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KYPIA XAPAKTHPIZTIKA KINOAONQN

AVTIBLOTIKA «EUPEOC PACUATOCH

Avtiflotika yia IV & per os xopnynon

AVTIBLOTLKO 0TNV KOLVOTNTAO KoL OTO VOOOKOUELO
KaAn cuppopdwon kat ovoxn

Aodalela- averlbBuuntec evepyeleg (;;;)
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AOMH
MHXANIZMOZ APAZH2
MHXANIZMOI ANTOXH2



O€oelc Hpaonc TWvV OVTLULKPOBLAKWY

Pipoowpa
AvaoTtoAn ThG mpwTEivoouvOeong
(macrolides, tetracyclines, aminoglycosides,
oxazolidinones)

AvaoTtoAn oUvOeongc Tou KUTTAPIKOU TOIXWHATOC
(penicillins, cephalosporins, glycopeptides)

AwneuBceiac Apaon oTo
DNA

(fluoroquinolones)
Purines-Nucleic acids-DNA
(sulfonamides, trimethoprim)



O€oelc Hpaonc TWvV OVTLULKPOBLAKWY

AvaoTtoAn ThG mpwTEivoouvOeong
(macrolides, tetracyclines, aminoglycosides,
oxazolidinones)

AvaoTtoAn oUvOeongc Tou KUTTAPIKOU TOIXWHATOC
(penicillins, cephalosporins, glycopeptides)

Apaon oto DNA

, Apdon oe peTaPoAikéc
(fluoroquinolones)

dlepyacoiec oTo KUTTApOTAaoHa
(sulfonamides, trimethoprim)

TOT[OtGOl.lEp('IO'EC Oényel og aduvapio cuomeipwong TG
, €Akac Tou DNA oto xpwpoowpa, UE
* DNA yupaon ywa Gram (-) QUTOTEAECA TNV ETILUAKUVON TOU

* Tontoicopepadon IV yia Gram (+) KUTTAPOU Kot TEALKA Tov Bavotd tou



Aopun: KwwoAwviko¢ AaKTUALOG
H tonoBétnon ¢Oopiov otn O€on 6 €ixe WC AMOTEAECHO TN CNMOVTILKN EVioXUON TNG
OLVTLMLKPOBLOKAC SpaoTikOTNTOC
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norfloxacin ciprofloxacin
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moxifloxacin levofloxacin

DOopLOKVOAOVEC



KivoAOvVeG 10TOpIa: TONOBETNON
(pOopiou oTn Oson 6

Oopada I (1962) Oupada II (1980)  Owada III (>1990)
Neploplopévou baopatoc Eupéog daoparog Eupeog paoparog
. EVO&IO‘l'.W] TpoBadAofaoivn
* NaAwdL§ko o&u . Tkpenadho§aocivn
)  OAepoéacivn . Inapdlofacivn
* ZlVOf,(IO'lVI’] + NedAoacivn? - katidpAofaoivn
- KhwvadAofacivn
* NopdAo§aoivn - Zwwadlofacivn
* ZmpodAofacivn MofubAotacivn
, NeBodAofaoivn
* OdAodaoaivn MNpouAipAoéaaivn
AsAadAroéaoivn

Me KOKKLWVO 00eC KUKAodpopoUv otnv EAAGSa



AvTipkpoBLako ¢acpo KLvoAovwyv

Enterobacteriacae
Salmonella spp
Shigella spp
Campylobacter spp
Yersinia enterocolitica
Escherichia coli
Klebsiella spp
Aeromonas sp
Neisseria spp
Moraxella cattarhalis
Pseudomonas aeruginosa

Evéokuttapia mnaboyova
Ricketsia-Coxiella burnetti
Chlamydia sp

Brucella spp
Mycobacteria

Legionella sp

Bartonella sp

Anaerobes (poéldAotaaoivn)

Gram (+) Staphylococci, S.pneumoniae



DopUAKOKLVNTIKEC LOLOTNTEC KLVOAOVWV

Agent
Norfloxacin

Ciprofioxacin
Levofloxacin
Gatifloxacin
Moxifloxacin

Administration Absorption

Oral

Oral, IV
Oral, IV
Oral, IV
Oral, IV

50%

756%
98%
96%
89%

Half-Life (hrs) Disposition
4 (8inanuria) M (20%)

R (27%)
4 (10in anuria) R (50%) M
7 R (80%)
7-8 R (70%)
10-14 R (20%)

M (25%) (in liver)




Mnxaviopot avtoxC oTLC KIVOAOVEC

Gram (-) : Gram (+)

A. Mewwpévn dlamnepatotnta
B. Efflux pumps (avtAiec anoppon¢ tov avtiflotikou)
. MetaAAa&n otoxou dpaonc kivoAovwv:(DNA yupaon, tonoicopepaon V)

Lancet Infect Dis 2006:6:629



Avantuén avtoxnc otiC KWVOAOVEG

e [eviKA N epdAavion avioxng yivetol mpoodeuTiKa.

* ApXLKQ ETILAEYOVTOL OTEAEXN UE Ml METAAAAEN LLE
QTMOTEAECU TN MELWHEVN EvaloBOnaoia.

e AKOAOUOEL Ka HeUTEPN HETAAAAEN LLE ATTOTEAEGA TNV
epdavion mMANPoUC avtoxnc.

Drlica K et al, Current Topics in Medicinal Chemistry 2009



NMepintwon #1

Oa divarte cumpodpAoéaoivn otnv aocBevn auTA;

 Ampicillin:

[uvaika, 25 eTwv, pe SucoupLka
gevoyYAnuata, xwplc mupeto

* VEVLKN OUPWV: nuoupia
Kot vitpwon (+)

* KaAAALEpyELO OVPWV:
Escherichia coli >10°> CFU/ml

A
* Augmentin: E
* Cefoxitin: E
* Cotrimoxazole: A
* Nitrofurantoin: E
* Pivmecillinam: E
* Nalidixic Acid: A
* Norfloxacin: E
* Ciprofloxacin: E




NMepimtwon #1
MapAadelypa mMPWTOU EMLITESOVU AVIOXNG OTLC KIVOAOVEC

[uvaika, 25 etwv, pe duocoupLka * Ampicillin: A
gvoYANUOTO, XWPLG TTUPETO * Augmentin: E
* Cefoxitin: E

* VEVLKN OUPWV: nuoupia  Cotrimoxazole: A
kau vitpwdn (+) * Nitrofurantoin: E
' ’ * Pivmecillinam: E
E?:l?;i?ﬁ;acg;;g(fg-‘JCFU/ml * Nalidixic Acid: A
* Norfloxacin: E

* Ciprofloxacin: E




Escherichia coli

> Nalidixic Acid: A

To "O‘M&f’"(o > Norfloxacin: E
XPNOLLOTIOLELTAL OV
5€thn'q yta tov EAEVX? e MetaAAayEg yupaonc/Tonoiocopepaon
nPwWING petarlayng (1 petoAAayr)
Cip (E) + Nal (A) =
“rdavn arotvyio > Nalidixic Acid: A
veparmneioc pe kivoAovec” > Norfloxacin: A

MetaAAayEg yupaoncg/Tomoicopepaons
(moAAamAéc petaAAayEc)




MapAdyovteg KLvOUVOU yLol QVATTTUEN OLVTOXNC OTLC
KLVOAOVEC

* Mpocodoatn xpRon KvoAovwv

* Makpoxpovia voonAeia

* MeyaAn nAwkia

* YmodocoAoyia



KINOAONE2

AvtluikpoBLako ¢paopa.



AvVTILKPOBLaKko pacpa KtvoAovwv

Gram(-) aepoBia (Pseudomonas = Cipro)

Gram(+) agpofLa («aVAMVEUOTIKEC» KIVOAOVEC)

Avaepofia (moéidpAoaaoivn, aAAa avéavopevn avtoxn)

EvbokuttdpLa (atuma) maboyova (oL VEOTEPEC OVATIVEUCTLKEC KIVOAOVEC)

MukoPaktnpidia (poéipAoacivn: SpaotikOTNTO TAPOMOLA LLE OUTA TNG
Ethambutol aAAa pikpotepn avtnc tng INH)



H 6pdon Twv VEWTEPWV KWVOAOVWV
oTa EVOOKUTTAPLA «ATUTIO» TtaBoyova

APOOTIKEC EvavTL “atUmwVv” HIKPOOPYAVIGUWV:

* Legionella pneumophila

* Mycoplasma pneumoniae
* Chlamydophila spp

* Mycoplasma hominis

e Ureaplasma urealyticum

J Antimicrob Chemother 2003;51S



H 6pdon Twv VEWTEPWYV KWVOAOVWV GTOUC
Gram (+) KOKKOUC

Meploplopévoc poloc otn Bepameia Twv
oToPUAOKOKKLKWV KOl EVTEPOKOKKLKWV AOLUWEEWV:

* oplakn evdoyevnc dpaotikotnta (s€aipeon veotepa MEAN TNC
katnyoplac-deAadAofacivn)

* EMIKTNTN avToXN



Mepintwon #2

* fTuvaika 40 eTwv pe utotporialovta EMELGOSLA KUGTITLOO,
Aappaver voppArofacivn kO popd (EUTELPLKA), XWPLE VO OTEAVEL
OUPOKOAALEPYELQ OE KAOE EMELOOOLO

* Tnv teAevtaia popa n oupoloipwén ekdnAwvetatl pe vPnlo
TIUPETO Kol 0 yLatpoc He TnAepwviki odnyia Eavayxopnyetl
vopdAoéacivn

¢ 303TO f} AAOOZ?



Htav AaBoc aAAa yorti?

* H Aoipwén Atav avwtepou oupomoLnNTIKoOU

* H vopdAoéaoivn 6ev KAVEL CUYKEVTIPWOELC OTOV 0PO, CUVETTWC
dev MpEMeL va yopnyeital o€ AoLwéEELC OMwC N uelovedpitida

e 2 HLot oUPOAOLHWEN cOBOPOTEPN OTIO AUTEC TOU KATWTEPOU
OUPOTIOLNTLKOU, Eival mapaKivOUVEUHEVO va xopnynOei
EMRNEIPIKA avtiiotiko nmov £xeL AndOet npoodata (kivéuvog
Bepaneutiknc amotuyiac, o€ £dadoc nposmiAeyeioac avtoxnc)



NMepintwon #3

* AcOevnc 45 eTwv PE KALVIKA ELKOVO TTIVEUOVIOLC

0Tt TNV Kowotnta
* YPnAO nupeto, Axa mopoywyLtko
e Aktwvoypadia Owpakoc: AoBwdnc nvevpovia

* ‘Exst AaBet apoukiAAivn/kAaBouvAaviko npo 20nUEpou ya
pLVOKOATiTId

* O ywatpog tov cuvtayoypadei otnpodpAroacivn 500mg ava
12wpo

* 303TO fj AAOOS?



AvTtipukpoBLako paopo KLvoAovwv

MPOzOXH

* H ounpodAoéacivn AEN eival dpaotikn o€
OTPENTOKOKKOUG/Ttveupoviokokko (pk/pd!)

1. AegBodArotacivn

2. Moé&pAotaoivn



KINOAONE2

DappakoKvNTIKEC-
dapuLaAKOOUVAULKEC LOLOTNTEC



DopraKkoKLVNTIKEC OLoTNTEC POOPLOKIVOAOVWV
* MoAU kaAn BrodiaBesopdtnta, XapnAn npwteivoouvdeon

* MoAU KaAn KATAVOU GTOUC LOTOUC KOl LKAVOTIOLNTLKEG CUYKEVIPWOELC OTO MAACHA

(EEAIPEZH: vopdAofaaivn)
. Il'lpoordrnq, XoAn$opa, MveVUOVEC, 00TA, Hakpodaya
. IOuponothKé (EZAIPEZH: poéidpAotaoivn)
- JENY

* YYnAEc ouykevipwoelg o€ U0 dSUOKOAO SLapepiopato: 00TA KoL TPOCTATH



MetaoALloHOC KtVOAOVWV

ATEKKpPLON

* Neppkn:AeBodpAroéacivn, opAoéaoivn
* Hatikn: poéipAofacivn

* Mewktn: owmpodAoéaaivn



Aocoloyia KtvoAovwv

* OdpAoaoivn: 200 R 400mg x 2 iv/po
n800mg x 1 po

» JinpodAoaoivn: 500 750 n 1000 mg x 2 po > Y{nAotepeg 8ooeig
, ] ano to SPC
600  400mg x 2 Iv > PK/PD AdyoL
* NeBodAoéacivn: 500 1 750 mg x 1 po
750 mgx1iv

* Mo§idpAoéaoivn: 400mg x 1 iv /po.



Mpocappoyn docoloyiag otn VEPPLKN OVERAPKELDL
MoéipAoaoivn: kapia tpocapuoyn
Mpoocappoyn os:

* NeBodAoéaoivn: 500mg/24h, av Cl < 50ml/min
» JunpodpAoéacivn, NoppAofaoivn: av Cl <30 ml/min



®BoplokwvoAovec — PK/PD
Aoocoegtaptwpuevn 6pacn

MpoumnoB<oeig dpaoctikdTnTog Kot TPOANYNG
oVAMTUENC OLVTOXNG

+ AUC/MIC

Gram apvntka: > 125

> 250 (mpoAnyn avantuénc avtoxnc)
S. pneumoniae: = 30 (6paoctikoTnTQ)
> 50 (mpoAnyn avamntuénc avrioxnc)
¢ Peak/MIC: > 8 — 10 (6paotikoTnTQ)

> 10 (mpoAnYn avantuéng avioxng)

Concentration [mg/L)

C Aminoglveosides
— Cax/MIC Fluoraguinalones

Aminoglycosides
Flusroquinelones
- Glyeopeptides
ALCMIC Aacrolides
Eetolides
........ T
T=A0cC
Tetracycline, p-lactams
Uxazolidinones, Macrolides

Time (h)




EAQXLOTEC AVOLOTAATLKEC TTUKVOTNTEC TWV KIVOAOVWV EvavTl
tov MVEUHOVIOKOKKOU

KwoAovn MIC 90 (ng/ml)
Streptococcus pneumoniae

2unpodAoaoivn 2
4 NeBodAo§acivn 1 AVOTTVEUGTLKEC
D OopLOKLVOAOVEC
MoéipAoéaaivn 0,12

\ 4




DappakokivnTikn Twv pOoplokivoAovwv otov mveUpova
KOlL OTOV 0PpO

KwoAovn Opog YypoO nov enalAeidel KupeAdbika
(ng/ml) TG KUY EAiBEC nakpodaya
(ng/ml) (ng/ml)
2umpodAoéacivn  1.9+0.1 3.0+ 1.05 13.4 + 3.5
NeBodAoaoivn 4.1 10.9 27.7

MoéipAoéacivn 3.2 20.7 56.7



Mepintwon #4

* AcOsvic pe elkova oéeiog nuedovedpitidag Kal armopdvwon E.coli pe
gvalcOnoia otic K(voAovec Kat dAAEPYLEC 0 B-AAKTAMEC KoL AAAQL
avtipikpoBraka (0a xopnynOei kwvoAovn)

* Mota kwoAovn AEN npenel va 600¢i otov aoBevn;
ZutpodAodaacivn

NeBodAoéaaivn

Mo&ibAofacivn — A€V CUYKEVTPWVETOL

. OTO OUPOTOLNTLKO
MpouAiwpAo§acivn

W bNR
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ANENMIOYMHTEZ ENEPIEIEZ KAl
OAPMAKEYTIKEZ AAAHAENIAPAZEIZ



AvermOuuntec evepyelec pOopLOKIVOAOVWV

* [EZ ( ouxvotepa) vavtia, EPETOL, SLAPPOLEC

* KN2

* MUOGKEAETLKO

* Kapdiayyeiako

* KpuotaAloupia

e E¢avOnua (0.5%), ®wtosvaicOnoia, ayysiooidnua
* MBavotnta atpoAvong o EAAswpn G-6-P D

* \euKomevia, nwowvodlAia

* MetaAAaéloyova?

* OxL o puacOevela Gravis



AVETILOUUNTEC EVEPYELEC KIVOAOVWV

* KNZ (1-2%): Npocoyn octou¢ NALKLWUEVOUC

Alnvia, tpopog, kepalaAyia, {aAn, coyxuvon, Yuxwon, ocnacpol
Emuteivovtal pe cuyxopriynon 0€opuAAivng, NSAIDs

Mnxaviopog: Avtaywvicpog tpécAndng GABA amo toug
EYKEPAALKOUC VEVUPWVEC

e AAyoc kat pRén AxtAAeiov tévovta (mpwipn Ko oYLpn)

MpodLaBeoikol mopAyovTec:

XNA, kopTtikoeLdn, nAkia >60 eTwv
MnXaviopog: HItoXovopLakn To§lkotnta, CUCCWPEUOH
HETAAAOTIPWTELVOLGWV OTO GUVOETLKO LOTO

Heidelbaugh JJ, et al. J Fam Practice 2014;62:191



Napataon tou QT
* Mapadtaon XwWPic UMOXPEWTIKA UTTEPBaon TwV PUCLOAOYLKWV
opiwv
* Kupiwg¢ n moxifloxacin aAAd oxtL povo

* JoBapn appuBuia (Torsades de pointes) s€alpetika oravia.
Mpoooxn o«:

* HAWKLWHEVEC YUVALKEC R Ol ;'1 =
. i AN A/ J

* Awatopayxec K, Mg Yy w}

e ZUyXopnYOUMEVA QVTLOPPUOULKA |

- opadac IA: quinidine, procainamide
- opadoag lll: amiodarone, sotalol
e ATOMO UE UTTOKELEVN KapdlomtaBela

Bolon MK, Infect Dis Clin North Am 2009
Falagas et al,Int J Antimicrob Agents. 2007



AAANAentdbpaceLl KivoAovwv e aAAa pappaKa
* Avtiofva ( Mg++, Al +++), H2 avaotoAelg, Fe++ Zc+:
LLELWVOULV TNV aroppodnaon KIVoAovwv

* OsopuAAivn, kadeivn, Bapdapivn: oL KLVOAOVEC
avaoTEANOUV TO peTaBoALoO Touc (Auéavetal n
SpaOTLKOTNTA TOUC)

e MZAQD, TeTPaAKUKALVEC: avaoTtoAn tpooAnync GABA,
ontaopoi-KNZ dratapaxec

e AvtiappuOuwka lll, avaotoAn CYP kutoxpwpatoc (my
owanpldn): mapataon QT-torsades de pointes)

o Avtidlapntika dtokia- Kupiw¢ couAdoVUAOUPLEC:

e Xopnynon tn¢ KWoAdvng

1-2 wpec MPIN 1 6 wpEeG
META amo okevaopota
TLOV TEPLEXOLV Gidnpo N
aAAa 6100evn katovta,
ocoukpaAdatn, aviioéiva

e Aev untapxeL avtevOEeLEn

yla evéodpAEfLa
Xxopriynon toug (oxt
ouyxopriynon

e Zta unoAowuna ¢appaKa

¢ Alotag: MPOZOXH
otn cuyxopriynon

UTTOYAUKOLLULLOL

e AAN\O:: KUKAOOTIOPLVN, QVTLULKPOBLAKA in Vitro
(avtoywviopoc)




KwoAoveg kau Clostridium difficile

* H mponyoupevn XpRon KWVoOAoOvwyV glvoll aveéapTnTo

napayovtoc Kivduvou Pevdopepufpavwdouc KoAitidac.

* H duappora pmopei va epdaviotei Ewe kot 20 - 30 nuepec META

TN Stakomn Tou avtBLotikou

Mascart G, et al. Eur J Clin Microbiol Infect Dis 2013;32:1177.



Hmatotoélkotnta

H Bepameia pe 1n moxifloxacin  guvdéeTal pe  £vav  Kivouvo avamrugn
W TToU ODNYEl, OUVNTIKA, Ot QTEIANTIKA yid Th Qwn)

NTTATIKI] AQVETTAPKEIA Kal Kiviuvo duvnTiKA ammeAnTikwy yia mn {wr), SEpUaTIKWwy

QVIIORAoEwWy QUOTAIDWOOUC TUTIOU OTIwe To Stevens-Johnson-Syndrome (SJS)
N.0I10&ikA emdepuikn VEKPOAUTIC (TEN).

AOYyw TTEPIOPIOHEVWYV KAIVIKWY Oedopévwy, n_moxifloxacin avievOeikKvuTdl OF

aoBeveic pye ernpeacuévn nirariki Aeitoupyia (Child Pugh C) kal o aoBgveIC UE

—
QUOIOAOVIKOU ORIQUIULIN),




KiwvoAovec-avtevdeiéelc xopnynong

e OxL otnV EYKUpOOUVN — ONAaopo
« AEN ZYNIZTATAI AIAKOMNH KYHEHE £E AHWH TOYZ

* Mpoooxn: MeEPVOUV 0TOV MAOKOUVTA KOl TO MNTPLKO YAAa

* The use of quinolones during the first trimester of pregnancy does not appear to represent
an increased risk for major malformations recognized after birth, stillbirths, preterm births

or low birth weight.

* OxiL o€ nadd — eprouc <15 eTwv (6paon 6TOUC AVANTTUGOOUEVOUC XOVOPOUC-
apBpitidec-avénon evéokpaviag mieonc-petafoAikn oéEwon ( veoyEvvnta)
* Emupénetal n xopRynon touc o€ madla o anmoAutn £voelen (m.x. Kuotikn ivwon)

Bar-Oz B, et al. Eur J Obstet Gynecol Reprod Biol. 2009;143:75-8
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KAINIKEZ ENAEIZEI2
XPHZH 2THN KAINIKH NPAZzH



KiwvoAovec — Eupeia xprion otnv KAWVIKN
npaén aAAa ortaviwe 1" emAoyn

" Nolpwéelc OupomotnNTKoU (avWTEPOU KO KOLTWTEPOU)
" NOLUWEELC AVOTTVEUOTIKOU (0LVITEPOU Kall KATWTEPOU)
" Nolpwéelc FfaotpeviepLkoy

" EVOOKOLALOKEC AOLUWEELC

" NOLHWEELC OOTWYV KOl LOAGLKWV JLopLwV

" ELOLKEG AoLpwéELC K.aL.



KwvoAovec — MpoduAaktikn XpRon

EkOeon og avOpaka

EkOeon o€ HNVIYITIOOKOKKLKA pnviyyitida

Nolpwéelc o€ nepiodo ovdetepomneviac (6 cuvioTatol EUPEWC)
EvavTtl UMOTPOMWV OE€ AUTOMOTN BOKTNPLOKN TLEPLTOVITION

‘EvavtiL urtotponwyv BoKTnpLlotpioc eni Kipooppayiog



Oepaneio PwvokoAnitidog

* Atotuyia Oepaneiac n UTTOTPOMN TNG
VOOOU

* lotopko ANYnc aviflotikwyv to TeEAEVTAIO
TPLKNVo
* TomikA ovtoxn NMVEUMOVIOKOKKOU >30%

v AVOTTIVEUGTLKHA KWWVOAOVN
(AeBodAofacivn, poéipAotaoivn)

Chow AW, et al. Clin Infect Dis 2012;54(8):e72-112



2UVLOTWHEVN aywyn o€ EMMAEYMEVN £€apon
Xpovioc anodpaKTlKAC nvevpovontaBeioc (XAM)

e AplvomteViKLAALVN + avaoTtoA£ac B-AoKTOHACWY
* Kedpaloomopivn B-yeveac

* MoéidpAoaoivn

* NeBodAoéacivn

° ZthpO(I)AO&(IG iVI‘] (novo yLa Toug acBeveic pe mapayovteg Kivduvou yLa
Pseudomonas aeruginosa)



Napayovtec Kvduvou yia P. aeruginosa kot AAAa
Enterobacteriaceae o€ ¥poviouc OVAMVEUOTLKOUC 0LlGOEeVELC

* FEV, < 35% tou ntpoBAenopévou

* BPOYXEKTOOLEC

* Avaykn voonAsiac (tblaitepa o MEO)
* Mpoodoatn voonAeia

* Mpoodatn AnYn noAAwv avTLBLOTIKWVY



Eunelpikn Oepareia tnc mveupoviog amo T
kowvotnta (CAP)

NeBodAoéaoivn, poéidAoéaocivn wg ENAANAKTIKA
dappaka:

Note Oa 60O0ovv;

* Emti aAAepyiac ot B-AOKTAMEC
* [lponyoupevnc xopnynonc aAAwv avtLBLOTLKWVY
e EmdnuoAoyika dedopeva pe v PnAn avioyn oTic B-AAKTAMEC



EMI’]VLKE'Q KOLTEUGUVtr']pLeq Oﬁnvieq EEA-KEEANNO 2015
YLOL TNV TIVEULOVLAL €K TNG KOLVOTNTAG

MéETplag faputntag mvevpovia amé Tnv Kowvotnta

l. Evosikvudpeva

AUIVOTTEVIKIAAIVN PE QvaoTOAEQ B-AakTapacwy 1V n
Ke@tplagovn n kepotagiun + NeOTEPN HaKpOoAION

II. EVOANOKTIKA'

lMvevpovia amo eicpopnaon?

AUIVOTIEVIKIAAIVN PE QvaoToAEd B-AakTapacwy 1V n
Ke@tplagovn ry Kepotagiun + KAIVOauUKivn 1) Hetpovidaloin



OxL povoBepamneia e KWWVOAOVEC
oe cofBapn CAP pe:

e INITIKA KotamAnéia

* BOKTNPLOLULKA TIVEULOVIOKOKKLKE TIVEUHOVLOL

e Avaykn SLtacwAnvwonc

Rello J. Annals of Intensive Care 2011;1:48



AAAEC AOLUWEELC AVOTTVEUOTIKOU KOl KLVOAOVEC

* KakonOnc¢ e€wtepikn writda ( P. aeruginosa)
2unpodAoéaoivn
600mg/12h iv & 750-1000 mg /12wpo po.

* Kuotikn ivwon (kat og moudid, Bpaxvxpova oxrpota),

Pediatr Pulmonol 2012; doi: 10.1002/ppul.22667.)



KiwvoAoveg otn Oepameia tnC «MVeEVpHOVIACY:
Mpoocoyxn o€ unokpuntopevn Qupatiwon

* Qepaneia avw tTwv 10 npuepwv (ko

enovaAappfovouevn) oo
* KaBuotepel tn diayvwon tng
dupoTIWONS
' [ 4 [ 4 é- o
* Kivduvog avOeKTIKOU G€ KIVOAOVEG :
HukoBaktnpLdiou a

Total number of days of Fluoroquinolone received

Figure 3. Association between number of days of fluoroquinolones
received and fluoroquinolone-resistant tuberculosis.

Bernardo J. Am J Respir Crit Care Med 2009;180:88-289
Devasia RA, et al. Am J Respir Crit Care Med 2009;180:365-370




Oéeia Kuotitida Kot KWWOAOVEC

* OLKWYVOAOVEG 6V ouvLoTWVTAL
wq aPXIKN EUMELPLKN OEpaneia
)%aa KuoTtitiéa Adyw tou
KlV uvou EMLAOYNC AVOEKTIKWV
OTEAEXWV.

* MpeneLva dtadpuiaxOouv ya
ETUNENMAEYHUEVEG
OUPOAOLUWEELG 1) AOLUWEELG
oo MoAvavOEeKTIKA
naBoyova.

* TpuHEPO BEpATTEUTIKA OXALOTA

Mivakag 3. A6 tou OTOPATOC AVTIHIKPOPRIaKY) Beparela yla tnv o&ela pun
ETMAEYHEVN PAKTNPIAKY KUOTITIOO OE €VAMKEG TIPOEUUNVOTIAUOIOKESG N
EYKUOUG YUVAIKEG.

Ovuoia Aoon Awapkela (nHépeg)
Apotikizivr/KhaBoulavikd ofl 625 mg tid/1 g bid 5-7

> impogphoaoivn 250 mq bid 3

> inpoghoaoivn XR 500 mg od 3
AeBoghotacivn 250 mg od 3
Opho&aaivn 200 mg bid 3
NopgpAofaaoivn 400 mq bid 3
NiTpogoupavToivn 50-100 mg qid 5-7

160/800 mg bid 3-5

gid: TEOOEPIC POPEC TNV NUEPQ, tid: TPEIC Popéc tnv nuépa, bid: dUo popéc Tnv nuépa, od: pia
popd tnv nuépa, XR: Bpadeiac anodéousuong.

TpiueBonpiun-covkpapebofaldin




H avtoxn tou E. coli otnv oéeia avenimAektn Kuotitida:
2005-6 vs 2012

ApruktAAivn 25,8 34
ApoUKIAAivn/KAaBouAaviko 5,2 6,4
Kedoupoliun 1,7 2,9
MeotAAvaun 3,4 3,8
I ZupodAroéaocivn 2,2 6,5
Kotpipo&aloAn 19,2 23
Nwupodoupavroivn 10,7 5,5
Pdwodopukivn 1,6 0,4
ESBL (+) - 2,4%

H avtoxn otn outpodAofaocivn Ntav avénuevn oe mepimtwon npoodatng
Xpnong avitpkpoBrakwy (p = 0,003) kat o€ yuvaikeg >65etwv (p = 0,02)

Katsarolis I, et al. Int J Ant Agent 2010;35:62-67
KatoapoAnc I, k.a. 15° Suvédptlo EEN, 2015, p 63



Oécia ntuelovedpitida amo tn kowotnta

Inpeia kal oupmTwpara mughoveppitidag
(MupeTog >38°C, piyog, 0o@uIkOE ovoc, ouxvoupia, Sucoupia, GAa KUOTIKA evoyArjuara)

(Bepameia EKTOC VOGOKOMELOU)

e ZimpodAoaoivn
NeBodAoéaaoivn

* ApwvonevikiAAivn pe avoaocTtoAEa B-
AOQKTOHOOWV

Kedbaloonopivn eupeoc paopatoc
+/-

e ApwvoyAukooidn (pia apykn 60on,
TIOLPEVTEPLKA)

WHONET 2015~9% avtoxn otn otnpopAoéacivn

Ynapyel vautia, épetog, aduvapia Aryng @appakwy 1 TPoQg
ano To OTOWA I} ONTITIKI KAaTaoTaon);

Y

L

Avahuon oUpwv Kal KahIEpYELa 0PV
Yrnepnyoypaenua

(oe unoia oupoloyikrg avwpaiad)
E€wvoooKOHEIOKN amd Tou oTOpaTog
Oepansia

Avaiuon olpwy Kal KahEpYEIa oLpwY
Ynepnxoypagnua

(o€ GAoug Toug aoBeveic)

Eicaywyn oto voookopeio

Apxikn evbopAéPia Bepaneia yia

v

1-3 nuépeg
¥

YinmpogAofaoivn i Aefoprotaocivn 1y
apvomeVIKINivn/avactohéa
B-haktapaonc
KepahooTopivr EUpEoS PAoHATOC 1
kotpipoéaloin (uovo eni yvwotr|g
evaioBnoiag - Ox1 cav epnelpikr| Bepaneia)
+

Hiag apyiknc OoNg MapeVIEPIKA
apvoyhukooidng
1

Yimpoglofacivn r) Aefoghofaocivn iy
APVOTTEVIKINAVN 1) TIITEPaKIAivn/
avaotoléa -haktapdong n
Kepahoomopivn y' yevedc

EE
Apvoyhukooidn
Auvoyhukooion
+
EUPEOC (PACUATOC TIEVIKIAAIVN

'\ KATEYOYNTHPIEZ ‘
\ " OAHTIEZ &




OePAMEVTIKOG AAYOPLONOG EEWVOOCOKOMELOKNG

Kot’ olkov Oepareiog mvevpoviag oo tn e 7o
KOWOTNTO O€ EVAALKEC XWPLE oUVOSO
voonpotnta
.m ; u- g . B Vo ¥ s ap
A. Xwpig ouvo86 voonpétnTa =* V&W;W&ﬂ%mwmmmtmu'ﬁ ."’“‘°°“.‘°""")
Xwpis 10t0puxs Aipn avruBroruci M 10t0pus b avriBioruv L e
10 TedeuTaio Tpipnvo 10 Teleutaio tpiynvo Xwpig 1otopukd Mg avrBrotikiv Me 1otopud Ajdng avaBlotxiy
10 teAeutaio Tpipnvo 10 TeAguTaio Tpipnvo
Apofurihhivn (1g x4 Apofurihhivn + vestepn paxpodibry - — .
+ i Apofuxihivn + vebtepn paxpohibn®*
VEOTEPN paKpohibn’i: AvamveuoTikn Kivohovn™™ Ava:mucux’rli VoA

Mpokeuévou yia tn xoprnynon KivoAovng dev mpémnet va ExeL xopnynVei kapta KlvoAovn otov acdevi to teAsutaio
Tpiunvo (akoun kat yia oupoAdoiuwén).

AVOnVEUOTIKEG KIVOAOVEG: AeBoAoéaaivn 750mg/24wpo, poéipAoéacivy 400mg/24wpo.



Nivakag 6. Zuvictwpeva avripikpofrlaka yua tn Bepaneia evnAikwv pe
ofeia Baxktnplakn pwvokoAmnitida.

Aywyn a’ emloyng

Epnepikn aywyn IuvicTwuEVa 7 Evallaktika
ApPXLKI) EUTELPLKN ApofukiAAivn/ AofukukAivn
Bepaneia KAaBouvAaviko 100mg x 2 iy
625mgx 31 200mg x 1, po
1g x 2, po ~\
AoBevn¢ pe LoTtopko AofukukAivn AeBodArolacivn
aAAepylac ot 100mg x 2 iy 500mgx 1, pon
B-AaKTApEC 200mg x 1, po Mo ipAofaoivn
400mg x 1, po
Aywyn) B’ emdoyng
Anotuyia apytkic / AeBocho{aoivh
aywync rn vnapén S500mgx 1, pon
napayoviwy Mofidrofaoivn
KivSUvou yla avroyr 400mg x 1, po
Aywyn o€ AeBodrotacivn
VOOOKOUE(LO AOyw 500mg x 1, poniv
ocoBapnc Aolpwénc Mo&idrofaoivn
400mg x 1, po R iv
Kedprprafovn

\ 1-2gx1l,iv

- -

latpikog O6nyog

H lMpooéyyion kat n Ospancia
twv Nolpwéewv
otnv lNpwtoPfdBua Mepi@aAyn

Abfiva 2018




latpikég Odnydg

H Mpooéyyion kat n Oepancia
twv Aoipdéewv
otnv Mpwrtofdba MepiBaAyn

JUVIOTWHEVEC BEpATTEVUTIKEC EMAOYEC OE
rnapoéuvon XAl avaloya PE TN
Baputnta tnc mapoéuvonc, To otadlo
¢ XAl Kol TNV AVOUEVOUEVN
LLKpoLoAoyia

*  OuLavanveuotikég dOoplokivoloveg (AefodAroaaivn -
noéldbAotaaivn) xopnyouvtal 0TV UTIAPYXEL LOTOPLKO ANPNG
B-AoKTapwV TO TEAEUTOLO TPipNVo, i aAAepyiac otic B-
AQKTAEC 1) ATIOUOVWONC TIVEU LOVIOKOKKOU UE QVTOXI) OTLC
B-AOKTAUEC 1] OTTOTUXLOC TNG EUTIELPLKAC AYWYNC UE B-
AQKTAUEC

* H outpodrofaoivn xopnyeital OToV UTIAPYXOUV TIOLPAYOVTEG
KlvOUVOU 1 YWWOTOC AmoLKLOHOC amd Pseudomonas
aeruginosa

A. AofBeveic
nou dev
Xpewdlovrat
eloaywyn
oto
VOOOKOpELD

Irado I:
‘Hmwa XAN

B. AoBeveic
nou
elodyovral
oTo
VOOOKOWELD

Itabuo I
Métpua XAN

I. AoBeveig
Tou
Eloayovrat
oto
VOOOKOUELD

Zrado lII-IV:

ZoBapn XAN

Hmua
napouvon

Mérpia
napotuvon,
XwpiS
NAPAYOVIES
kwdivou yua
Aoipwén ano
Pseudomonas
aeruginosa®

ZoBapr}

napofuvon pe

NAPAYOVTES
kwvdivou
yia Aoipwén
ano P.
aeruginosa®

- Kowa Baxmipia
(30-50%)
Haemophilus
influenzae
Streptococcus
pneumoniae
Moraxella catarrhalis
- Atuna Baxtipia
(5-10%)
Chlamydophila
pneumoniae
Mycoplasma
pneumoniae

- loi (30-50%)

- Meikto npotuno
(10-20%)

0,nuotv opada A
KaL EnuTAov
Enterobacteriaceae
- Klebsiella
pneumoniae,

- Escherichia coli,

- Proteus spp.,

- Enterobacter spp.,
KA

0,n otnv opada B
Ka ERuTAEoV
P. aeruginoso

Ouaba ZoPapotnra Avapevopsvol Iuviotwpeva
nrapéfuveng Hxpoopyaviopoi avniBiotixd

MaxpoAidn,
TetpaxuxAivn
f| xavéva

avrifotiké

ApvorevikiAAivn
e avaotoléa
Aaxtapacwy,
Kedakoonopivn B’
YEVEQC,
TetpaxuxAivn,
AsBodAotaoivn,
Mo&ipAofaoivn,
NpouhpAotacivn

Linpodhotaoivn,
AeBodhotaaivn,
Mo&ipAotaoivn
NpouhpAotacivy
Kedahoonopivn
3¥ yeveac anod
TOU OTOPATOg



Zupntwparoloyia kuotitdog

luvaikeg

latpikég Odnyo6g

H lMpooéyyion kat n Oepanela
twv Nolpw§ewv
otnv lMpwropdbma MNeplB@aAyn

Oepansia Npwmg Mpappnc®

* Nixpodoupavroivn (100mg x 3, po x 5-7 nu.)?

* TpweBonpiun-coudgopeBolaloin
(160/800mg x 2 po x 3 nu.)

* Quodopukivn (3g x 1, po edpanaf)

Ocpaneia Acutepng lpappng

* 0Boproxwvordvec (3nuepa po oxnpara)
OAotacivn 200mg x 2 1y
IimpodAofacivny 250mg x 2 ; 500mg XRx 11
AeBodhotacivny 250mg x 2 i S00mg x 11

* B-Aaxrapec (r.). apofuxihivn-kAaBoulavixo,
kedaxAopn k.a.)

Avbpec?
(6epancia 1-2 eBdouadec)

* TpweBonpiun-covApopcBolalon
(160/800mg x 2, po J*

Oteia Nuehovedpinba

¢ Kalhépyewa olpuv

*  Mupookomikr aviyveuon nuoupiag

* Apecog anewovioTikdg éAeyxog ouponoutixol (a/a NOK, U/S , nuehoypadia)

Koy kMvikn kaedotaan,
<60 eTwv, ywpic ouvobo
voanpotnta, ywpis avaykn
voonheiag

* Impodhotaoivn® (S00mg x 2 i 1000mg

XRx 1, pox 7 ny.), n nptn d6on popei
va YopnynBet iv

1 AePodhotaoivn® (750mg x 1, pox 5 i)
1 Wil 000N KEQTELOLOVNG 1E, IV,

kel PETd amd 24 wpec pia P-Aaxtayn pof,
i Mia 56on apwoylukooidng, iv,

kat pia -haxvaun po®

Eni avaykng voonAeiag
(iv aywyn)

(DBopokwvoddvn®, i
apmwAhivn + apwvoyAukooibn , i

kedaloonopivn + apwoylukooidn, i
B-Aaxrapn evpéoc daoparoc +
apwvoyhuxooibn, i kapPanevépun

o Na npotiudral Uovo rmi evénuLkng avIeKTIKOTNTAC OTLS P FoPLOKIVOAOVES <10%. Emt
avdsktikotnrag >10% n nponyndeicacg xopnynong kivoAovwv enitBaAAstat apyikn IV 66on 1g
keptpLaéovne n uia 66on auivoyAukooidng. 8 Na xpnotuomnoteital ermi anotuyiag n
aKATAAANAOTNTAGC MPONYOUUEVWY OKEUNOUATWV

* Impodrotacivn 500mg x 2, po i
AeBodroacivny 500-750mg x 1, po

* ALI£00C QREKOVIOTIKOC EAEYYOC
OUPOTOLTIKOU Kat RPOOTATOU




AvTiuikpoiakn aywyn xpoviog BaktnpLlaKng mpootatitidog

 Ciprofloxacin: 500mg x 2 x 28 NUEPEC

I 4

n
* Levofloxacin: 500 x 1 x 28 nUEPEC

EVAAAQKTIKO

* Kotptpo&aloAn 960 mg x 2 x 1-3 pniveg

Mivakag 10. Geparneia xpoviag npootatitdac.

Baktnplakn

TpipeBompipn/
couhpapeboéaloin
960 mg x 2 per os

Yimpoghofaacivn
750 mg-1gx 2 peros

EvaAhakTika
Oghoéaaivn
(200mg x 2) 1y
NePogphofacivn
(750mg x 1)

Mn Baktnplakn

Ao&ukukhivn 100 mg
X 2 x 2 efbopadec

KhapiBpopukivn
500mg x 2 x2
eBodopadec

Zovdpopo Xpoviou pn Aeypovdoug
TUEAIKOU dAyoug

Yuxohoyikr) umootrpién

+

a-1 avaoToAeic
+

AvTiphsypovwdn un oTepIVOEIdN




Resistance to cefixime, azithromycin and ciprofloxacin in N. gonorrhoeae
isolates from 24 EU/EEA countries 2015

Comintry Mo of Resistance Method of testing
iscilales e : - - —
- Celigme Azithromycin Ciprofloxacin
Mo, L] M, L Ma, W
Aursdria 61 [ 0.0% 2 13% 40 Gh.6% Discentralised — Etest
Bedgium b n 11.0% 3 i A A9.5% Decentralised — AD
Croatia ] ] i 0 0 3 I7.5% Centrafsed — Elest
Cyprus 1 0 06 0 10 2 66 1% Diecentralised — Etest
Denrmark 1 ] 0L 3 27% 3 0 Decentralised — Elest
Fslomia 18 4] 0¥k 0 LiTn 5 AT Centralsed — Elest
Framee: 105 1] 00 G 5.7% A 41.9% Decentralised — Elest
fﬂﬂl‘l\' 109 ) Imﬁ 2 1.Hi_r (iTd a1 5% Centralsed — BEPEes
Greece” 100 " 11.0% 2 22.0% 77 77.0% I Decentralised — Elest
Funcary ™ T T&h k3 N EZ) LEN | Centrabsed - BEPSEest
Ll vmasd 1A [l NN n il N A HF A | g PR T e ] | PR
f ™\
=== Ciprofloxacin
100 + . .
=—he= Azithromycin
..________._ = Cefixime
wr
L
Lisd
2
- 10
5}
S
1 T T T T 1
2009 2010 2011 2012 2013 2014 2015
Fig. 1 Trends in cefixime, azithromycin, and ciprofloxacin gonococcal resistance in the EU/EEA, 2009-2015. Note: logarithmic scale on y-axis.
Number of ceftriaxone resistant isolates (MIC > 0.125 mg/L); 2009 and 2010 (n = 0), 2011 (n =10), 2012 (n = 3), 2013 (n = 7), 2014 (n = 5), and
2015 =1)
LS

Cole et al. BMC Infectious Diseases (2017) 17:617



XeLPOUPYIKEC AOLUWEELC & KIVOAOVEC

e EnepPaocic kolhtokneg xywpoc MANTA o€ cuvdUAGCHO LIE
aVTLBLOTLKO yLa avoepoPla mtaboyova!

* [lpoocoxn o€ ATOCTAMATA: OXL KAAEC OUYKEVTPWOELC
2uvOuaouoc ne B-Aaktapec (?)

* [TuvatlkoAoyikec Aotpwéelc ( XAAMYAIA) og ouvbuoouo e
kKepoLtivn

* AAAQ otV EAANVIKN TpAyHOTIKOTNTA TL OE0N £XOUV OE
VOOOKOMELAKEC XELPOUPVYLKEC Aotpwéerc? (ANTOXH)



NOLWEELC YOOTPEVTEPLKOU &
owmpodAoéaaoivn

* Oepareia EKAOYNC OTLC ONMTKEC-BAKTNPLOMLKEC R/KOL OE
OLVOOOKOTAOTOUAMEVOUC OLOOEVELC

e Oepareia Slappolac TasdlwTwy, OLYKEAAWONG

* Qot000 o€ acBeveic xwpic onPn N UTTOKELHEVA vooriaTa I
Xxopnynon twv avtiBlotikwyv dev evdeikvutal

e OUPOLULKO-OULLOAUTLKO OUVOpPOMO

* MPOZOXH: AY=NANOMENA MNOzZ0ZTA ANTOXHZ THZ
Salmonella spp aAla kot tng Shigella spp

KEEAMNNO 2015



OOTIKEC AOLUWEELC

e Kuplw¢ oTaPUAOKOKKLKEC AOLLULWEELC

* OL KLVOAOVEG EXOUV TTAEOVEKTLKN POPUOKOKLVNTLKN OTA
00T OE LKOVECG OOOELC

e Eumelpla pe: opAoéaocivn oupodAoéaoivn:

* Aooohoyia: 400mg/12h 750-1000mg/12h po
* Oepameia 3 punvwv Ko e€atoulkevon

e Juvduaopevn Bepareia pe aAAa avtiBlotika

Kanellakopoulou K, et al ] AC 2000 Aug;46(2):311-4.



Delafloxacin (1)

Epmopikn Ovopaocio: BAXDELA

Etaipeia: “Melinta Therapeutics”

‘Eykpion FDA: louviog 2017 (kat ueténeita n avriotoiyn ano EMA)

‘Evéeién: Notpwéelc Malakwv Mopiwv kot E¢aptnpatwy

AvtipikpofLoko @aocpa

Gram (+): S.aureus, MRSA, MSSA, S.haemolyticus, S.lugdunensis, S.agalactiae, S.
anginosus Group, S.pyogenes, E.faecalis

Gram (-): E.coli, E.cloacae, K.pneumoniae, P.aeruginosa

https://www.accessdata.fda.gov/drugsatfda docs/label/2017/208610s000,208611s0001bl.pdf



https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/208610s000,208611s000lbl.pdf

Delafloxacin Breakpoints

PATHOGEN MIC Disk Diffusion
(mcg/mL) (Zone Diameter in mm)

S I R S I R

S.aureus <0.25 0.5 21 >23 20-22 <19
(MRSA / MSSA)

S.haemolyticus <0.25 0.5 21 224 21-23 <20
S.pyogenes <0.06 - - 220 -

S.agalactiae < 0.06 0.12 2 0.25 -

S.anginosus group < 0.06 - - 225 -

E.faecalis <0.12 0.25 205 221 19-20 <18
Enterobacteriaceae < 0.25 0.5 21 222 19-21 <18
P.aeruginosa <0.5 1 22 =23 20-22 <19

MIC= Minimum Inhibitory Concentrations; S = susceptible; | = intermediate; R = resistant

https://www.accessdata.fda.gov/drugsatfda docs/label/2017/208610s000,208611s0001bl.pdf



https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/208610s000,208611s000lbl.pdf

Ao (2) pappakoTeXVIKEG pHopdEG: Slokio
Kot ev6oPpAEBLO SLaAvpa

MNpooappoyn Adong Baon eGFR

H evéodAEBLa xopynon o acOeveic pe
ZoBapn Nedppikn Nooo (eGFR: 15-29
mL/min/1.73m2) amoutel
noPakoAoUONcN TWV TLHWV KPEATLVIVNG
Aocoloyia: 450 mg p.os q12h 1 300 mg
iv g12h (é¢yxvon: = 60’)

ZuvoAikn Awapkela Oeparneiag: 5-14
HEPEG

A& ocuviotatal n xopynon otov
nodLatpikd nAnOuopo

Delafloxacin (2)

eGFR
(mL/min/1.73m2)

30-89

15-29

Mpotewvopevn Adon

Awokio Ev6odpAEPLo ALAAUpaL

450 mg 300mg q12h
gl2h

450 mg 200 mg ql2h
ql2h N

200 mg ql2h kouw €v
ouvexeia 450mg p.os.
Ag cuvicTatol n xopiynon

https://www.accessdata.fda.gov/drugsatfda docs/label/2017/208610s000,208611s000Ibl.pdf



https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/208610s000,208611s000lbl.pdf

Delafloxacin (3)

e Kuplec AvemuiBupuntec Evepyelec: Nawutia, Awappora, NMovokedaAog,
Avodoc Tiunc Tpavoopwoowyv, EpeToc

 AkoAouBouv ta BOXED WARNINGS... Twv KlvoAovwv

https://www.fda.gov/safety/medwatch-fda-safety-information-and-adverse-event-reporting-program



https://www.fda.gov/safety/medwatch-fda-safety-information-and-adverse-event-reporting-program
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AnoteAcopata KAWVIKWV peAeTwv ¢paong 3 dehadAroéaoivnc

Table 7 Clinical Response at 48—72 hours™ in the ITT Population with ABSSSI in Trial 1 and Trial 2

Trial BAXDELA Vancomycin 15 mg/kg +  Treatment DifferenceT
(300 mg IV) Aztreonam (2-sided 95% CI)
Trial 1
Total n 331 329
Responder, n (%) 259 (78.2%) 266 (80.9%) -2.6 (-8.8, 3.6)
BAXDELA Vancomycin 15 mg/kg +
(300 mg IV and 450 mg Aztreonam
oral)
Trial 2
Total N 423 427
Responder, n/N (%) 354 (83.7%) 344 (80.6%) 3.1(-2.0, 8.3)

CI = Confidence Interval; ITT = Intent to Treat and includes all randomized patients

*Objective clinical response was defined as a 20% or greater decrease in lesion size as determined by digital planimetry of the leading
edge of erythema at 48 to 72 hours after initiation of treatment without any reasons for failure (less than 20% reduction in lesion size,

administration of rescue antibacterial therapy, use of another antibacterial or surgical procedure to treat for lack of efficacy, or death).

Missing patients were treated as failures.

tTreatment difference, expressed as percentage, and CI based on Miettinen and Nuriminen method without stratification.

https://whttps://www.accessdata.fda.gov



Table 9 Outcomes by Baseline Pathogen (Pooled across Trial 1 and Trial 2; MITT* Population)

Clinical Response®

Investigator-Assessed Success’ at

at 48-72 hours Follow-up
BAXDELA Comparator BAXDELA Comparator
Pathogen n/N (%) n/N (%) n/N (%) n/N (%)
Staphylococcus aureus 271/319 (85.0)  269/324 (83.0) 275/319(86.2) 269/324 (83.0)

Methicillin-susceptible®

Methicillin-resistant*
Streptococcus pyogenes
Staphylococcus haemolyticus
Streptococcus agalactiae
Streptococcus anginosus Group
Staphvlococcus lugdunensis
Enterococcus faecalis
Escherichia coli
Enterobacter cloacae
Klebsiella pneumoniae

Pseudomonas aeruginosa

149/177 (84.2)
125/144 (86.8)
17/23 (73.9)
11/15 (73.3)
10/14 (71.4)
59/64 (92.2)
8/11(72.7)
11/11 (100.0)
12/14 (85.7)
10/14 (71.4)
19/22 (86.4)
9/11 (81.8)

148/183 (80.9)
121/141 (85.8)
9/18 (50.0)
7/8 (87.5)
9/12 (75.0)
55/61 (90.2)
6/9 (66.7)
12/16 (75.0)
16/20 (80.0)
8/11 (72.7)
22/23 (95.7)
11/12 (91.7)

154/177 (87.0)
122/144 (84.7)
21/23 (91.3)
13/15 (86.7)
12/14 (85.7)
54/64 (84.4)
10/11 (90.9)
9/11 (81.8)
12/14 (85.7)
12/14 (85.7)
20/22 (90.9)
11/11 (100.0)

153/183 (83.6)
116/141 (82.3)
16/18 (88.9)
7/8 (87.5)
11/12 (91.7)
47/61 (77.0)
8/9 (88.9)
14/16 (87.5)
18/20 (90.0)
10/11 (90.9)
21/23 (91.3)
12/12 (100.0)

? Objective clinical response was defined as a 20% or greater decrease in lesion size as determined by digital planimetry of the leading
edge of erythema at 48 to 72 hours after initiation of treatment.

° Investigator-assessed success was defined as complete or near resolution of signs and symptoms. with no further antibacterial needed

at Follow-up Visit (Dayl4+1).

https://whttps://www.accessdata.fda.gov



FDA warning 2016

* In 2016, the FDA finalised a review of disabling and potentially
permanent serious side effects of systemically applied fluoroquinolones
that can occur together and can involve the peripheral and central
nervous system as well as tendons, muscles and joints.

e Based on this review, the FDA recommended in May 2016 that "serious
side effects associated with fluoroquinolone antibacterial drugs generally
outweigh the benefits for patients with acute sinusitis, acute bronchitis,
and uncomplicated urinary tract infections who have other treatment
options. For patients with these conditions, fluoroquinolones should be
reserved for those who do not have alternative treatment options.”



Previous FDA warnings

 We previously communicated about other safety issues
associated with fluoroquinolones in May 2016 (restricting use
for certain uncomplicated infections), July 2016 (disabling side

effects), August 2013 (peripheral neuropathy), and July 2008
(tendinitis and tendon rupture).



Diownloaded from hitpiomjopen.bmj.comi on December 2, 2015 - Published by growp bmj.com

Open Access Research

BM) Open Fluoroquinolones and collagen
associated severe adverse events:
a longitudinal cohort study

Nick Daneman, "*** Hong Lu,” Donald A Redelmeier’ *>*

How FQ affect collagen? ‘

By upregulation of matrix
metalloproteinases which results in

qguantitative and qualitative reduction
of collagen fibrils

Tendon rupture
Retinal detachement

Aortic aneurysms OR (2.3-3.3)
A 15 years- Fluoroquinolone prescriptions analysis ( 1997-2014), including all >65 y old, Ontario
Canada



FIDA (ol orrcn L DFUG Safety Communications

FDA Drug Safety Communication
FDA reinforces safety information about serious low blood sugar levels and mental health side
effects with fluoroquinolone antibiotics; requires label changes

Safety Announcement

[07-10-2018] The Food and Drug Administration (FDA) 1s strengthening the current warnings in
the prescribing information that fluoroquinolone antibiotics may cause significant decreases in
blood sugar and certain mental health side effects. The low blood sugar levels can result in
serious problems, including coma, particularly in older people and patients with diabetes who are
taking medicines to reduce blood sugar. We are making these changes because our recent review

found reports of life-threatening low blood sugar side effects and reports of additional mental
health side effects.



Hypoglycaemic coma

Hypoglycemic coma, which our review found has resulted in death in some
cases, is not listed in any of the current fluoroquinolone drug labels.

However, hypoglycemia associated with fluoroquinolone use is listed in five of
the drug labels, and one (moxifloxacin) describes the occurrence of
dysglycemia predominantly in elderly diabetic patients receiving concomitant
treatment with an oral hypoglycemic agent or with insulin.

Four of the fluoroquinolones have a labelled drug interaction with sulfonylurea
agents, which can cause hypoglycaemia

In our search of hypoglycemic coma associated with fluoroquinolones, we
identified 56 reports in a FAERS search from October 1987 through April 2017,
and 11 additional cases in the medical literature. Most patients had risk
factors for hypoglycemia such as older age, diabetes, renal insufficiency, and
concomitant use of hypoglycemic drugs, especially sulfonylureas.



Hypoglycaemic coma

 Twenty of the 67 patients who experienced hypoglycemic coma
did not have diabetes and were not reported to be taking oral
hypoglycemic agents or insulin.

 Of the 47 patients documented to be diabetic, 41 were reportedly
taking one or more of 19 different oral hypoglycemic drugs or
combinations of drugs. Three patients reported using insulin only,
one patient was treated with diet alone, and diabetic drugs were

not documented in two patients. Thirty-five of the 47 were taking
a sulfonylurea drug.

* Patients were being treated with levofloxacin (n=44), ciprofloxacin
(n=12), moxifloxacin (n=9), and ofloxacin (n=2).

https://whttps://www.accessdata.fda.gov



EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

16 October 2018
EMA/818158/2018

Pharmacovigilance Risk Assessment Committee (PRAC)

Assessment report

Referral under Article 31 of Directive 2001/83/EC resulting from
pharmacovigilance data

guinolone-fluoroquinolone-article-31-referral-assessment-report_en.pdf
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SCIENCI MEDIGINES HEALYTH

* The safety review focussed on cases describing disabling
symptoms referred to as "Fluoroquinolone Associated
Disability" (FQAD) and which must have adverse events
reported from two or more of the following body systems:
Musculoskeletal, Senses (vision, hearing, etc.),
Neuropsychiatric, Skin, Peripheral Nervous System and

Cardiovascular; and had to last 30 days or longer after stopping
the fluoroquinolone

qguinolone-fluoroquinolone-article-31-referral-assessment-report_en.pdf



Depending on the results of benefit/risk
assessment, the indications fall in 4 categories:

* Category 1: The newly identified safety concern does not
substantially modify the existing benefit/risk balance and no change
in the indication is warranted

* Category 2: The newly identified safety concern necessitates a
restriction of (fluoro)quinolone use in these indications

* Category 3: The newly identified safety concern changes benefit risk
to negative and these indications shall be deleted

* Category 4: Indications that are considered too broad in view of the
evidence available and related to some (sub) indications mentioned in
categories 1, 2 or 3 above. These indications shall be amended

quinolone-fluoroquinolone-article-31-referral-assessment-report_en.pdf



Table 11 - Category 1 indications: no modification of the indications

Complicated urinary tract infections/pyelonephritis

Prostatitis, epididymo-orchitis

Urethritis and cervicitis

Genital tract / gynaecological infections

Chronic pulmonary infections due to Pseudomonas aeruginosa in adult patients with cystic
fibrosis

Broncho-pulmonary infections in cystic fibrosis or in bronchiectasis

Community acquired pneumonia

Pneumonia due to Gram-negative bacteria

Tuberculosis

Chronic sinusitis

Malignant external otitis

Chronic suppurative otitis media

Complicated skin and skin structure infections / Complicated skin and soft tissue infections
Gastro-intestinal infections

Bone and joint infections

Intra-abdominal infections

Prophylaxis of invasive infections due to Neisseria meningitidis

Inhalation anthrax (post-exposure prophylaxis and curative treatment)

Infection in immunocompromised patients

quinolone-fluoroquinolone-article-31-referral-assessment-report_en.pdf
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* On 15 November 2018, EMA finalised a review of serious, disabling and potentially permanent
side effects with quinolone and fluoroquinolone antibiotics given by mouth, injection or
inhalation.

 EMA’s human medicines committee (CHMP) endorsed the recommendations of EMA’s safety
committee (PRAC) and concluded that the marketing authorisation of medicines containing
cinoxacin, flumequine, nalidixic acid, and pipemidic acid should be suspended.

* The CHMP confirmed that the use of the remaining fluoroquinolone antibiotics should be
restricted.

* In addition, the prescribing information for healthcare professionals and information for
patients will describe the disabling and potentially permanent side effects and advise patients
to stop treatment with a fluoroquinolone antibiotic at the first sign of a side effect involving
muscles, tendons or joints and the nervous system.

https://www.ema.europa.eu/en/medicines/human/referrals/quinolone-fluoroquinolone-containing-medicinal-products


https://www.ema.europa.eu/en/glossary/chmp
https://www.ema.europa.eu/en/glossary/prac
https://www.ema.europa.eu/en/glossary/marketing-authorisation
https://www.ema.europa.eu/en/glossary/chmp
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Restrictions on the use of fluoroquinolone antibiotics will
mean that they should not be used:

* to treat infections that might get better without treatment or are not severe
(such as throat infections);

* to treat non-bacterial infections, e.g. non-bacterial (chronic) prostatitis;

 for preventing traveller’s diarrhoea or recurring lower urinary tract
infections (urine infections that do not extend beyond the bladder);

e to treat mild or moderate bacterial infections unless other antibacterial
medicines commonly recommended for these infections cannot be used.

https://www.ema.europa.eu/en/medicines/human/referrals/quinolone-fluoroquinolone-containing-medicinal-products
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* Importantly, fluoroquinolones should generally be avoided in
patients who have previously had serious side effects with a
fluoroquinolone or quinolone antibiotic

* They should be used with special caution in the elderly, patients
with kidney disease and those who have had an organ
transplantation because these patients are at a higher risk of tendon
injury

* Since the use of a corticosteroid with a fluoroquinolone also
increases this risk, combined use of these medicines should be
avoided

https://www.ema.europa.eu/en/medicines/human/referrals/quinolone-fluoroquinolone-containing-medicinal-products



Diagnosis and Treatment of Adults with Community-acquired
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Table 3. Initial Treatment Strategies for Outpatients with Community-acquired
Pneumonia

Standard Regimen

No comorbidities or risk factors for MRSA  Amoxicillin or
or Pseudomonas aeruginosa* doxycycline or
macrolide (if local pneumococcal
resistance is <25%)'

With comorbidities* Combination therapy with
amoxicillin/clavulanate or cephalosporin
AND
macrolide or doxycycline®
OR
monotherapy with respiratory
fluoroquinolone'

Levofloxacin 750 mg daily, moxifloxacin 400 mg daily, or gemifloxacin 320 mg daily.
Metlay J et al, Am J Respir Crit Care Med Vol 200, Iss 7, pp e45—e67, Oct 1, 2019
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* |[n particular, despite the concern regarding adverse events associated with
fluoroquinolones, the panel believed that fluoroquinolone therapy was
justified for adults with comorbidities and CAP managed in the outpatient
setting. Reasons included the performance of fluoroquinolones in
numerous studies of outpatient CAP and inpatient CAP (see inpatient CAP
section), the very low resistance rates in common bacterial causes of CAP,
their coverage of both typical and atypical organisms, their oral
bioavailability, the convenience of monotherapy, and the relative rarity of
serious adverse events related to their use.

* However, there have been increasing reports of adverse events related to
fluoroquinolone use as summarized on the U.S. Food and Drug
Administration website

Metlay J et al, Am J Respir Crit Care Med Vol 200, Iss 7, pp e45—e67, Oct 1, 2019



Table 4. Initial Treatment Strategies for Inpatients with Community-acquired Pneumonia by Level of Severity and Risk for Drug Resistance

Recant izaticn and Recent H lization and
Prior Respiratory Isclation Prior Respi Isclation of Mumww F'mn{rumuﬂ'k”
ratory 5
Standard Regimen of MRSA Pseudomonas seruginosa Factors for MRSA Factors for P, serugincsa
Konsevers npatient  B-Lactam — macrolide” or Add MASA coverage® and obtain  Add coverage for P. aeruginosa’  Obtain cultures but withhold — Obtain cultures but initiate
preumona® respiratory fiuroguinolons® cuftures/nasal PCH to allow and cotain culiures o allow MASA covarage unlass cowvaraga for P. aaruginasa only
desscalation or confirmation of  desscalation or confirmation of  culture results are positive. If if cultura rasults are positive
naad for continued theragy maad for continued therapy rapid nasal PCH is available,
withihold additional ampiric
therapy against MRSA i rapid

tasting is iwe or add
coverage if PCR is positive
and obiain culures

Severs npatient A-Lactam — macrolide” or Add MASA coverage® and obtain  Add coverage for P. asruginosa'  Add MRSA coverage® and Add coverage for P. asruginosa

preumona”® B=lactam — furoguinolona™ cufiuresmasal PCH to allow and cotain culiures fo allow abiain nasal PCH and and obfain culuras to allow
desscalation oF confirmation of  desscalation or confirmation of  cultures o allow desscalation deascalation or confirmation of
nesd for continued theragy mead for continued therapy or gonfirmation of need for nead for cortinued therapy

eontinued tharapy

Levofloxacin 750 mg daily, moxifloxacin 400 mg daily
Metlay J et al, Am J Respir Crit Care Med Vol 200, Iss 7, pp e45—e67, Oct 1, 2019



Juprniepaoporta-KwoAovec

* Ol KWVOAGVEC AIOTEAOUV HLLOL OLTTO TLC TILO ETITUXNUEVEC OLADEC AVTLULKPOBLAKWY OV KAl Ol

evbeifelc Touc we Oeparmeia 1" emAoync eivat Alyeg kat ta dedopéva aochAAELOG OLVNOUXNTLKA

* H emkpatnon nmoAvavOeKTIKWY GTEAEXWV OEV EMLTPEMEL TN XPN O TOUG OE VOGOKOMELAKEC

AoLUWEELG

* Y1 1o mpiopa Twv NPOcdaTtwV aVOKOLVWOEWV yLol auENUEVO Kivouvo tofkotntag oo
noAAanAd cuoctipata ( veupotoékotntag, Kapdlotoélkotntac KA) n avaykn opOoAoyLkng
XPRONG TOUGC KOLBLoTOTOL EMLTOKTLKE, OTIWE KOl N MOLPAKOAOUONGN TWV OVOLKOLWVWOEWV TWV

S1eOvwV pUBULOTIKWV apxwV



