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PTOPXMHOJIOHDLI

HemHoro ncropuu:
e 1960 roabl — BblaeneHa HanngukcoBasa KUcnoTa
*. [1o3xe cnHTeampoBaHa OKCONMHOBAs KUCMNOTa C TEM Xe CNEKTPOM, HO aKTUBHEE B 2-4 pa3a

 [lanee nony4mnu LWMpoOKoe NCnonb3oBaHMe BBeAeHMe atoMa dTopa B 4 NONoXKeHNen
nMNepasnHOBOE KOIbLIO B 6, TEM CaMbliM PacCLUNPUB CNEKTP.
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FQ Structure-Activity Relationship

Position 5 impacts gram-
positive activity

Position 6 involved
in bacterial cell

penetration and DNA

gyrase affinity —, e

Position 7 involved
in spectrum of —

Positions 2, 3 & 4 are
involved in binding

to DNA gyrase;
essential for
mechanism of action

activity & PK (key
position) 6
Position 8 involved N
in spectrum of Position 1 impacts
activity, including PK, drug potency,
anti-anaerobic and stacking

activity



MexaHn3m gencTBuUN:

* Iurmoumpytot AHK-rmpasy u Tonomsomepaasy IV, HapyLias
cuHTe3 [1HK.

* Kpome Toro, aHTnbakTepmarnbHasa akTUBHOCTb ODycrioBrneHa
BnnsiHuem Ha PHK B6aktepuin, Ha cTabunbHOCTb X MeMOpaH

MexaHuu3am genucrTBuA




MexaHn3m gencTBusN:

A\
A\ VAL AT N

OHK-I'mpa3sa
« COCTOUT N3 ABYX AOMEHOB 2GyrA and ——
2GyrB noyXiuenotei

« CTPYKTYypa 3akogupoBaHa B

COOTBETCBYOLWMNX reHax - GyrA and

GyrB il
* DepMeHT cnocobeH Kak

KaTeHUpoBaTb, TaK U geKkateHnpoBaTb

D. H K . n p°£1"y"r"‘n:a:$°" Janesz:::;:'racn "

Mexay KoHuamm thepmenr
paspbiBa noxkuaaer [HK

l

e 3amLlaeT OT BO3HUKHOBEHUSA
CTPYKTYPHbIX UBMEHEHUN Nepen
PENNMUKATUBHOW BUSTKOW




MexaHun3m gencTBuUNA:

Tonou3omepa3sa lVv

* COCTOUT U3 ABYyX OOMEeHOB ParC u
.OBYX OOMEHOB ParE

* CTPYKTYpa 3akoanpoBaHa B
COOTBETCBYIOLLUX reHax — ParC n ParE

e CunbHag AT®d-3zaBncumas
nekateHasa

« OTBETCTBEHHA 3a yaarneHue
‘cynepcnupann3npoBaHblibiX BUTKOB U
otaeneHune govyepHen JHK nocne
pennukauum

e 3amnLLaeT OT BO3HUKHOBEHUS
CTPYKTYPHbIX UBMEHEHUI MOCI1e
PENNNKATUBHON BUITKU



MexaHn3m gencTBuN:

DNA + DNA gyrase

DNA-DNA gyrase
complex forms,

DNA strands broken but
held by DNA gyrase

Quinolione stabilhizes

DNA~-DNA gyrase complex.

broken strands cannot
be released and DNA
replication is blocked

Broken strands are
released,; cell death results
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l DNA gyrase
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MexaHNU3M OEeNCTBUA:

DNA gymse . o
4 isomerase

[1o TNy gencreua — obnagatoT BbipaXeHHON 6akTepuungHoun
aKTUBHOCTbIO.
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abanua 1. Kraccupukaumsa XMHONOHOB/ PTOPXHUHONOHOB
MNokoneHue MNpenapar CneKTp akTUBHOCTH
| — HedTOpUpPOBaHHLIE Hanuaukcosaa kucnota | B ocHOBHOM rpamMoTpyuaTenb-
XUHONOHbI OxconuHoBasA KUCNOTa | Hasa MUKpodnopa (cemeincTso
MunemupoBan kucnota | Enterobacteriaceae)
Il — rpamoTpuuaTenbHble HopdnoxcauuH [pamoTpuuarenbHas MUKpodno-
OTOPXUHONOHbI LUunpodnoxcauuH pa. S.aureus, HU3Kaa aKTUB-
MNednokcauuH HOCTb NpoTUB Streptococcus
OdnokcauuH pneumoniae, Mycoplasma
NlomednoKcauuH pneumoniae, Chlamydophila
pneumoniae
Il — pecnupatopHbie dTop- | JleBodnokcauuH AKTUBHOCTb NPOTUB .
XUHONOHbI CnapdnoxcauuH Streptococcus pneumoniae,
Temadnokcaumu* Mycoplasma pneumoniae,
Chlamydophila pneumoniae
IV — pecnupatopHble + TpoBadnokcauuH* AKTUBHOCTb NPOTUB ]
aHTHaHa3po6Hble PTOPXH- Knuuadnoxkcaumu* Streptococcus pneumoniae,
HONOHbI MokcudnokcaumH Mycoplasma pneumoniae,
[emMmudnoxcayuuu™** Chlamydophila pneumoniae,

BMS-284756**

aHas3pobos

MpumeuaHusa: * — oTo3BaH € pbiHKa; * * — Ha cTaguM KAMHHYECKHUX UCTIBITaAHHH.
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OcobeHHOCTH: s

* HAKannmMBakTCA B KINeTKax C
MaKpodgaranbHOW
aKTUBHOCTbIO B

'KOHLeHTpaunax dbonbLue
nna3mMeHHbIX B 4-8 pa3

* N B X COCTaBE NMPoXoaaT
‘Yyepes ructoremaTnyeckme

bapbepobl (BknoYasa Mb) After:

* B HU3KMX KOHLEHTpaLUsX
‘nonagaroT B rpyaHOE MOJIOKO.

* CnocoOHbI pe3Ko noaaBnATb
aHTUdharoymTapHbie CBOUCTBA
bakTepun.

* MPOSABNSAOT

Ciprofloxacinum
is not fun

samOrell Typh



N3 3TUX 0COOEHHOCTEUN BbITEKAIOT
n pOTM BO n OKa3a H M} OrpomHas npocbba He HasHa4YaTe PTOPXUHONOHDI

bepeMeHHOCTb
KopmMneHue rpyabto
* [leTcKuin BO3pacT

A Kopmnio rpyabo




Pe3nCcTeHTHOCTb:

Pe3ncTeHTHOCTb K

Mechanisms of resistance npenaparam cTapLumnx

e NOKONEHNN
L b) At NpakTU4Yecku He
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PucdamnuuuH

1957 r. BblAeneHbl pudamMnuLmHbI.

MexaHun3am gencteus: MHrMoypyroT bakTepmanbHyo OHK-
'3aBucumyro PHK nonumepasv .
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Puchamuymun B




CrnekTp aKTUBHOCTMU:

» Mukobaktepumn:M.tuberculoisis, M.leprae,
"aTnnn4yHble" MukobakTepumn (M.avium,
M.kansasii, M.marinum v Aap.).

* [pamM(+) KOKKMN:CTPENTOKOKKN, BKNtOYas
MHOrme neHnUUninHOpPEe3nCTEHTHbIE
NMHEBMOKOKKU;

CTadUITOKOKKM, BKItovaa PRSA 1 MHormne

- MRSA. .

OHTEPOKOKKN YCTONYUBSI.

* [pam(-) KOKKMN: TOHOKOKKM,
MEHUHIOKOKKM.

* ['pam(-) nanoykn: H.influenzae (BkNto4as
LUTAMMbI, YCTOUYUBLIE K aMMULUNTINHY

M XITOpaM@EHNKOIY), NETMOHENTbI, WP
F.tularensis. B TSCEEE

» bakTepuun KuevHou rpynnel (E.coli,
canbMoHennbl 1 ap.)
Mano4yBCTBUTENbHbI.
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OcobeHHocTn PuchamnuumHa:

* bbICTPO pa3BmBaeTcA
YCTOMYMBOCTb

* PudpamnuuymH okasbiBaet
BUpYyNMuMagHoe oencTene Ha BUpYC

BelleHCcTBa, NogaBnsAeT pa3BuTme
pabunyeckoro saHUedannTa; B CBS3
C 3TUM €ro UCMNOoJSIb3YIOT ANs
KOMMIEKCHOro nevyeHuns

beleHcTBa B MHKYH6aLMOHHOM
nepuoae

* iIMeeT KOpUYHEBO KpaCHbIN LBET,
CNOCoDEH OKpaLUMBaTbL MOYY,

CINE3HYH XXNOKOCTb, MOKPOTY B
KNACHKIN 1IRET AT HF
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