Ckian

Oito4a peyosuHa: KIiHOaMilluH;

1 kanicyna mictute 177,515 Mr KiIiHOaMIiIIUHY TiOPOXJIOPUAY, 110 €KBiBaJI€HTHO
KiniHgaMinuay 150 Mmr;

O0ONOMIJICHI pedyoB8UHU: KpOoXMaJllb KYKYPYO3SIHUM; 1aKTO3a, MOHOTIApAaT; TaJlbK; MarHilo
cTeapart;

ob6os0HKa kancyau no 150 me: Tutany miokcup (E 171), xkemaTuH.
JIikapcbKa ¢popmMa

Karncynu.
OcHOBHI (pi3uKOo-xiMiuHI 81aCcMuBOCMI:

Kancyau no 150 me: TBepAi HENIPO30pi KeJJaTUHOBIL KallCYJIH, 0 MICTATh IIOPOIIOK
6inoro Kombopy, po3Mip Nel, 3 6isTOT0 KOJILOPY KPUIIIEYKOIO Ta KOPIIYCOM, 3 HAHECEHUM
4YOpHUM 4YopHUIoM norotuniom Pfizer ta komom «CLIN 150».

dapMaKoTepaneBTHYHA I'Pyla

AnTubakTepianbHi 3aco0u 15T CUCTEMHOTO 3acTocyBaHHs. JIinko3aminu. Kog ATX
JO1F FO1.

dapMaKoauMHaMiKa

Mexani3m gil. KniHgaMiline HameXXUTh 00 aHTUOIOTUKIB IPYIM JTiHKO3aMifiB.

MexaHi3M fil KimiHgaMminyuay 6a3y€eThCs Ha NPUTHidYeHHi 6iocuHTe3y 6ifika HIIsIXOM
3B’s13yBaHHSA 3 cyboquHuieo 50S Ta BIIMBOM SK Ha YTBOPEeHHS puOOCOM, Tak i Ha
Impoliec TpaHcCAlil. Xo4a KiliHgaMinmHy docdaT HeaKTUBHUM in vitro, mIBUOKUMT
rigpoJii3 in vivo mepeTBOPIOE MOT0 Ha aHTUOAKTepiallbHO aKTUBHUU KITiHOAMIIIUH. Y
3BUYANHUX H03aX KIIiHAaMilluH JeMOHCTPY€E OaKTepioCTaTUYHY aKTUBHICTb.

dapMakoKiHeTHYHUM/bhapMaKOAMHAMIUHNN B3aEMO3B’s130K. EdeKTuBHICTE Oy[e

iCTOTHO 3ajie’kaTH Bifl 4acCy, BIIPOOOBXK SKOT0 PiBEHb Ail0U0l PEYOBUHU IIEPEBUIIYE
MiHiManbHYy iHTiOyiouy KoHUeHTpalito (MIK) 30ynouuka (%4/MIK).

MexaHi3M PO3BUTKY PE3UCTEHTHOCTI. PE3UCTEHTHICTh OO KIIIHAaMIIUHYy HauW4dacTille

BUHMKAE Yepe3 MyTallil Ha minsHIli 3B’s13yBaHHs aHTUOioTHKIB pPHK abo
METUJIIOBaHHSA crienudivyHux HykKineoTuniB y 23S-pPHK cy6opunutii 50S. 1Ii 3minu



MOKYTb 00YMOBIIIOBATU IEPEXPECHY PE3UCTEHTHICTH in vitro mo MakpoJtifgiB i
cTtpenTtorpamiuiB tTuny B (pernotun MLSB). Pe3aucTeHTHICTE iHOAI 3yMOBJIEHa 3MiHaMU
y pubocoManbHUX OiTKax.

Pe3ucTeHTHICTh Y cTadi/IOKOKIB i CTPENTOKOKIB I'OJIOBHUM YHMHOM Oyfe pe3yabTaToM
migBuUIIeHOl iHTerpanii MeTunbHuX rpyn y 23S-pPHK (Tak 3BaHa KOHCTUTYTUBHA
MLSB-pe3uCTEeHTHICTS), 110 3HAYHOIO MipOI0 3HUXKYE 3B’ I3yBalbHy a(iHHICTH
KITiHgaMinuHy go pubocoMu. BinblIicTh METUIIUITIHPE3UCTEHTHUX IIITaMiB S. aureus
(MRSA) mae koHCcTUTyTUBHUY MLSB-beHOTHII i, 0TXKE, € KITIHOaMIIIUHPE3UCTEHTHUMHU.
Tomy iH(eKIlil, cnpruYMHEHI pe3UCTEeHTHUMHU [0 MaKpoJIifiB cTadisloKOKaMu, He CIIif
JIIKyBaTHU KJIIHOAMIIIMHOM HaBiTh IIPU IPOAEMOHCTPOBAHIM in vitro 4yTIuBOCTI
BHACJIIOK PU3UKY CeJIeKIIil ITif Yac JIIKyBaHHS MyTaHTHUX IIITaMiB i3 KOHCTUTYTHUBHOIO
MLSB-pe3ucTeHTHICTIO.

[llTamMu 3 KOHCTUTYTUBHOIO MLSB-pe3uCTEHTHICTIO JEMOHCTPYIOTh IIOBHY IIE€PEXPECHY
PE3UCTEHTHICTh MiXK KITIHOAMIIIMHOM i TIHKOMIIIMHOM, MaKpoJigaMu (HalpUuKIIa,
a3UTPOMIIIMHOM, KJIAPUTPOMIILIMHOM, EPUTPOMIILIMHOM, POKCUTPOMIILIMHOM,
CIIipaMillMHOM), a TaKOXK CTpenTtorpaMiHoM B. Pe3UCTEeHTHICTh A0 KIiHOaMIIUHY MOXKe
OyTu iHOyKOBaHa MaKpOJlifaMu B MaKpPOJIifOpPe3UCTEHTHUX OaKTepialbHUX i30/15Tax.
IHOyKOBaHy PE3UCTEHTHICTh MOXKHa BU3HAUYUTHU 3a JOIMOMOT 00 METOOy AUCKIB (OUCKO-
nudy3zitiHoro D-TecTy) abo MeTOgOM pPO3BedeHHS B OyIbHOHI.

Pigiie 3ycTpidyaloThCsa MeXaHi3MU PE3UCTEHTHOCTI, SKi BKIIIO4YaOTh MOAUQIKaIliio
aHTUOiOTHKA Ta aKTUBHUM e(]IIIOKC. ICHY€E ITOBHA IlepeXpecHa Pe3UCTEHTHICTh MiXK
KJIiHJaMilIMHOM i JTiIHKOMimmHOM. fK i gns 6aratbox aHTHOIOTHKIB, YacToTa
BUHUKHEHHSI PEe3UCTEHTHOCTI 3aJIeKUTh Bifl Bumy O0akTepiit Ta reorpadgiuyHol 30HH.
YacToTa pe3uCTEeHTHOCTI 00 KJIIHOaMIIMHY BUIllA Y METULIUIIIHPE3UCTEHTHUX
cTadiJIOKOKOBUX i30JITiB Ta MEHIUITIHPE3UCTEHTHUX ITHEBMOKOKOBUX i30JISTiB, HiXK B
OpraHi3MiB, YyTJIUBUX OO LIUX PEYOBUH.

['panuyHi 3Ha4YeHHs. PO3MoBCcIOgKeHiCTh HaOyTOl pe3UCTEHTHOCTI MOKe BapiloBaTU

IJIsI OKPEMUX BHUAIB 3a/Ie2KHO Bifl reorpadiyHOro MmojoXkeHHS Ta Yacy, i ToMy moTpibHa
MiclLieBa iH(popMalisa Ion0 Pe3UCTEHTHOCTI, 30KpeMa IIpHU JIIKyBaHHI TIXKKUX
iH(pekin. Ko epeKTUBHICTh KIIHOaMIUHY IPUHANMHI 0O AeIKUX BUOIB iHPEKIIiH €
CYMHIBHOIO 3a PaXyHOK MIiCIIeBOI'O XapaKTepy Pe3UCTEeHTHOCTI, CJIiff 3BepPHYTUCS 3a
nmopamoio ekcrnepra. OcobMBo y pasi TsIKKuX iHdeKIriit abo Hee(eKTUBHOCTI Teparril
CJIii BCTAHOBUTU MiKpOOioOTiYHUY OiarHO3 i3 BU3HAYEHHSM IIaTOTEHY Ta MOT0
YyTJIMBOCTI [0 KIIIHOAMIIIUHY.

Pe3ucTeHTHICTS, K IPaBUI0, BU3HAYAETHCSI KPUTEPIAMHU iHTepHIpeTallil 9y TINBOCTI
(rpPaHMYHUMU 3HAQUEHHSIMH), BCTAaHOBJIEHUMU €BPONENCHKUM KOMITETOM 3 TECTyBaHHS
YyTIUBOCTI M0 TpoTuMikKpoOHUX 3aco6iB (EUCAST) mns cucteMHUX aHTHOIOTUKIB.
TecTyBaHHSA KIIiHOAMILMHY IIPOBOAUIIM i3 3aCTOCYBAaHHSAM 3BUYaWHOTO METOLY



IIOCJIiMOBHUX PO3BENEHb.

['panuuni 3HayeHHs 3a EUCAST (E€BponeucbKuii KOMITET 3 TECTYBaHHS Uy TJIMBOCTI IO

MIPOTUMIKPOOHHUX 3aC00iB)

, IiaMeTp 30HU rPaHUYHUX
) _ ['panuyHi 3HaYeHHS MIK (Mr/mim)
MikpoopraHiam 3Ha4veHb (MM) (a)
YyTnuBuu Pe3ucrentHuu |YyTnuBuu Pe3ucrenTHuu
Bunou
=< 0,25 mr/n > 0,5 mr/n = 22A < 19A
Staphylococcus?
Bunou
Streptococcus
< 0,5 mr/n > 0,5 mMr/n =176 <17Bb
(rpynu A, B, C,
G)',?
Streptococcus
PEOCOCEUS 1 0,5 mr/m > 0,5 mr/n > 198 <195
pneumoniae?
CTpenToKOKHu
rpynu =< 0,5 mr/nn > 0,5 Mr/n = 19b < 19b
«viridians»*
['pamHera i He He
pasieratuBmL < 4 mr/n > 4 Mr/n
aHaepoOu 3aCTOCOBYETHCS |3aCTOCOBYETBCSH
['pammos i He He
PAMEOSIHTIE < 4 mr/n > 4 Mr/n
aHaepoOu 3aCTOCOBYETHCS |3aCTOCOBYETBCSH

Kniuiuni rpanuyHni 3HayeHHs 3a EUCAST y Burnsai Tabmutii, Bepcis 8.0

! [HmyKOBaHa PE3UCTEHTHICTh A0 KIIIHOAaMIlIMHY MOXKe OyTH BHUSBJIEHA HIJITXOM

BM3HAUYEHHS aHTArOHICTUYHOI Oil MiXK KIiHOaMIiIIMHOM i MakKpoigaMu. AKII0

PE3UCTEHTHICTh He BUSBJIEHA, TO IOBIHOMJISAETHCS, 1110 IPOBENEHO IIEPEBIPKY

BIAIOBIOHO A0 KJIIHIYHUX 'PaHUYHUX 3HAYEHb. fAKINO TaKy BUSABJIEHO, TO

OBIOOMIISIETBHCS IIPO «PE3UCTEHTHICTh» 1 PO3TIAOa€ETHCI MOXKJIIUBICTh JOOJaBaHHA

TAKOro KOMeHTaps 00 3BiTy: «KiliHmaMiliuHe MOXKe BUKOPUCTOBYBaTUCH OJIA
KOPOTKOYaCHOI Teparllil MeHIII cepho3HuX iH(GeKIIil IKipu Ta M’ SKUX TKaHUH, OCKiJIbKU
PO3BUTOK KOHCTUTYTUBHOI PE3UCTEHTHOCTI ITiff Yac Takol Teparil MaJOMMOBIpHUM ».

2 KniniyHe 3HaYeHHS iHOYKOBaHOI PE3UCTEHTHOCTI OO KJliHmaMillmHy B KOMOiHOBaHi

Teparil TSIKKUX iHpeKIlii S. pyogenes HeBimoMe.

3 [HgyKOBaHa PEe3UCTEHTHICTh OO0 KIIiHAaMillMHy MOKe OyTH BUSIBI€HA LIJISIXOM

BM3HAUYEHHS aHTArOHICTUYHOI Oil MiXK KIiHOaMilIMHOM i MakKpoiimamMu. AKII0

pe3I/ICTeHTHiCTb He BUSBJIEHA, TO IIOBIOOMIISIETHCS IIPO IIPOBEOEHY HepeBipKy



BIAIOBIOHO OO KJIIHIYHUX T'PaHUYHUX 3HAYEHb. fAKINO TaKy BUSABIIEHO, TO
IIOBIIOMIISIETHCS IIPO «PE3UCTEHTHICTH>.

(A) I BUSIBIEHHS iHOIYKOBAHOI PE3UCTEHTHOCTI 40 KIIIHAaMiIlMHY PO3MIilIylI0Th OUCKHU
3 epUTPOMIIIMHOM Ta KIIiHOaMIiIIMHOM Ha BifgcTaHi 12-20 MM (Big Kpaio 0o Kpaio) Ta
BM3HA4YalOTh aHTAroHiaMm (¢peHomeH D).

(B) IIns BUsSBIEHHS iHOYKOBAHOl PE3UCTEHTHOCTI OO KIiHAaMIIIUHY PO3MIIyIOTh OUCKHU
3 epUTPOMILIMHOM Ta KJIiHOaMIiIIMHOM Ha BifncTaHi 12-16 MM (Bifg Kpato 40 Kpar) Ta
BM3HA4YalOTh aHTaroHi3am (¢penomeH D).

Iiama3onu KoHTPOO SKOCTi 3a EUCAST nnst Bu3HayeHHst MIK Ta mMCKOBO1 30HU

. . udy3iviHuM Oiama3oH
KoHTpOIb SKOCTI ITAaMy Hiamaszox MIK (MKr/Mi1) )
(miameTp 30HU Y MM)

Staphylococcus aureus

0,06-0,25 23-29
ATCC 29213

Streptococcus pneumoniae

0,03-0,125 22-28
ATCC 49619

ATCC € 3ape€ecTpoBaHO0 TOPrOBOIO MapKO AMEPHKAHCHhKOl KOJIEKIIil TUIIOBUX
KYTIbTYP.

PosnoBcromKeHicTh HaOyTOl pe3uCTEeHTHOCTi. Po3moBciogKeHicTh HaOyTO1

PE3UCTEHTHOCTL Ha OCHOBI fJaHUX 3a OCTaHHI O POKIB, OTPUMaHUX Y paMKax
HalliOHaJIbHUX IIPOEKTIB i3 HarIsaAy 3a Pe3UCTEHTHICTIO i JOCIiAXKeHb (CTaHOM Ha
motuu 2018 p).

3a3BUYal YYTJIHBiI BUOH.

AepooOHi epamno3umueHi mikpoopaaHi3mu:
Actinomyces israelii °

Gardnerella vaginalis °

Staphylococcus aureus (MeTUUTIHYYTIUBUM)
Streptococcus pneumoniae

Streptococcus pyogenes



CTpenTokKoku rpynu «viridians» O™
AHaepoOHi mikpoopzaaHizmu:
Bupu Bacteroides ° (3a BuaATKOM B. fragilis)
Clostridium perfringens °

Bupu Fusobacterium °

Bupu Peptoniphilus °

Bunu Peptostreptococcus °

Bunu Prevotella O

Bupgu Propionibacterium °

Bunu Veillonella °

THwi mikpoopaaHi3mu:
Chlamydia trachomatis °
Chlamydophila pneumoniae °
Mycoplasma hominis °

Bunu, s skux HaOyTa Pe3UCTEeHTHICTh MOXKe SIBISITUCS IPO0JIEeMOIO.

AepooHi epamno3umueHi MikpoopeaaHi3mu:
Staphylococcus aureus

Staphylococcus aureus (MeTUIIUTIHPE3UCTEHTHUM) +
Staphylococcus epidermidis +

Staphylococcus haemolyticus

Staphylococcus hominis

Staphylococcus agalactiae

AepooOHi epamHe2zamueHi MiKpoopa2aHi3mu:

Moraxella catarrhalis $



AHaepoOHi miKkpoopzaaHizmu:
Bacteroides fragilis °

Pe3ncTeHTHI MIKpOOpPraHi3Mu.

AepobHi e2pamno3umueHi MikpoopaaHi3mu:
Bupu Enterococcus

Listeria monocytogenes

AepooOHi epamHe2zamueHi MiKpoopaaHi3mu:
Escherichia coli

Haemophilus influenzae

Bupgu Klebsiella

Pseudomonas aeruginosa

AHaepooOHi MiKpoop2aHi3mu:

Clostridium difficile

IHwi mikpoopaaHi3mu:

Mycoplasma pneumoniae

Ureaplasma urealyticum

° Ha moMmeHT ny6stikalrii oHOB/IeHUX gaHux He O0yno. OCHOBHA JIiTepaTypa, CTaHOapTHa
JiTepaTypa i peKoMeHpallil 3 JIiKkyBaHHS IPUITYCKalOTh HasIBHICTh Yy TIUBOCTI.

$ IlpupogHa YyTIMBICTh OiMBIIOCTI IITaMiB 3HAXOOUTHCS Y MMPOMiKHOMY [iara30Hi.
+ IIJoHaliMeHIIIe B OMHOMY PEerioHi 4acToTa pPe3uCTEeHTHOCTI nepesulnye 50 %.

~ 3aranpbHUU TEPMiH /15 MIO3HAUYEHHS reTePOTeHHOl IPyIy BUAIB CTPEIITOKOKIB.
YacToTa pe3uCTEHTHOCTI MOXKe BapiloBaTHU 3a/Ie’KHO Bif BiAMIOBIOHUX BUMIB
CTPENTOKOKIB.

dapMaKOKiHeTHKa

Pe3op0611isi, po3nonisl Ta 3B’ s13yBaHHA 3 OilKaMu. BigMiHHICTE MiXK ITOXiTHUMHU

KJIIHOaMIilMHY, 110 3aCTOCOBYBAJIMCS, IIOJIATa€E JIKIIE Y YaCci BCMOKTYBaHHS Ta
po3sierieHHs edipis. ITicisa mpOro KiIiHOaMIIIMH IIPUCYTHINA B OpraHi3Mi y BUTTISAOL



BiNbHOI OCcHOBY (akTHBHA dopMa). HMoro edipu citif BBaXKaTH IoIepefHUKAMH
JIIKapChbKOTO 3aco0y.

[Ticns mepopaJIbHOTO 3aCTOCYBaHHS KIIIHOAMIIMHY TiAPOXJIOPUL 1 KIIIHOaMILIUHY 2-
naabMiTaTy TiAPOXJIOPHUL IIBUAKO Ta Mal2Ke IMOBHICTIO BCMOKTYIOThCS 31 HIJTyHKOBO-
KMIIKOBOTO TpPakTy. OmHOYaCHUM IIPUUOM 1XKi OeIo yIoBiJIbHIOE BCMOKTYBaHHS. [1pu
3aCTOCyBaHHI HaTIille MaKCHUMaJlbHI KOHIIEHTPAIlil Y CUPOBaTIIi KPOBi HOCATAIOTHCS
npubnu3Ho yepe3 45-60 XBUIUH, a IPU 3aCTOCYBaHHI micys iny - mpubIM3HO yepes 2
roguHu. ITicist mepopasbHOro 3aCTOCYBaHHS OOMHOKpPATHOI mo3u 150 mr a6o 300 mr
KOHIIeHTpallil CTaHOBJIATH Bim 1,9 mo 3,9 mkr/mi Ta Bifg 2,8 mo 3,4 MKI/MII BidmoBimHO
(3acToCcyBaHHS HaTIIE).

3B’s13yBaHHS KIiHOaMIlIUHY 3 OiJIKaMu I1JITa3MM KPOBi 3aJIE’KUTH Bifl TOT0 KOHIIEHTpaIlil
Ta CTaHOBUTH Bifg 60 % mo 94 % y MexKax TepalleBTUYHOTO [ialia3oHy.

KninmaMilluH JIeTKO IPOHUKAE Y TKAHUHU, IIPOXOOUTH KPi3b IJIalleHTapHui 6ap’ep i
HagXOOUTh Y TPyaHe MoJIoKo. Hudysisa B cybapaxHOigalbHUN IIPOCTIP € HEJTOCTATHHOIO
HaBIiTh IIPU 3allajieHHi MO3KOBUX 000JIOHOK. Y KiCTKOBiMl TKaHWHI MOCSITal0ThCSI BUCOKI
KOHIIeHTpallil.

bioTpancdopmarnis Ta BUBegeHHs. Po3nan KiniHgaMilliHy TOJTOBHUM YUHOM

BimOyBa€eThcA y nmedini. [Jesaki MeTabomiTu € MiKpo0ioIoriuyHO akKTUBHUMHU. JIiKapChKi
3acobu, M0 [Oil0Th SIK iHIYKTOPHU MMe4YiHKOBUX (DEePMEHTIB, CKOPOYYIOTh CEpPenHii yac
YyTPUMaHHSA KIIIHOaMIITUHY B OpraHi3Mi.

HocriaKeHH4 in vitro Ha MiKpocoMax IIeYiHKU Ta KUIIEYHUKY JII0OUHU
IIPOAEMOHCTPYBAJIH, III0 OKUCJIEHHS KJIiHAaMilluHy BifOyBa€ThCS TOJTOBHUM YUHOM 3a
ponoMmoroi CYP3A4 3a He3HauyHOol ydyacTi CYP3AS 3 yTBOpEeHHAM KITIHOAMILIMHY
cynbdoKrcumy Ta OpyropsigHoro Metabosity N-gecMeTun-KiIiiHgaMiluHy.

BuBepeHHs KiIiHOaMinuHy BigOyBaeThcs NpubIKU3HO Ha 2/3 i3 KanoM i Ha 1/3 3 ceyero.

[Nepion HamiBBUBEOEeHHS KIIIHOAMIIIMHY 3 CHUPOBAaTKU KPOBi CTAHOBUTH NPUOJIN3HO 3
TOOWHHU y MOPOCIUX i 6JIM3bKO 2 ToauH y mitel. [1pu nopyiieHHi QyHKITI HUPOK i
MMe4YiHKOBi HEeJOCTaTHOCTI cCepemHbOro abo TAXKKOTO CTYIIEeHs IIepiod HalliBBUBEAEHHS
IOOOBXKYETHCH.

KnirgaMiniuH He BUBOOUTHCS ILIJIIXOM Aiasi3y.

BiogocTynHicTh. AGcosoTHa 6iofOCTYIHICTh KiTiHAaMinuHy Oyia BU3HaAYeHa Y paMKax
KiiHiyHoro gocnuimxkeHHs (1994). KoxeH i3 16 3mopoBux moOPOBOJIBLIIIB YOJIOBIYOI CTaTi

orpuMyBaB 600 Mr KIiHgaMillMHy BHYTPIIIHBEOBEHHO (Y popMmi KiniHgaMinuHy GocdaTty)
1 mepopanbHO (2 Kalcyiy, KoXKHa 3 aKux MictTuTh 300 Mr KiIiHgaMiliuHy
rimpoxiopuny).



IlepenymMmoBa 3aCTOCyBaHHSA - Ha IIOPOXKHIN IIIJIYHOK.

CepepHi apudmMmeTnyHi 3HayeHHs (mA), ctangapTHe(-1) BinxuneHHs (S) i cepenHi
reomMeTpu4Hi 3HaueHHs (MG) micis mepopanbHOr0 Ta BHYTPIIIHBOBEHHOTO (B/B)
3aCTOCyBaHHS

[TepopansHO B/B

IToka3Huku
mA |s mG |mA S mG

M . .
aK(.:HMaana KOHIIEHTpAllis y mia3Mmi 5.3 10 52 11 Bo 10.6
KpoBi (Cmax) [MKr/Mm]

[Inomra mig KpUBOO KOHIIEHTpallisg-4yac

16,9 |6,1 |15,9 (31,8 1|6,7 31,1
(AUC) [MkT/MT*TOMI]

q . .
ac 1\./IaKCI/IMaJ'IbH01 KOHIIEeHTpallil y mia3Mmi 0.76 10,36 0,70 0.46 10.10 |0.45
KpoBi (tmax) [roxa]

IToxa3zaHHSA

l'ocTpi Ta XpoHiYHi OakTepianbHi iHEKIil, CHpUYNHEH] YyTIUBUMH A0 KIIIHOAMIIMHY
nmaToreHaMu, 30KpeMa:

e iH(eKIIil KicTOK i cyrnobiB;

e iH(eKIil AIITHKY ByXa, HOCA Ta ropia;
e iH(ekil gingHku 3y0iB i miesner;

e iH(peKIil HUXKHIX TUXaTbHUX IIISXIiB;

e iH(peKIIil Ta30BOI Ta YEPEBHOI OiISTHKHY;
e iH(peKIIil )KiHOYMX CTaTEBUX OPraHiB;

e iH(eKIlil IMKipKu Ta M’'SIKUX TKaHUH;

e CKapJlaTHHA.

[Tpu TSAXKKiM KITiHIYHIM KaPTHUHI CIIOYATKY CJIif IIPOBOOUTH JIiIKyBaHHS JIIKAPChbKUMU
3acobamMu, 1110 MIiCTSATH KITIHOAMIllMH Ta SKi IOBiIBHO BBOOSATH B KDOBOHOCHY CyOUHY
(msaxom iHpy3in).

ITporunnoka3aHHs

Hanamusg Ll He ciig 3aCcTOCOBYBaTH NalliEeHTaM i3 BiIOMOIO YyTJIUBICTIO O
KJIiHOaMiluHy, TIHKOMIIIUHY a00 g0 OyIOb-gKO1 iHIIIOI CKJIamoBOl JTiKapChKOT0 3aco0y.



HanamuH Ll He migXoOouTh OIS TiKyBaHHS MEHIHTITY, OCKIJIbKY KOHIIEHTpallis
aHTUO0IOTUKaA, SKa AOCATa€EThCS y CIIMHHOMO3KOBIM piguHi, € HaATO HU3BKOIO.

B3aeMoqisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHM B3a€EMOIiN

AHTaroHi3m (iHgyKoBaHa Pe3UCTEHTHICTh) CIIOCTEpPirascs in vitro mMix KiiHgaMillmHOM
Ta €ePUTPOMIIIMHOM IIIO[I0 HiATPYIIX MaKpPOIifope3nuCTeHTHUX OaKTepiaIbHUX i30S TiB.
OOupaBa mmpernapaTy He ITOBUHHI 3aCTOCOBYBATUCS OQHOYACHO 3 OTJISY Ha MOTEHIINHY
KJIIHIYHY 3HAYYIiCTh, 3a BUHATKOM BUNIIAOKIB, KOJIU IIPOBOLUJIUCS BIOIIOBIOHI TECTU Ha
YYTIIUBICTB.

[TaToreHH1 MiKpOOpraHi3Mu OEeMOHCTPYIOTH IIEPEXPECHY PE3UCTEHTHICTD 0
KJIIHOaMILIMHY Ta JIIHKOMILIUHY.

BHacmifok npuTaMaHHUX KJTiHAAMIilIMHY BJIaCTUBOCTEH 1100 GJIOKyBaHHS HEPBOBO-
M’sI30BO1 Ilepefadi BiH MOXKe MOCUII0BaTH e(PeKT M’'I30BUX pelaKCaHTiB (HanpuKiIag
edipy, Ty60KypapuHy, NaHKYpPOHito raniny). Lle Moxke IpU3BOOUTHU OO0 BUHMKHEHHS IIif
4ac olepalii HeO4iKyBaHUX 3arpO3JIMBUX IOJIA KUTTSA CUTyallid. TaKUM 4YUHOM,
Iananuu 1] ciig 3acTocoByBaTy 3 00€peXKHICTIO IallieHTaM, siKi OTPUMYIOTh 3a3Ha4eHi
BUIIIE JTiIKapChKi 3aco0u.

[Tpu cynyTHROMY 3aCTOCyBaHHI penapaty Hananus 1l HagiiHICTE IPOTU3aIIITHOTO
e(ekTy nnepopaabHUX KOHTPAIENTUBIB € CyMHIBHOIO. TOMYy miff 9ac JIiKyBaHHS
npemnapartoM [ananus L cimig momaTKOBO 3aCTOCOBYBATH iHINNI MEeTOOM KOHTPAIEITIIil.

AHmaeoHicmu simamiHy K. IToBimoMIIAIOCE IIPO HiABUINEH] TIOKa3HUKU OOCIIiAXKEHb
Koaryssilii (MpoTpoM0OiHOBUY Yac/MizKHapOoOHe HOpMaJli3oBaHe CIIiBBiHHOIIEHHS)
Ta/ab0 KpoBOTEUY y IMAlli€EHTiB, sIKi 3aCTOCOBYBaJIX KIiHOAaMIilIUH y KOMOiHaIlil 3
aHTaroHictamu BiTaMiHy K (Hanmpukiaf, BapdapuH, alleHOKyMapoJ Ta GIyiHAioH).
ToMy TakKuUM IallieHTaM CJIiZl 4aCTO IPOBOAUTU MOHITOPUHT PEe3YyJIbTATiB JOCIiAXKEHD
KOoaryJsitii.

Kninpgaminmua MmeTabo0mi3yeThHCSA TOTOBHUM YMHOM 3a gonomMoroio CYP3A4 i MeHIIIO0
Mipoo - 3a gormoMoroio CYP3A5 3 yTBOPEHHSIM OCHOBHOT'O MeTabOoJIiTy KIIiHOaMIiIuHy
cynbdorcunmy ta apyropsagHoro metabosnity N-gecMmetun-kKiaiHgmaminuuy. OTxKe,
inrioiTopu CYP3A4 i CYP3A5 M0XYyTh 3MEHIIIUTH KJIipEHC KIIIHOAMIIIMHY, a iHOyKTOpHU
11X i30(pepPMEHTIB - HNiABUIIUTY KIIipeHC KiiHgaMinuny. [Ipu 3acToCcyBaHHI IOTYKHUX
inmykTopiB CYP3A4, Hanpukiag pudaMIIiliuHy, CIif 3OilCHIOBAaTU MOHITOPUHT 100
BTpaTu e(EeKTHUBHOCTI.

IocmigkeHHs in vitro HeMOHCTPYIOTH, 1110 KiriHmaMinue He iHrioye CYP1A2, CYP2C9,
CYP2C19, CYP2E1 a6o CYP2D6 i numie nomipHo inrioye CYP3A4. OTxKe, KIiHIYHO
BaXKJIMBi B3a€EMOil MiXK KIiHAaMIIIMHOM i IpenapaTaMH, 10 3aCTOCOBYIOThCS



omHoO4YacHO Ta MeTabomnisyioTbcst numu CYP-pepMeHTaMu, MaioMMOBIpHi.
Oc006/1MBOCTi 3aCTOCYBaHHS

HMananuu L ciig 3 06epekHICTIO 3aCTOCOBYBaTH TaKUM KaTeropisiM Malli€HTiB:

3 IIOPYIIEeHHSIM (PyHKIIi] Te4YiHKY;
3 TIOPYILIEHHSIMU HEPBOBO-M sI30BO1 mepeaadi (MiacTeHis rpagic, xBopoba

[TapkiHcoHa);

3 HAsSIBHICTIO B aHaMHe3i IIJTYHKOBO-KUIITKOBUX 3aXBOPIOBaHb (HaAITpUKIIa[
3amnajieHHsI TOBCTOl KUIIIKHU);

3 aTOIIi€lo;

3 aHepI"iHMI/I Ta aCTMOIO.

[MTpuwmiTtka: [Nanauwus Ll He ciig 3acTOCOByBaTHU MalliEHTaM i3 TOCTPUMU iHMEKLIIIMU
OUXaJIbHUX IIJIAXIB, AKIIO BOHU CIIPUYUHEH] BipycaMu.

Hananuu LI He migxXoOuTh OIS TiKyBaHHS MEHIHTITY, OCKiJIbKM KOHIIEHTpaIlil
aHTUOiOTHKaA, 110 JOCATAIOThCS y CIIMHHOMO3KOBIM PiguHi, € HAATO HU3bKUMHU.

[ToBimoMiisiyiocst IPO TSIKKi peakllil rinep4YyTIUBOCTI y HaIli€EHTIB, AKi OTPUMYyBaIl
JIIKyBaHHS KJIIHOaMIiIIMHOM, BKJTIOYal0UX CEPMO3HI peakilil 3 60Ky IIKipH, Taki sK
peaxiiia Ha niKapchbKuM 3acib 3 eo3uHodinieo i cuctemaumMu nposisamu (DRESS-
cuHapom), cuHapoM CTiBeHca - [[?)KOHCOHa, TOKCUYHUU ellifepMalbHUN HEKPOJIi3 Ta
TOCTPHUY TeHepalli3oBaHUM €K3aHTeMaTO3HUM ITyCTYIb03. Y pa3i BUHUKHEHHS peakxiiii
rirnepyyTaAnBOCTI ab0o cepilo3HUX peakiii 3 00Ky IIKipy JTiKyBaHHS KIIiHOAaMilIMHOM
CJIif IPUNIMHUTU Ta NIPU3HAUYUTHU HaJIeXKHe JIIKyBaHHSA (OQUB. PO3OiINU
«IIpotunoka3anHs» Ta «[100iyHi peakiiii»).

[Tpu moBroTpuBayoOMy JIiKyBaHHI (TpoTsaroM Oinbiile Hik 10 OHiIB) MOKa3HUKU
KJIIHIiYHOT0 aHaJIi3y KPOBi Ta QyHKIIil IEeYiHKM i HUPOK CJIi] PeryasipHO IIEPEBIPSITH.

IloBrorpuBae i IOBTOPHE 3aCTOCYBaHHA npernapaty Hananul L] Moxe NpusBoguTu oo
PO3BUTKY cyImepiHdeKiil abo KoMoHi3allil IKipu Ta CIM30BUX 000TI0HOK
PEe3uCTeHTHUMH MiKpoopraHiamaMu abo OpPixKOKOBUMU I'prOaMU.

[Tig yac 3acTocyBaHHS MalKe BCiXx aHTHOaKTepialbHUX IIperaparTiB, Y TOMY YHUCITi
KJIiHOaMilIMHY, IIOBiMOMIISIZIOCS IIPO BUHUKHEHHS Aiapel, cipuunHeHol Clostridium
difficile (CDAD) 3i cTymeHeM TS2KKOCTi ITPOSIBIB Bifl JIETKO1 miapei g0 KOJiTy 3
JleTaIbHUM HacigkoM. JIikyBaHHS aHTHOAKTepialbHUMU MpelapaTaMy IIOPYIIYE
HOpMaJibHy (hJIOpPy TOBCTOl KUILKH, 110 IPU3BOAUTH A0 HagMmipHoro pocty C. difficile.

C. difficile nmpogykye Tokcuuu A i B, m1o cupusie po3Butky CDAD Ta €
MIePUIONIPUYNHOIO PO3BUTKY aHTHOioTHKacoitioBaHoro Komity. [lltamu C. difficile, 110



IPOOYKYIOTH T'IIIEePTOKCUH, CIIPUYUHSAIOTh HiOBUIIIEHHS 3aXBOPIOBAHOCTI Ta
JIETaJIbHOCTi, OCKiIbKY IIi iH(peK1ii MOXKyTh OyTU HEUYTIMBUMHU A0 IPOTUMIKPOOHOL
Teparil Ta moTpeOyBaTU IPOBEeOEeHHS KOJIEKTOMil.

Cripg po3rigagaTt MOXKIINBICTE BUHUKHEHHsT CDAD y BCix maliieHTiB i3 giapeeto
BHACJIiJOK 3aCTOCyBaHHS aHTHOiOTUKIB. HeoOXimHO peTenbHO 30MpaTU aHaMHE3,
OCKIJIBKY IOBIIOMJISAJIOCA IIPO BUlagku po3BUTKY CDAD y mepion 0o OBOX MicALiB
ITic/Is1 3aCTOCYBaHHS aHTUOAKTepialbHUX IpelapaTiB. MoXJIMBe TPOTPeCyBaHHS O
KOJIITY, Y TOMY YHCJIIi ICeBOoMeMOpPaHO3HOT0 KOJIiTy (ouB. po3min «ITobiuHi peakirii»),
CTYIIiHb TSAXKKOCTI IKOI'0 MOXKe BapiloBaTu Bif JIETKOTO OO JIeTAaJIbHOTIO.

[Tpu BCTaHOBJIEHHI AiarHO3y aHTUOIOTHKACOIIiMioBaHOl Aiapel abo
aHTMOIOTUKACOIIiIOBAHOT O KOJIITy YU IPXU HAsIBHOCTI IIiZ0O3p Ha TakKi CTaHU
3aCTOCYBaHHS aHTHOaKTepialbHUX 3ac00iB, BKIIOUAKOYN KIiHAAMIITUH, CJIig BigMiHUTH
Ta PO3IOYaTU 3aCTOCyBaHHS HaJeXHUX TepaleBTUYHUX 3ax0miB. JIikapchbKi 3acobwu,
SIKi IPUTHIYYIOTh NEPUCTANIbTUKY, Y IIi¥ CUTYyallil IPOTUIIOKAa3aHi.

Y pasi nceBgomMeMOpPaHO3HOTO KOJIITY Bill CEPEIHBLOTO 0 TSIKKOTO CTYIEHS CIIif
PO3TJIAHYTHU MOXKJIUBICTE 3aCTOCYBAHHS PIOUHU Ta €JIEKTPOJIITIB, JOOaTKOBOI'O
BXXUWBaAHHS IIPOTEIHIB Ta 3aCTOCYyBaHHS aHTUOAKTEPialbHUX IIpelaparTiB, KIiHIYHO
epeKTUBHUX 14 JIiKyBaHHS KOJiTiB, cnpuunHeHux Clostridium difficile.

Y pa3si nmomoBKeHHs Teparil citig mpoBecTu QyHKITIOHAIBHI TPOOU IMEeYiHKKU Ta HUPOK.

IHKONM JTiKyBaHHS KIIHOaMIiIIMHOM € MOXKJIMBOIO aJIbTEPHaTUBOIO Yy Pa3i anepril Ha
NeHiuunIiH (migBUllleHa YyTIUBICTh OO0 neHinumniny). [lepexpecHa aneprisa Mix
KJIiHOaMilIMHOM i IIeHiIuIiHOM HeBimoMa, i 11 PO3BUTOK TaKOXK He OYiKYETHCS
BHACJIIIOK HAsIBHOCTI CTPYKTYPHUX BIiIMIHHOCTEHN MiX LIMMU pedoBUHaMu. IIpoTe, B
OKpeMUX BUIIagKax, B 0Ci0, sIKi BXKe MaJiu ajleprilo Ha MeHIiluIIiH TOBiqOMIISIIOCS PO
aHadimakKTHU4HI peakliil (ITigBUIlleHy YyTIUBICTh) i Ha KimiHgaMinuH. Lle cmifg
BpaxoByBaTU IIPU 3aCTOCYBaHHI KIIIHOaMINVHY I JIIKYBaHHS ITAlll€HTIB 3 aJIepri€ro Ha
MeHIInIIiH.

Hanamnus LI mictuth 209,49 Mr ab6o 253,97 Mr 1akTO3u MOHOTiApaTy Ha 1 Kamncymy 1o
150 mr a6o 300 mr BigmoBigHO. ITpu 3acTOCyBaHHI ITpemapaTy BiAIIOBIIHO MO
IHCTPYKIIiN i3 mO3yBaHHSA 3 KOXKHOI OO030I0 [allieHT OTpUMy€ 00 837,96 MI' IaKTO3HU.
Lle Bimmosimae 3arajbHIM KiJIBKOCTI JIAKTO3H, 110 MICTUTBECA y 4 KallCcylax IIpernapary
HamnanuH LI 150 mr. IlamieHTaM i3 pigKiCHOIO CIagKOBOIO HEIEPEHOCUMICTIO
rajakTtosu, gedinuTom nakTas3m abo CHHAPOM HOPYIIEHOTO0 BCMOKTYBaHHS T'JIIOKO3HU Ta
rajlakTo34 He CJIif 3acTtocoByBaTu ananuH L.

3maTHICTH BIUTHBATH Ha MIBHIKICTH peakiIlii mIpH KepyBaHHi aBTOTPaHCIIOPTOM
a00 iHImMUMMHU MexaHiZMaMHu



KningmaMiniua 4YMHUTH NerKui abo MoOMipHUM BIIIUB Ha 3aTHICTh KepyBaTHU
TPAHCIIOPTHUMH 3acoO0aMM Ta IIPalOBaTH 3 iHIMMMK MeXaHizMaMu. [leski mobiuHi
peaxirii (30KpeMa 3aIaMOpPOYeHHSI, COHJIUBICTh, OUB. po3min «ITo6iuHi peakIrii»)
MOXKYTh BIIJINBATU Ha 3[aTHICTh KOHIIEHTPYBATH yBary Ta Ha MIBUOKICTh peakilil; TOMy
BOHU MOXKYTb BIIJIUBATH Ha 30aTHICTh KEPyBaTH TPAaHCIOPTHUMM 3acoO0aMu Ta
MpalfoBaTH 3 iHIIMMH MeXaHi3MaMHu.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 rogmyBaHHsI IPyaaio

3aCTOCYBAHHS V Iepion BariTHOCTI.

Pe3ynbpTaTil BEIUKOT0O OOCIIAXKEHHA 3 y4aCTIO0 BariTHUX XKIHOK, SKi 3aCTOCOBYBaJIA
KJIIHOaMilluH OpoTaroM [ TpuMecTpy BariTHOCTI (BIJIUBY KJIIHOAMIIIMHY 3a3Hajlu
nmpu6M3Ho0 650 HOBOHAPOOXKEHUX), HE TPOAEMOHCTPYBaIU ITiOBUIIEHHS YaCTOTHU Bal
PO3BUTKY Y HOBOHApPOXXeHUX. [IpoTe HasABHI maHi 1momo 6e3neKu 3aCTOCYBaHHS
KJIIHOaMiLMHY y IIepiof BariTHOCTI € HeJOCTaTHIMMU.

Pe3ynbTaTu eKCliepuMeHTaJIbHUX OOCIIiAXKEeHb Ha TBapUHAaX He IIPUNyCKalTh
HasIBHOCTI Oe3nocepenHbOoro abo ornocepegKoBaHOrO IIKIAIMBOTO BIJIMBY Ha IIepelir
BariTHOCTI, PO3BUTOK eMOpioHa/mnsona, mepebir monoriB abo mocTHaTaJlbHUM PO3BUTOK.

Kninpaminnuse npoHUKae Kpi3b nnaneHTy. [IpunyckaeTscs, 110 B OpraHi3mi nuoga
OOCSTAETLCA TepaleBTUYHA e(eKTUBHA KOHIleHTpallis. [Ipu 3acTocyBaHHi IpemaparTy
B IIepiof BariTHOCTI CJIif peTesIbHO 3BaXyBaTU KOPUCTh 1 MOXKJIMBI PU3UKH, II0B’A3aH] 3
JIIKyBaHHSIM.

3acToCyBaHHS V Iepio roayBaHHs I'PYOOIO.

KrninmaMinmuH eKCKpeTyeThCs Y TPyLHE MOJIOKO JTtoguHu. [ToBigoMisinocs, Ipo
HafABHICTH KJIIHAaMIIUHY Y TPYOHOMY MOJIOILIL JIFOAWHU Yy KOHIIeHTpauiax Big < 0,5 go
3,8 MKI'/MJI IIPU CUCTEMHOMY 3aCTOCyBaHHi. ToOMy B HOBOHapOOXKeHUX, Kl
nepeOyBalOTh Ha TPYIHOMY BUTOJOBYBaHHi, He MOXKHa BUKJIIOYUTH II0SIBY TaKUX
HeOaxXaHUX epeKTiB 3 00Ky IIJTYHKOBO-KUIIIKOBOTO TPaKTy, SK: Aiapest abo KpoB y Kalli,
ceHcuOimi3alrisi, BUCUIIaHHS Ta KOJIOHi3allisd cIM30BUX 000JIOHOK APiKIXKOBUMHU
rpubamu. BHacigoK pU3uKy PO3BUTKY TSIXKKHUX MOOIYHUX peakiliii Y HOBOHAPOOXKEHUX,
siKi mepebyBalOTh Ha IPYAHOMY I'OyBaHHI, )KiHKaM, SKi rofyioTh T'PyALI0, He CIIifT
3aCTOCOBYBaTH KJIIHOAMIIUH.

DOepPTUILHICTS.

Pe3ynbraTé mociigKeHb Ha TBapMHAaX He IPOAEMOHCTPYBaIl XKOOHUX O3HAK
MMOPYIIEeHb PENPOAYKTUBHOI GYHKII. [TaHUX 100 BIIIUBY KJTiHOAMIilIMHY Ha
PETIPOOYKTUBHY MYHKIIIIO TIOOUHU HEMAE.



Cnocid 3acTocyBaHHs Ta 03U

HamnamuH L ciig 3acTOCOBYBaTH, 3allMBal04y JOCTAaTHHOIO KiJIbKICTIO PiAUHM
(moHadMeHmIe 1 BEJIMKOIO CKIISTHKOIO BOAM), 1100 YHUKHYTU MOXKJIMBOTO ITOOPa3HEHHS
CTpaBOXony.

Y pasi migmo3pu Ha iHdeKIliio, CIpUYuHEeHY B-TeMOIITUYHUM CTPENTOKOKOM, abo y pasi
HasIBHOCTi O3HaK B-reMOJIiITUYHOr0 CTPENTOKOKY JIiKyBaHHS CIIi[l TPOBOOUTHU ITPOTSATOM
moHarmMmeHniIne 10 gHiB.

Kancynu mo 150 mr.

Ilopocai. 3anexHO Bif TOKasil3allil Ta CTyIIeHs TSIKKOCTi iHQeKIil JOPOCINM Ta OiTIM
BikoM Bif 14 pokiB 3acTocoByBaTH 4-12 Kamcyn Ha mo0Oy (110 ekBiBaneHTHO 0,6-1,8 T
KJIiHOaMilIuHY).

ITo6oBa mo3a PO3MOMiNSIETHCS Ha 4 MPUKOMH.

It 3a0e3medyeHHsT BUIIIUX O03 TAKOXK iCHYIOTH JIiIKapChKi ()OpMU 3 BUIIIUM BMiCTOM
aKTUBHOI PEYOBUHU.

Kancynu mo 300 mr.

3anekKHO Bifl JTOKaJIi3allil Ta CTymneHs TSAXKKOCTi iH(peKIIil JoOpoCIMM Ta OiTSAM BiKOM Bif
14 pokiB 3acTocoByBaTH 2-6 Karicyn Ha goOy (io ekBiBaneHnTHo 0,6-1,8
KJIIHOaMilluHY).

IloGoBa mo3a po3MnofdinsgeTscsa Ha 2, 3 ab0 4 OKpeMUx IIPUNOMHU.

g giteir BikoMm 0o 14 pOKiB iCHYIOTE JTiIKapChKi (pOPMHU 3 MEHIIIMM BMiCTOM aKTHMBHOIL
pEe4YOBUHU.

3axeoproBaHHA neviHKU. Y MallileHTIB i3 3aXBOPIOBAHHSAM II€YiHKHU Bif IIOMIpPHO
TSAXKKOTO OO TSXKKOI0 CTYIIEeHs IIepiof HalliBBUBEAEHHS KJIIHOaMIIMHY TOJOBXEHUN.
3a3zBuyai, akuio [Hananus Ll 3acToCOBYyBaTH KOXKHI 8 rogvH, 3HUXKYBaTU 003y He
MOoTPiOHO. AJle y Malli€eHTiB i3 TSIXKKO0I0 ITe4YiHKOBOIO HEIOCTATHICTIO CJIif
KOHTPOJIIOBATHU PiBeHb KIIIHOAMIIIUHY Yy IIJ1a3Mi KPOBl. 3ajIe’KHO BiJl OTpUMaHUuX
pe3ynbTaTiB MoxkKe O0yTH HeoOXigHUM 3HUXKEHHS Mo3u abo MOI0oBXKEHHS iHTepBalliB
MiXK DO3aMH.

3axeoprosaHHA HUPOK. IIpy 3aXBOPOBaHHI HUPOK IEepPion HalliBBUBEOEHH
KIiHIaMIiITUHY ITOIOBXKEHUM; ajie IIPU MOPYIIeHHi QYHKIII HUPOK JIerKoro abo
CepenHboro CTYIEeHs 3HUXKYBATHU A03y He NMOoTPibHOo. [IpoTe y malieHTiB i3 TIKKOI0
HUPKOBOIO HEOCTATHICTIO a00 aHyPi€0 CIil KOHTPOJIIOBATH PiBEHb KIIIHOAMIIIUHY Y
IJ1a3Mi KpoBi. 3a/IeKHO Bifl pe3ynIbTaTiB IIMX BUMipIOBaHb MOXkKe OyTH HeoOXimHuM



3HUXKEHHS 031 abo0, K aJbTepHATHUBA, ITONOBXKEHHS iHTepBaJliB MixK npuiioMaMu 10 8
abo HaBiTh 12 roguH.

I'emoodiani3. KniHpaMillua He BUBOOUTHCS LIIAXOM reMopianily. Tomy mo abo micnisa
ITPOBeeHHs reMo/ianily 3aCTOCyBaHHS HOOAaTKOBOI 1031 He MOTPiOHeE.

itk

Karnicynu npenapaty Hanauus Ll He migxonsaTs OjI 3aCTOCYBaHHS OiTSIM, SIKi He
MOXKYTh KOBTHYTH 1X LinuMu. Kancynu He maioTh 3MOTM TOYHO AO3yBaTH IIpenapar B
MT/KT, TOMY B OesIKMX BUMaJKaxX MOxe OyTu HeoOXimHMM 3aCTOCYBaHHS ITperaparTy B
iHIIi#, OINTBII 3PYYHIilM JTiKapChKii GhopMmi.

3aseKHO Bif JTOKaJIi3allil Ta CTyleHs TSAXKKOCTI iHpeKIIil giTaM BikoM mo 14 pokiB crif
3aCTOCOBYBaTHU 8-25 Mr KiIiHgaMillMHy Ha KijlorpaM Macu Tina Ha mo0y, AuB. TaOIUIl0
4.

. KinbkicTh Kancysn Ha mo0y , _
Maca Tina Knispgaminuse, Mr
(kammcynu mo 150 mr)
20 kr 3 Kamncymnmu 450 Mr
30 kr 4-5 Karcyn 600-750 mr
40 Kr 4-6 Karcyn 600-900 mr
50 kr 4-8 gamncyn 600-1200 mr

ITlo6oBa o3a PO3MOMiNIETLCSI Ha 3-4 OKpeMuX [03U. K mpaBuio, mepeBara Haga€TbCs
3aCTOCYBaHHIO Y BUTIAAL 4 0O3.

Ilepeno3yBaHHA

IloTenep CUMIITOMIB epeno3yBaHHS He crocTepiranocs. [Ipu HeoOXigHOCTI MOKa3aHe
IPOMHBaAHHSA IITyHKaA. ['eMofiani3 Ta HepUTOHealIbHUM Oiaji3 He € ePeKTUBHUMU OIS
BHBEIEHHS K/IIHOaMillMHy 3 CUPOBaTKU KpoBi. CrieudiyHNM aHTUOOT HEBIJOMUM.

IToG6iuni peakmii

[To6iuHi peaxiiii, HaBefeHi HUXKYe, OyJIM BUSBJIEH] y XOMi KITIHIYHUX OOCIigXKeHb Ta
MIPOTSTOM CIIOCTEPEkKEHb MiCIsa BUXOAOY IpenapaTy Ha PUHOK. Y KOXKHiA KaTeropil
moOiuHi peakiril HaBeJeHO 3a YaCTOTOIO Ta 3a KJIiHIiYHOIO0 3HAYYIIIiCTIO.

3a yacToTo10 MoOiYHi peakiiil MOAiNgI0TECSA Ha TaKi KaTeropil: gyxke 4gacto (= 1/10),
gacTo (Big = 1/100 go < 1/10), HeuacTo (Big = 1/1000 mo < 1/100), pigko (Big =
1/10000 mo < 1/1000), nyxe pinko (< 1/10000), yactoTa HeBimoMa (He MOXKHa
BCTAHOBUTHU Ha ITiACTaBi HasIBHUX AaHuX). [TI00i4yHi peakiiii mepeiyeHo y KOXHiM



KaTeropil 3a 3HUKEHHSAM CTyIIEeHS TSXKKOCTI.

IHdeKIIil Ta iHBa3il.

YacTo: niceBgoMeMOPaHO3HUM KOJIiT*,
YacTtoTa HeBigoMa: KoiiT, cnpuunHeHud Clostridium difficile*, BarinanbHi iHdekIii*.

3 00Ky cUCTeMH KPOBi Ta niMdaTHYHOl CUCTEMH.

YacTo: arpaHy/IoLuTO3*, HeUTPOomeHis*, TpoMOoLuTOIEeHiS*, TefikoneHis*,
€03nHOo(iTid.

3 00Ky iMyHHOI CHUCTEMH.

Pigko: MeguKaMeHTO3Ha JIMXOMaHKa.
[yxe pigko: aHadinakTUYHa peakiis*.

YacToTa HeBigoMa: aHadimaKTUYHUY IIOK*, aHadimaKToigHa peakilis*,
rinepuyTiauBiCTh*.

3 O0KY HEPBOBOI CUCTEMH.

HeuacTo: cnoTBOpeHHs cMaKy, 6710Kajia HEPBOBO-M’s130BO1 Iepeaadyi.
YacToTa HeBigoMa: 3allaMOPOYEHHS, COHJIUBICTh, TOJIOBHUM OiNb.

3 60Ky IIJIYHKOBO-KHIIIKOBOI'O TPAaKTY.

Ily>Ke yacTo: Iopa3HeHHs CTpaBoxony, e3odarit*, cromatuT, fgiapes, 6i5b y XKUBOTI,
OJTI0OBaHHS, HYOOTA.

YacToTa HeBimoMa: BUpa3Ka CTpaBoxoay*.

I'enmaTobitiapHi po3amu.

Ily>Xe piOdKO: TPAH3UTOPHHUU T'eNaTUT i3 X0JIECTaTUYHOIO JKOBTSAHUILIEIO.
YacToTa HeBimoMa: XKOBTSIHUIA.*

3 60Ky HIKipH Ta HmigmKipHOl TKaHUHU.

YacTo: MaKyIomamnyasipHa eK3aHTeMa, KOpoIoniOHa ek3aHTeMa*, KPOIIUB' THKaA.

Pigko: TOKCUYHMY ellijepMalbHUU HEeKpoi3*, cuHaapoM CTiBeHca - [I2KOHCOHa*,
cunapoM Jlaviensna, HaOpsaK KBiHKe/aHTioHeBpOTUUYHUYM HAOpsSaK*, ekcdomiaTuBHUN
oepMaTuT*, OyJIbO3HUM AepMaTUT*, MynbTU(GOPMHa epuTeMa, CBep0OiXK, BariHiT.



Ily>ke pigKo: BUCUIIaHHSA Ta YTBOPEHHS IIyXMUPIiB (peakilil rinep4yTIUBOCTI).

YacToTa HeBigoMa: peakllis Ha JIiKapChbKHuM 3acib 3 e03uHOMiITi€l0 i CMCTeMHUMU
nposiBamu (DRESS-curagpom)*, rocTpuii reHepasi3oBaHUM €K3aHTeMaTO3HUU
OyCTyJIbO3*.

3 00KV OIIOPHO-PYXOBOT'O alapaTy Ta CIOJIYYHOI TKAHUHH.

IyXe pigKo: IoJiapTPuT.

Pe3ynpTaTH J1a00PATOPHUX OOCIIIIKEHb.

YacTo: BimxuneHHs Big HOpMU OiOXiMiYHMX MOKA3HUKIB QYHKIIII ITeYiHKH.

*TTo6iuHi peakilil, BUSIBIIEHI ITil Yac 3aCTOCYBaHHS IIpemnaparTy miciis peecTpailil (IuB.
po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

ITobiuHi peakuii Ha 3acmocysaHHsA aHmubiomukia (e¢pekm kaacy).

YacTo 1mpu 3acTOoCyBaHHi mmpenaparty [amanuH 1l MoxXe po3BUBaTUCA
rncesgoMeMOpaHo3HUM KomiT. Ogpa3dy miciisg BUSABJIEHHS (HiarHOCTYBaHHS)
rceBOoMeMOPaHO3HOT0 KOJITY JIiKapio CIIi PO3TISTHYTH MOXKJIUBICTh IPUITHUHEHH ST
3acTocyBaHH4 Ipenaparty [HanmanuH Ll Ta po3noyaTy BiAIIOBigHE JIIKYBaHHSA
(3acTocyBaHHS cHelialbHUX aHTUOIOTHKIB/XiMioTepaneBTUYHUX 3aC00iB i3 KIIiHIYHO
noBemeHo0 epeKTUBHICTIO). JIiKapchKi 3acobu, 1110 IPUTHIUYIOTh IE€PUCTAIbTUKY,
IIPOTHUIIOKA3aHIi.

3acToCcyBaHHS KJIIHAAMIIIMHY MOXKe IIPU3BECTHU A0 HAaJAMIPHOI'O POCTY IHIIUX KUIIIKOBUX
MiKpoopraHiamiB, 30KpeMa rpubis.

[HKONMM anepriyHi peakilil BAHUKAIOTh HABITh MiC/IS IIEPIIIOTro 3aCTOCyBaHHA. [lyxe
PiIKO BUHMKAIOTH TSIXKKi TOCTPi ajepriuyHi peakiiil, Taki K aHapilaKTUYHUN IIOK. Y
TAKOMY BUIIAOKy 3aCTOCyBaHHS IIpenaparty lamauuH Ll ciig HeraiHO IPUONHUTHU Ta
B2KHUTH BiAIIOBIIHUX HEBIOKIAQOHUX 3aX0OiB (HampuKIa[d 3aCTOCYBaTH aHTUTiICTaMiHHI
3aco0u, KOPTUKOCTEPOIAU, CUMIIaTOMIMETHUKHU Ta ITPU HEeOOXiMHOCTI IPOBECTHU IITYUYHY
BEHTUJIALIIIO).

ITogiodomaeHHs npo nido3prosaHi NObiUHI peakuii.

[Ticnss peecTpaliil TiKapChKOTro 3aco0y OyzKe BaKJIMBO IMOBIIOMJISITH IIPO ITiZO3pIOBaHi
nmo6iyHi peakiii. Lle mae 3Mory npoBoauTu 6e3MepPePBHUNM MOHITOPUHT
CIIiBBIIHOIIIEHHS KOPUCTI 1 pU3UKIB, IOB’'I3aHUX 13 3aCTOCYBaHHAM IILOTO JIIKAPCHKOI'O
3aco0y. JTlikapsm ciif 3BiTyBaTH npo OyOb-sIKi ITimo3proBaHi MoOiuyHiI peakiiil BigImoBigHO
0O BUMOT 3aKOHOIOAaBCTBaA.



TepMmin npugaTHOCTI

5 POKiB.

VYMoBHM 30epiranas

30epiraTty y HeJOCTYIIHOMY AJIS OiTeM MicIli mpu TemnepaTtypi He Buiie 25 °C.
YnakoBka

ITo 8 karicyn y 6ricTepi, mo 2 61icTepu y KapTOHHIM KOPOOIIi.

KaTeropist Bignycky

3a penemnTomMm.

BupooHuK

dapeBa AmOyaas.

Miciie3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJgpeca MiCIisi IPpoOBaaXKeHHSI
IisTTHLHOCTI

3oue [Hpmactpiane, 29 poyt gec Iapmactpic, 37530 [Toce-crop-Cic, OpaHLid.
[Ixepeso iHCTPYyKIIil

[HCTPYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTo mkepesa — [lepKaBHOTO PEECTPY

JIIKapCbKUX 3ac00iB YKpalHu.
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