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SATBEPUKEHO
Haka3s MinicTepcrea oxoponu
30poB’st YKpainu
7205 Ot Ne FRY

Peecrpauiiine nocBigueHns

THCTPYKIIIS
AJI MEJUYHOI 0 SaCTOC)’BaHHﬂ nixapcucoro 32C06y

OUITPOHEKC
(CIPRONEX)
Cknao:
oiroua pevosuna. ciprofloxacin;
1 tabrerka, BkpuTa 060I0HKOIO, MiCTHTB uunpodiokcaunny 500 mr (y dopmi HUIpOdIOKCaIHHY
TIIPOXTIOPHAY MOHOTIAPATY);
OQ0NOMIJNCHI  peqoGUHU. AIPO TabJIeTKH: LEr0I03a MIKpOKpHCTalliyHa, HaTpiIO
KapOOKCHMETHIIKPOXMaJlh, KPEMHIIO TiOKCHT KOJIOIIHHM, MarHito creapar;
000JI0HKa: TinpoMeno3a, Makporon 6000, TaneK, THTaHy JiOKCH.

Jlikapcoka popma. TabneTkH, BKPUTI MU1IBKOBOKO 060TOHKO.
Ocnosni @isuxo-ximiuni enacmugocmi: 1OBracri JBOOTLYKJII, BKPUTI TUTIBKOBOIO 000IOHKOO
TabJETKM GiIOro KONBOPY 3 PO3MOAITEYOIO PHCKOIO.

®apmakoTepaneBTHYHA rpyna. AHTHOAKTEpiaTbHi 3C00U JUTS CHCTEMHOTO 3acTocyBaHHd. [ pyna
dTopxinononis. Kog ATX JOIM A02.

QDapmarxonoziuni enacmugocmi.
Dapmarodunamika.

Mexanizm 0ii

Hunpodnokcaunn in  vitro mposise BUCOKY C(EKTUBHICTh 1LIOAO WIMPOKOTrO cIieKTpa
TPAMHETaTUBHUX 1 IPaMIIO3UTHBHUX 30YIHHKIB. MexaHizMm aHTUOAKTepiaNbHOI Iii 3yMOBICHMI
3JaTHICTIO TUIPOGIIOKCAIMHY NPUTHIYYBATH Tomnoizomepasu Il tuny (JIHK-ripa3y ta TonoizoMepazy
IV), axi e neobximnumu y 6araTeox mpouecax KHTTEBOIO nukity JIHK, Takux sk perumikaris,
TPAaHCKPHIILIA, pernapais i peKoMOiHaIlis.

EQexkTHBHICTS TONOBHMM YHMHOM  3a/eXKUTH Bil CHIBBITHOWICHHA MiX MaKCHMAIbHOO
KOHICHTPALIi€I0 B cUpOBATLi KPOBi (Cmax) Ta MiHIMATBHOO iHriGiTopHOIO KOoHUeHTpanicto (MIK)
UHNpodIoKCcaHHy Uit 6aKTepiaTbHOTro MaTOTeHy i Bill 3Ha4eHHs rurouti mix kpusoto (AUC) ta MIK.
PesncrenThicTs 10 munpodnokcanuny in vitro 3a3Buyaif moe’s3aHa 3 MyTaUisIMU caiTy-MillIeHi, sKi
BUHUKAIOTh y GakTepianbHux Tomoizomepasax i JJHK-ripasi mgxom OaraTocTyneHeBuX MyTaliif.
OnuHapHi MyTallii MOXYTh NpPU3BECTH, IMOBIpHIllle, O 3HUKEHHS YYTIHBOCTI, @ He 10 KIIHIYHOT
PE3UCTEHTHOCTI. OHAK MHOXKHHHI MyTalii 3a3BHYail CIPHYIHHAIOTH KJTIHIYHY PEe3UCTEHTHICTh IO
UHIIPODIOKCALNHY Ta MEPEXPECHY PE3UCTEHTHICTH 0 XiHONOHIE.

MexanizamMu pesucTeHTHOCTI, SKi IHAKTUBYIOTh IHIII aHTUOIOTHKH, Taki SK 3HIKCHHS ITPOHUKHOCTI
30BHIIIHBOT CTiIHKH GakTepii (IpuTaMaHHO s Pseudomonas aeruginosa) Ta aKTUBHE BUBEICHHS
npenapary 3 KITHHU (edIIoKe), MOXYTh BIUIMHYTH Ha YYTIUBICTh 10 UUNPOdIOKCaLHHY.
[ToBimoMJsITH PO PO3BUTOK TUIa3MiIONIOCePeIKOBAHOT PE3UCTEHTHOCTI, KOJOBAHO! qnr-reHoM
aHTUOIOTHKOPE3MCTEHTHOCTI.

Cnexmp anmubaxmepiansnoi axmugnocmi.
KOHTpONBHI TOYKH BIAIIAIOTE Yy TIIHBI ITAMH BiX ITaMiB i3 CEPEHBOIO YYR
BiJl PE3UCTEHTHUX ILTAMIB. /
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Enterobacteria < 0,5 Mr/n > 1 Mr/n /
Pseudomonas < 0,5 mMr/n > 1 Mr/n
Acinetobacter <1 wmMr/n > 1 Mr/n
Staphylococcus spp.’ <1 wMr/n > 1 mMr/n
Haemophilus influenzae ta < 0,5 mMr/n > 0,5 mMr/n
Moraxella catarrhalis
Neisseria gonorrhoeae < 0,03 Mr/n > 0,06 Mr/n
Neisseria meningitidis < 0,03 Mr/n > 0,06 Mr/n
He mow’s3ami 3 Bumamu | < 0,5 mr/n > 1 Mr/n
KOHTPOJIbHI TOYKH *

. Staphylococcus spp. — KOHTPOTBHI TOYKH 1715 UUnpodIIOKCAMHY MAlOTh BiIHOLICHHS

710 Teparlii i3 3aCTOCYBaHHAM BHCOKHX J103.

¥ He moB’s3ani 3 BUIaMu KOHTPONBHI TOYKH OYITH BH3HAYEHi FONOBHHM YHHOM Ha
OCHOBI JIaHUX CIIiBBiJHOUICHHS (apMaKOKiHETHYHUX Ta (dhapMaKoIMHAMIYHMX JaHUX i He
3asnexars Big MIK mist okpemux Buais. BoHu BUKOPUCTOBYIOTECS TUTBKU JIJIA BUIIB, SIKi HE
MAroTh BIIACHUX KOHTPOJILHUX TOYOK, a HE JUIA THX BHIB, Y SKMX NPOBENCHHA TECTy Ha
YYTJIUBICTh HE PEKOMEHIYEThCH.

[omvpenicte HabyTOi pPE3UCTEHTHOCTI BHAIICHUX BMAIB MOKE BapitOBATUCH 3aJIEXHO BiJ
MICIIEBOCTI i 4acy, TOMy HeoOXigHa NoKalbHa iHoOpMallis PO PE3UCTECHTHICTH, OCOGIHBO MPH
MKYBaHHI TAKKHX (Hekuil. Y paszi HeobXimHoCTi cin 3BEPHYTHCA 3a KOHCYJIBTALIEID J0
CHELIATICTIB, KON MiCleBa NOLIMPEHICTh PE3UCTEHTHOCTI Halysa Takoro piBHsI, O KOPUCTH Bif
3aCTOCYBaHHA 3ac00Y, PUHAKMHI 111010 JESKHX BUAIB iHEKIiH, € CyMHIBHOO.

Ho wunpodokcaunny saranom 4yTauMBi in vifro Taki poan Ta BMAM OakTepi (i Bumy
Streptococcus nuB. po3ain «OcobIHBOCTI 3aCTOCYBAaHHS»).
YyTtnuei (3a3BUyait) BUAM MIKpOOTaHI3MIB
I'pamMno3uTHBHI aepoGHi MiKpoopraHizmMu

Bacillus anthracis (1)

I'pamBeraTtuBHi aepoOHi MiKpoopraHizMu

Aeromonas spp.

Brucella spp.

Citrobacter koseri

Francisella tularensis

Haemophilus ducreyi

Haemophilus influenzae *

Legionella spp.

Moraxella catarrhalis*

Neisseria meningitidis

Pasteurella spp.

Salmonella spp. *

Shigella spp.*

IHIIi MiKpooprauizmMu
Chlamydia trachomatis ($)
Chlamydia pneumoniae ($) [ NSNS e
Mycoplasma hominis ($) ‘i’“ﬂOf[B@APm
Myvcopl ; $ A d///”\\\\
lycoplasma pneumoniae ($) B\ Nodo70Y o
Buau, uist AKMX MOKIMBHIA PO3BUTOK HaGYTOT Pe3UCTEHTHOCTI AN

5 WY/
“ng:gokyme
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Vibrio spp.

Yersinia pestis

AHaepoOHI MiKpoopraHizMu

Mobiluncus @W

AepobHi rpaMNIO3UTHBHI MiKpPOOPraHi3Mu B Pra 010 g

{41

Enterococcus faecalis ($) ‘7@@/
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Staphylococcus spp.* (2)

AepoOHi rpaMHEraTUBHI MiKpOOpraHizMu
Acinetobacter baumannii*
Burkholderia cepacia™*
Campylobacter spp.™*
Citrobacter freundii*
Enterobacter aerogenes
Enterobacter cloacae*
Escherichia coli*
Klebsiella oxytoca
Klebsiella pneumoniae*
Morganella morganii*
Neisseria gonorrhoeae*
Proteus mirabilis*

Proteus vulgaris*
Providencia spp.
Pseudomonas aeruginosa*
Pseudomonas fluorescens
Serratia marcescens*

AHaepoOHi MiKpoopraHizMu
Peptostreptococcus spp.
Propionibacterium acnes

MikpoopraHi3aMu, TOYaTKOBO PE3UCTEHTHI 10 UHUIpodIoKcauny

Aepo0OHi rpaMIIO3UTHBHI MiKPOOPTaHi3MH
Actinomyces

Enteroccus faecium

Listeria monocytogenes

AepoOHi rpaMHEraTURHI MiKpOOPTraHi3ZMU
Stenotrophomonas maltophilia

AHaepoOHI MiKpOOprasizMu
3a sunamrxom 3asnauenux euuge

I Mikpooprauizmu
Mycoplasma genitalium
Ureaplasma urealitycum

* KiinidHa eeKTUBHICTE MPOAEMOHCTPOBAHA IS Yy TIHBHX i30JIATIB 34 3aTBEPHKEHUMHU
KIIHIYHUMH NOKa3aHHAMH

i [Mokasuuk pesucrentrocti > 50 % B oxHiif a6o Ginbie kpain €C.

6] IIpvponHa cepenHs Yy TIHMBICTS IIPH BifCyTHOCTI HaOyTOro MexaHi3My pe3uCTEHTHOCTI
€8 bynu mpoeemeni mocnikeHHSs Ha eKcepUMEHTATHLHUX TBapuHax 3 iH}IKyBaHHAM iX
TOBITPSHO-KpANENbHUM HUISXOM criopaMu Bacillus anthracis; i JOCTIKEHHST JAOBOJATH, IO
NPUIOM aHTUOIOTHKIB OJIpa3y MiCNs KOHTAKTY 3 TATOrEHOM IOMOMArae YHUKHYTH 3aXBOPIOBaHHS,
AKIIO BIAETBCA AOCATTH 3MEHIICHHS KUTBKOCTI crop HIKYe iHdikytouoi no3u. Pexkomenmamii
IOZI0 3aCTOCYBAHHS UMIPO(IIOKCAMHY 6a3yIOThCS MEpPeBaXHO Ha JAHHX YYTIUBOCTI in Vitro y
TBAPUH Pa30M 3 OOMEKCHHMHU JaHUMH, OTPUMAHUMH B Toaei. JlikyBanHs TPUBAJTICTIO 2 Micsi
epopabHO GopMoro HUIpodIIoKcauHy y 1031 S00 Mr aBivi Ha 100y BBAKAETHCS e(hEKTHBHUM
AL IoTIepeKeHHS iH(IKyBaHHs cHOipCBKOIO BUPA3KOIO Y TOPOCITHX. Jlixap HOBMHEH 3BEpHYTHCS
710 HalliOHANBHUX Ta/abo MIKHAPOAHMX MPOTOKONIB JIKYBaHHS CUOIPCHKOT BHpa3KH.

2) MeTHumnin-pesucTeHTHUN S. aureus Iy>ke 4YacTo € OJHOYACHO PE3UCTEHTHUM 1 110
OKOKY

¢ropxinonoHiB. ITokasHUK PE3UCTEHTHOCTI 10 METULHMIIHY cepea ycix B%ﬁg&)
CTaHOBHTB 011M3bK0 20-50 % i € 3a3BHYall BUCOKHM Y FOCIITAILHUX i3onsTiB B YKDaiy,

. s

Dapmakokinemuxa.

Abcopbiiis
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ITicna mepopalbHOrO 3acTocyBaHHS TabNeTOK uunpodnokcannny y moszi 250 Mr ta 500 Mmr
UMNPO(IOKCAUMH MBHIKO Ta H06pe BCMOKTYETBCH, NIEPEBaKHO 3 BEPXHBOT'O BiJIITy TOHKOIO
KUIIEYHUKY.

MakcumanbHi KoHIEHTpaNiT y cipoBaTwi KpPOBI JIOCATAIOTHCS Yepes 1-2 roguHy.

AbcomoTHa GiogocTyHICTh IIpenapary cTaHoBuTh 70-80 %.

Pozmnouin

Bincorox 3B'13yBanHs UUTpodIOKCAUMHY 3 OiTKaMH IU1a3MH KpOBi He3HaYHwMii (20-30 %),
3HAXONUTBCA y MUIa3Mi KpOBi IMEpeBaXHO B HeioHi3oBaHiil (opmi. Llunpodnokcauut BinbHO
AudyHIye y MO3aCyAHMHHHI TpocTip. 3HauHUI 06'eM pO3MOAiTY y CTaHi CTifKOI piBHOBAarw, sSKuif
CTaHOBUTbL 2-3 J/KI MacH Tila, JOBOAMTB, MO UHIPODIOKCALHH NIPOHHUKAE y TKaHWHH ¥y
KOHUEHTPALIsSX, Ki MOKYTh y Garato pasis NMepeBHINYBaTH piBeHb npenapary y cHpoBaTLi KpOBI.
Lunpodokcanun nocsrae BHCOKMX KOHLEHTpauiil y PI3HUX TKAaHWHAX, HANpPUKIAL y JEreHsX
(emitenianbHa  pimMHa, anbBEONSAPHI Makpodaru, 3pasku Giomcii), cuHycax, 3anaieHuMx
TTOIKO/DKCHUX TKAHMHAX Ta Yy TKaHHHAX CEYOBUIINBHOTO TPAKTy, CTATEBUX OpraHax (ceva,
pocTara, eHIOMETpIit).

Metaboiizm

Bynu sadixcosani HeBuCOKi KoHIEeRTpaLil Takkx YOTHPBOX METAbOMITIB: JieTHILUITPOdIOKCAUHY
(M), cynedounnpodnokcanuny (M»), okcouunpodaokcauuny (M3) ta popminuunpodiokcauuny
(M4). MetaGomniTi 1eMOHCTPYIOTH in vitro AHTHMIKPOOHY aKTHUBHICTB, aleé MEHIIOI Miporo, HiK
MIOYaTKOBA CMOJIyKa.

Binomo, mo nunpodiokcauus € nomMipanm iHridiropom izopepmentie CYP 450 1A2.

Buenenns '

Lunpodokcaunn BUAisSETbCS 30€6iMbIOrO Yy HE3MIHCHOMY BUIIAMI SK HUPKaMH, TakK i yepes
KumeyHuk. 1lepiof HaniBBHBEICHHS 3 [UIa3MH KPOBi 0Ci6 i3 HOPMAIBHOKO HUPKOBOIO QYHKII€I0 —
npubaus3Ho 4-7 roauy.

Busenenns uunpoduokcaunny (% m03u) npu nepopanbHOMY
Tpuiomi

IInaxu BuBegeHHS
Haszpa :

3 ceyero 3 dekanismu
unpodokcanun 44,7 25
Meta6omitu (M1-My) 11,3 715

Hupkoeuit kiipenc cranosuts 180-300 MuI/Kr/rof, a 3araibHuit kiiperc — 480-600 ma/kr/rox.
Hunpoduiokcaunn miansarae kiyGoukoBiil ¢GineTpauii Ta KaHaTbIEBii cekpenii. Ilpu cepitozHomy
NOpYIIeHHI HUPKOBOT GYHKIIT lepio/ HalliBBUBEIeHHS UUIPO(IIOKCAHHY CTAHOBUTH 10 12 IOIHH.
HenupkoBuit kipeHC HUIPO(IOKCALMHY TOACHIOETBCA NepUIy Yepry TpPaHCIHTeCTHHAIBHOIO
cekpenicro Ta MetabomisMoM. 1 % 103U BUAINSETHCS yepes KoBYHI muiaxu. I{unpodiokcauun y
BHCOKUX KOHILEHTPALiSX MPUCYTHIM y JKOBUI. ‘
it

DapMaKOKiHETHYHI JaHi moao miTell o6Mexeni. He CIIOCTEPIranocs BiKOBOT 3alMeXHOCTI Cmax i
nokasuuka AUC. Tlicna 6araTopa3oBoro 3acTocyBaHHs npenapaty (10 mr/kr 3 pasu Ha n00Y)
3HaYHOro MiABHIIEHHS Cmax i AUC He crioctepiranocs. 3Ha4eHHS 3HAXOAATHCS Yy MeXax HOpMH, AKi
Oyno 3adikcoBaHo y NOpOCTMX MpH TepameBTHYHIN M03i. BianopigHo 10 rpynu mamieHTiB Ta
(apMakoKiHETHYHOrO aHallizy mNeTiaTpUIHHX XBOPHX 3 PI3HUMH iH(EKUiIMH, TPOrHO30BaHMIL
CepejiHil mepiojl HaiBBUBEIEHHS Y JiTeif CTAHOBUTE npubIu3HO 4-5 rogus.

Kainiyni xapakrepucruku.
Iokazanns.

Hunpodnokcauusd nokazaHuil s JMUKYBaHHA HIDKYE3a3HAYeHUX iHGbeKuil (aus. po3ainu
«OcobaueocTi 3acTocyBaHH"» Ta «DapMaKoIOriuHi BIIaCTHBOCTI»). Ilepen mouagkem,reparmii ciin
3BEPHYTH OCOOJNMBY YyBary Ha BCIO JIOCTYIHY iHpopmanito  moxoEP T i
UUIPOIIOKCALUHY.

Jlopocni
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¢ IH(exuil HIKHIX JUXaTbHUX IUTAXIE, CHPUYHHEHI TPaMHEraTHBHUMH GaKTepisaMu:

- 3arOCTPEHHS XPOHIYHOIO OOCTPYKTHBHOIO 3aXBOPIOBAHHA JICICHb. ITpu 3arocTpeHHi XpOHiYHOrO
OOCTPYKTHBHOTO 3aXBOPIOBaHHS JIereHp [unponeKc ciIig 3acTOCOBYBaTH TiNBKH TOAl, KOJIH
BBXKACTHCA HEJOUITEHHM BHKOPUCTOBYBATH iHIL] aHTHOaKTepiaibHi 3acobM, sKi 3a3BUyaii
PCKOMEHAYIOTBCS A JTiKyBaHHSA LUX iHEKIiit.

- Gponxomerenesi iHdekuii mpu KicTosHOMY (hiGpozi abo npu GpoHxoekTasax;
- Mo3ajliKapHsHa THEBMOHIS.

* XpOHivHuMit THIHHUI OTUT cepenHbOro ByXa.

® 3aroCTpeHHs XPOHIYHOrO CHHYCHTY, OCOGIMBO SKIIO BiH CTIPUYMHEHUNA TIpaMHEraTUBHUMH
HakTepismu.

* Heycknagnenuit rocTpuit ucTHT. Ilpu HeycknagHEHOMY TOCTPOMY LHCTHTI Iunporeke cmix
3aCTOCOBYBaTH TilbKH TOHi, KOJNH BBakKA€ThCA HeNOLLIbHUM BUKOPUCTOBYBATH  iHIII
aHTHOaKTepianbHi 3acO00U, SKi 3a3BWUAl PEKOMEHIYIOTECS AT JIIKYBaHHS LHX iHEKIii.

e TocTpuit mienonedpur.

e VYcknagHeHi iHQeKil ceHOBUBITHMX MIIAXIB.

* baxTepianbHHIl IPOCTATHUT.

* T'OHOKOKOBHI{ YPETPHUT i UEPBILIUT, CIPHYHHEHI 9yTIUBOIO Neisseria gonorrhoeae.

e OpXoeniauauMit, 30KpeMa cpuuuHeHni Neisseria gonorrhoeae.

* 3anajibHi 3aXBOPIOBAHHS OPraHiB MaJoro Tasa, 30KpeMa Cpu4uHeni Neisseria gonorrhoeae.
Ipu mino3pi un giarHocToBaniit ingexwii cratesoi CUCTEMH, BUKIIUKaHUX Neisseria gonorrhoeae,
CIILI BPaxOBYBAaTH JAHHI MPO TOMHUPEHICTS i PE3UCTEHTHICT 0 MMIpOodIoKcanuny GakTepiif i
BU3HAYATH 9y TIAMBICTH JJaOOPAaTOPHUMHU METO[aMH.

* IHQeKuil mTyHKOBO-KHIIKOBOTO TPAaKTy (HanpuKnaz, NiKyBaHHS Jiapei MaHpPiBHHKIB).

¢ InTpaabpoMiHanbHi iHdeKIIiT.

* IHbexuii wKipu Ta M SIKHX TKaHUH, COPUYHHEHUX IpaMHEraTUBHUMH OaKkTepisiMH.

* 3J0AKICHUIT OTHT 30BHIIIHBOTO ByXa.

¢ IH¢exuii kicTok Ta cyraobis.

¢ Ilpodinakruka iHBasUBHUX iHpeKLi, CUpUYUHEHUX Neisseria meningitidis.

* Jlerenesa dopma cHGipCHKOT BUpasKu (MpodinaKTyKa MicIs KOHTAKTY i paguKaibHe TKyBaHHS).

* Tapsuka y nanienrie 3 Helitponeniero, cipuuunena OaxTepianpHOFO iHpeKITierO.

Limu

* bpouxonerenesi iHekuii, cnpuwunneni Pseudomonas aeruginosa, y TAIi€EHTIB 3 KiCTO3HUM
¢di6pozom.

* VYexnaaneni indexuii ceqoBoro TpakTy Ta FOCTPHH NICTIOHEPPUT.

* Jlerenera popma cubipcrkoi BUpasKu (MpodinakTuka mics KOHTAKTY i paguKaibHe JKyBaHHS).

Hunpodokcanun MoxHa TakoX 3aCTOCOBYBATH JULL JIIKYBaHHS TOKKHX (HOEKLiH y IiTei, Koau

JiKap BBaXae e HeOOXiTHUM.

JlixyBaHHS MOBMHEH PO3MOYHHATH JIUIIC JKap, WO Mae AOCBiJ JiKyBaHHA KiCTO3HOIO ¢ibpozy

Ta/abo TAKKUX iHpeKUid y miTelt (mus. po3ainu «DapMaKoIOriuHi BIACTHBOCTI» Ta «OCOBIHBOCTI

3aCTOCYBAHHAY ).

Crix B3aTH 10 yBaru odimiliHi peKoMeHmamii 3 HaTEKHOIO 3aCTOCYBaHHS aHTUOAKTepiadbHUX

rpenaparis.

Ipomunoxazanns.
[Migsuimena yyTnuBicTs 10 LHUIpodIIoKcaunHy a6o 10 Gy Ib-9KOro JOMOMIKHOIO KOMIOHEHTa
Npenapary, a TakoX J0 iHIIMX MpenapaTiB rpynu GTOpXiHONOHIB.

OnnovacHe 3acTocyBaHHS UUNpOGIOKCAUMHY Ta TH3aHIOUHY 4Yepe3 KIHiYHO 3HaYylli MoOiYHi
eexTH (apTepianbHa rinmoreHsis, COHIIMBICTB), OB’ st3aHi 31 30iMbIIeHHAM KOHLEHTpal#
y IU1a3Mi KpoBi. >

B3zaemooia 3 inwumu nikapcokumu sacobamu ma inwi ¢uou 63aeMOo0il.
Bnaug inwux sacobie na yunpodnoxcayun.
IIpenapamu, sxi nodoexcyromo inmepegan QOT.
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[unpodnokcanus, sk i iHmi GTOpXiHOIOHHM, cin NpU3HAYaTH 3 OO0EPEeKHICTIO MaLieHTaM, fAKi
OTPUMYIOTE TIpenapaTy, Mo MoJ0BXKYIOTh iHTeppan QT (HanpHKiIan aHTHAPUTMIYH] 3ac06H Kiacy [A
i I, TpuumkiivyHi aHTHenpecanTw, MaKpOJIiii, aHTHIICHXOTHKH) (IMB. po3ail «OCoBIUBOCTI
3aCTOCYBaHHSY).

Dopmysanns XenamHo20 KOMIIEKCY.

IIpu omHouacHOMy 3acTocyBaHHi uunpogokcauuny (mepopanbHO) Ta JTiKApCLKUX 3aco6iB, 110
MiCTATE GaraToBaJIeHTHI KaTiOHH, MiHepalTbHUX 100aBOK (HAMPHKIA, KaTbIIio, MarHito, ajfOMIHIIO,
3aitiza), Gocharsp’a3yrounx nojimMepip (HanpukIa, ceBeaMepy, JJaHTaH KapOoHaTy), cykpaibdaris
abo aHTaUM[iB, a TaKOX TNpenapaTiB 3 BEIHKOIO OydepHOrO €MHICTIO (TakmxX SK TabIeTKH
AMIAHO3MHY), WO MICTATE MarHiif, amomiHili a6o KaJbLili, abcopOuist 1MIpodIoKcauHy
BHWKYETBCA. Y 3B’A3KY 3 IMM UMOpoGIIOKCalMH CJlifl TMpHitMatd a6o 3a 1-2 roguHH 1o, abo
NpUHAMHI Yepe3 4 TOAMHM TiCIs IPUIOMY LIUX MpenapaTis.

Jlane 0OMEekKEHHA HE CTOCYEThCS aHTALHMAIB, U0 HANEKATH 110 KIACy 6mnokatopis Ha-peuenropis.
Xapuoei ma monouni npodyxmu.

Kanpniii y ckimani Xap4oBUX NMpOAYKTIiB HE3HAYHO BIUIUBAE Ha abcopbuito. OmHAK CITifl YHUKATH
OZIHOYACHOTO MPUHOMY LMIPOGIOKCAUMHY | MONOYHHX abo 30aradeHuX MiHeparamu MIPOJTYKTiB
(TaKuX K MOJOKO, HOTYpPT, aNeNbCHHOBHIl CiK 3 MiJABHINEHUM BMICTOM Kajblil0), TOMY MO
abcopOuis qUNpodIOKCcaMHY MOXKeE 3HHKYBATHCA.

IIpobeneyuo.

[IpoGeneun BrMBac Ha HHPKOBY CEKpELilo uunpoduokcaunny. OpHOYACHE 3acTOCYBaHHS
JIIKapChKUX 3ac06iB, 10 MICTATH MPOGEHEemH I, Ta UUNPOQIOKCALUHY MPU3BOAUTE [0 TTiJBHILIEHHS
KOHIEHTpalii IUNMPOoGhIOKCAUNHY Y CHPOBATLI KPOBI.

Memoxnonpamio.

MeTokionpamia IpHCKOPIOE BCMOKTYBaHHS HUIpopaoKcaluuny (epopaibHoi GopMu), B pe3yibTarti
10ro NOCArHCHHA MaKCHMallbHOI KOHUEHTpauii y miasmi Kpoei BimOyBaeTbes mBumme. He
Bi[3HAYEHO BIUTHBY Ha 6i0ZOCTYTHICTE HUIPOGDIOKCAIHHY.

Omenpaszon.

OnHovacHe 3aCTOCYBaHHS LMIPO(IOKCALHHY | JKapChKUX 3acobiB, IO MICTATH OMempasou,
TIPUSBOJUTE 110 HE3HAYHOTO 3HMKEHHA Cmax i AUC munpodokcanuny.

Bnnue yunpognokcayuny na inwi nixapcexi 3acobu.

Tusanioun.

Tuzanigun He MOXHAa MNpPU3HAYATH  OAHOYACHO 3 UHOPOQIOKCAUMHOM  (AMB.  po3fin
«ITpoTHnokazanHs»). V Xofi KIiHIYHOTO OCTiMKEHHS 3 Y4acTIO 370pOBHX JOOPOBONBLIB TMpPU
OAHOYACHOMY 3aCTOCYBaHHI HUIPOGDIOKCALUHY | TH3aHIIUHY BHSBICHO 30 ILIICHHS KOHLIEHTpaii
TH3aHIAMHY y TiasMmi kpoBsi (36inbweHHs Cmax y 7 pasiB, mianmazon — 4-21 pa3; 301nblIeHHS
nokazHuka AUC —y 10 paziB, nianason — 6-24 pasu). 3i 36inpmennsm KOHILIEHTpaNil TH3aHIAWHY B
CHpPOBATILI KPOBi aCOLIOIOTHCS TIOTEH3UBHI Ta CeaaTHBHI MOGIYHi peaxiiii.

Memompexcam.

llpu  opHOWACHOMY mNpHW3HAYEHHI LMMPOGNOKCAIHHY MOXKITHBE YIOBUIBHEHHS  TyOYJIAPHOIO
TPAaHCTIOPTYBaHHsA (HUPKOBHH MeTabOIli3M) METOTPEKCaTy, IO MOYKe MPH3BOIMTH /0 TiABUINEHHS
KOHUEHTpANil METOTpeKcaTy y IuTasmi KpoBi. IIpM mBOMy Moe 30iNbIIyBaTHCS  IMOBipHICTB
BUHUKHECHHA MOOIYHUX TOKCUYHUX PEaKLiif, CIPHYHHEHUX MeToTpekcaToM. OHOYaCHE [IPU3HAYCHHS
HE PEKOMEHJTYETECS (IUB. po31in «OCOOMHBOCTI 3aCTOCY BAHHSA).

Teogpinin.

OxHovacHe 3acTocyBaHHS UHIPOQIOKCALMHY Ta JTIKapCHKHX 3aco0iB, MO MICTATH TeodiniH, MoXke
MPU3BECTH JI0 HeOaXaHOTo MiABUIIECHHA KOHUEHTpalii Teodininy y CHpOBATUI KPORI, [0, Y CBOIO
1epry, MOXe CIPUYMHUTH PO3BUTOK MOOIYHMX peakuiid. V MOOJMHOKHX BHMAIKaX TaKi MOGivHi
peakuil MOXYTb 3arpoXKyBaTH JKHTTIO a00 MaTH JETANbHHH HACTIAOK. SIKIIO 0JIHOYaCHOTO
3aCTOCYBAHHA LMX TPENapariB YHUKHYTH HE MOXKHA, CITijl KOHTPOITIOBATH KOHUEHTpauito Teodisiny
Y CHPOBATII KPOBi Ta a[IeKBaTHO 3HIXKYBATH HOro 103y (QUB. po3ain «OcodauBOCTI 3aCTOCYBaHH»).
Inwi noxioni kcanmuny.

I[licng ogHOYacHOro 3acTtocyBaHHS uunpodroKkcanMHy Ta 3acobis, :

I1a3Mi KpoBi.
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Denimoin.
OnnovacHe 3acTocyBaHHS MIpodIokcaunny Ta QeHiToiHy MoXe MPU3BECTH 0 MiABUILEHHS a6o
SHIDKCHHA CHPOBATKOBHMX KOHLEHTpaUii (eHiToiHy, ToMy pekoMeHayeThes MOHITOPHHT PiBHIB
npemnapary.

Huxnocnopun.

Byno Bu3HayeHO TpaH3MTOpHE MigBULICHHS KpeaTHHIHY CHPOBAaTKM KPOBi NPH OJHOYACHOMY
3aCTOCYBAaHHI UUNPOQIOKCALMHY Ta JIKApCHKHX 3ac0o0iB, MO0 MICTATH HUKIocopuH. Tomy
HeoOXiAHUH yacTuii (2 pask Ha TWKIEHD) KOHTPOJIb KOHLUEHTpALil KpeaTUHIHY CHPOBATKH KpOBi y
LIUX MaIi€HTIB.

Anmazonicmu eimaminy K.

[pu onHovacHoMy 3acTocyBaHHI LMNPOGhIOKCAIIMHY Ta AHTATOHICTIB BiTaMiny K Moxe mocumoBaTHcst
IX aHTHKOAryJIAHTHA ist. [TOBIIOMIIAIN PO MiABHIIEHHS aKTURHOCTI NepopaibHUX aHTHKOATYJISHTIB
y HAL€EHTIB, SKi OTPUMYBaJIH aHTHOAKTEpiabHi npenapaTy, 30kpeMa GTopxiHonoHu. CTymiHb pu3UKy
MOJKE BapIFOBATH 3aJIEKHO BiT OCHOBHOTO BUTY iH(EKIIiT, BiKY, 3araJlbHOro CTaHy XBOPOT0, TOMY TOYHO
OLIHWTH BIUIMB LHUIPOQIOKCAIMHY Ha TiIBUUICHHS 3HAYCHHS MiXHapoHOro HOpMasi3oBaHOIo
BignomenHs (MHB) cknamno. Crix 31iicHIOBATH YacTHil KoHTposis MHB nig wac ta ozpasy micis
OJTHOYACHOIO BBEJICHHS LUNPO(IOKCAMHY Ta aHTaroHicTiB Bitaminy K (Hampukiany  BapgapuHy,
aleHOKyMapoy, (heHnpoKyMoHy, biayingiony).

Ilepopanvui yykposnusicyeanvmi sacoou.

[pu cyrnyTHbOMY NpusHaueHHi LUNPOQIOKCAlMHY Ta NepOpaTbHUX AHTHA0ETHIHIX JKapCchLKUX
3aco0iB, 0COOJNMBO TIpynu Cyb(OHIICEIOBHHM (Hanpukinax rmibeHknaMigy, TiiMemipuy),
TMOBIIOMIISJIN TIPO TIMOTTKEMiro, 110 OB’ 13aHa, BIPOTI/IHO, 3 TIOTEHNIIOBAHHAM LHMPO(IOKCALIHHOM
Ail nepopaNbHAX aHTHAIa0eTHIHUX 3ac00iB (IUB. posnin «ITo6iuHi peakuii»).

Jynoxkcemun.

Y Xoai KIiHIYHMX JOCHIIDKEHb OYI0 MOKa3aHO, 10 OJHOYACHE 3aCTOCYBAHHA NYJIOKCETHHY i3
cuneHUMHE iHTIGiTopaMu CYP450 1A2, Takumu aK IyBOKCaMiH, Moxke MPU3BECTH JI0 301IBIIEHHS
AUC i Cimax nynokcetnny. Hespaxarou Ha BiICYTHICTS KITiHISHIX TaHHX PO MOAUTMBY B3aEMOIIFO
3 UMNPOQIIOKCALMHOM, MOXHA OYiKYBaTH CXOKHX edeKTis npu OJHOYAaCHOMY 3acTOCYBaHHi
BKa3aHUX TIpenapartiB (IuB. po3 il «OCOGIUBOCTI 3aCTOCYBaHHSY ).

Poninipon.

OnHodacHe 3acTocyBaHHS POMIHIPOITy 3 HMMPO(IOKCALIUHOM, iHribiTopoMm i3oenzumy CYP450 1A2
nomipHoi aii, npuzBoauth 10 niaBuieHHs AUC i Cmax pominipony Ha 60 % Ta 84 % BiANOBiAHO.
MosiTopunr nobiuanx edexTiB pominipony Ta BimmosigHe KOperyBaHHs JIO3U PEKOMEHIYIOTHCS
3AIMCHIOBATH MiJ 9ac i ofpa3y MiCOs CyMIiCHOTO BBEIEHHS 3 UMTPODIOKCAUHOM (IMB. PO3NiN
«OcobmMBOCTI 3aCTOCYBAHHAN).

Hiookain.

Byno nokasano, o y 3m10poBHX 0Ci6 ogHOYAacHE 3aCTOCYBaHHs LMIPO(IIOKCALNHY, TOMIPHOIO
iHribiTopa i30¢epMenTiB uTOXpOoMy P450 1A2, i JKapCHKUX 3ac00iB, M0 MICTATE Ji JOKaiH, 3HIKYE
KJIPEHC BHYTPIIIHBOBEHHOTO JidoKaiHy Ha 22 %. Hespaxkaroud Ha HOPMAJIEHY TIEPEHOCUMICTh
JKYBaHHS JiIOKATHOM, MOXUIMBA B3aEMOIis 3 LMIPODIOKCALMHOM, IO ACOIIOETECS 3 TTOGITHIMI
PEaKLisAMH MPU OTHOYACHOMY 3aCTOCYBaHHi BKA3aHUX MPEITapaTiB.

Knosanin.

Iicnst ogHOYacHOTo 3acTocyBaHHs 250 Mr HHTIPOGIOKCALHHY 3 KI03aIiHOM YOpomoBX 7 HHIB
CHPOBATKOBI KOHUEHTpaMii KJIO3amiHy i N-necmerunknozaniny Oynu nigsumeni Ha 29 % i 31 %
BignoBigHo. KuiHiuyauili Harmsg Tta BIINOBIZHY KOPEKLIIO 103U KJIO3alliHy PEKOMEHIYEThCs
3/IFICHIOBATH TIiJ1 Yac Ta 0Jpasy M/t OAHOYACHOTO 3aCTOCYBAHHSA 3 LUMPOGIOKCAMHOM (IUB. PO3/iN
«OcoOIHMBOCTI 3aCTOCYBaHHAY).

Cunoenagpin.

Cmax i AUC cunmenadiny spocnu npu6IusHO Yy 2 pasu y 3J0pOBHX J0OPOBOJBLIB Micis
MEPOpaIbHOro - 3acToCyBaHHs 50 Mr cungeHadily Ta CymyTHBOro npusHadeHHs 500 Mr
uunpopnokcaunny. ToMy crmig ZoTpumyBaTHCs 0Gepe)RHOCTI PH  CYTIy THEOMY\wHRI3HaYCHH|
UUNpodIoKcauuHy i3 cungeHadinoM Ta BpaxOBYBATH CHiBBiIHOIICHHS PR OBLR _
Azomenamun. g .""‘“‘
Y Xoai KIiHIYHUX JOCIiKEHb 6yI0 MPOIEMEHCTPOBAHO, 110 ¢byBokca Q@Q@Wﬁ X
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is3obepmenty CYP450 1A2 nomiTHO iHridye Mertabomi3sM aroMenariny, o [IPU3BOJIUTE JI0
60-KpaTHOro 3GUIBLICHHS KUIBKOCTI aromenatiny. HesBaxkaroun Ha Te, mo KITiHi4HI naHi po
MOXJIUBY B3a€MOAII0 3 UMIPOGIOKCAUMHOM, MOMIpHHM inridiropom CYP450 1A2, BimcyTHi,
NOAIOHI eheKTH MOXKHA OUYiKyBaTH MpH iX OJTHOYAaCHOMY 3aCTOCYBaHHi.

3onnioem.

OnxovacHe 3acTOCYBaHHs 3 UMNPODIOKCAIIMHOM MOSKE MiABUIIATH PiBEHB 30/IMTiAEMY Y KPOBi, TOMY
OJIHOYACHE 3aCTOCYBAaHHs HE PEKOMEHIYEThCS.

Ocobnugocmi 3acmocysanns.
Cnix yHUKaTH 3acTocyBaHHSA UMNPOGIOKCAIMHY MallicHTaM, SKi paHille Maau cepio3Hi MmobivHi
peakuii Npu 3aCTOCYBAaHHI MpenapaTiB, IO MIiCTAThH XiHOTOHH a6o ¢ropxiHoNOHH (OHUB. po3ain
«ITobiuHi peakuii»). JIikyBaHHS TaKHX MallicHTIB UMNpoGIOKCAUUHOM CITijl PO3IMOYMHATH TINBKH 3a
BIZICYTHOCTI albTCPHATUBHUX BUIIB JKYyBaHHA Ta Mics PETENBHOI OLIHKK CHIBBIHOLIEHHS
KOPHUCTB/pU3MK (IUB. po3ain «IIpoTHIOKa3aHHs:»).

Tsaocki _inpexyii ma/abo 3miwiani IHQhexyil, cnpuyuneni 2pamnozumuenumu abo anaepooHuMuU
baxkmepiamu.

LlnmpodnokcalMe He 3acTOCOBYBATH SIK MOHOTEpAMito JUis TiKyBaHHA TSOKKHAX iH(eKuiil Ta
[HpeKUill, CIpUYHHEHHX TIPaMMO3ZUTHBHHMU abo aHaepoOHUMM Oakrepisimu. JIns JikyBaHHs
BKa3aHWX [HQEKUiH HUIPodIOKCAUMH CJTiJl 3aCcTOCOBYBAaTH y KoMOiHauii 3 BiAmoBigHUMHU
aHTHOaKTepiaTbHUMMU 3acO0aMHU.

Cmpenmoxkokosi ingexuii (sxmouarouu Streptococcus pneumoniae).

Hunpodnokcalud  He peKOMEHIYETbCS  JUIA JIKYBaHHS  CTPENTOKOKOBUX iH(eKIiii uepes
HEIOCTATHIO €)EKTUBHICT.

Ingexyii cmameeoi cucmemu.

DTOPXiHONOHPE3UCTeHTHI wWTaMu Neisseria gonorrhoeae MOXYTh CIPUYUHUTH TOHOKOKOBHIA
YPETPHT, LEPBILHUT, OPXOSHITUANMIT Ta 3aMaNbHi 3aXBOPIOBAHHS Ta30BUX OpTraHiB.

Binnoginuo, uunpodiokcamu ciix 3acTocoByBaTH ISt JTiKyBaHHS TOHOKOKOBOIO ypeTpury abo
UCPBIUMTY TiNBKA 3a YMOBH BHUKIIOYEHHS Y Neisseria gonorrhoeae pPe3UCTEHTHOCTI O
UUIPOQIOKCAUHY.

Emmipuyny Tepaniio uMnpodokcaudHoM NpH OpXOSMiMAMMITI Ta 3amalbHUX 3aXBOPIOBaHHAX
OpraHiB Majloro Ta3a MOXHAa 3aCTOCOBYBaTH JHIIC y KOMOIHALii 3 iHIIMME BIATIOBIAHUMU
aHTHOaKTepiaNnbHUMH 3aco0amMu (HaNpUKIIa, uedanocnopunamMu) 3a BUHATKOM KIIiHIYHHX CUTYaLlil,
KOJIM BUKIIFOYCHO HaABHICTh HUMPOGIOKCAMHPE3NCTEHTHUX ITaMiB Neisseria gonorrhoeae.
Slkuio yepes 3 Hi He HacTae KIiHIYHE TTOKpALICHHS, Tepariro CJIi MmeperisaHyTH.

Inghexyii cewosozo mparxmy.

Y kpainax €pporneiicekoro Coro3y criocTepiracTbes pi3Ha Pe3HCTEHTHICTD 10 GTOPXiHONOHIB 3 Boky
Escherichia coli, naiinomupenimoro 36y 1nuka, 1o cnpu4uHsA€ iHdexuii ceyoBuBinamux nusxis. ITix
Hac MNpU3HAYCHHA Tepamii JTiKapsAiM PeKOMEHIYEThCS BPAaXOBYBATH MiCLEBY MOUIMPEHiCTh
pesuctenTHoCTi Escherichia coli no ¢TopxiHomoHis.

BBaxaeTses, MO OJHOPa3oBi 03K UMNPODIOKCALMHY, SKi MOXKHA 3aCTOCOBYBaTH IIpH
HCYCKIIAHEHOMY WHCTHUTI Y JKIHOK MEpeKIiIMaKTePHYHOTO TEPioy, € MEHII edexTHBHUMU, HiX
TpUBaJlilIA Tepanis mpenaparoM. Llei ¢akT HeoOXimHO BpaxoByBaTH, 3BaXKar04M Ha 3pOCTAlOYMid
piBeHb pe3ucTeHTHOCTI Escherichia coli 1o XiHOMOHIB.

Iumpaabdominanvui ingexuyii.

Hani wono edexTMBHOCTI LUNIpOdIOKCALMHY MpH JKyBaHHI HOCTOMepalifHUX iHTPaabIOMiHATLHIX
ekt obMexeHi.

Hiapes manopisnuxis.

Ipu BuOopi npenapaty ciiz B3aTH 10 yBaru iHdopmaLio PO PE3UCTEHTHICTH 10 HHIPODIIOKCAUHY
BIZINOBIIHMX MIKPOOPraHi3MiB y KpaiHax, siki 6y Biisigani.

Inghexyii kicmox ma cyenobis.

Hunpogokcaluy ¢l 3acTOCOBYBaTH B KOMGIHALIT 3 IHITUMH aHTHMIK
BIJI pe3yJIbTaTiB MiKpOOIONOrUYHOrO MOC/IIKEHHS.

Jlezcenesa popma cubipcvroi supasxu.

Ans-goxymenTi
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3acTocyBaHHsI IFOAAM IPYHTYETHCS HA NAHUX BH3HAYCHHS YYTIMBOCTI i1 Vifro, OCIiIiB Ha TBApUHAX
Ta Ha OOMEXEHHX JNaHHX, OTPUMAHMX ITiJ dYac 3aCTOCYBaHHA JOAMHI. Jlikap TMOBHMHEH isSTH
BIIMOBITHO 10 HaLliOHATEHUX Ta/abo MDKHAPOTHUX MPOTOKOIB TiKyBaHHs CHOIPCHKOT BHPa3KH.
Himu

3acTocyBaHHs UHMIPODIOKCAIMHY TiTSM MOTPIOHO IPOBOAMTH 3TiIHO 3 YHHHUMMU OITITHAMHI
pekoMeHnaniamu. JliKyBaHHS i3 3aCTOCYBAaHHAM UUIPOQIIOKCALMHY TMPOBOAMTE JIHIIE JaiKap i3
JOCBI/IOM JIIKYBaHHS AiTeH, XBOPUX Ha KiCTO3HMIA $hi6po3 Ta/abo TKKI iHpeKILiT.

Hunpodokcanus copuymHiB apTpomarito ONOpHUX Cyra00iB y He3pinux Teapuu. Jlani npo
Oesmeky, OTpHMaHi 3 paHIOMI30BAHOrO TOABIHO  CIIMOrO JOOCHIIKEHHS  3aCTOCYBAHHS
HNpodIoKcaunny AitaM (Lunpodaokcanus: n = 335, CepelHil BiK = 6,3 poKy; rpyna NnopiBHIHHS:
n = 349, cepenniii Bik = 6,2 poKy; BiKOBHil mianazon — Bix | 10 17 poKiB), BKa3ylOTh Ha 4acTOTY
BUHHKHCHHS apTPOIIaTii, K, HMOBIPHO, MOB’3aHa i3 3aCTOCYBaHHAM npenaparty (Bigpi3HACTHCS Bij
KJIIHIYHUX O3HaK Ta CUMIITOMIB, TTOB’I3aHUX 3 YPOKEHHSIM 0€310CEpeIHBO CYro0iB), Ha 42-if meHb
BIZl IOYATKy 3aCTOCYBaHHS MNpenmapaTy B mexkax 7.2 % Ta 4,6 % B OCHOBHIN rpymi Ta rpymi
NOPIBHAHHSA BiAMOBigHO. YacToTa BHHUKHEHHS apTpomarTii, MOB’A3aHOi 3 Mpernaparom, depes 1 pix
criocrepexenst Oyna 9 % Ta 5,7 % BigmosimHo. 3pocTaHHS KiTbKOCTI BUIAJKIB apTpOMNariii,
TMOB’SI3aHMX 13 3aCTOCYBAHHSM TIpenapary, Oyno cTaTHCTHYHO HeszHauymuM. OaHak JKYBaHHSA
UUNPO(IOKCAIMHOM [iTell Ta MiMTITKIB Mae PO3MOYUHATHCSA TIABKHM ICHA PETENHHOI OLIHKH
CTBBIIHOLICHHS KOPUCT/PU3NK Yepe3 MOKITHBHIT PUIHK PO3BHTKY NOOIYHHX peakiii, MOB’ I3aHHX
i3 cyrnobamu Ta/abo NpUIErTUMH TKAHHHAMM.

bpownxonezenesi inghexuyii npu KICMO3HOMY (DIiOpO3I.

Y KIIHIYHI T0cTiUKeHHs GYI0 BKIIOYEHO TiTei Ta MiuTiTKiR BikoM 5—17 pokiB. Binbir obmexeHuit
JIOCBIA JIIKYBaHHsA 1iTel BikoM Bia 1 10 5 pokis.

Yexnaouneni ingpexyii cewogozo mpaxmy ma nienonepum.

Chit po3risHYyTH MOXIHUBICTH NiKYBaHHS iHpeKkUill ce4oBOro TpakTy i3 3aCTOCYBaHHAM
HUNpoGIOKcaMHy, KONH iHIIE JiKyBaHHS HEMOXITHBE. JIiKyBaHHs TIOBHHHO TPYyHTYBAaTHCSI Ha
pe3ybTarax MiKpoOioJOTIYHOro JOCTiIKEHHS.

3a JaHUMU KITIHIYHUX JOCHIKEHB OLiHIOBATU 3aCTOCYBaHHs UUIPOGIOKCAUHY JiTAM Ta MiJTiTKaM
BiKOM 1-17 poxkiB.

Inwi cneyugiuni msowcki ingexyir.

3acTocyBanHs UUIPOQIOKCAUMHY MOXKe OYTH BUIIPAaBJaHE 3a pe3ylnbTaTaMH MiKpOOiOJIOTi4HOTO
JOCIIDKEHHS y pa3i iHIMX TSOKKUX iHGeKuii 3rigno 3 opiuiiHUMU peKoMeHaUisIMi abo micis
PETENEHOI OLIHKY CTIiBBIHONICHHS KOPUCTE/PU3HK, KOJNH iHIIE JiKyBaHHS 3aCTOCYBaTH HE MOXHA
abo KONM 3arabHONPUAHATE TIKYBaHHSA BHABMIIOCK HeeCKTUBHUM.

3acTocyBanns UMNpodIOKCalMHY y pasi cneuuiYHUX THKKHX iHQEKIiN, OKpiM 3ragaHux BUIIIE, HE
OLIHIOBAJIOCH Y XO/Ii KIIHIYHMX JOCIIKEHB, a KITiHi9HUi JO0CBiI — oOMexeHuit. OTxe, 10 TiKyBaHHS
MALI€HTIB i3 TAKUMH iHPEKLiAMU PEKOMEHTYETBCS MiIXOIUTH 3 00epexHICTIO.

Hiosuwena uymnusicms 0o npenapamy.

linepuyTnuBicte Ta anepriumi peakuii, BKIHOYarOYH aHadinakTudni/aHadinakroinui peakii,
MOXYTh CIIOCTEpIraTHCs TICNSA 3aCTOCYBaHHS Pa3oOBOi JO3H LUNPOGIIOKCAMHY (IUB. PO3MiT
«ITobivHi peakuii») Ta mnpercTaBIATH 3arpos3y JUIA JKMTTA. Y TakoMy pasi 3acToCyBaHHS
UUNPODIOKCAUMHY HEOOXiZHO MPUMUHUTH |, Yy pasi HeOOXiIHOCTi, IPOBECTH HaJeKHE
MCIUKAMEHTO3HE JIIKyBaHHS.

Ipononzosani, ineaniouzyroui i nomenyiino Heobopomui nobiuni pearuii.

Y nmauieHTiB, SKi OTPEMYBAIIH XiHONOHY Ta GTOPXIHONOHHU, HE3aTEKHO BiJl BIKY i HassBHOCTI (hakTOpiB
PU3HKY, OyiM 3apeecTpoBaHi IyXe pigKicHI BUMagKy TPUBAIMX (KiNbKa MicsUiB abo pokiB)
IHBaJTi IM3YIOUHX | MOTEHLiHO HeOBOPOTHHX CEpHO3HUX MOOIMHNX peakiil, o BIUIMBATK HA Pi3Hi
CHCTEMH OpraHi3My (OIOPHO-PYXOBHIA allapaT, HEpBOBY CHCTEMY, TICUXIKY Ta OpPraHU YyTTH).
3actocyBaHHs UMNPOQIOKCALUUHY CIig HeraifHo NPUNIHHUTH MiclS MOABH MNEpIIMX 03HaK abo
CHMIITOMIB Oy1b-KOT cepiio3HOI MOGIuHOT peakii, a mamicHTaM ciin 3BEPHYTHCA 32 KOHCYJILTALi€r0
JIO JIiKaps.

Crenemno-m’s1306a cucmema. P uscalie Y

3arajiom UUNPoGIOKCALNH He MOKHA 3aCTOCOBYBATH TALIEHTAM i3 3aXBODIGBAH HSR{L
MONIOHUMHU PO3NTAaZlaMH, MOB’S3aHUMM i3 3aCTOCYBAHHAM XIHOJIOHIB, tied
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PIAKICHUX BHIAJKaX Micis MikpoGioIoriYHOro OCHipKEHHS 30yJHHKA Ta OLIHKM CIiBBiAHOLICHHS

KOPUCTE/PU3NK LMM TMALi€HTaM MOXHA MPH3HAYATH LHTPOQIOKCAUMH s JKYBaHHS OKpPEMHX

TOKKUX IHEKUIHHUX TPOTECiB, a caMe — y BHIAAKy Hee(hEeKTUBHOCTI CTaHIapTHOI Tepamii aGo

OakTepianbHOI PEe3UCTEHTHOCTI, KO Pe3yIbTaTH MIKpOOIOJIOTIYHIX JOCTIKEHb BUTIPABIOBYIOTh

3aCTOCYBaHHS HUMPOGIOKCALIUHY.

Tenounim ma pospus cyxoxcune.

TennuuiT Ta po3puB cyxoxumisa (30kpeMa axijuIoBOrO), iHOMI JBOGIYHUI, MOXKYTh BUHHKATH BXKE

MpOTAroM 48 roAMH Micyls MOYaTKy JTiKyBaHHS XiHOJOHAMH Ta GTOPXIHOIOHAMH | HABITH YHPOIOBXK

ACKIIBKOX MiCAIIB ITiCIIS IPUIIMHEHHS TiKYBaHHS. PH3HK PO3BUTKY TEHJUHITY Ta PO3PHBY CYXOKHIb

MIBUILYETCS Y MAI[€HTIB JITHBOIO BiKY, MAL[i€HTIB i3 NOPYUWEHHAMHU QYHKIIT HUPOK, MALI€HTIB i3

TPaHCITAHTOBAHUMH OpPraHaMM Ta y MAUi€HTiB, fKi OTPUMYIOTH JIKYBaHHS i3 3aCTOCYBAHHAM

KOPTHKOCTEPOILiB (auB. po3ain «ITobiuni peakuii»). TakuM YuHOM, Cij YHUKATH OJTHOYACHOTO

3aCTOCYBaHHA KOPTUKOCTEPOIIiB.

Ilpu BUHUKHEHHI OyIb-SKHX O3HAK TEHIUHITY (Hampukiax OGomoumii HabpsK, 3amancHH:)

3aCTOCYBaHHA UUMPO(IOKCANHY HEOOXiHO MPUITHHUTH, TaKOXK CITiJl PO3MIIAHYTH albTCPHATHBHE

TIKyBaHHs]. YpaKeHi KiHIIBKH CJIix JIIKYBaTH HAJIECKHUM YHHOM (Hampukiaz, iMMOOinizamis).

KopTukoctepoinu He 3acToCOBYBaTH Y pasi BAHHKHEHHS 03HAK TEHIMHOMATIL.

Lunpodokcalns 3acTocOByBaTH 3 00EPEKHICTIO NALIEHTaM i3 MiacTeHiero rpaBic uyepe3 MOXIIUBE

3aroCTpeHHs CAMITOMATHKH BKa3aHOTO 3aXBOPIOBaHHs (IIUB. po3ain «[To6ivHi peakiii»).

Domouymnugicms.

Hoseneno, mo mUMpodOKCAUMH CIpUYMHSE peakiii doroyyrnueocti. IlamienTtam, ski

3aCTOCOBYIOTh MIPO(IOKCALMH, PEKOMEHTYETBCS TTi T 9ac JIiKyBaHHSA YHHKATH IPSIMOTO COHSYHOTO

cBiTia abo Y®-punpominenns (aus. posain «ITob6iuni peakuinm).

Llenmpansna nepeosa cucmema.

Binomo, mo uunpodnokcauunn, sk i iHWi XiHOTOHM, MOXe CHPHUHHATH CyaoMHU abo 3HHXYBAaTH

Mopir CyloMHOT TOTOBHOCT. TTOBIZOMISIIM NMPO BHNAAKH PO3BHTKY eNiIENTHYHOIO cTartycy.

[unpodnokcaluH 3acTocOBYRATH 3 0BEpPEKHICTIO MA[iEHTAM i3 po3yiagaMu HEHTPAIBHOT HEPBOBOT

cucremu (IJHC), siki MOXKYTh MaTH CXMIBHICTH 0 BUHHKHEHHS cynoM. Ilpm BUHUKHEHHI cymoM

NpUioM LUIPODIOKCAMHY CliJ NpUIMHUTH (1uB. po3xin «IToGiumi peakuii»). Hagite micns

TEpIIOro 3aCTOCYBaHH:A LHIPODIIOKCALUNUHY MOJKYTh BUHHKHY TH IICUXOTHYHI peakiii. Y noo MHOKNX

BHIAJKaxX Jenpecis abo MCHX03 MOXKYTh MPOTPECYBATH 10 CYIUMAATEHAX TYMOK Ta BYHHKIB, TAKHX

AK camorybctBo abo ioro cmpoba. Y uMX BUMagKax 3aCTOCYBaHHA UUIPOQIOKCALMHY CIIif]

NPUITUHUTH.

lepugepuuna neiiponamis

V' nmauienris, ski 3acTocoByBanH UUNPoOdIOKCALUH, CHOCTEpiranucs BUIAIKA CEHCOPHOT abo

CEHCOMOTOpHOT TONiHeApONarii, Mo NPU3BOJWIM [0 MNapecTeHii, rimecresii, amzecresii a6o

cnabkocri. ITanieHTam, sKi 3acTOCOBYIOTH uunpodIokcauum, ciia noinhopmysatu cBoro mikaps

Tepes MPOAOBKCHHAM JIKYBAHHS, SKIIO PO3BMBAFOTHCS CHMIITOMH Hefipomarii, Taki sk 6ib,

NCYIHHA, MOKONIOBAHHS, OHIMIHHA a60 crmabkicTs, moO6 3amobirTu PO3BHUTKY TMOTEHI{IHO

HE00OpOTHOrO cTany (1uB. posain «Ilo6iuni peakiiiy).

Cepyesi poznaou.

Crin 3 oGepexHicTIO 3aCTOCOBYBAaTH (TOPXiHOIOHH, B TOMY YHUCIi UUIPOGIOKCAIMH, MaLliEHTaM 3

(haxTopamu pusmKy moxosxeHHs inTepBany QT, 30kpema:

. pH CMaJIKOBOMY CHHIPOMI MOJOBXEHHS iHTepBany QT;

. Y BUTIaJIKy OJHOYACHOI'O 3aCTOCYBaHHS MPENaparis, MO MOXYTh MIOJOBXKYBATH iHTepBan QT
(Hanpukian npoTHapuTMidHI 3acobu knaciB IA Ta III, TPULHUKIIYHI aHTHICNpPECaHTH,
MaKpOJIiIi, HEHPOIEeNTHKH);

° IPU  HEBIJIKOPUTOBAaHOMY  EIIEKTPOJIITHOMY  AucOanaHnci (HanmpukiIax  TiMoKatieMis,
rinoMarHiemis);
° Y pasi HasBHOCTI 3aXBOPIOBAHB Ceplisl (HAMPUKIIAL cepleBa HEIOCTaTHICTh, iHGapKT Miokapaa,

Opanukapis).
TanienTH niTHEOTO BiKY Ta XIHKM MOXYTBH MpPOSBIATH Oy qY TIHBICLE
0

nonoexyiote QT. Tomy cmin 3 obepexHicTio 3acTocoByBaTH d)TOp;Zvﬁi
UHIPOGIOKCAUMH, Y HMX TIPyNax XBOPUX (OHB. pO3Iinu <<Cnoci63{"-'
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«B3aemMonis 3 iHImmMMH JIKapChbKUMHU 3aco0aMM Ta iHINI BUIH B3aeMo1i», «ITobiyni peaxuiim,
«IlepenosyBanus).

Anespusma aopmu i poswapyeanns aopmu ma pezypzimayis cepuesozo kianana.

PesynpTaty enigeMionoriuHUX HOCTiIKEHD CBIAYATH MPO IMiABUIEHHUIH PH3MK aHCBPU3MHU aOpTH Ta
PO3IIAPYBaHHA AOPTH, OCOONHMBO Y TAWiCHTIB JITHBOrO BiKy, Ta perypritauii aopTankHOTO Ta
MITPaIbHOTO KianaHie micis npuitoMmy dTopxiHomowis. [Tosimommanocs PO BUIAJKH aHEBPU3MU
AOpTH Ta po3MapyBaHHA AOPTH, MO CYNPOBOUKYBAIKCSA PO3PUBAMU A0PTH (BKIIIOYAIOUH JIETAIbHI
BUMAJIKH), Ta NPO pPerypriTauito/He0CTaTHICTh GYIb-KOr0 3 KJalaHiB cepus y Malli€HTiB, AKi
npuiiMaTi GoTopxiHonoHu (aue. posain «To6iuni peakuiin).

Tomy dTopxiHOTOHM cnix 3acTocOByBaTH IHIme Tmicis peTenbHOl OWIHKM CHIBBIIHOMIEHHS
KOPHCTI/PU3HKY i MiCIIA pO3IIsiAy iHIIMX BapiaHTIB Tepartii NalieHTaM 3 QHEBPHU3MOIO YA BPOAKEHOIO
BAJIOK0 CEPUCBUX KJIaNlaHIB B CIMEWHOMY aHaMHe3i, ab0 TallieHTaM 3 JiarHO30M aHEBpU3Ma a0PTH
Ta/abo po3uIapyBaHHIM aopTH, abo i3 3aXBOPIOBAHHAM CepUeBOro Kiamnany, abo y pasi HagBHOCTI
IHIIUX (haKTOPiB PU3KKY YH CTIPUATINBHIX YMOB, a CaMe:

- SIK 1 JUIS aHEBPU3MH aOPTH | pO31IapyBaHHi a0OpTH, Tak i I perypriranii/He0CTaTHOCTI CeplEeBOro
KTanaHa (HanpuKIaj, 3aXBOPIOBAHHS CHOJTYYHO! JaCTHHHM, TakKi SIK cunapoM MapdaHna, cuHIpOM
Enepca—/lannoca, curapom Tepuepa, xBopoba Bexuera, TiNepTensis, peBMaTOiXHHI apTpuT) abo
J0JJaTKOBO

- AUt aHCBPU3MHU aOPTH ab0 po3UIapyBaHHs aopTH (BKITIOYAOMH CYJMHHI 3aXBOPIOBAHHSA, TaKi K
aprepiit Takascy, TiraHTCBKHH KIITUHHMI apTepiit, aTepockiepos, cuniapom Illerpena)) a6o
JI0J1aTKOBO

- U perypriTauii/HeI0CTaTHOCTI CepLeBoro KianaHa (HalpHKIIa, IHGEKUIHHU eHIoKapIuT).
Pu3nk posBuTKy aHeBpu3MHU Ta po3iuapyBaHHs A0PTH, a TAKOK X PO3pMBY NiABUILEHUWI Y MMaL[icHTIB,
AKi OTPUMYIOTB JIIKYBAaHHS OJIHOYACHO i3 CHCTEMHHMHM KOPTUKOCTEPOiJaMH.

Y pasi panToBoro 6010 y KHBOTI, rpyAaX a60 CIIHHI MaLieHTaM cil MOpagUTU HETalHO 3BEPHYTHCA
10 JiKapsl y BiJIiIEHHS HEeBiqKIaQHOT JOMOMOTIH.

[TanienTam ciix pekoMeHIyBaTH HeraifHO 3BEpHYTHCA 38 MEIHIHOIO JOMOMOTORO Y pa3i BAHUKHEHHS
TOCTPOI 3a/IMIIKH, HOBOTO Hallady NMPUCKOPEHOTO CepUeGHTTS abo PO3BHUTKY HAOpSKY )XHBOTa YU
HIDKHIX KiHI[IBOK.

Hucenikemis.

pu 3acTocyBanHi XiHONOHIB TOBIZOMISNOCS PO MOPYIICHHS PIBHS [IOKO3H B KPOBI, BKJIFOYAFOYH
AK TINOINiKeMio, Tak i rimepriikemiro (quB. posmin «[loGiumi peaxuii»), o crocTepiranucs
3a3BMYall y MAL[€HTIB i3 UYKPOBMM HiabeToM, sKi OTpHMYBajH CYNYTHIO TEpaIiio MepopanbHUM
LyKpOSHWXYBAIbHUM TpenapaTtoM (HanpHKIaj CniGeHKIamigoM) abo incyminoM. 3adikcoBaHo
BUMAAKH TiOMIIKeMi4HOI KoMu. XBOpPUM Ha LYKpPOBHI HiabeT pEKOMEHIYETHCS peTeNbHHil
KOHTPOJIb PIBHS [IFOKO3H Y KPOBI.

LlInynxoso-kuwxosuii mpaxm.

BuHuKHEHHS NPOTAroM abo micis NiKyBaHHS TSKKOT i CTilKol Hiapei (HaBiTh Yepe3 JeKilbKa THKHIB
TiCHIs JTIKyBaHHS) MOXE CBIIYUTU MPO PO3BHTOK aHTHO10THKACOLIHOBAHOTO KOJITY (3 MOMTHBHM
JICTAIbHUM HACJTiIKOM) Ta IOTpedyBaTH HEBiAKIaIHOTO NiKyBaHHS (IHB. posain «ITo6iuni peakiiin).
YV TakuX BHTagKaX 3acTOCYBaHHS HMMPOQIIOKCALMHY HeOoOXiaHO NPUIAHUTH i PO3MOYATH
BIAMOBiAHY Tepamito. JIiKapceki 3acofu, fKi MpPUTHIYYIOTEH NEpUCTATIbTUKY, IPOTHIOKA3aHi y
BKa3aHii KIiHIYHIK CUTYaIlii.

Hupxu ma ceuwosudinona cucmema.

HoBigomisinocs mpo kpucTanypiro, MoB’s3any i3 3aCTOCYBaHHSAM UHNPOQIOKCAUUHY (IUB. O3
«IloGiuni peaxuii»). [TanienTu, ki MpuitMaroTs UUOpOGIIOKCalIMH, TOBHHHI OTPUMYBATH JOCTATHIO
KiTBKiCTh piguau. CITil yHHKATH HaIMipHOT JTY’KHOCTI ceyi.

Llopywenns @dyuxyii Hupox.

Ockinbku uunpodIIoKCatH BUBOIUTECS MEPEBAXKHO y He3MiHeHili GopMi HUpKaMu, 1S MalieHTiB
3 MOpYMEHHAM QYHKUII HUPOK HEOOXiAHO NMPOBOJIUTH KOPEKINO H03M, SK OMHCAHO y posmimi
«Croci6 3acTocyBaHHA Ta HO3U», OO YHUKHYTH MiIBUIIEHHS YacTOTH NOOGIYHHX peaKiii,
CIPUYUHEHUX HAKONMUYEHHAM LUNPOQIOKCALMAY. a“m"”’\%’
Ienamobiniapua cucmema. R R
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[Ipu 3acTocyBanHi MIPOdIOKCAUNHY MOBIZOMIIAIOCS [IpO BUMAJKH PO3BUTKY HEKpPO3Y IIEYiHKH Ta
TMEeYiHKOBOI HEJOCTATHOCTI, IO 3arpPOXye SKUTTIO MallicHTa (mue. posain «ITobiuni peakuii»). ¥
BUMANKY MOSBM OyAb-AKMX O3HAK | CHMIITOMIB 3aXBOPIOBAHHS MEYiHKH (Takux sSIK aHOopekcis,
PKOBTSHHLA, TEMHA ceya, cBepOik abo HalpyKeHICTb MepeHboi YepeBHOT CTIHKM) JIIKyBaHHS CIIij
MPUMTHHHUTH.

Heiyum enoxoz0-6-pochamoeciopozenasu.

Ipu 3actocysanHi HunpodokcaluHy moBizoMIsSIOCH NpO TEMOJITHYHI peakIii y mauieHTiB i3
AeinUTOM IMIoK030-6-dochataeriaporenasu. Crin YHUKAaTH 3aCTOCYBaHHA LMOPOGIOKCALUHY
TakuM Nali€HTaM, 3a BUHATKOM BHTAjKiB, KOJM MOTEHIiHA KOPUCTH nepeBaXxkace MOTEHI[i HHUIA
pU3UK. ¥V TakoMy pasi clli criocTepiraTy 3a MOXKITHBOIO TIOSBOIO reMOJTi3y.

Pezucmenmnicme.

[lix wac abo micnsa Kypey mikyBaHHs UHMIPODIOKCAUMHOM PE3UCTEHTHI GaKTepii MOXyTh GyTH
BUiIEH], 3 a60 6e3 KiHiYHO BU3HAYeHOT cynepindekuii. Moxe iCHYBaTH TIEBHUI PU3MK BUIINICHHS
IUIPO(IOKCAUNHPE3UCTEHTHUX GaKTepiil 11 Yac TpUBAMNX KypCik TIKyBaHHS Ta TPH JIIKYBaHHI
BHYTPIIIHBONIKAPHAHUX iH(eKIid Ta/abo iHdexmii, CHPUYUHEHUX BUIAMU Staphylococcus i
Pseudomonas.

Llumoxpom P450.

Lunpognokcauun npurkiaye CYPIA2 i Tomy Moxke CHIPUYMHHUTH TiJBUIICHHA CHPOBATKOBOT
KOHIIEHTpaNil OJHOYACHO 3aCTOCOBAHHX PEYOBHMH, SKi TAKOK METaboMi3yIOThCA LM dbepmeHnTOM
(Hampuknan  TeodimiHy, KiIO3amiHy, onmaH3amiHy, POMIHIPONY, TU3aHiNUHY, dyJOKCETHHY,
aromesatuny). OXHOYaCHe 3aCTOCYBaHHS LHIPOGIOKCAIMHY i TH3aHiXHHY npoTtunokaszane. Orxe,
3a Maui€eHTaMH, AKi 3aCTOCOBYIOTH Ili PEYOBMHM OJHOYACHO 3 HUOPO(IOKCAIIMHOM, CITiJl YBaXHO
CIOCTEPIraTH IOAO MOXKIMBOTO BMHMKHEHHS KIIHIYHUX O3HAK nepego3yBanHa. Takox Moxke
BUHUKHYTH HCOOXINHICTh Y BU3HAYEHHI CHPOBATKOBUX KOHIEHTpALiii (nanpuknan, teodininy) (aus.
po3ain «Bzaemozist 3 iHIIUMY NiKapCEKMMU 3ac06aMH Ta iHILI BUIH B3AEMOJTIiY).

Memompexcam.

OnHovacHe 3aCTOCYBaHHs HUIPO(IOKCAMHY | METOTpeKcaTy He PEKOMEHIYETHCS (OUB. pO3iN
«Bzaemozis 3 IHIDUMHU NiKapCEKUMH 3aco0aMH Ta M1 BUJIA B3aEMOJII).

Bnnue na pesynomamu nabopamopnux ananizie.

Hunpogiokcauun in vitro MoXe BIUIMBATH Ha pe3ysIbTATH nociBy Ha Mycobacterium tuberculosis
UISXOM MPUTHIYCHHS POCTY KyJNBTYPH MiKOGAKTepiil, 0 MOXe MPH3BECTH 10 XHOHOHEraTHBHUX
pe3yNbTaTiB aHallizy NOCIiBY y MALi€HTIB, AKi TPUHMAIOTEH LUNPODIOKCALIMH.

Llopvwuenns sopy.

ITpu noripmeni 3opy abo 1pu 6yab-sKOMy BilMyTHOMY BILUTHEBI Ha oui CJTiJ HeraiiHo 3BEPHYTHCS 10
JiKaps.

Hampiii.

1 Tabnerka, BKpUTa IUIIBKOBOIO OOOJIOHKOIO MICTUTH 2,227 mr (0,097 mmone) Hatpito. OcKinbKH
npenapar MiCTHTb MeHIe 1 MMOJIE HaTpito (23 Mr) Ha TaGIeTKy, HOrO MOYHA BBAYKATH [IPaKTUYHO
BUTBHUM BiJl HATpIIO.

3acmocyeanns y nepioo eazimmocmi a6o 200yeanns 2pyooro.

Bazimuicme.

Haui wmomo 3actocyBaHHS UUNPOGIOKCALUHY BariTHAM AEMOHCTPYIOTh BIICYTHICTH DPO3BHUTKY
Maibdopmaliit abo gpeTo/HeoHaTaNTBFHOT TOKCHYHOCTI. Hocuinn Ha TBapUHaX He BKa3yIOTh Ha IPSIMUA
abo HeNpsAMHUii TOKCHYHHIA BIUIMB Ha PENPOTYKTHBHY dyHKUito. ¥ Monogux TBapuH i TBapHH, 110
Oynu mimmaHi BIUTHBY XiHONOHIB JO HapOKeHHS, CIIOCTEpIraBCs BIUIMB Ha HE3PiMy XpALIOBY
TKaHHHY, TOMY HE MOXHA BHKJIFOUHTH IMOBIpHICTh TOTO, IO MpenapaT Moxe OYTH LIKiIJHBUM IS
CYTIIO0OBHX XpALIIB HOBOHAPODKEHHX/Mona. ToMy y mepiox BariTHocT Kpalie yHHUKaTH MpuioMy

UHUIIPOQIIOKCALIHHY .
Y <HOME CHHSA
R
ﬂ&
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DTOPXiHOJIOHH, 10 SKHX HANEKUTH UHIPODIOKCALHH, MOXYTb BINIMBATH Ha 3/1aTHICTHL IMallicHTa
KEpyBaTH aBTOMOO1IEM abo NpaloBaTH 3 MeXaHi3MaMH depes peakuii 3 6oxy LIHC (qus. posgin
«ITobGiuni peakuii»). ToMy 3paTHiCTh KepyBaTH ABTOTPAHCTIOPTOM Ta IPALIOBATH 3 MeXaHi3MaMHU
Moxke OyTH nopyuieHa.

Cnocio 3acmocysanns ma oo3u.
Jlo3a BU3HAYACTBCA 3TiAHO 3 TOKA3aHHAM, TKKICTIO Ta MicIeM iHexuii, gyTnuBicTIO Opramizmy
(oprauismiB) — 36yaHnka (36yIHUKIB) 10 LHUIPO(DIOKCAMHY, HUPKOBOIO (DYHKIIIEIO MallicHTa, a y
NiTeH — BIAMOBIAHO JI0 MacH Tina.
TpuBamicTe JNiKyBaHHS 3aNEKUTH Bill TSKKOCTI nepebiry 3aXBOprOBaHHSA, 0COOIMBOCTEH KITiHIYHOT
KapTHHHU Ta THUMY 30YIHHUKA.

JlixyBaHHS iHEKUiH, CIPUYUHEHUX TEBHUMHU bakrepismu (Hanpukian Pseudomonas aeruginosa,

Acinetobacter abo Staphylococci), Moxe BUMaratu 3aCTOCYBaHHS BHIIMX 103 HUNPOIOKCANUHY Ta
OAHOYACHOTO NMPU3HAYCHHS IHIINX HEOOXiTHUX aHTHOAKTepiaTbHUX MpenapaTiB.

Jlikypanns peskux iHdekuiil (HampuKiIay 3amaTbHHX 3aXBOpPIOBaHL OpraHiB Majoro Tasa,

IHTpaabIoOMiHaNLHUX iHDeKUil, indekuiii v mnauicHTiB i3 HeHTporneHieto, iHdeKii KicTok Ta
CyrnobiB) Moxe BMMaraTH OJHOYACHOTO MPU3HAYCHHS iHIINX HEeOOXITHUX aHTHOaKTepialbHUX
Tpernaparip 3aJieXXHO BiJl BUy BUABJIECHHX MAaTOreHIB.

Lopocni

Ilokazanus

Hdoboea no3za, Mmr

3aranbHa TpuBadicTh
JIKyBaHHA (MOXKe
BKJIIOYaTH NOYaTKOBeE

CE4YOBOI0 TPAKTy

FOCTPUMA LUCTUT

106y 1o 500 mr aBiui
Ha 100y

napeHTepajibHe
3aCTOCYBaHHSA
nunpodaokcanuny)
Indexuii HIKHIX IUXaNTbHUX HUTAXIB Bix 500 mr agiui Ha 7-14 nuis
100y o 750 mr aBiyi
Ha 100y
Tadexuit 3arocTpeHHs Bix 500 Mr ggiui Ha 7-14 nuir
BEPXHIX XPOHIYHOTO CHHYCHTY | 100y 10 750 Mr aBiui
JUXATBHUAX Ha 100y
UUISIX1B XpOHIYHMI THIMHUI Bix 500 mr agiui Ha 7—-14 nHiB
OTHT CEPEIHBOIO ByXa | 100y mo 750 Mr aBiui
Ha 100y
3IOSIKICHHM OTHT 750 mr xBidi Ha 106y | 28 aHiB 10 3 MicAwuiB
30BHIUIHBOIO ByXa
[Hdexuir Heycknannenuit Bix 250 mr aBigi Ha 3 mHI

Kinkam nepex MEHOTIIay30H MOXHa 3aCTOCOBYBATH

OgHOpa3oBy 103y 500 Mr

YcknaaHenuit uucetut, | 500 Mr aBivi Ha noby | 7 nHis
HCYCKJIaqHEHU I

niejgoHedpur

VekmagHeHuit Bix 500 Mr gBidi Ha He menmie 10 guiB
nienoHepuT 100y 10 750 Mr aBivi | KestKHUX ocobmu

Ha 00y
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ITokazanusa

HJobosa go3a, Mr

3arajbHa TpUBaicTh
JIKYBaHHSA (MOXKe
BKJIIOYATH 0YaTKOBeE
napeHTepaiabHe
3aCTOCYBAHHS
HHUIPOPIOKCANMHY)

bakTepianpHuii
IPOCTaTHT

Big 500 Mr aBivi Ha
100y 1o 750 Mr aBidi
Ha 100y

Bin 2 1o 4 TuxHIB
(rocTpwii) i Bix 4 o
6 TWXKHIB (XpOHiYHMIA)

IHdekuit ["onokokoBuii yperpur | OmHopasora no3a 1 nenn (0ogHOpa3oBa 103a)
CTaTEBHUX 1 LepBilUT 500 mr
OpraHiB OpxoemiTuauMiT Ta Bin 500 mr aBivi Ha | He menme 14 quis
3anairbHi 106y 10 750 mr aBiyi
3aXBOPIOBAHHS Ha 100y
OpraHiB MaJloro Tasa
Indexuit Hiapes, cippyrHeHa 500 mr aBiui Ha 100y | 1 geHb
IUTYHKOBO- BakTepiaTbHUMH
KHUIIKOBOI'O naToreHamu, 30KkpemMa
TpaKTy Ta inTpa- | Shigella spp., okpim
abnoMiHaNbHI Shigella dysenteriae,
iHb ekl TUI 1, i TSOKKa aiapes
MaHJpiBHUKIB, K
EMIIipUYHE JIIKYBaHHS
Hiapes, cnpuunnena 500 mr gBivi Ha 100y | 5 nHiB
Shigella dysenteriae,
I |
Jiapes, cipuunHeHa 500 mr aBivi Ha 100y | 3 nHi
Vibrio cholerae
Tudoinna nuxomanka | 500 Mr aBivi Ha 106y | 7 auis

Intpaabnominaneui
iH}eKUil, cnpuyrHeHi
rpaMHEraTUBHUMHU
OakTepismu

500 mr gBivi Ha 700y
1o 750 Mr nBiuvi Ha
no0y

Bin 5 no 14 nuis

IH}eKuil WKipH Ta M AKMX TKAHUH

Bix 500 mr agiui na
00y 1o 750 Mr asiui
Ha 100y

Bin 7 no 14 nHig

Indexuii kicTok Ta cyrno6is

Bin 500 mr aBidi Ha
100y 1o 750 mr aBiui
Ha 100y

Makcumaneno 3 Micsui

IManieHTH i3 HelTpONEHictO Ta

Bing 500 Mr ariui Ha

Tepamniro cix

rineprepMiero y pasi mizo3pu momo

OakTepiallbHOTO iHpEKIIHHOTO reHe3y

nuxomanku. [lunpodnokcauun HeobxigHo

3aCTOCOBYBATH OJJHOYACHO 3

BIINOBITHUMH aHTHOAKTEpialbHUMHU

npenapaTamMH 3TiIHO 3 OimiiHUMH
CKOMEHIalli MU

100y 1o 750 Mr aBivi
Ha 100y

HPOJIOBKYBATH YIIPOAOBXK
YCBOIO nepiogy
HEHTpOMNeHil

IlpodinakTuka iHBa3MBHUX 1HeKii,
CIpUIHHEHUX Neisseria meningitidis

Opnnopasora 103a
500 mr

A ask
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IlokazanHs

Ho6ora noza, mr

3arajibHa TPUBAJICTH
JIKyBaHHdA (Moxe
BKJIKOYATH 10YaTKOBE
napeHTepajbHe
3aCTOCYBaAHHA
uMnpodIoKcanuny)

IlpodinakTrka micas KoHTaKTY i
panuKalibHe JIIKYyBaHHA JIETeHEBOT popMu
cubipchKoi BUPa3KH B 0CI0, 110 MOKYTh
OTPUMYBATH JIIKyBaHHS NIEpPOPaALHAM
HUIAXOM, SIKIIO 1€ € KJIIHIYHO
HEOOXiHUM. 3aCTOCyBaHHS NpenapaTy
CJIiJ TOYUHATH SIKOMOTa CKOpIIIIe micis
MMiZI03PIOBAHOr0 ab0 MiATBEPIKEHOTO
KOHTAaKTYy.

500 mr aBivi Ha 100y

60 mHIB 3 qHA
M ATBEPIXKEHOTO KOHTAKTY
3 Bacillus anthracis

Jimu ma nionimxu

IMokazanus

Jo6ora noza, mr

3arajabHa TpuBaJicTh
JIKyBaHHSA (MoOxKe
BKJIKOYATH MOYaTKOBE
napeHTepaiabHe
3aCTOCYBaHHHA
UUIPodIoKCALHHY)

bponxonerenesi iHdekuii, cipuuuneni
Pseudomonas aeruginosa, y nauieHris 3
KicTO3HHM (hibpozom

20 MI/Kr Macu Tina
JBI4i Ha 100y npH
MaxKCUMalbHIi 1031
750 mMr

Big 10 no 14 guis

YceknanreHi iHdexii ceqoBoro TpakTy
Ta rOCTpUH MienoHehpuUT

Bix 10 mr/kr macu
Tina ABiYi Ha 100y 110
20 Mr/kr MacH Tina
JBI4i Ha 100y mpu
MaKCHUMaJIbHINA 1031
750 mr

Bixg 10 mo 21 nguis

Ilpodpinaktuka  micIs  KOHTaKTy i
pafuKaibHE JIIKyBaHHS IereHeBoi popmu
cHbIpCHKOi BUPa3KH B 0Cib, AKi MOXYTh
OTPUMYBAaTH JIKyBaHHA IepopalbHUM
IUITXOM,  SAKIIO € €  KIHIYHO
HEOOXiTHUM. 3acTOCYBaHHS Npenapary
CIIiJI PO3YHHATH AKOMOIO CKOPIIle TicIis
MiZI03PIOBAHOTO  a00  MiATBEPIHKEHOTrO
KOHTAaKTYy.

Big 10 mr/kr wmacwm
TiNa JBidi Ha A00y 10
15 Mr/kr Macu Tina
ABiui Ha 00y mnpu
MaKCUMaJbHIA  103i
500 Mr

Bacillus anthracis

60 IHIB 3 IHA
MiATBEPIXKEHOTO0 KOHTAKTY 3

THIi TSOKKI iHpexmit

20 Mr/kr mMacH Tina
ABI4i Ha 100y, mpu
Makcumymi 750 Mr Ha
JI03Y

Bignosigxo mo tumy

iHp e

Hayiecnmu nimnvo020 gixy

IManienTn TITHEOTO Ble MOBUHHI OTpPHUMYBAaTH O03Y, 06paHy 3TITHO 3 THKKICTIO lH(i)G 3

KITIpeHCOM KpeaTHHIHY MalicHTa.
Huprosa ma nevinkosa nedocmammnicno
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Knipenc xpeamuniny [mn/xs/1,73 m?] KpeatuHin cupoBaTku nepopaibHa J103a [Mr]
KpOBI [MKMOJIB/TT]

> 60 <124 JIuB. 3puyaiine
JI03yBaHHS

30-60 124-168 250-500 mr xoxHi 12
TOJIUHU

<30 >169 250-500 mr xoxHi 24
rOJUHU

IanienTH Ha reMmoianizi >169 250-500 mr koxHi 24
TOJMHHU (TTicJIs Tiamizy)

[MauienTn Ha neputoHeansHOMYy miamizi | >169 250-500 mr koxHi 24
TOIUHH

[TauieHTaM i3  1EYiHKOBOIO HENOCTATHICTIO HeMace HEOOXigHOCTI y 3MiHi  J03yBaHHA
UUNpodIOKCalHHY .

Hocmipkens MO0 103yBaHHS LUNPO(IIOKCaUUHY AITAM {3 MOPYUIEHOK HUPKOBOK Ta/aGo
MEYiHKOBOIO QYHKIIIMH HE MTPOBOIHIIH.

Cnocib 3acmocyeanus.

TabneTku ¢ KOBTaTH He POIKOBYIOUM i 3aMMBATH HEOOXIiTHOW KIIBKICTIO piguuu. Ix mMoxHa
TIpUHMATH HEe3aleKHO Bix npuitomy iki. Ipu mpuitomi HaTmie iroua pPEYOBUHA BCMOKTYETLCS
wename. TabneTku uunpoduokcaunHy He MOXKHA MPUAMATH PasoM i3 MONOUHUMHU [IPOJIyKTaMHU
(HampHUKIa1 3 MOJTOKOM, HOTYPTOM) 260 GPYKTOBUMH COKAMH 3 JIOJTaBaHHAM MiHepaliB (HalpuKiIa
3 aleNbCHHOBUM COKOM, 30aradyeHuM KasblieMm) (IUB. po3fin «Bzaemomid 3 iHImImMuU JTIKapChKUMH
3ac00aMM Ta iHIII BUIH B3aEMOJii»).

Y TSOKKHX BHUNMankax abo SKIO TMamieHT He3IaTHHI npuiiMatn TabneTkn (30KpemMa MpH
CHTCpaJIbHOMY XapuyBaHHI) PEKOMEHIYEThCS PO3MOYMHATH Tepamito i3 BHYTPILIHEOBEHHOTO
BBC/ICHHSA UMNPO(IOKCAlMHy, MOKH He Gye MOXIMBAM NEPEXi] Ha MepopatbHHMil PHHOM.

Iimu.

3actocyBaHHs UHIPOGIOKCALMHY IiTSM MOTPIOHO MPOBOIMTH 3TiAHO 3 YMHHUMHU OdiuiiHMME
pekoMeHaalisMu. JIiKyBaHHs i3 3aCTOCYBaHHAM HUMPOGBIOKCALMHY IOBUHEH MPOBOJMTH JIUILIE JTiKap
i3 IOCBIIOM BEJICHHS JliTeM, XBOPHX Ha KiCTO3HHA $i6po3 Ta/abo TIKKI iHpEKIT.

Hunpodnokcauun cpudiHAB apTpONAaTito OMOPHHX CYr00iB Y MOJIOZAMX TBAPUH.

JlikyBanns uunpodokcaumnoM aiteit moTpiGHO PO3NOYHHATH TITBKU IICISA peTeNbHOT OLiHKH
CHiBBiAHOLICHHSA KOPUCTE/PH3HK Yepe3 MOXKITHBUI PU3HK PO3BUTKY MOOIYHUX peaki(iii, OB’ I3aHUX
i3 cyrno6amu ta/abo HABKOJIUIIHIMU TKAHMHAMH.

Ilepeoo3ysanna.
[MoBimomnany, mo nepeno3yBaHHs BHACTIIOK npuitomMy 12 r npenapaTy NpuM3BOAMIO 10 CHMIITOMIB
MoMipHOi TokcHuHOCTi. ['ocTpe mepemosyBanHs y 1031 16 1 NPU3BOIUIIO 10 PO3BUTKY TOCTPOT
HHUPKOBOI HEIOCTATHOCTI.

CUMNTOMH Tepeno3yBaHHS BKIFOYAIN 3alamMopOY€HHs, TPEMOp, TONOBHHIN OiNb, MNiABUINEHY
BTOMJIIOBAHICTh, CyJOMH, TaltOUMHALI], CIUTYTaHICThH CBIJIOMOCTI, abmoMiHANBLHUIM Auckomopr,
HUPKOBY Ta IMEYIHKOBY HEJIOCTAaTHICTH, @ TAKOXK KPUCTANypio Ta rematypiro. IToBimoMsnu takox
po 00OPOTHY HUPKOBY TOKCHYHICTE.

OKpiM 3BHYaHUX HEBiIKIaIHUX 3aXOJIiB, IO MPOBOAATHCS IIpU MepeI03yBaHHI, peKOMEHI0BaHHii
MOHITOPUHT (yHKII HUPOK, 30KpeMa BH3HAYCHHS pH cedi i mpu HeoOXiqHOCTI - migBHIICHHS iT
KHCJIOTHOCTI JUIS TIONEPEUKCHHS ABUII KpucTamypii. [TauienTd moBummi OTPUMYBATH JOCTATHIO
KUIBKICTB PiIMHU. AHTALKMIH, IO MICTATE Y CBOEMY CKIIa/li KaTbLil ab0 MarHiii, TEOPETHYHO MarOTh
SHIDKYBAaTH BCMOKTYBAaHHs LHIIPO(IOKCALUMHY NPH €Pe103yBaHHi.

3a J10TmOMOror0 reMoializy abo mepUTOHeaTbHOTo Jiai3y BUBOAUTHCS TLUTBKH Hel
uunpodnokcauuny (<10 %). V pasi nepeno3yBaHHsl HeoOXiaHo np, N5
nikyBaHHs. HeobxinHo konTpomosaty nokasanku EKT, ockinbku iHTEpBay

S
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Ilobiuni peakuyii.
HaityacTiwe noeigomisiin npo Taki no6idsi peakuii Ha npenapar K HyZoTa Ta Jiiapes.
HaHi mpo no6ivni peakuii Ha UUNpPoQIOKCALMH HaBEAEHO HIKYE.
Yact YacrtoTa
0 HeBiloMa (e
Kaac cucremu = Hirsaera Fingo Hy:xe pigko TR
—— 1/100 | >1/1 000 o | >1/10 000 xo <1/10 000 BPaXOBYBaTH 10
b (1] <1/100 <1/1 000 ICHYIOYHM
< JTaHUMH)
1/10
Ingexyii  ma rpUOKOBI
iHgasii cynepiHgex
ii
3 boxy eo3uHoUTIA | NelKoneHis aHeMis | TeMOJIiTHYHA
cucmemu HEHTponeHis aHeMis
Kpogomaope- JeHKOIUTO3 arpaHyJoNnuTO3
HH3L ma TPOMOOLIUTONEHIs MaHIUTONEH s
nimMamuunor TpoMOoIHTEMist (nebesneuna
cucmemu pi6) KUATTS)
TIPUTHIYEHHS
byHKiT
KiCTKOBOI'O
MO3KY
(HebOesmeyne
JUIS )KUTTA)
3 boxky imynnoi anepriyui peakuii | anadirakTuani
cucmemu ajepriqumii/ peaxiii,
aHT1OHEeBPOTHUIHMIA aHa(imakTHIHHA
HaOpsk i 1ok
(Hebe3neunuit
JUJIA KUTTHA)
(muB. po3min
«OcobnuBocTi
3aCTOCYBaHHAY
) peakuii,
nonioHi 10
CHUPOBATKOBOI
XBOpOOU
3 boky aHopeKcis rinepriikemis InornikeMigyna
Memabonizmy rinormikemis (nuB. KOMa (IMB. po3in
ma xapyyeamHsi posmin  «OcobnuBocTi «OcobmuBocTi
3aCTOCYBAHHSI») 3aCTOCYBaHHS»)
Tcuxiuni ITcuxomoTopH | crutyTaHicTs IICUXOTHYHI MaHis
posnaou* a CBIZIOMOCTI i peakuii (3 | rinoMauis
30y NMBICTE/ | Je30picHTaLis MOXKJIUBUMU
TPUBOXHICTH | TPUBOXKHICTE CcyIUMIamTEHIM
MaTOoJIOTIYHI A inesmu/ \Q%}
CHOBHJIiHHS nymkamu  abo Y,
nmenpecis (3 crpo6u/ ’ /éff
MOKJTUBUMU BUMHEHHS VM N2
cyinuIansHUMU camory6cTBa) E
inesMu/ mymKamu abo (muB.  posxin ‘W g
CIIPOOW BYHHEHHS «OcobnuBoCTi : %ﬁ*’q&*’
camMorybcTaa) 3aCTOCYBaHHS XA 0
raJIFOLUHAIT ) i;/’/
3 boxky TOJIOBHUIA mapectesii  jqusectesii | MirpeHs -
Hepeoeol (§79)13 rimectesii [IOpYIIEHHS HEeBpoOnaris Ta
cucmemu® TpeMop KOOpJIUHaMT TIOJIiHEeBpOHAaTis
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3aMaMOpOYeHH | CYNOMM  (BKJIFOYAOYH | TOPYIIEHHs (mMB. po3uin
A emienTHYHUI cTaTyc) | Xoau «OcobauBocTi
po3nanu cHy | (nuB. PO31iN | MopyIIeHHs 3aCTOCYBaHHA» )
nopymenHs | «OcobauBoCTi HIOXY
CMaKy 3aCTOCYBAHHS)) BHYTPIIIHBO-
BEPTHUTO yepernHa
rimepreHsis i
TICEBIOMYXJTHH
U MO3KY
3 6oxy opzanis MIOPYLUEHHS 30Dy MOPYUICHHS
30py* JUTLITO st KOJIbOPOBOTO
COPUAHATTS
3 6oxky opeanis I3BiH y ByXax BTpara
cnyxy ma ciyxy/
nabipunmy* NOPYIIEHHS CIYyXY
Iamonozis TaxXikapmis IUTYHOYKOBA
cepysa™* apuTMis Ta
nipyeTHa
Taxikapis
(torsades de
pointes) -
NepeBaskKHO Y
TIAIi€HTIR 3
JI0JITaTKOBUMHU
bakTopamu
PU3HKY
NPOJIOHTauii
iHTepBany QT
(nuB. po3main
«OcobnuBocTi
3aCTOCYBAHHS)
TIOJIOBKEHHsI
iHTepeany QT na
OKT" (zuB. posnin
«OcobnuBocTi
3aCTOCYBaHHI» Ta
«ITepenosyBanus
»)
Cyounni BazoAMIaTAaIlis BaCKYJIT
posnaou** apTepiaibHa TilOTEH3id
CHHKONAJILHUI CTaH
3 boky opeanis JUCIHOE  (BKIFOYArOYH
ouxanns, acTMaTHYHi CTaHH)
MOpaxanvHi ma
MmediacmuHane
Hi posnaou
Hnynroso- HyZoTa | ONIFOBaHHS AHTHOIOTHKO- OaHKpeaTHT
KUULKOB] Iiape | 6impy aconiifoBaHuii  KoOJIT
po3naou s JiNsHII (myxe pinko 3
LUTYHKA i MOXKITHBOK)
KUIICYHUKY | JIETATBHICTIO) (nuB.
abnoMiHamBHM | pozmgin  «OcobauBOCTI
it 61 3aCTOCYBAHHS»)
JHUCTENTUYHI AL
posnann :: ; ﬁS@lv;Aaur A\
METEOPH3M !:/ * 0 ez
Ilamonoein MiABALICHAA | MOPYIIEHHS  (yHKIii | Hekpos Q t i
cenamobiniapn piBHIB MeYiHKU XONEeCTaTHYHA | MeYiHKM (JIyxke 2\
oi cucmemu SKOBTSHULIS piaKo
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TpaHcamiHaz
Ta Oinipy6iny

rernaTur

IIpOrpecye 10
MEeYiHKOBOT
HEJI0CTaTHOCTI,
AKa 3aIPOKYE
JKHTTIO)

(uB. po3min
«OcobmuBocTi
3aCTOCYBaAHHS)

)

3 6oky wxipnux
NOKpUgie ma
NIOWKIPHOT
KIIMKOBUHU

BUCUITAHHS
cBepOixk
KpOIURB’ SHKA

peakuii
dborocencubinizauii
(omB. po3ai
«OcobnuBocTi
3aCTOCYBAHHS»)

nerexii
MyJIbTH(OpPMHA
epuTeMa
BY3JIMKOBA
epuTeMa
CHHIIPOM
CriBenca-
JxoHcoHa (3
MOTEHIIAHOI0
3arpo301o0
KUTTIO)
TOKCUYHUI
enigepMansHUA
Hekpodi3 (i3
MOTEHIIHOK
3arpo3oro
KUTTIO)

TOCTPHIA
reHepai-
30BaHUN
€K3aHTEeMaTO3HUHU
Iy CTyLO3
(ITEIT) DRESS-
CHHIPOM 3
€o3uHodinicto Ta
CHUCTEMHUMHM
IpOABAMU

3 6oky onopro-
DYX06020
anapamy ma
CRoNy4Hol
mranuHu*

M’S30BO-
CKeJIeTHUH
O11b
(HampuxITa
Olnb y
KIHI[IBKaX,
ITOIepeK ORI
JUISTHIT,
rpynHiit
KJIITL])
apTpairis

Mianris
apTpUT
ITi IBHUIIEHHSA M’ A30BOTO
TOHYCY 1 CyZJOMH M’S3iB

M’s30Ba
CIadKicTh
TEHIUHIT
PO3pUBH
CYXOXHUIIOK
(mepeBaxkHO
axiNIoBHX)
(auB. po3zmin
«OcobmuBocTi
3aCTOCYBAHHA»
) 3arocTpeHHs
CUMIITOMIB
MiacTeHil
rpasic (auB.
po3ain
«OcobnuBocTi
3aCTOCYBaHH

)

3 6boky nupox
ma
Ccevo8UdINIbHOT
cucmemu

MOpYLIEHHS
byHKiT
HHUPOK

HUPKOBA HEJOCTATHICTh
reMatypist KpUCTATypis
(nuB. posain
«OcobnuBoCTI
3aCTOCYBaHHs»)
TyOyIOoiHTepCTULi AJIbH
uii Heput

3 boky
EHOOKPUHHOT
cucmemu

CHUHIIPOM
HEHaJexXHOT
cekpeuil

aHTUJy peTHYHOT
TOPMOHY
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Poznaou acTeHis HaOpsAKM  migBHILEHa

3a2anbH020 rapsiuka MITIMBICTE

cmauy ma (rinepriapos)

peaxyii y micyi

86edenHs*

Jlabopamopni MiIBUILEHHS | MiIBHINEHHS ITi IBULI[CHHS

NOKASHUKU aKTHBHOCTI aKTHBHOCTI amina3u MHO (y
JIYKHOT ITaLi€HTIB, AKI
docdarazu OTPUMYIOTh
KpOBI AHTaroHiCTH

BiTaminy K)

* Jyxe piakicHi Bumagku TpmBamux (10 MicsAuis a6o POKiB) IHBaNiIM3YIOUMX Ta IOTEHILiHHO
HE3BOPOTHUX CEPHO3HUX peaKuiif Ha JTiKapchbKi 3ac00H, 110 3a4iNaroTh AeKiTbKa, iHO MHOXXHHHHUX,
KIIaCH CUCTEM OpraHiB Ta OpraHiB Uy TTs (BKIIOYAKOYHM TaKi peaKiii, Sk TEH/IMHIT, PO3PUB CYXOXKUIIA,
apTpanris, 6ib y KiHIiBKaX, MOPYLWEHHS XOIH, Y JCSKHX BHNAAKAX TIOBLIOMIISIH PO HEBpOTATIi,
TMOB’SI3aHi 3 TapecTesie€fo, JeMNpecicro, BTOMOIO, MOPYUICHHSAM 1aM’ATi, MOPYLICHHAMH CHY,
TIOPYIMICHHAM CITyXy, 30py, CMaKy Ta 3amaxy), IO TIOB’si3aHi i3 3aCTOCYBaHHSAM XiHOJOHIB Ta
¢TOopXiHONOHIB, y meAKMX BUMAmKax, HE3aIEKHO Bil ICHYIOYMX (aKTOpiB pu3MKy (IMB. po3iin
«OcobIMBOCTI 3aCTOCYBAHHA).

** V mauieHTiB, sKi OTpUMYyBan# (GTOPXiHONOHHU, MOBIZOMIISIH PO BHUIMAJKH aHEBPU3IMHU Ta
AMCEKUIi aopTH, IHKONM YCKIaAHEHi pO3PUBOM (BKITIOYAIOYHM  JIETANbHI BHNAAKH), Ta
perypritauii/HefocTaTHOCTI OyAb-IKOTO 3 KialaHiB cepus (auMB. po3ain «OcobauBoOCTi
3aCTOCYBaHHAY).

3acmocyeanns dimam

Y nireii apTponaris cnocrepiraeThes yactinne (IuB. po3ait «OcobIMBOCTI 3aCTOCYBAHHAY).
Llosioomnenns npo nidosprosani nobiuni peaxyii.

IoBinomnenus npo nigosprosani no6ivyni peakwuii micns peecTpauii JikapchKoro 3acofy BigirparoTsb
BXJIMBY posib. Ile nae 3Mory mpoaoBKyBaTH CIOCTEpEKEHHS 3a CIIiBBiIHOIICHHAM KOPHUCTI Ta
PU3UKY 3aCTOCYBaHHs JiKapcbkoro 3acoby. IlpaiiBHMKM ramysi oxopoHu 3I0pOB’Sl TTOBHHHI
TNOBIZOMIIATH PO OyAb-sKi MiA03proBaHi Mo6iuni peakuii.

Tepmin npuoamnocmi.
3 poku.

YmoBH 36epiranus.
30epiraTu pu TemMneparypi He Bume 25 °C. 30epiraTi B 30BHIIIHIN KapTOHHIH YIaKOBLi B CYXOMY,
3aXMILIEHOMY BiJ] CBITIa MicLii.

YnakoBka.
Io 10 Tabnerok y 6nicrepi; o 1 6nictepy y KapToHHii KopoOiIi.

Kareropis Binmycky.
3a penenTom.

Bupoonuxk.
®apmanertuanuil 3asoa “TIOJIBGAPMA” C.A.
Pharmaceutical Works “POLPHARMA” S.A.

MicnesHaxox:keHHs BUPOGHHUKA Ta HOT0 ajpeca mMicls NPoBaIKeHHs AiIILHOCTI
ByJ1. [lenbrmunbcka 19, 83-200, Craporapa I'nanbeku, [Tonbina/
19, Pelplinska Str., 83-200 Starogard Gdanski, Poland
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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

Cipronex 250 mg film-coated tablets
Cipronex 500 mg film-coated tablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each 250 mg film-coated tablet contains 250 mg of ciprofloxacin hydrochloride (Ciprofloxacinum)
(equivalent to 291 mg of ciprofloxacin hydrochloride).

Excipient with known effect: sodium.

Each 250 mg film-coated tablet contains 1.113 mg (0.048 mmol) of sodium.

Each 500 mg film-coated tablet contains 500 mg of ciprofloxacin hydrochloride (Ciprofloxacinum)
(equivalent to 582 mg of ciprofloxacin hydrochloride).

Excipient of known effect: sodium.

Each 500 mg film-coated tablet contains 2.227 mg (0.097 mmol) of sodium.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet

250 mg tablets are white, round, bilaterally convex.
500 mg tablets are white, oblong, bilaterally convex, with a dividing line.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Cipronex film-coated tablets is indicated for treatment of the following infections (see sections 4.4 and
5.1). Careful consideration should be given to available information regarding ciprofloxacin resistance
before initiating therapy.

Adults

J Lower respiratory tract infections caused by Gram-negative bacteria
- exacerbations of chronic obstructive pulmonary disease;
In the exacerbation of chronic obstructive pulmonary disease , Cipronex should be
used only if the use of other antimicrobial drugs commonly prescribed for the
treatment of these infections is deemed inappropriate.
- pulmonary and bronchial infections in the course of cystic fibrosis or bronchial dilatatio @y
- community-acquired pneumonia. &,
o Chronic suppurative otitis media.
o Exacerbation of chronic sinusitis, especially caused by Gram-negative bacteria.
° Uncomplicated acute cystitis. .
In uncomplicated acute cystitis , Cipronex should be used only if the use of other antimicrodig
drugs commonly prescribed for the treatment of this infection is considered inappropriate.
e Acute pyelonephritis.

. Complicated urinary tract infections. %‘/ o

2
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. Bacterial prostatitis.

. Gonorrheal urethritis and cervicitis caused by susceptible strains of Neisseria gonorrhoeae.

. Testicular and epididymitis, including those caused by susceptible strains of Neisseria
gonorrhoeae.

. Pelvic inflammatory disease, including those caused by Neisseria gonorrhoeae.

If it is suspected or recognised that the above-mentioned urogenital infections are caused by
Neisseria gonorrhoeae, it is particularly important to obtain local data on the widespread of
ciprofloxacin resistance and to confirm susceptibility by laboratory testing.

. Gastrointestinal infections (e.g., travellers” diarrhoea).

o Intra-abdominal infections.

o Skin and soft tissue infections caused by Gram-negative bacteria.

. Malignant otitis externa.

o Bone and joint infections.

. Prevention of invasive infections caused by Neisseria meningitidis.

. Inhalational anthrax (prevention of infection after contact with the bacteria and treatment).

Ciprofloxacin may be used to treat neutropenic patients with fever presumed to be caused by a
bacterial infection.

Children and adolescents

o Pulmonary and bronchial infections caused by Pseudomonas aeruginosa in patients with cystic
fibrosis.

o Complicated urinary tract infections and acute pyelonephritis.

. Inhalational anthrax (prevention of infection after contact with the bacteria and treatment).

Ciprofloxacin may also be used to treat severe infections in children and adolescents if it is believed
that is necessary.

Treatment should only be recommended by clinicians who are experienced in treating cystic fibrosis
and/or severe infections in children and adolescents (see sections 4.4 and 5. 1).

Consider official guidelines for the appropriate use of antimicrobial drugs.
4.2 Posology and method of administration

The dose depends on the indication, severity and site of infection, ciprofloxacin sensitivity, the
microorganisms causing the infection, the patient's renal function, and in children and adolescents,
body weight.

The duration of treatment depends on the severity of the disease and its clinical and bacteriological
course.

When treating infections caused by certain bacteria (e.g. Pseudomonas aeruginosa, Acinetobacter or
Staphylococcus spp.), higher doses of ciprofloxacin and use in combination with other appropriate
antimicrobial agents may be required.

Depending on the microorganism causing the infection, a combination with another appropriate
antimicrobial may be required for the treatment of certain infections (e.g. pelvic inflammatory disease,
intra-abdominal infections, infections in neutropenic patients, and bone and joint infections).
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Adults

Total duration of

otitis media

750 mg twice a day

S Daily dose in treatment (including
Indications sl e it
milligrams any initial parenteral
treatment)
Lower respiratory tract infections 500 mg twice daily to 7 to 14 days
750 mg twice a day
Upper respiratory tract | Exacerbation of 500 mg twice daily to 7 to 14 days
infections chronic sinusitis, 750 mg twice a day
especially caused by
Gram-negative bacteria
Chronic suppurative 500 mg twice daily to 7 to 14 days

infections

cystitis

500 mg twice a day

Malignant otitis 750 mg twice a day 28 days to 3 months
externa
Urinary tract Uncomplicated acute 250 mg twice daily to 3 days

In premenopausal women, 500 mg as a single

dose may be used

Complicated cystitis,
acute pyelonephritis

500 mg twice a day

7 days

by susceptible strains
of Neisseria
onorrhoeae

Complicated 500 mg twice daily to | at least 10 days, in
pyelonephritis 750 mg twice a day special cases (e.g.
abscesses) treatment
may be continued
beyond 21 days
Bacterial prostatitis 500 mg twice daily to | 2 to 4 weeks (acute) 4
750 mg twice a day to 6 weeks (chronic)
Genital infections Gonorrheal urethritis 500 mg in a single 1 day (single dose)
and cervicitis caused dose

Testicular and
epididymitis and pelvic
inflammatory disease,
including that caused
by susceptible strains
of Neisseria
gonorrhoeae

500 mg twice daily to
750 mg twice a day

at least 14 days

Gastrointestinal and
intra-abdominal
infections

Diarrhoea caused by
pathogenic bacteria
including Shigella spp.
other than Shigella
dysenteriae type 1 and
empirical treatment of
travellers’ diarrhoea

500 mg twice a day

1 day

Diarrhoea caused by
Shigella dysenteriae
type 1

500 mg twice a day

Diarrhoea caused by
Vibrio cholerae

500 mg twice a day

Typhoid fever

500 mg twice a day
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combination with appropriate antimicrobial
agents in accordance with all applicable
uidelines.

Intra-abdominal 500 mg twice daily to 5 to 14 days
infections caused by 750 mg twice a day
Gram-negative bacteria
Skin and soft tissue infections caused by Gram- | 500 mg twice daily to 7 to 14 days
negative bacteria 750 mg twice a day
Bone and joint infections 500 mg twice daily to 3 months maximum
750 mg twice a day
Treatment of infections in neutropenic patients. | 500 mg twice daily to Treatment should be
Ciprofloxacin should be administered in 750 mg twice a day continued for the

duration of
neutropenia.

Prevention of invasive infections caused by
Neisseria meningitidis

500 mg in a single
dose

1 day (single dose)

Pulmonary anthrax (prevention of post-contact
infection and treatment) in patients who can take
the medicine by mouth and when clinically
justified. If contact with anthrax bacillus is
suspected or confirmed, the medicine should be
started as soon as possible.

500 mg twice a day

60 days after
confirmation of
contact with Bacillus
anthracis

Children and adolescents

Indications

Daily dose in milligrams

Total duration of
treatment (including
any initial parenteral

treatment)

Pulmonary and bronchial infections
caused by Pseudomonas aeruginosa in
patients with cystic fibrosis dose.

20 mg/kg twice a day, with a
maximum of 750 mg per

10 to 14 days

Complicated urinary tract infections
and acute pyelonephritis

dose.

10 mg/kg twice a day to 20
mg/kg twice a day, with a
maximum of 750 mg per

10 to 21 days

Pulmonary form of anthrax (prevention
of infection after contact with the
bacteria and treatment) in patients who
can take the drug orally and when dose.
clinically justified. If contact with
anthrax bacillus is suspected or
confirmed, the medicine should be
started as soon as possible.

10 mg/kg twice a day to 15
mg/kg twice a day, with a
maximum of 500 mg per

60 days after
confirmation of contact
with Bacillus anthracis

Other severe infections

dose.

20 mg/kg twice a day, with a
maximum of 750 mg per

Depending on the type of

infection

Elderly patients (over 65 years of age)

Elderly patients should be dosed according to severity of infection and creatinine clearance.

Renal and hepatic failure

Recommended initial and maintenance dose in patients with renal impairment:

- Serum creatinine
Creatinine clearance X
(T8 i concentration Oral dose [mg]
) [pmol/L]
>60 <124 See typical dosage
30-60 124 to 168 250-500 mg every 12h
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<30 >169 250-500 mg every 24h
Patients undergoing haemodialysis >169 250-500 mg every 24h (after
dialysis)
Patients undergoing peritoneal dialysis >169 250-500 mg every 24h

No dose adjustment is necessary in patients with hepatic impairment.
No dosage studies have been conducted in children with renal and/or hepatic impairment.

Method of administration

Tablets should be taken with liquid — do not chew. They can be taken with or without food. The active
ingredient is absorbed faster if the drug is taken on an empty stomach. Ciprofloxacin should not be
administered with dairy products (e.g. milk, yoghurt) or mineral-fortified fruit juices (e.g. calcium-
fortified orange juice) (see section 4.5).

In severe cases or when the patient cannot take the tablets (e.g. patients on enteral nutrition), treatment
with intravenous forms of ciprofloxacin is recommended until oral forms of the drug can be
administered.

4.3 Contraindications

o Hypersensitivity to the active substance, other quinolones or to any of the excipients listed in
section 6.1.
J Concomitant administration of ciprofloxacin and tisanidine (see section 4.5).

4.4  Special warnings and precautions for use

Ciprofloxacin should be avoided in patients with a history of serious side effects while taking products
containing quinolones or fluoroquinolones (see section 4.8). Treatment of these patients with
ciprofloxacin should be initiated only in the absence of alternative treatment options and after careful
benefit/risk assessment (see also section 4.3).

Severe infections and infections of mixed aetiology with Gram-positive and anaerobic microorganisms
Ciprofloxacin monotherapy is not intended to treat severe infections or infections that may be caused
by Gram-positive and anaerobic bacteria. In such infections, ciprofloxacin should be given in
combination with other appropriate antimicrobial drugs.

Streptococcal infections (including Streptococcus pneumoniae)
Ciprofloxacin is not recommended for treatment of respiratory infections caused by streptococci due
to insufficient efficacy.

Urogenital infections
Testicular and epididymitis and pelvic inflammatory disease can be caused by a fluoroquinolone-
resistant strain Neisseria gonorrhoeae. Ciprofloxacin should be given in combination with another
antimicrobial unless it is certain that the infection is not caused by Neisseria gonorrhoeae resistant to
ciprofloxacin. If clinical improvement is not observed after 3 days of treatment, other treatment
options should be considered.

Travellers’ diarrhoea

When choosing ciprofloxacin, consider information on ciprofloxacin resistance of microorBagfism Yy
: : P T O, o

found in the countries visited. AL "/’d“f

Bone and joint infections W

Intra-abdominal infections /A e
There are limited data on the efficacy of ciprofloxacin for treatment of postoperative abdofiiial Q‘K:é{g@??’r?g \
infections. e -
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Ciprofloxacin should be used in combination therapy with other antimicrobial products according to
microbiological findings.

Inhalational anthrax

Human use has been established based on in vitro sensitivity data as well as data from animal studies
and limited data from human studies. Clinicians should follow national and/or international
recommendations for the treatment of anthrax when treating these infections.

Children and adolescents

Ciprofloxacin in children and adolescents should be used according to available formal guidelines.
Treatment with ciprofloxacin should only be recommended by clinicians who are experienced in
treating cystic fibrosis and/or severe infections in children and adolescents.

Ciprofloxacin has been shown to cause arthropathy of stressed joints in immature animals. Safety data
from a double-blind, randomized trial evaluating the use of ciprofloxacin in children (ciprofloxacin: n
=335, mean age = 6.3 years; comparator drugs: n = 349, mean age = 6.2 years; age range = 1 to 17
years) indicated the following incidence of presumed drug-related arthropathy (as opposed to joint-
related physical and subjective symptoms) by day 42 of initiation: 7.2% i 4.6%.

The incidence of drug-related arthropathy during the 1-year follow-up was 9.0% and 5.7%,
respectively. The increase, with time, in the incidence of arthropathy presumably related to the
medicine was not statistically significant between groups. Treatment should only be initiated after
careful benefit/risk assessment due to possible side effects related to the joints and/or surrounding
tissues (see section 4.8).

Pulmonary and bronchial infections in the course of cystic fibrosis
The clinical trials included children and adolescents aged 5 to 17 years. There is limited experience in
treating children one to five years of age.

Complicated urinary tract infections and pyelonephritis

In urinary tract infections, treatment with ciprofloxacin should be considered if other treatments
cannot be used and decisions should be based on the results of microbiologic documentation.
The clinical trials included children and adolescents aged 1 to 17 years.

Other specific severe infections

In other serious infections, use according to official guidelines or after careful benefit/risk assessment,
if no other treatment can be used or if conventional therapy fails, and when microbiologic
documentation justifies the use of ciprofloxacin.

There have been no clinical studies conducted on the use of ciprofloxacin in specific serious infections
other than those listed above, so clinical experience is limited. Therefore, caution is advised when
treating patients with such infections.

Hypersensitivity

Hypersensitivity and allergic reactions, including anaphylaxis and anaphylactoid reactions, which can
be life-threatening, may occur after a single dose (see section 4.8). If such reactions occur,
ciprofloxacin should be discontinued and appropriate treatment instituted.

Long-Term, Disabling, and Potentially Irreversible Serious Adverse Drug Reactions Very rare cases of
long-term (lasting months or years), disabling, and potentially irreversible serious adverse drug
reactions affecting various, sometimes multiple, body systems (musculoskeletal, nervous, mental
sensory) have been reported in patients receiving quinolones and fluoroquinolones, regardless gf:
or preexisting risk factors. At the first signs or symptoms of any serious side effects, you shodld*
taking ciprofloxacin immediately and you need to contact your doctor for advice. o A

Musculoskeletal system
Ciprofloxacin should generally not be used in patients with tendon disease (disorder) associat&
prior treatment with quinolones. Nevertheless, very rarely, after microbiological confirmation &
causative agent of infection and assessment of the benefit-risk ratio, ciprofloxacin may be
recommended to these patients for the treatment of certain severe infections, especially if standard
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treatment has been ineffective or bacterial resistance is present and microbiological data may justify
the use of ciprofloxacin.

Tendinitis and tendon rupture

Tendinitis and tendon rupture (especially, but not limited to, the Achilles tendon), sometimes bilateral,
can occur as early as 48 hours after initiation of quinolones and fluoroquinolones, and have been
reported to occur up to several months after completion of treatment. The risk of tendinitis and tendon
rupture is greater in older patients, patients with renal impairment, patients undergoing parenchymal
organ transplantation, and patients receiving concomitant corticosteroid treatment. For this reason,
concomitant use of corticosteroids should be avoided.

After the first signs of tendinitis (e.g., painful swelling, inflammation), ciprofloxacin treatment should
be discontinued and alternative treatment considered. The diseased limb(s) should be treated
appropriately (e.g. immobilisation). If symptoms of tendon disease occur, corticosteroids should not be
used.

Ciprofloxacin should be used with caution in patients with myasthenia gravis (see section 4.8).

Sensitivity to light

Ciprofloxacin has been shown to induce photosensitivity-type reactions. Patients taking ciprofloxacin
should be advised to avoid direct exposure to intense sunlight or UV radiation during treatment (see
section 4.8).

Central nervous system

Ciprofloxacin, like other quinolones, is known to induce seizures or lower the seizure threshold. Cases
of status epilepticus have been reported. Ciprofloxacin should be used with caution in patients with
central nervous system disorders that may predispose to seizures. If convulsions occur, ciprofloxacin
should be discontinued (see section 4.8). Even after the first administration of ciprofloxacin, psychotic
reactions may occur. Rarely, depression or psychosis may develop into suicidal ideation or thoughts,
ending in a suicide attempt or suicide. In these situations, treatment should be discontinued.

Peripheral neuropathy

Sensory and sensorimotor polyneuropathy, resulting in paresthesias, hypersensitivity, sensory
disturbances, or weakness, has been reported in patients receiving quinolones and fluoroquinolones.
Patients treated with ciprofloxacin should be advised that if they develop symptoms of neuropathy
such as pain, burning, tingling, numbness or weakness, they should tell their physician before
continuing treatment to prevent the development of potentially irreversible changes (see section 4.8).

Cardiac disorders

Caution should be exercised when using fluoroquinolones, including ciprofloxacin, in patients who

have risk factors for QT prolongation, such as patients:

- with congenital long QT syndrome,

- concomitantly taking drugs that prolong the QT interval (e.g., class IA and III antiarrhythmics,
tricyclic antidepressants, macrolides, antipsychotics),

- with electrolyte imbalance (e.g., hypoglycaemia, hypomagnesemia),

- with heart disease (e.g., heart failure, heart attack, bradycardia).

Elderly patients and women may be more sensitive to drugs that prolong the QT interval. Therefore,

fluoroquinolones, including ciprofloxacin, should be used with caution in the above population.

(See section 4.2 Elderly patients, section 4.5, section 4.8, section 4.9).

Aortic dissection and aneurysm and heart valve regurgitation
Epidemiological studies indicate that fluoroquinolone use may increase the risk of aortic an
and dissection, especially in the elderly, and aortic and mitral regurgitation. Aortic aneury "" A
dissection, often complicated by rupture (including fatalities), and valvular regurgitation haye/be
reported in patients taking fluoroquinolones (see section 4.8). ’

Therefore, fluoroquinolones should be used only after careful benefit/risk assessment and "’3‘4 .
consideration of other therapeutic options in patients with a positive family history of aneuryshy;g¢
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congenital heart valve disease or in patients with a previously diagnosed aortic aneurysm and/or aortic
dissection or heart valve disease or in
- the presence of other factors predisposing to and at risk for both aortic aneurysm and
dissection and valvular regurgitation (e.g. connective tissue disorders such as Marfan
syndrome or Ehlers-Danlos syndrome, Turner syndrome, Behcet's disease,
hypertension, rheumatoid arthritis), or in addition
- presence of other risk factors or conditions predisposing to aortic aneurysm and dissection
(e.g. Takayasu's arteritis or giant cell arteritis, known atherosclerosis or Sjogren's
syndrome), or in addition
- the presence of other risk factors or conditions that predispose to heart valve regurgitation
(e.g. infective endocarditis).

The risk of aortic aneurysm and dissection and rupture may also be higher in patients treated with
concomitant systemic corticosteroids.

Patients, be advised to seek immediate medical attention in the emergency department if they
experience sudden abdominal, chest, or back pain.

Patients should be advised to seek immediate medical attention if they experience severe shortness of
breath, palpitations, or swelling of the abdomen or lower extremities.

Dysglycemia
As with all quinolones, blood glucose abnormalities including both hypoglycaemia and

hyperglycaemia have been described (see section 4.8), usually in diabetic patients receiving
concomitant treatment with an oral hypoglycaemic drug (e.g., glibenclamide) or insulin. Cases of
hypoglycaemic coma have been described. Careful monitoring of blood glucose levels is
recommended in patients with diabetes.

Gastrointestinal system

The occurrence of severe and persistent diarrhoea during or after treatment (including several weeks
after treatment) may indicate antibiotic-associated colitis (life-threatening, possibly fatal) requiring
immediate treatment (see section 4.8). In such cases, ciprofloxacin should be discontinued
immediately and appropriate treatment instituted. Medications that inhibit intestinal peristalsis are
contraindicated at this time.

Kidneys and urinary system
Urinary crystals have been reported in association with ciprofloxacin use (see section 4.8). Patients
taking ciprofloxacin should be well hydrated, and excessive urinary alkalosis should be avoided.

Renal impairment

Since ciprofloxacin is largely excreted unchanged by the kidneys, dose modification according to
section 4.2 is necessary in patients with renal impairment to avoid exacerbation of medicine's side
effects due to ciprofloxacin accumulation.

Liver and bile ducts

Hepatic necrosis and life-threatening hepatic failure have occurred in association with ciprofloxacin
use (see section 4.8). If any symptoms of liver disease (such as anorexia, jaundice, dark coloured
urine, itching, or abdominal tenderness) occur, treatment should be discontinued.

Glucose-6-phosphate dehydrogenase deficiency
Haemolytic reactions have occurred in patients with glucose-6-phosphate dehydrogenase deficiency
during ciprofloxacin treatment. Ciprofloxacin should be avoided in these patients unless the pote&'
benefit is considered to outweigh the potential risk. The patient should then be observed for he

Resistance , :
A ciprofloxacin-resistant bacterial strain may be isolated during or after ciprofloxacin treatn
may not cause signs of superinfection. As a result of long-term treatment or management o

AL
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nosocomial infections and/or infections caused by Staphylococcus and Pseudomonas species, the risk
of selecting resistant bacterial strains may be increased.

Cytochrome P450

Ciprofloxacin inhibits CYP1A2 and therefore may increase plasma concentrations of concomitantly
taken substances metabolised by this enzyme (e.g. theophylline, clozapine, olanzapine, ropinirole,
tisanidine, duloxetine, agomelatine). Concomitant administration of ciprofloxacin and tisanidine is
contraindicated. Therefore, patients taking these substances concomitantly with ciprofloxacin should
be monitored closely for clinical signs of overdose and their plasma concentrations (e.g. theophylline)
may need to be determined (see section 4.5).

Methotrexate

Administration of ciprofloxacin concomitantly with methotrexate is not recommended (see section
4.5).

Interactions with studies
The in vitro activity of ciprofloxacin against Mycobacterium tuberculosis may cause false negative
bacteriological test results in samples from patients currently treated with ciprofloxacin.

Visual disturbances
If patient develops visual disturbances or any adverse reactions to eyes, contact an ophthalmologist
immediately.

Sodium
Cipronex, 250 mg contains 1.113 mg (0.048 mmol) of sodium in each film-coated tablet. This
medicine contains less than 1 mmol sodium (23 mg) per tablet; that is to say essentially ‘sodium-free’.

Cipronex, 500 mg contains 2.227 mg (0.097 mmol) of sodium in each film-coated tablet. This
medicine contains less than 1 mmol sodium (23 mg) per tablet; that is to say essentially ‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

Interaction of other products with ciprofloxacin

Drugs that cause QT prolongation

Ciprofloxacin, like other fluoroquinolones, should be used with caution in patients taking drugs that
prolong the QT interval (e.g., class IA and III antiarrhythmics, tricyclic antidepressants, macrolides,
antipsychotics) (see sections 4.4 and 4.9).

Chelate complex formation

Concomitant administration with ciprofloxacin (take by mouth) of drugs containing multivalent
cations or mineral substances (supplemental, e.g. calcium, magnesium, aluminium, iron ions),
phosphate-binding polymers (e.g. sevelamer), sucralfate or gastric juice neutralizers, and drugs with
high buffering capacity (e.g. didanosine tablets) containing magnesium, aluminium, or calcium ions
decreases the absorption of ciprofloxacin. Therefore, ciprofloxacin should be used either 1-2 hours
before administration or at least 4 hours after administration of these products. This restriction does
not apply to antacids belonging to the H2-receptor blocker class.

Food and dairy products _ ,
Dietary calcium, as a component of a meal, does not significantly affect absorption. However, ,, A7
taking ciprofloxacin with dairy products at the same time or sipping the tablet only with minergfas/
enriched beverages (e.g. milk, yoghurt, calcium-enriched orange juice), as this may decrease
absorption of ciprofloxacin.

Probenecid
Probenecid interferes with renal excretion of ciprofloxacin. Concomitant administration of probengg;
and ciprofloxacin increases plasma concentrations of ciprofloxacin.
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Metoclopramide

Metoclopramide increases the rate of absorption of ciprofloxacin (taken by mouth), which decreases
the time to maximum plasma concentration. There was no effect on the bioavailability of
ciprofloxacin.

Omeprazole
Concomitant administration of ciprofloxacin-containing drugs and omeprazole results in a slight

decrease in Cmax and AUC of ciprofloxacin.

Interaction of ciprofloxacin with other medicinal products

Tyzanidine

Do not administer tyzanidine together with ciprofloxacin (see section 4.3). In a clinical study in
healthy people, increased concentrations of tisanidine were observed (7-fold increase in Cpax: range:
4- to 21-fold; 10-fold increase in AUC, range: 6- to 24-fold) when co-administered with ciprofloxacin.
Increased tyzanidine concentrations are associated with increased blood pressure-lowering and
sedative effects.

Methotrexate

Concomitant use with ciprofloxacin may inhibit renal tubular transport of methotrexate, which may
lead to increased plasma concentrations of methotrexate and increased risk of methotrexate toxicity.
Concomitant use is not recommended (see section 4.4).

Theophylline

Concomitant administration of ciprofloxacin and theophylline may lead to an undesirable increase in
plasma concentrations of theophylline and the occurrence of its adverse reactions, which very rarely
may be life-threatening or cause death. When both products are used concomitantly, plasma
theophylline concentrations should be monitored and the dose reduced accordingly (see section 4.4).

Other xanthine derivatives
Elevated plasma concentrations of these xanthine derivatives have been reported following
concomitant administration of ciprofloxacin and caffeine or pentoxifylline (oxypentifylline).

Phenytoin
Concomitant administration of ciprofloxacin and phenytoin may result in increased or decreased
plasma phenytoin concentrations, so monitoring of medicine concentrations is recommended.

Cyclosporine

Transient increases in serum creatinine have been observed during concomitant use of ciprofloxacin-
containing drugs and cyclosporine. Therefore, serum creatinine levels should be monitored frequently
(twice a week) in these patients.

Oral anticoagulants

Concomitant administration of ciprofloxacin with a vitamin K antagonist may potentiate its

anticoagulant effects. The risk may vary depending on the patient's existing infection, age, and general
condition, so it is difficult to assess the extent to which ciprofloxacin use will affect the INR

(international normalized ratio) value. Frequent monitoring of INR values is recommended during and

for a short period after ciprofloxacin treatment when administered concomitantly with a vitamin K M‘?‘N
antagonist (e.g. warfarin, acenocoumarol, fenprocoumon, or fluindione). g% JEpa

Glibenclamide ‘
In some cases, concomitant administration of drugs containing ciprofloxacin and glibenclami
increase the effects of glibenclamide (hypoglycaemia).

Duloxetine
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It has been shown in clinical studies that co-administration of duloxetine with potent inhibitors of
cytochrome CYP450 isoenzyme 1A2, for example fluvoxamine, may increase the AUC and Cpax of
duloxetine. Although there are no clinical data on possible interactions with ciprofloxacin, similar
effects may be expected when administered concomitantly (see section 4.4).

Ropinirol

In a clinical study, concomitant use of ropinirole and ciprofloxacin, a moderate inhibitor of CYP450
isoenzyme 1A2, was shown to increase the Cmax and AUC of ropinirole by 60% and 84%,
respectively. It is recommended that ropinirole-related adverse reactions be observed and that the dose
of ropinirole be adjusted accordingly during and shortly after completion of combination therapy with
ciprofloxacin (see section 4.4).

Lidocaine

The clearance of lidocaine administered intravenously has been shown to decrease by 22% in healthy
people when lidocaine-containing drugs are administered together with ciprofloxacin, a not very
potent inhibitor of the cytochrome CYP450 isoenzyme 1A2. Although lidocaine administration was
well tolerated, interactions associated with adverse reactions may occur when administered together
with ciprofloxacin.

Clozapine

When 250 mg ciprofloxacin was co-administered with clozapine for 7 days, plasma concentrations of
clozapine and N-desmethylclozapine increased by 29% and 31%, respectively. Clinical observation
and appropriate dose adjustment of clozapine during and shortly after completion of combination
therapy with ciprofloxacin is recommended (see section 4.4).

Sildenafil

In healthy people, after an oral dose of 50 mg sildenafil and 500 mg ciprofloxacin, the Cma and AUC
values of sildenafil increased approximately twofold. Therefore, caution should be exercised when
prescribing ciprofloxacin used concomitantly with sildenafil, taking into account the benefit/risk ratio.

Agomelatine

In clinical studies, fluvoxamine, as a potent inhibitor of cytochrome CYP450 isoenzyme 1A2, has
been shown to significantly inhibit agomelatine metabolism causing a 60-fold increase in agomelatine
exposure. Although there are no clinical data on possible interactions with ciprofloxacin, a moderate
CYP450 1A2 inhibitor, similar effects may be expected when administered concomitantly (see
“Cytochrome P450” in section 4.4).

Zolpidem
Concomitant use of ciprofloxacin and zolpidem may increase blood concentrations of zolpidem,
concomitant administration is not recommended.

4.6  Fertility, pregnancy and lactation

Pregnancy

Available data on the administration of ciprofloxacin to pregnant women do not indicate that it causes
malformations or has toxic effects or effects on the foetus or neonate. Animal studies show no direct
or indirect harmful effects on reproduction.

In young animals and just before birth, quinolones cause damage to immature joint cartilage.
Therefore, it cannot be excluded that the product may cause articular cartilage damage in the immgt
human body or foetus (see section 5.3). -
As a precaution, it is better to avoid using ciprofloxacin during pregnancy.

Breast-feeding
Ciprofloxacin passes into breast milk. Due to the risk of cartilage damage to the joints, the us

ciprofloxacin during breast-feeding is contraindicated.
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4.7 Effects on ability to drive and use machines
Because of its neurologic effects, ciprofloxacin may affect reaction time. Therefore, the ability to drive
and operate machines in motion may be impaired.
4.8  Undesirable effects
The most commonly reported side effects are nausea and diarrhoea.
Adverse reactions from clinical trials and post-marketing observations of ciprofloxacin (oral,
intravenous, and sequential treatment) are listed below, arranged in order of frequency. Frequency
analysis was performed for oral and intravenous forms of ciprofloxacin combined.
System Organ | Common Uncommon Rare Very rare Not known
Class >1/100 to <10 | >1/1,000 to >1/10,000 to <1/10,000 (frequency
<1/100 <1,000 cannot be
estimated from
the available
data)
Infections and fungal
infestations infections
Blood and eosinophilia leucopenia, haemolytic
lymphatic anaemia, anaemia,
system neutropenia, agranulocytosis,
disorders leukocytosis, pancytopenia
thrombocytopeni | (life-threatening),
a, thrombocytosis | bone marrow
suppression (life-
threatening)
Immune allergic reactions, | anaphylactic
system allergic oedema, | reaction,
disorders angioedema anaphylactic
shock (life-
threatening) (see
section 4.4), a
reaction similar to
septicaemia
Endocrine syndrome of
disorders inappropriate
secretion of
antidiuretic
hormone
(SIADH)
Metabolism lack of hyperglycaemia hypoglycaemic
and nutrition appetite (see coma (see
disorders “Dysglycemia” section 4.4).
in section 4.4)
Mental excessive confusion and psychotic
disorders* psychomotor disorientation, reactions (which
activity, anxiety reactions, | may culminate in oy
agitation unusual dreams, | suicidal ideation éd¢ \
depression or thoughts or in £
(which may suicide attempts
culminate in or suicide) (see
suicidal ideation | section 4.4)
or thoughts or
suicide attempt
or suicide) (see
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section 4.4),
hallucinations

Nervous headache, paresthesias and | migraine, peripheral
system dizziness, dysesthesias, coordination neuropathy (see
disorders* sleep hypersensitivity, | disorders, gait section 4.4)
disturbances, tremor, disturbances,
taste convulsions olfactory
disturbances (including status | disturbances,
epilepticus, see intracranial
section 4.4), hypertension
vertigo
Eye disorders* visual distorted colour
disturbances (e.g. | vision
double vision)
Ear and tinnitus, hearing
labyrinth loss or hearing
disorders* impairment
Cardiac tachycardia ventricular
disorders** arrhythmias and
torsade de
pointes (mostly
reported in
patients with
risk factors for
QT
prolongation),
ECG QT
prolongation
(see sections 4.4
and 4.9).
Vascular vasodilation, vasculitis
disorders** hypotension,
fainting
Respiratory, dyspnea
thoracic and (including
mediastinal asthma)
disorders
Gastrointestin | nausea, vomiting, antibiotic- pancreatitis
al disorders diarrhoea stomach and associated colitis
intestinal (very rare, may
pains, be life-
abdominal threatening) (see
pains, section 4.4)
indigestion,
flatulence
Hepatobiliary increased liver dysfunction, | hepatic necrosis
disorders aminotransfera | cholestatic (very rarely
se activity, jaundice, progressing to m\
increased hepatitis life-threatening ‘S\ * y“"% A
bilirubin hepatic fallure) s
(see section 4.
Skin and rash, itching, photosensitivity | petechial
subcutaneous hives reactions (see haemorrhages §
tissue section 4.4) erythema
disorders multiforme,
erythema

xmx. 0 : -
5 %4/




19
nodosum, (AGEP),
Stevens-Johnson | DRESS
syndrome
(possibly life-
threatening),
toxic-diffuse
epidermal
necrolysis
(possibly life-
threatening)

Musculoskelet musculoskelet | muscle pain, muscle weakness,

al and al pain (e.g., arthritis, tendonitis, tendon

connective pain in the increased muscle | rupture (mainly

tissue limbs, back tension and Achilles tendon)

disorders* pain, chest cramps (see section 4.4),
pain), joint worsening of
pain myasthenia gravis

(see section 4.4)

Renal and renal renal failure,

urinary impairment hematuria,

disorders presence of

crystals in urine

(see section 4.4),
tubulointerstitial
nephritis

General weakness, swelling,

disorders and fever sweating

administration (excessive

site sweating)

conditions*

Investigations increased increased increased
alkaline amylase activity normalized
phosphatase prothrombin
activity in time (in patients
blood taking vitamin

K antagonists)

*In connection with the use of quinolones and fluoroquinolones, in some cases regardless of pre-

N

existing risk factors, very rare cases of long-term (persisting for months or years), disabling, and
potentially irreversible serious adverse drug reactions have been reported affecting multiple,
sometimes multiple, systems and organs and the senses (including effects such as tendonitis, tendon
rupture, joint pain, limb pain, gait disturbance, neuropathy associated with paresthesias, depression,
fatigue, memory impairment, sleep disturbance, and impairment of hearing, vision, taste and smell)
(see section 4.4).

**Aortic aneurysm and dissection, often complicated by rupture (including fatalities), and valvular
regurgitation have been reported in patients taking fluoroquinolones (see section 4.4).

Children and adolescents f
The incidence of the aforementioned arthropathy refers to data collected in studies in adults. I/ &
children, arthropathy was common (see section 4.4).

Reporting of side effects Bz,

Reporting suspected adverse reactions after authorisation of the medicinal product is important. B
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected side effects via of the Department for Monitoring
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Undesirable Effects of Medicinal Products of the Office for Registration of Medicinal Products,
Medical Devices and Biocidal Products

Al Jerozolimskie 181C

02-222 Warsaw

Tel: +48 22 49 21 301

Fax: +48 22 49 21 309

Website: https://smz.ezdrowie.gov.pl

Side effects may also be reported to the responsible Marketing Authorisation Holder.

4.9 Overdose

Overdose after taking 12 g leads to mild signs of toxicity. An acute overdose after taking 16 g caused
acute renal failure.

Symptoms of overdose include dizziness, tremor, headache, fatigue, seizures, hallucinations,
confusion, abdominal discomfort, renal and hepatic impairment, and the presence of crystals in the
urine and hematuria. Transient renal toxicity has been reported.

In addition to routine rescue measures, such as gastric lavage followed by administration of activated
charcoal, it is recommended that renal function be monitored, including urine pH and, if necessary,
urine acidification to prevent crystal formation in the urine. Antacids containing calcium or
magnesium may theoretically decrease the absorption of ciprofloxacin after overdose. The patient
should be well hydrated.

Only a small amount of ciprofloxacin (<10%) is eliminated during haemodialysis or peritoneal
dialysis.

In case of overdose, symptomatic treatment should be administered. Monitor the ECG as QT interval
prolongation may occur.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: fluoroquinolones, ATC code: JOIMAO2.

Mechanism of action

The bactericidal activity of ciprofloxacin, as a fluoroquinolone antimicrobial drug, is due to the

inhibition of both topoisomerase type II (DNA gyrase) and topoisomerase IV, which are necessary for
replication, transcription, repair, and recombination of bacterial DNA.

Pharmacokinetics/pharmacodynamics relationship

Efficacy depends primarily on the relationship between the maximum plasma concentration (Cmax) and
the minimum inhibitory concentration (MIC) of ciprofloxacin for a given microorganism and the
relationship between the area under the curve (AUC) and the MIC.

Mechanism of resistance

In vitro resistance to ciprofloxacin can develop as a result of multistep mutations in the genes .
encoding the target sites of action: DNA gyrase and topoisomerase IV. The degree of cross-resistapgs~
between ciprofloxacin and other fluoroquinolones shows wide variability. Single mutations do @t A<
necessarily lead to clinical resistance, but multiple mutations usually result in clinical resistan
multiple active agents in a given group or to all of them. 4
Mechanisms of resistance involving disruption of permeability barriers and/or active removal ofth
active ingredient from the cell interior can have variable effects on sensitivity to fluoroquinolotg \
which depends on the physicochemical properties of the individual active ingredients in the gro&p i A
the affinity for each active ingredient of the transport systems. All resistance mechanisms in vitro‘éx‘igiﬁg\?fm' 0¥

common in isolated causative strains. Bacterial susceptibility to ciprofloxacin may be affected by T

A
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resistance mechanisms that inactivate other antibiotics, such as permeability barrier disruption (very
common, e.g. in Pseudomonas aeruginosa) and active removal from the cell.
Plasmid resistance encoded by qnr-genes was present.

Range of antimicrobial activity
Limit values separate susceptible strains from moderately susceptible strains from resistant strains

24

EUCAST recommendations

Microorganisms Sensitive Resistant
Enterobacteriaceae S <0.5 mg/L R>1 mg/L
Pseudomonas S <0.5 mg/L R>1 mg/L
Acinetobacter S <1 mg/L. R>1 mg/L
Staphylococcus spp.! S <1 mg/L R>1 mg/L
Haemophilus influenzae and S <0.5 mg/L R>0.5 mg/L
Moraxella catarrhalis
Neisseria gonorrhoeae S <0.03 mg/L R>0.06 mg/L
Neisseria meningitidis S <0.03 mg/L R>0.06 mg/L
Non-species-specific limits* S 0.5 mg/L R>1 mg/L

' Staphylococcus spp. — the limits for ciprofloxacin are for hi h-dose treatment.
P pp P g

*Non-species-specific limits were determined primarily from pharmacokinetic and pharmacodynamic
data; they are independent of species-specific MIC distributions. They apply only to species for
which species-specific limits are not provided, and not to those species for which sensitivity testing
is not recommended.

The prevalence of acquired resistance in some microbial species may vary depending on the
geographic region and time of isolation of the microorganism. Therefore, especially when treating
severe infections, local resistance data should be taken into account. If necessary, an expert should be
consulted, especially when the usefulness of this drug in certain infections may be questionable due to
local drug resistance.

Grouping of individual species according to ciprofloxacin sensitivity (for Streptococcus species see
section 4.4).

COMMONLY SUSCEPTIBLE SPECIES
Aerobic Gram-positive bacteria
Bacillus anthracis (1)

Aerobic Gram-negative bacteria
Aeromonas spp.

Brucella spp.

Citrobacter koseri

Francisella tularensis
Haemophilus ducreyi
Haemophilius influenzae*
Legionella spp.

Moraxella catarrhalis*
Neisseria meningitidis
Pasteurella spp.

Salmonella spp. *

Shigella spp. *

Vibrio spp.

Yersinia pestis

Anaerobic bacteria

Mobiluncus

£78159

Chlamydia trachomatis ($)
Chlamydia pneumoniae (3$)

TN = i
8 ‘/ry =

AL N 4
Other bacteria \?tQ;z\}{K;%fé;%
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Mycoplasma hominis ($)

Mycoplasma pneumoniae ($)

SPECIES IN WHICH ACQUIRED RESISTANCE MAY BE A PROBLEM

Aerobic Gram-positive bacteria

Enterococcus faecalis ($)

Staphylococcus spp.* (2)

Aerobic Gram-negative bacteria

Acinetobacter baumannii+

Burkholderia cepacia+*

Campylobacter spp.+*

Citrobacter freundii*

Enterobacter aerogenes

Enterobacter cloacae*

Escherichia coli*

Klebsiella oxytoca

Klebsiella pneumoniae*

Morganella morganii*

Neisseria gonorrhoeae*

Proteus mirabilis*

Proteus vulgaris*

Providencia spp.

Pseudomonas aeruginosa*

Pseudomonas fluorescens

Serratia marcescens*

Anaerobic bacteria

Peptostreptococcus spp.

Propionibacterium acnes

RESISTANT SPECIES

Aerobic Gram-positive bacteria

Actinomyces

Enteroccus faecium

Listeria monocytogenes

Aerobic Gram-negative bacteria

Stenotrophomonas maltophilia

Anaerobic bacteria

Except as noted above

Other bacteria

Mycoplasma genitalium

Ureaplasma urealitycum

*Clinical efficacy of susceptible strains in approved indications for use has been demonstrated
+ Resistance rate >50% in one or more EU countries

($): Natural average susceptibility of bacteria without acquired resistance mechanisms

(1): Studies have been conducted in experimental animals in which infection was induced by
inhalation administration of Bacillus anthracis spores; these studies have shown that initiating
antibiotic therapy soon after contact protects against disease onset if treatment continues until the
number of spores in the body decreases below the infectious dose. Recommendations for human use
are based primarily on in vitro sensitivity data and animal study data combined with limited data
from human use. Two months' administration of ciprofloxacin 500 mg twice a day to adults is

believed to be effective in preventing anthrax infection in humans. The treating physician should$” T2,
consider national and/or international consensus documents on the treatment of anthrax. : \;‘% '\

(2): Methicillin-resistant strains of S. aureus are very often resistant to fluoroquinolones. ¢
The prevalence of methicillin resistance in all staphylococcal species is approximately 20 tog
and tends to be higher in strains isolated from nosocomial infections. ;

5.2 Pharmacokinetic properties
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Absorption
Following oral administration of single doses of 250 mg, 500 mg, and 750 mg ciprofloxacin tablets,

ciprofloxacin is absorbed rapidly and extensively, primarily in the small intestine, reaching maximum
plasma concentrations after 1 to 2 hours.

Following single doses of 100-750 mg, dose-dependent maximum plasma concentrations (Cmax) of
0.56 to 3.7 mg/L were achieved. Plasma concentrations increase in proportion to dose in the dose
range up to 1000 mg.

Total bioavailability is approximately 70-80%.

After oral administration of 500 mg every 12 hours, the area under the time-dependent plasma
concentration curve (AUC) was analogous to that obtained after intravenous administration of 400 mg
ciprofloxacin in a 60-minute infusion every 12 hours.

Distribution

Ciprofloxacin binds to proteins to a small (20-30%) extent. Ciprofloxacin exists in plasma primarily in
anonionized form and has a large volume of distribution at equilibrium of 2-3 1/kg. Ciprofloxacin
reaches high concentrations in a variety of tissues, such as the lung (epithelial fluid, alveolar
macrophages, biopsy tissue), sinuses, inflammatory lesions (cantharidin-induced blister fluid), and
genitourinary system (urine, prostate, endometrium), where total concentrations exceed plasma
concentrations.

Biotransformation

Low concentrations of four metabolites were found and identified as:

deethyleneprofloxacin (M1), sulfocyprofloxacin (M2), oxocyprofloxacin (M3), and
formylcyprofloxacin (M4). These metabolites exhibit antimicrobial activity in vitro, but to a lesser
extent than the parent compound.

Ciprofloxacin moderately inhibits 1A2 isoenzymes of CYP 450.

Elimination
Ciprofloxacin is mainly excreted unchanged, both through the kidneys and, to a lesser extent, in the
feces. The elimination half-life in patients with normal renal function is approximately 4 to 7 hours.

Excretion of ciprofloxacin (% of dose)

Oral administration
Urine Feces
Ciprofloxacin 44.7 25.0
Metabolites (M1-M4) 11.3 15

Renal clearance is 180 to 300 ml/kg/h and total clearance is 480 to 600 ml/kg/h. Ciprofloxacin
undergoes both glomerular filtration and tubular secretion. Severe renal impairment leads to an
increase in the half-life of ciprofloxacin to 12 hours.

Extrarenal clearance of ciprofloxacin is primarily due to active intestinal secretion and metabolism.
1% of the dose is excreted via the biliary route. Ciprofloxacin is found in high concentrations in bile.

Children and adolescents
Pharmacokinetic data from paediatric patients are limited.

In a study in children, Cpax and AUC values were not age dependent (over one year of age). No
noticeable increase in Crmax and AUC values was observed after repeated administration (10 mg/k
three times a day). >

In 10 children with severe sepsis, the Cmax value was 6.1 mg/L (range 4.6-8.3 mg/L) after a £fhotrs"
intravenous infusion at a dose of 10 mg/kg in children less than 1 year of age, and was 7.2 1540 ' i)
(range 4.7-11.8 mg/L) in children 1 to S years of age. AUC values in the respective age gro A Negrer 7
17.4 mg-h/L (range 11.8-32.0 mg-h/L) and 16.5 mg-h/L (range 11.0-23.8 mg-h/L), respectivé} A\

20




24

These values are within the range described for adults when the drug is administered at therapeutic
doses. Based on population-based pharmacokinetic analysis in paediatric patients with various
infections, the predicted mean half-life in children is approximately 4-5 hours, and the bioavailability
of the oral suspension ranges from 50 to §0%.

5.3 Preclinical safety data

Non-clinical data from conventional single-dose toxicity, repeated-dose toxicity, potential
carcinogenicity, and reproductive toxicity studies do not reveal any special hazard to humans.

Like many other quinolones, ciprofloxacin has phototoxic effects in animals if the degree of exposure
is clinically significant. Photomutagenicity and photoracogenicity data indicate minor photomutagenic
and photoracogenic effects of ciprofloxacin iz vitro and in animal studies. This effect was comparable
to that of other gyrase inhibitors.

Tolerance studies on effects on joints

Like other gyrase inhibitors, ciprofloxacin causes damage to stressed joints in immature animals. The
extent of articular cartilage damage varies with age, species, and dose; damage can be reduced by joint
relief. Studies in mature animals (rat, dog) showed no changes in articular cartilage. In a study on
young beagle dogs, ciprofloxacin at therapeutic doses caused severe joint lesions after two weeks of
use that persisted beyond 5 months.

6. PHARMACEUTICAL PARTICULARS
6.1  List of excipients

Tablet core

Microcrystalline cellulose

Carboxymethyl starch sodium

Silica, colloidal anhydrous

Magnesium stearate

Tablet coating

Hypromellose

Macrogol 6000

Titanium dioxide

Talc

6.2  Incompatibilities

Not applicable.

6.3  Shelflife

3 years

6.4  Special precautions for storage

Do not store above 25°C, in a dry place, protect from light.

6.5 Nature and contents of container

10 film-coated tablets of 250 mg or 500 mg together with a leaflet in a cardboard box.

53
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6.6  Special precautions for disposal and other handling

No special requirements. Any unused medicinal product or waste material should be disposed of in
accordance with local requirements.

T MARKETING AUTHORISATION HOLDER

Zaktady Farmaceutyczne POLPHARMA S.A.

ul. Pelplinska 19, 83-200 Starogard Gdanski

8. MARKETING AUTHORISATION NUMBERS

250 mg film-coated tablets: Authorisation No. R/3085

500 mg film-coated tablets: Authorisation No. R/3086

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 11 April 1994

Date of latest renewal: 18 July 2013

10. DATE OF REVISION OF THE TEXT

9 February 2021

Summary of Product Characteristics in accordance with
the Notice of the URPLWMiPB President No. DZL-ZLN.4020.5116.2020.2 WE
dated 9 February 2021
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