIHTITY, OCKUIBKM KOHIIEHTpaIlii aHTHOIO0THKA, IO
JOCSTAlOTHCSl Y CIMHHOMO3KOBIN PiUHI, € HATO HU3bKUMH.

[ToBimomisiocss Mpo TSDKKI peakilii TimepyyTAWBOCTI Yy TAIIEHTIB, SKI OTPUMYBAIU JIIKYBaHHS
KJIIHAaMIIUHOM, BKJIIOUAIOUYH CEPHO3HI peakilii 3 60Ky IIKipH, TaKi sIK peakilis Ha JiKapChbKuil 3acio
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3 eosuHodimiero 1 cuctemHumMu mnposiBamu (DRESS-cunmpom), curapom CriBeHca—/)kKOHCOHA,
TOKCHYHUH emifiepMalbHUI HEKPOJIi3 Ta TOCTPUI IeHepali30BaHUi eK3aHTEeMAaTO3HUN MyCTYIb03. Y
pa3i BUHHMKHEHHS PEaKIlii TIMepYyTIMBOCTI a00 CEepPHO3HUX peakiiid 3 OOKy IIKIpU JIIKyBaHHS
KIIHIAMIIIUHOM ~ CIIiJl TNPUNUHUTH Ta TPU3HAYUTHA HANEKHE JIKyBaHHS (JAMB. PO3ILT
«IIpotunokazanus» Ta «[10614HI peakIii»).

[Tpu noBrorpuBagoMy JiKyBaHHI (poTaroM Oinbiie HiX 10 AHIB) MOKa3HUKHM KJIIHIYHOTO aHAJI3y
KpOBi Ta (DYHKIIIT IEYIHKU 1 HUPOK CITiJI PEryJISIPHO MEPEBIPATH.

JloBroTpuBaie i MOBTOpHE 3acTOCyBaHHs mpemnapaty [lamamus I Moxxe MpU3BOIUTH 10 PO3BUTKY
cynepindexiii ado KOJIOHI3aIlil MKIPH Ta CIU30BUX 000JIOHOK PE3UCTCHTHUMH MIKPOOPTaHi3MaMH
a00 PN IKOBUMU TPUOAMHU.

[Tin gac 3acTocyBaHHS Maike BCiX aHTHOAKTEpialbHUX IMpEapaTiB, y TOMY YUCII KIIHIAMIIHHY,
MOBIIOMJISIOCS. IO BUHUKHEHHS aiapei, cnpuunnenoi Clostridium difficile (CDAD) 31 cTtynenem
TSDKKOCTI TIPOSIBIB B JIETKOI Jiapei 10 KONITY 3 JIeTaJbHUM HaciiakoMm. JIikyBaHHS
aHTHOAKTepiaTbHIUMH MpernapaTaMy MOPYIIye HOPMaIbHY ()JIOPY TOBCTOI KHINKH, IO MPU3BOAUTH
1o HangmipHoro pocty C. difficile.

C. difficile nponykye Tokcunu A i B, mo cnpusie po3Butky CDAD Ta € nepmonpiuiuHo0 pO3BHTKY
«anTtHbioTUKacomiiioBanoro komity». Ilramm C. difficile, 1o TPOIYyKYIOTh TINEPTOKCHH,
CIPUYMHSIOTH MMiABUILEHHS 3aXBOPIOBAHOCTI Ta JICTAJBHOCTI, OCKUJIBKYU Il iH(pEKLii MOXyTb OyTH
HEUYYTIMBUMH JI0 TPOTUMIKPOOHOI Teparii Ta moTpeOyBaTH MPOBEACHHS KOJEKTOMIi.

Crnig posrnsnaté MoxHBICTh BUHUKHeHHss CDAD y Bcix MaIi€eHTIB 13 Jiapeerd BHACIHIIOK
3acToCyBaHHs aHTHO10THKIB. HeoOXi1HO peTenbHOo 30MpaTh aHaMHE3, OCKIIBKH ITOB1IOMIISIIIOCS TTPO
Bunaaku po3BuTky CDAD y mepioa 10 ABOX MICSIIB MiCls 3aCTOCYBaHHsS aHTHOAKTEpiallbHUX
npenapariB. MoOXJIIMBE MPOTpPECyBaHHS 0 KOJITY, Y TOMY YHCII TICEBJOMEMOPAHO3HOTO KOJITY,
CTYMIHb TSKKOCTI SIKOTO MO>KE€ BapilOBaTH BiJl JIETKOTO JI0 JIETAIBHOTO HACIIIKY.

[Ipu BcTaHOBJICHHI AlarHO3Y aHTHO10THKACOIIHOBaHOT Aiapei a00 aHTHO10THKACOIIOBAHOTO KOJIITY
Y MPU HASBHOCTI MiZ03p Ha TaKi CTaHU 3aCTOCYBaHHS aHTHOAKTEpiaIbHUX 3ac00iB, BKIIOYAIOYU
KJIIHAAMIIH, CIiJ BIAMIHUTHA Ta PO3MOYATH 3aCTOCYBAHHS HAJICKHUX TEPANCBTUYHHX 3aXOJIB.
Jlikapchbki 3aco0u, sIKi IPUTHIYYIOTh EPUCTATIBTUKY, Y Lii CUTYaIlii MIPOTUIIOKA3aHI.

VY Bumajkax nceBIoMeMOpaHO3HOTO KOMITY BiJl CEPEIHBOTO JI0 TSHKKOTO CTYIEHS CIIiJT PO3TISHYTH
MOJKJIMBICTh 3aCTOCYBaHHS pIJUHM Ta EJEKTPOJITiB, JOAATKOBOTO B)KMBAaHHS MPOTEiHIB Ta
3aCTOCYBaHHSI aHTHOAKTEpiaJIbHUX TMpernapariB, KIHIYHO €()EKTUBHUX IS JIIKYBaHHS KOJIITIB,
cnpuunnenux Clostridium difficile.

VY pa3i mogoBKeHHS Tepallii CJIiJl TPOBECTH (PYHKITIOHAIBHI TPOOH NIEYiHKU Ta HUPOK.

[HKONM JiKyBaHHS KITIHIAMIIMHOM € MOJIMBOIO albTEPHATHBOIO Yy pasi ajeprii Ha MEeHIIWIIH
(miagBuUIIEeHA YyTJIMBICTh J0 NEHINUIiHY). [lepexpecHa anepris MK KIIHIAMIIMHOM 1 TIEHIITAIIHOM
HEBiZI0OMa, 1 11 pO3BUTOK TAaKOXX HE OYIKYETHCS BHACIIIOK HASIBHOCTI CTPYKTYPHUX BiIMIHHOCTEH MiX
UMK pedoBUHAMH. [IpoTe B OKpeMHX BHUITaKaX MOBIAOMIISIIOCS MpO aHa(UIaKTUYHI peakiii
(iBHILEHY YYTIUBICTH) 1 HAa KIIHIAAMIIIMH B OCI0, SIKi BXKe Mau anepriio Ha neHinwiiH. e cmin
BpaxoBYBaTH MPH 3aCTOCYBAaHHI KJITHIAMIIIUHY IJIs JIKYBaHHS MAIlI€HTIB 3 aJIEPTi€i0 HA TEHIUIIH.
Hanarus 1 mictute 209,49 mr abo 253,97 mr nakto3u MoHoTiapary Ha 1 kancyny mo 150 mr a6o
300 mr BigmoBigHO. IIpm 3acTtocyBaHHI mperapaTy BIAMOBITHO 10 IHCTPYKIIH 13 J03yBaHHS 3
KOXHOIO 103010 TarfieHT oTpumye 1o 837,96 mr makrto3u. lle Biamomigae 3araibHill KiTBKOCTI
JIAKTO3H, MO MICTUThCA Yy 4 kancynax mpenapary [amamun I 150 mr. Ilamientam i3 piakicHOIO
CHAJIKOBOIO HETMEPEHOCUMICTIO TallakTo3u, Ae]ilUToM JakTazu abo CHHAPOM MOPYIICHOTO
BCMOKTYBaHHS TJIIOKO3H Ta TajakTo3u He ciij 3actrocoByBatu Jlananus 1.

3acmocyeanns y nepioo eazimuocmi abo 200y8aHHsL 2pyOor0.

3acTocyBaHHs Y IepioJ1 BariTHOCTI.

Pe3ynbrati BEMTWKOTO MOCHIIKEHHS 3 y4acTIO BariTHUX JKIHOK, SIKI 3aCTOCOBYBAJIM KIIIHJIAMIITUH
npotsirom I Tpumectpy — BariTHOCTI  (BIUJIMBY — KIMIHAAMINMHY — 3a3HaIM  NPUOIU3HO
650 HOBOHAPO)KEHNX), HE TMPOJAEMOHCTPYBAJIM IIJIBUIIECHHS YacTOTH BaJ PO3BUTKY Yy
HOBOHapo/keHuX. IIpoTe HasBHI AaHi MO0 OE3MEKH 3aCTOCYBaHHSA KIIHIAMIIHMHY y Tepion
BariTHOCTI € HEIOCTAaTHIMHU.




Pe3ynpraTi eKCIIEpUMEHTAIBHUX JOCHIPKEHh Ha TBApHHAX HE MPUIYCKAIOTh HAasBHOCTI
6e3mocepeIHbOr0 ab0 OMOCEPEeIKOBAHOIO IIKIJJIMBOrO BIUIMBY Ha Mepedir BariTHOCTI, PO3BHTOK
eMOpioHa/moa, mepedir moJjoriB a00 MOCTHATAIBHUI PO3BUTOK.

KniggaMinmH mpoHHMKae Kpi3b IUIAeHTy. lIpumyckaeThbes, 110 B OpPraHi3Mi IUIOAA JOCSTAEThCS
TepaneBTUYHA, e()eKTUBHA KOHIeHTpalis. [Ipu 3acTocyBaHHI mpemnapaTy B MEpioJ] BariTHOCTI CJIiJT
peTeNbHO 3BaXKYBAaTH KOPUCTH 1 MOXKIIMBI PU3UKH, ITOB’I3aHi 3 JIIKYBaHHSIM.

3acTOCYBaHHS y IepioJ] rOAYBaHHS TPYAIIO.

KnigaaMinmuH eKCKpeTyeTbes y TpYAHE MOJOKO JIIoAUHM. [loBiZOMIISIIOCH, MpPO HAasIBHICTH
KIHIAMIIMHY Yy TPYIHOMY MOJIOII JIOJWHM y KOHIEHTpamisx Bix < 0,5 mo 3,8 MKr/mu mpu
CHCTEMHOMY 3acTocyBaHHi. ToMy B HOBOHapOKEHHX, SKi 1epeOyBalOTb Ha TIPyIHOMY
BHUT'OIOBYBaHHI, HE MO’KHA BUKJTFOUMTH MOSIBY TAaKUX HeOaxaHUX €(EeKTiB Ha MIKpOQI0py IITYHKOBO-
KHIIKOBOT'O TPAKTY SIK: iapes abo KPOB y Kaili, CEHCHO1Ti3allisl, BUCHIIaHHS Ta KOJIOHI3aIlis CTU30BUX
000JIOHOK JIPIIKOBUMH TpuOamMu. BHACTIIOK pU3UKY PO3BUTKY TSKKHX TMOOIYHHUX DEAKIINA y
HOBOHAPOJKECHHUX, SIKi Tepe0yBaloTh Ha IPyIHOMY T'OAYBaHHI, )KIHKaM, IKi TOLYIOTh TPYJIIO0, HE CITiJT
3aCTOCOBYBATH KJIIHIaMIIIHH.

PenponykTuBHA QYHKITiS.

Pe3ynapraTn nmocii[pkeHP Ha TBapHMHAX HE MPOAEMOHCTPYBAIM IKOAHHX O3HAK MOPYIICHb
penpoaykTuBHOT (yHKIII. JlaHUX II0A0 BIUIMBY KIIHAAMIIUHY Ha PEHPOAYKTHBHY (YHKIIIIO
JFOMHY HEMAE.

30amuicms enausamu Ha WBUOKICMb pearyii npu KepyeanHi asmMompaHcnopmom abo iHwuUMu
Mexanizmamu.

Knmiagaminue 4uHUTH JIeTKHA a00 TOMIPHWM BIUIMB Ha 3/IaTHICTh KEPYBAaTH TPAHCIIOPTHUMH
3acobamu abo mpamoBaTd 3 MexaHizmMamu. Jleski moOiyHi peakuii (30KpeMa 3armaMOpOYCHHS,
COHJIUBICTH, TUB. po3ia «[1o6i4Hi peakiii») MOKYTh BINTUBATH HA 3aTHICTh KOHIIEHTPYBATH YBary
Ta Ha MIBUAKICTH PEAKIlii; TOMy BOHH MOXYTh BILUTUBATH Ha 3/IaTHICTh KePYBAaTH TPAHCTIOPTHUMH
3aco0aMu YM TPAIFOBATH 3 MEXaHI3MaMH.

Cnocio 3acmocysannusa ma 003u.

Hanarus 1 cmig 3acTOCOBYBaTH, 3alHMBAlOYM JTOCTATHBOI KUIBKICTIO PIMUHHU (LI[OHAWMEHIIe
1 BENTUKOIO CKIISTHKOIO BOJIM), 1100 YHUKHYTH MOKJIMBOTO MOJPA3HEHHS CTPABOXO.Y.

V pasi nigo3pu Ha iH(}eK1io, COpUYUHEHY -TeMOJIITUYHUM CTPENTOKOKOM, a00 y pa3l HasBHOCTI
03HaK [-reMOJIITUHYHOTO CTPENTOKOKY JIIKYBaHHS CJIi/I MPOBOJAMUTH MPOTATOM IfoHaimMente 10 aHiB.
Kancynu o 150 mr.

Jlopocni. 3anexXHo BiA JOKami3alii Ta CTYNMEHs TSKKOCTI 1H(MEKIIT TOpoCIuM Ta JITSAM BIKOM BiJl
14 pokiB 3acTocoByBaTH 4-12 kancyn Ha 100y (110 exBiBaneHTHO 0,6-1,8 T KIiHAAMIIIUHY).

JloGoBa 103a pO3MOIIIAETHCSA HA 4 PUMOMU.

Jlnis 3a0e3redyeHHs] BHUINUX 03 TAaKOX ICHYIOTH JIIKApChKi 3acO0M 3 BUIIMM BMICTOM aKTHBHOL
PEUYOBUHU.

Kancynu o 300 mr.

3aJIe)KHO Bij| JIOKaJi3amii Ta CTYMEHs TSHKKOCTI 1H(EKIii JopociauM Ta AIiTsM BiKOM Bif 14 pokiB
3actocoByBatu 0,6-1,8 1 kiminmaminmay Ha 1no0y. JloboBa no3a posmonuiserscss Ha 2, 3 abo
4 oKpeMHX NMPUNOMH.

Tomy Ha o0y ciix 3acrocoByBatu 2-6 kancy:n npenapary dananus L] 300 mr (1o exBiBaneHTHO 0,6-
1,8 T kmiHgaMiuHy).

Jnst niteit BikoM 10 14 pokiB iCHYIOTb JIIKapChKi 3ac00M 3 MEHIIIMM BMICTOM aKTUBHOI PEYOBHHHU.
3axeoprosanns neyinkuy. Y TALIEHTIB 13 3aXBOPIOBAHHAM IEUIHKH BiJl TOMIPHO TSKKOTO JI0 TSKKOTO
CTYIIGHSl TepioJl HAIMIBBUBEACHHS KJIIHAAMIIIMHY TOMOBXKEHMHA. 3a3Buuail, skmo Jlamarua 1]
3aCTOCOBYBAaTH KOXHI1 8 TOJIMH, 3HMIKYBaTH JI03y HE MOTPIOHO. AJie 3a Mali€HTaMH 13 TSHKKOKO
MEYIHKOBOKO HEJAOCTATHICTIO CIIiI CIOCTEPIraTy MI0/10 PIBHS KIIHIAMIIIUHY Y TJIa3Mi KPOBi. 3alIe:KHO
BiJI OTPUMAaHMX PE3yJbTATIB MOXE OyTH HEOOXITHUM 3HMIKEHHS J03M a00 MOJOBXCHHS 1HTEPBAIIB
MIX JI03aMHU.

3axeoprosannss Hupox. llpu 3axBoproBaHHI HHUPOK TIE€pioJ HAMIBBUBEACHHS KJIIHIAMIIUHY
MOJIOBKEHUI; alle mpU MopyleHH] (yHKIi{ HUPOK JIErKOro abo CepeHbOro CTYNEHs 3HIKYBAaTH
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no3y He moTpioHo. [IpoTe y marieHTiB 13 TSKKOIO HHUPKOBOIO HEIOCTATHICTIO ab0 aHYypI€r CIif
CIIOCTEpIraT 3a piBHEM KIIHJIAMIIMHY Y TUIa3Mi KpOBi. 3aJIeKHO Bij pe3yJabTaTiB [IMX BUMIPIOBaHb
MOXe OyTH HEOOXITHUM 3HIDKCHHsI JI03M a00, K aJbTEPHATHUBH, IMOJOBXCHHS 1HTEPBATIB MIXK
npuiiomamu 10 8 a0o HaBiTh 12 roauH.

I'emoodianiz. KiiHmaMiniiH He BUBOAMTHCS MUIAXOM reMopiamizy. Tomy 1o abo micis mpoBeIeHHS
reMojiiaii3y 3aCTOCyBaHHS JJOJaTKOBOI 103U HE TOTpiOHe.

Jimu.

Kancynu npenapary Janauun L He miaxoasiTh 11 3aCTOCYBaHHS JITAM, SIK1 HE MOXKYTb KOBTHYTH 1X
mimumu. Kancynu He 1aroTh 3MOTH TOYHO J03YBaTH IMpemapaT B MI/KT, TOMY B JACSKHUX BUIAJKaX
MOke OyTH HEOOX1THUM 3aCTOCYBaHHS MperapaTy B 1HIIIH, OLTBII 3py4YHiN JiKapChKil hopmi.
3anexHo BiJI JJOKaJIi3alii Ta CTyIeHs TSKKOCTI iH(eKLii JiTsM BikoM 110 14 poKiB cI1ij1 3aCTOCOBYBATH
8-25 Mr kJIiHIaMINMHY Ha KUTOTpaM MacH Tija Ha 100y, TUB. TaOIuIo 4.

Tabnuys 4.
Maca mina Kinvkicmo kancyn Ha 000y (kancyau no 150 me) Kninoamiyun, me
20 xr 3 Karncyau 450 mr
30 kr 4-5 kancyn 600-750 mr
40 kr 4-6 kancyn 600-900 mr
50 kr 4-8 kancyn 600-1200 mr

JloboBa pd03a po3moauIseThcss Ha 3-4 okpemMux J03u. Sk TMpaBWiio, TepeBara HAAAEThCS
3aCTOCYBAHHIO y BUTIISAI 4 7103.

Ilepeoosyeanns.

Jlotenep cuMnTOMIB TIepeI03yBaHHS HE criocTepiranocs. [Ipu HeoOX1HOCTI TOKa3aHe TPOMUBAHHS
nuTyHka. ['emofiani3 Ta nmepuTOHEAIbHUH Jiaii3 He € eeKTUBHUMHU y BUBEICHHI KIIHAAMIIUHY 3
cupoBaTKku KpoBi. CrienudiyHUN aHTUI0T HEB1IOMHUM.

Io6iuni peaxuii.

[To6iunHi peakiiii, HaBeJeHI HWX4YE, OYIM BUSBICHI y XOAlI KIIHIYHHX JOCTIKEHb Ta MPOTATOM
CIIOCTEPEKEHB MICIS BUXOy Mpenapary Ha pUHOK. Y KOXKHIM KaTeropii moOiyHi peakilii HaBeJeHO
3a YaCTOTOIO Ta 3a KJIIHIYHOK) 3HAYYIIIICTIO.

3a yacTtoToro moOiuHI peakiiii MOAIISIOThCS Ha Taki Kareropii: myxke gacto (> 1/10), gacro (Big
> 1/100 no < 1/10), mewacro (Bixg > 1/1000 mo < 1/100), pigko (Bix > 1/10000 mo < 1/1000), myxe
pinko (< 1/10000), yacToTta HeBigOMa (HE MO’KHA BCTAHOBHUTH Ha IT1/ICTaBl HAsIBHUX JaHMX ). [lo0iuH1
peakIii nepesivueHi y Ko>KHIi KaTeropii 3a 3HIKEHHSIM CTYIEHS TSKKOCTI.

Iadexuii Ta iHBa3i].

Yacmo: iceBAOMeMOpaHO3HUI KOTIT*.

Yacmoma negiooma. xomt, Bukiaukanuii Clostridium difficile*, BarinanbHi iHEKIIii.

3 OOKy CHCTEMU KPOBi Ta JTiM(PATHIHOI CHCTEMHU.

Yacmo: arpanynonuTo3™, HEUTPOIEHis *, TpoMOOIUTONICH ™, TeHKoMeHis™*, e03uHOD1ITiIs.

3 00Ky IMYHHOI CHCTEMH.

Pioko: MmemukaMeHTO3Ha TNXOMAaHKA.

Lyoce pioko: aHaimakTHUHA peaKIis™.

Yacmoma Hegiooma.: aHabIIAKTUUYHUN MOK*, aHadimakTOiHA peakiisa™, rinepuyTauBicTh ™.

3 OOKy HEpPBOBOi CUCTEMH.

Heuacmo: cioTBOpeHHs cMaKy, OJI0Kaa HEpBOBO-M’sI30BOI TIepeIadi.

Yacmoma Hegidoma: 3a1laMOPOUYCHHS, COHJIMBICTh, TOJIOBHUH O1iJb.

3 OOKY IITYHKOBO-KUIIIKOBOTO TPAKTY.

Jysice wacmo: moapa3sHEHHS CTPABOXOY, e30darit®, croMarur, aiapes, OUTb y )KUBOTI, OJFOBaHHS,
HYJI0Ta.

Yacmoma Hegidoma: BUPa3Ka CTPABOXOAY™.

['enarobiniapHi po3iaiu.




Hyoice pioko: TPaH3UTOPHHUI TETIATHT 13 XOJIECTATHYHOIO KOBTSHHUIICIO.

Yacmoma Hegidoma: KOBTSHUIIS. *

3 60Ky MIKIpHW Ta MiIIMKIPHOT TKAHUHHU.

Yacmo: MakynonanyJisipHa eK3aHTeMa, KOpornoiOHa ek3aHTeMa *, KpOITUB’ sTHKa.

Pioxo: Toxcuunuii eninepmManbHuil Hekpomiz*, cuaapom CriBenca—/[>xoncona*, cunnpowm Jlaiienna,
HaOpsk KBiHKe/aHT10HEBpOTUYHMIA HAOpsAK™®, ekconmiaTUBHUN AepMaTuT*, OyIb03HUM nepMaTuT™,
MyJIbTH(GOPMHA epuTEeMa, CBEpOiXK, BariHiT.

yce pioko: BUCUIIaHHS Ta yTBOPEHHS IMyXUPIB, PEAKIIii FIepayTIUBOCTI.

Yacmoma nesiooma: peaxilisi Ha JIKApChKUM 3acid 3 €03MHO(DUIEI0 1 CHCTEMHUMH MPOSBaAMHU
(DRESS-cunapom)*, roctpuii reHepanizoBaHui €K3aHTEMATO3HUH MyCTYIh03*.

3 OOKY OITOPHO-PYXOBOTO ariapary Ta CIoIyYHOI TKAaHWHHU.

Hyorce pioko: OMIapTPUT.

Pe3ynbraty 71a00paTOPHUX JTOCTIKEHb.

Yacmo: BiIXWICHHS BiJl HOpMH 010XIMIYHUX IMOKA3HUKIB (DYHKITIT TEYIHKH.

* TloGiuHi peakiiii, BHSIBICHI MiJ 4Yac 3aCTOCYBaHHS Npemapary Micis peecTpamii (IuB. po3aia
«Oco0IMBOCTI 3aCTOCYBAHHS).

To6iuni peaxyii anmubiomuxis (eghexm xnacy).

Yacto mpu 3acrocyBanHi mnpemapary Jlamanus [ Moke po3BuBaTHCS TceBIOMEMOpPaHO3HUN
eHTepokonit. Onpa3y micis BU3HAYCHHS (IIarHOCTYBaHHS) TICEBJIOMEMOPAHO3HOTO €HTEPOKOIITY
JKapIo CHiA PO3MVISHYTH MOXJIMBICTH HPUIIMHEHHS 3acTocyBaHHs mnpenapary Jlamamun Il Ta
pO3MOYaTH HaJeKHE JIKyBaHHA (3aCTOCYBaHHS CIIELIANbHUX aHTHOIOTHKIB/XIMIOTEpareBTUYHUX
3aco0iB 13 KIIHIYHO JOoBefeHO0 edexTuBHICTIO). Jlikapchki 3aco0M, IO MNPUTHIYYIOTh
NEPUCTANBTUKY, POTUTIOKA3aHI.

3acToCcyBaHHS KJIIHIAMIIMHY MOXKE TMPHU3BECTH [0 HAIMIPHOTO POCTY IHIIMX KHIIKOBUX
MIKpOOpraHi3miB, 30KpemMa IrpuoiB.

[HKOIM anmepriuHi peakilii BAHUKAIOTh HABITh IMICIIs TIEPIIOTO 3acTOCyBaHHs. [[yke piKO BHHHUKAIOTh
TSDKKI TOCTp1 aliepriuni peakuii, Taki K aHa(iTaKTUYHUHN IIOK. Y TaKOMY BHIIAIKy 3aCTOCYBaHHS
npenapary Janamun 1] ciaig HeraitHo MPUIMMMHATH Ta BXKUTH 3BUYANHUX BIIMOBITHUX HEBIIKIATHUX
3ax0[iB (HAPHUKIA] 3aCTOCYBaTH aHTUTICTaMiHHI 3aCO0HM, KOPTUKOCTEPOIAN, CHMIATOMIMETUKH Ta
MpU HEOOX1THOCTI MPOBECTH MITYYHY BEHTHIISAIIIIO).

Tlosioomnenns npo nido3piosani nobIuHi peaxyii.

[Ticnsa peectparii JiKapchbKOro 3aco0y AyXe Ba)KIMBO TOBIAOMIIATH TPO IA03PIOBaHI MOOIYHI
peakuii. Lle nae 3Mory mpoBoIuTH Oe3nepepBHUN MOHITOPHHI CHIBBIAHOIIEHHS MK KOPHUCTIO i
pHU3UKaMHU, TIOB’ I3aHUMH 13 3aCTOCYBAaHHSM IIBOTO JIIKapChKOTO 3ac00y. JlikapsM citij 3BITyBaTH PO
OyIb-sIKi Ti03pIOBaHi MOOIYHI peaKiii BiAMOBIIHO 10 BUMOT 3aKOHO/IaBCTBA.

Tepmin npuoamnocmi. 5 poKis.

YMmoBu 30epiranns. 30epiraTi y HeAOCTYITHOMY JUIs JiTel Micii pu Temreparypi He Buiie 25 °C.
Ynakoska. [lo 8 karcyn y 6micrepi, o 2 Gicrepu y KapTOHHIH KOpoO1i.

Kareropis Binmycky. 3a penenrom.

BupooHuk.
®dapea AmOya3/Fareva Amboise.

Micue3Haxoa:KeHHs] BAPOOHHUKA Ta MOro ajpeca Micusi NPOBa/sKEHHS AislIbHOCTI.
3one [anactpiane, 29 poyt nec lunacrpic, 37530 Iloce-crop-Cic, @paniris/

Zone Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.

Jara ocranuboro neperasay. 12.08.2019
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