EONIKO KAI KAMOAIZTPIAKO NMANEMIZTHMIO AOGHNQN
ZXOAH ENIZTHMQN YTEIAZ
IATPIKH ZXOAH
METANTYXIAKO NMPOPAMMA ZMOYAQN «AOIMQZIOAOrA»
A1guBuvTtig: KabnynTtig E. I. MNapapéAAo¢-MTToupuTTOUANG

KINOAONE2

FTAPYOAAAIA MOYAAKOY

NMAOOAOIO:z-
ANOIMQ=IONOIO2

'NNOA «H 2QTHPIA»




KYPIA XAPAKTHPIZTIKA KINOAONQN

AVTIBLOTIKA «EUPEOC HPACUATOCH

AvtiBlotika yia IV & per os xopnynon

AVTLBLOTIKA OTNV KOLVOTNTA KOlL OTO VOOOKOUELD
KaAn cuppopdwon kat ovoxn

Aodalela- avermlBupntec evepyelec (;;;)
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AOMH
MHXANIZMOZ APAZHZ
MHXANIZMOI ANTOXH2Z



O£0ELC SPAONC TWV OVTLULKPOBLOKWYV

Pipoowpa
AvaoTtoAn ThC mpwTeivoouvOeong
(macrolides, tetracyclines, aminoglycosides,
oxazolidinones)

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

AreuBciac Apaon oTo
DNA

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



O£0ELC SPAONC TWV OVTLULKPOBLOKWYV

AvaoTtoAn TnG mpwTeivoouvOeong
(macrolides, tetracyclines, aminoglycosides,
oxazolidinones)

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

Apaon oto DNA

, Apaon oe petaPoAikéc
(fluoroquinolones)

dlEpYAcsieC O0TO KUTTApOTAaoHa
(sulfonamides, trimethoprim)

TOT[O'I'.GOMEP('IGSC Odnyel og aduvapia cuoneipwong TG
, €Akac Tou DNA oto Xpwuoowpa, e

* DNA yupaon ywa Gram (') QTIOTEAECHA TNV EMULUAKUVON TOU

* Tonoiocopepaon IV yia Gram (+) KUTTAPOU Kal TEALKA Tov BAvato tou



Aopn: KivoAwikoc¢ AoKTUALOG
H tonoB&tnon ¢Bopiov otn O€on 6 €ixe WG AMOTEAEGHO TN CNHUOVTLKN EVIOXUON TNC
OLVTLULKPOBLAKAG SpatoTIKOTNTOG

&% i
] ) ]
F
N r,/\m M

LT LK

norfloxacin ciprofloxacin

DHMHJ{"GHE
H

s o o
F
| OH | OH
i o N\,)
HaC™
H

moxifloxacin levofloxacin

DOopLokvoOAOVEC



KivoAOveG 10TOpIa: TonoBeTnon
(pOopiou oTn B€Eon 6

Opada I (1962) Opada II (1980) °N950 11 (>1990)
Neplopiopévou ddoparoc Eupéog dpaoparog Eupzog daoparog
. EVO&IO'{V[] TpoBadArofaoivn
* NaAwbLéko o&u rkpenadAofaocivn
, ° (DAEPO&IG(VI‘] - InapdArofaaoivn
* Elvoiaolvn + NedAofooivn? rkotipAoacivn
KAwadAofaoivn
* NopdAofaoivn - Iwradofacivn
* ZmpodArofacivn MofubAotasivn
, NeBodAoacivn
’ 0c|>)\o£aown NpouAwpAoacivn
AsAadroéaoivn

Me kOKKLvo 00eC KUKAodopoUv otnv EAAASa



AvTipkpoBLako pacpo KLVoAovwyv

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

Evéokuttapila naboyova
Ricketsia-Coxiella burnetti
Chlamydia sp

Brucella spp
Mycobacteria

Legionella sp

Bartonella sp

Anaerobes (poéldAotaaivn)

Gram (+) Staphylococci, S.pneumoniae



Do pUAKOKLVNTIKEC LOLOTNTEC KWVOAOVWV

Agent Administration Absorption Half-Life (hrs) Disposition
Norfloxacin Oral 50% 4 (8 in anuria) M (20%)

R (27%)
Ciprofloxacin Oral, IV 75% 4 (10in anuria) R (50%)M
Levofloxacin Oral, IV 98% 7 R (80%)
Gatifloxacin Oral, IV 96% 7-8 R (70%)
Moxifloxacin Oral, IV 89% 10-14 R (20%)

M (25%) (in liver)



Mnxaviopol avtoxng ot KLVOAOVEC

Gram (-) : Gram (+)

A. Mewwpévn duanepatotnta
B. Efflux pumps (avtAiec anoppong tov aviiflotikou)
. MetaAAaén otoxov dpaonc kwvoAovwv:(DNA yupaon, tontoicopepaon V)

Lancet Infect Dis 2006:6:629



Avantuén avtoxng otiC KWVOAOVEG

e [evika N epdavion avioxnc ylvetol mpoodEUTIKA.

o ApXLKA ETULAEYOVTOL OTEAEXN ME piot pETAAAOEN e
QTOTEAECUO TN HELWHEVN EvaloOnoia.

* AKoAouvOsl ka deUTeEPN HETAAAOEN LLE OTTOTEAECUO TNV
epudavion mMARPOUC aVTOXNC.

Drlica K et al, Current Topics in Medicinal Chemistry 2009



NMepintwon #1

Oa divarte oupodAoéaoivn otnv acBsvn avtn;

 Ampicillin:

fuvaika, 25 etwv, pe SuooupLka
gVOYANUOTO, XWPLC TTUPETO

* VEVIKN OUpWV: nuoupia
KoL vitpwon (+)

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

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




NMepimtwon #1
MNapadelypa mPpwTou ENMLITESOU AVTOXNC OTLC KIVOAOVEC

[uvaika, 25 etwv, pe SucoupLka * Ampicillin: A
gVOYANOTO, XWPLC TIUPETO * Augmentin: E
e Cefoxitin: E

* VEVIKA oUpwV: nuoupia * Cotrimoxazole: A
kat vitpwdn (+) * Nitrofurantoin: E
' ' * Pivmecillinam: E
Y U i - Nalidinic Ackd; A
* Norfloxacin: E

e Ciprofloxacin: E




To vaALbLELKO
XPNOLLOTOLEITAL GAV
SelktnC yLa Tov €Aey)X0 NG
NEWTNG LETAAAAYNG
Cip (E) + Nal (A) 2
“mdavn arotuyia
Jepaneiog ue KivoAoveg”

Escherichia coli

> Nalidixic Acid: A
» Norfloxacin: E

MetaAAayEC yupaonc/Tonoiocopepaons
(1 petaAAayn)

> Nalidixic Acid: A
> Norfloxacin: A

MetaAAayEg yupaoncg/Tonoicopepaon
(moANamA£g petaAAayEc)




Mapayovtec KivdUvou yla avantuén avioxng oTLg
KLVOAOVEC

* Mpoodatn xprion KwoAovwv

* Makpoxpovia voonAeia

* MeyaAn nAwkia

* YmodocoAoyia



KINOAONE2

AvtiuwkpofBLlako ¢aopa



AvtipukpoBLlako paopo KLvoAovwv

Gram(-) aepoBia (Pseudomonas = Cipro)

Gram(+) aepofLa («aVamMVEUOTIKES» KIVOAOVEC)

Avaepofia (moéidpAofaaoivn, aAAd avéavopevn avioxn)

Evbokuttapla (atuma) maboyova (oL VEOTEPEC AVATIVEUOTLKEC KLVOAOVEC)

MukoBaktnpidia (poéipAoéacivn: SpaoTtikOoTNTO TAPOMOLA LE QUTH TNG
Ethambutol aAAd pikpotepn avtng tng INH)



H dpdon Twv VEWTEPWV KIVOAOVWV
ota evéoKuTTApLa «ATUTta» Ttafoyova

APOOTIKEG EvavTL “aTtUTMwV” HIKPOOPYOVIOHWV:

* Legionella pneumophila

* Mycoplasma pneumoniae
* Chlamydophila spp

* Mycoplasma hominis

e Ureaplasma urealyticum

J Antimicrob Chemother 2003;51S



H 6paon Twv VEWTEPWV KWVOAOVWV GTOUC
Gram (+) KOKKOUC

Meploplopevoc poAocg otn Beparneia Twv
oToPUAOKOKKLKWV KOl EVTEPOKOKKIKWV AOLUWEEWV:

* opLakn evéoyevic dpaotikotnta (e€aipeon veotepa HEAN TNG
katnyopiac-deAadpAofacivn)

* EMLKTNTN QVIOXA



Mepintwon #2

* fTuvaika 40 eTwv pe utotporialovta EMELGOdLA KUOTITLOO,
AapBaver vopdpAofaoivn kKaBe popd (EUmeLpLKA), XWPLE VOr OTEAVEL
oupoKaAALEpYELO 0 KAOE EMELCOOLO

* Tnv teAevtaia ¢opa n ouvupoloipwén ekdbnAwvetar pe vPnAo
TIUPETO Kol 0 yLaTPOocC HE TNAePwviIKA odnyia Eavaxopnyei
voppAoéacivn

* 303TO fj AAGOZ?



Htav AaBoc aAAa yorti?

* H Aoipwén ntav avwtePou oUPOoTIOLNTLKOU

* H vopdpAoéaoivn 6ev KAVEL CUYKEVIPWOELC OTOV 0PO, CUVETTWC
dev mpéEmel va yopnyeital o€ AotpwEELC OMwC N tuelovedpitida

* € L0 OUPOAOLHWEN cOBOPOTEPN OTTO AUTEC TOU KATWTEPOU
OUPOTIOLNTLKOU, E£ival mMOPAKIVOUVEVEVO va xopnynoO«el
EMRNEIPIKA avtiiotiko nov £xeL AndOst npoocdata (kivéuvoc
Bepaneutiking amotu)iac, o€ £dadoc nposniAeyeioac avtoxng)



NMepintwon #3

* AcOsvNnc 45 eTwV PE KALVLIKNA ELKOVA TTVEUOVLOC

oTto TNV Kowotnta
* YPnAO nupeto, BAXA MOLPOLYWYLKO
» Aktivoypadio Owpakoc: Aofwdng mveupovia

* ‘Exst AaBet apoéukiAAivn/kAaBouvAaviko ntpo 20nUEpou ya
pLVOKOATiTIO O

* O ywatpog tov cuvtayoypadei otnpodpAroéacivn 500mg ava
12wpo

* 303TO f} AAOO3?



AvtipukpoBLako paopo KLvoAovwv

MPOzOXH

* H outpodAoaocivn AEN eivan dpactikn o€
OTPENMTOKOKKOUC/TIVEUOVLIOKOKKO (pk/pd!)

1. AeBodAoaoivn

2. MoéipAotaoivn
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DapLaKoKLVNTLKEC-
dapupakoduvaukec LOLOTNTEC



DoaprakoKLVNTIKEC LoLotnTteC POOopPLOKIVOAOVWV
* MoAU kaAn BrodiaBeopdtnta, XapnAn npwteivoouvdeon

* MoAU KaAn KATAVON OTOUC LOTOUC KOl LKAVOTIOLNTIKEG CUYKEVIPWOELG OTO MAACHOL

(EEAIPEZH: vopdAoaaivn)
. II‘Ipoordtnq, XoAndopa, mveEUUOVEC, 00TA, Lakpodaya
. IOuponothKé (EZAIPEZH: poéldAotaaoivn)
- JENY

* YYnAEC cUYKEVTIPWOELG 6 SU0 dUOKOAO SLapepiopaTo: 00TA KOl TTPOOTATH



MetaBoAlopHOC KIVOAOVWV

ATEKKpPLON

* Neppkn:AeBodpAoéaoivn, opAoéaoivn
* Hatwkn: poéipAoéaaivn

* Mewktn: oumpodAoéaoivn



AoocoAoyila KIVOAoVwV

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

* sutpodAoacivn: 500 f 750 r; 1000 mg x 2 po > YnAotepeg dooeLg
, , arno to SPC
* AeodAoéacivn: 500 4 750 mg x 1 po
750 mgx 1iv

* Mo§idpAoéaoivn: 400mg x 1 iv /po.



Mpocapuoyn 6ocoAoyiac otn VEPPLKN AVENAPKELDL
MoéipAoaoivn: kapia mpocapuoyn
Mpoocappoyn os:

* NeBodArotaocivn: 500mg/24h, av Cl < 50ml/min
» JumpodAroéacivn, NopdAofaaoivn: av Cl <30 ml/min



®BoprokwvoAoveg — PK/PD o o s
Aoocoegtaptwpevn 6pacn

MpoiunoB¢oeig dpaotikdTnTog Kot TPOAnYng
QVATTUENG AVTOXNG g s

¢ AUC MIC Time (k)

Aminoglycosides
Flusroguinslones
Glyveopeptides
Macrolides
Eeiolides

ATCANTC

Concentration [mg/L)

Gram apvntika: = 125
> 250 (mpoAnyYn avamntuénc avtoxne)
S. pneumoniae: = 30 (6paoctikoTNTQ)
> 50 (mpoAnyn avantuénc avroxnc)
¢ Peak/MIC: > 8 — 10 (6paoTtikotnTQ)

> 10 (mpoAnYn avantuéng avioxng)



EAQXLOTEC AVOLOTAATLKEC TTUKVOTNTEC TWV KLVOAOVWV £vavTl
TtoU MVEUHOVIOKOKKOU

KwoAovn MIC 90 (ng/ml)
Streptococcus pneumoniae

ZutpodAogacivn z
-z NeBodAoacivn 1 AVOTTVEUOTLKEC
P O0opLOKIVOAOVEC
Moéidprofacivn 0,12

\ 4




DappakokivnTikn Twv ¢Ooplokivodovwv oTov mveUupova
KOlL OTOV 0pPO

KwoAovn Opog Yypo movu emaAsidel KupeAbika
(ng/ml) T KU eAidec nakpodaya
(ng/ml) (ng/ml)
2unpodAoéacivn  1.9+0.1 3.0+1.05 13.4+3.5
NeBodAoaoivn 4.1 10.9 27.7

MoéipAoéaoivn 3.2 20.7 56.7



Mepintwon #4

* AcBevic e elkova oéeilag ntuelovedpitidag kal anopovwon E.coli pe
gvalocOnoia otic KLVoAGVEeG Kal aAAEPYLEC O€ B-AAKTAMEG Kol AAAQ
avTipuikpoBlakad (0a xopnynOei kwvoAovn)

* Mowa KtvoAévn AEN npemnel va 800¢i otov aoBevn;
ZutpodAoéacivn

NeBodAoéacivn

Mo&ibAofacivn _ A€V CUYKEVTPWVETOLL

. OTO OUPOTIOLNTLKO
MpouAhipAoacivn

W N
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ANENIOYMHTEZ ENEPIEIEZ KAl
OAPMAKEYTIKEZ AAAHAENIAPAZEIZ



AvermOupuntec evepyelec pOopLoKivoAovwyv

* [EZ ( ouxvotepa) vavtia, EQETOL, SLAPPOLEC

* KN2

* MUOGKEAETLKO

* Kapdiayyeiako

* KpuotaAAoupia

e E¢avOnua (0.5%), DwrtosvaicOnoia, ayyslooidnua
* MBavotnta atpoAvong o EAAewpn G-6-P D

* AeuKkomevia, nwotvodplAia

* MetaAAaéloyova?

* OxtL o puaoBevela Gravis



AVETILIOUUNTEC EVEPYELEC KLVOAOVWV

* KNZ (1-2%): NMpocoyn 6Ttoug NALKLWHIEVOUC

Alnvia, tpopoc, kepalaAyia, {&dAn, cuyxuon, Poxwon, cnocuol
Enteivovral pe ouyyxopriynon 6sodpuAAivng, NSAIDs

Mnxaviopog: Avtaywviopog tpocAndng GABA amo toug
EVKEPAALKOUC VEVUPWVEC

* AAyog kot prén AxtAAgiov tévovta (mpwiun Kot oYyun)

MpodiaBeoikoi mopAyovtec:

XNA, koptikoeLdn, nAkia >60 Twv
MnXaviopog: ptoxovoplakn to§ikotnta, CUCOWPEUOH
METAAAOTIPWTELVOLOWV OTO CUVOETLKO LOTO

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



Napataon tou QT

* Mapdtaon xwPic UMOXPEWTIKA UNTEPBaon TwV PpUCLOAOYLKWV
opiwv

* Kupiw¢ n moxifloxacin aAAa oyt povo

* JoBapn appuduia (Torsades de pointes) s€aipetika oravia.
Mpoooxn os: -
* HAKLWHEVEC YUVALKEG W EEEE ,'1 =
o Awatapoxec K, Mg WEEL Il
e ZuyXopnyoUuEvVa avTlappuOKa
- opadac lA: quinidine, procainamide
- opadac lll: amiodarone, sotalol
e ATOMO LE UTTOKELEVN Kapdlomtabdera

ke
——

s e SRR

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



AAANAeTLOpACELC KIVOAOVWV ME AAAQ PApHAKOL
o Avtio€iva ( Mg++, Al +++), H2 avaotoAelg, Fe++ Zc+:
LLELWVOUV TNV amoppodnon KLvoAovwv

* OsopuAAivn, kadeivn, Bapdapivn: oL KLVOAOVEC
avaoTEAAOUV TO PETAPOALOLO TOUC (AuEaveTal n
SpaOTIKOTNTA TOUC)

e MZAD, TeTPAKUKALVEC: avaotoAn tpooAnnc GABA,
ortaopoi-KNZ dratapaxec

e AvtiappuBuwka lll, avaotoAn CYP kutoxpwpatog (my
owanpldn): mapatacn QT-torsades de pointes)

e Avtidiapntika dtokia- Kupiw¢ couldovuloupisec:

UTtOYAUKOLLULOL

* AMN\a: KUKAOOTIOPLVN, AVTLULKPOBLaKa in vitro

(avtoywviopoc)

e XopnRynon tn¢ KvoAovng

1-2 wpec MPIN 1 6 wWPEC
META ano okevaopota
TLOV TEPLEXOULV oidnpo n
AaAAa 6100evi KaTovta,
ooukpaAdartn, avriofiva

e Agv UTIAPXEL AVTEVOELEN

yla evbodpAEPLa
Xopriynor Toug (oxt
cuyxopnynon

e Xto umtoAounta pappako

¢ Aiotac: MPOZOXH
otn cuyxoprynon




KwoAoveg kau Clostridium difficile

* H nponyoUpevn xpon KWvoAovwv givoll aveéaptntoc

napayovtac Kwwvéuvou Pevdopspuppavwdouc koAitidac.

* H duappora pnopei va epdaviotei £wg kot 20 - 30 nuépec META

™ Stakomn tou avtiBLotikou

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



Hratotolkotnta

H Ogpameia pe 1tn moxifloxacin ouvdéeTal pe  €vav  Kivbuvo avanmruéng
KEpauvoBoAou nmarindag, TTou oényel' Suvmu«xi Ot QUEIANTIKN yid TN Cwn
NTITATIK) QVETTAPKEIA Kal KivOuvo duvnTmikad ammeAnmikwy yia 1 {wr), SEpUaTiKwy

QVIdRQoewy QUIaAIDWAOOUC TUTIOU OTIWG To Stevens-Johnson-Syndrome (SJS)
N.0I0EIKN £TOEPUIKN VEKPOAUTIC (TEN).

AOYw TTEPIOPICHEVWV KAIVIKWY Oedopévwy, n moxifloxacin avievoeikvuial OE
aceeveuc UE enngsaouevn rmanxn )\enoupyla (Child Pugh C) ka1 o0& QOBEVEIC HE

A Qo 5 @OopEC TOU QAVWTEPOU
QUOIOAOYIKOU ogiou(ULN}.




KiwvoAovec-avtevdeiéelc xopnynong

* OxL otnV eykupocuvn — OnAacuo
* AEN XZYNIZTATAI AIAKOMH KYH:HS SE AHWH TOYZ

* Mpoooxn: mepvoUV oToV MAAKOUVTO KOl TO HNTPLKO 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.

e Oxi o€ mawdLa — epnpouc <15 sTwv (dpdon oTouC AVANTUGGONEVOUCG XOVOPOUC-
apBpitidec-avénon evéokpaviac mieonc-petaBoAikn oéEwon ( veoyEvvnta)
* Emupénetal n xopynon toug o€ madid oe anoAutn £voéelén (m.x. Kuotikn ivwon)

Bar-Oz B, et al. Eur J Obstet Gynecol Reprod Biol. 2009;143:75-8



KINOAONE2

KAINIKEZ ENAEIZEI2
XPH2ZH 2THN KAINIKH NMPA=H



KwvoAovec — Eupeia xprion otnv KALVIKN
npaén aAAa ocrtaviwe 1" emAoyn

" Nolpwéelc OupomoLNTLKOU (AVWTEPOU KOl KOLTWTEPOU)
" NOLUWEELC AVOTTVEUOTLKOU (AVWTEPOU KAl KATWTEPOU)
" Nolpwéelc FfaotpeviepLKOU

" EVOOKOLALOKEC AOLUWEELC

" NOLHWEELC OOTWYV KOL LOAQKWVY HOPLWV

" ElOKEC AoLpWEELC K. L.



KwvoAovec — Mpodulaktikn XpRon

EkOeon oe avOpaka

EkOeon o€ HNVIYITIOOKOKKLKN pnviyyitida

Nolpwéelc o€ meplodo ovdeteponeviac (6 ouvioTatol EVUPEWC)
EvavTlL UMOTPOTIWV OE QUTOMOTN BaKTNPLOKA TIEPLTOVITION
‘Evavti untotponwy Baktnplotpiac eni Kipooppoyiog



Oepaneia PwvokoAritidac

* Amotu)ia Bepamneiac n umotponn tn¢
VOGOU

* lotoptko AQPNC avTiBLoTikwy To TEAEVUTALO
TPipnvo
e TomikA avtoxn MVEVUOVLIOKOKKOU >30%

v AVATtVEUOTLKE) KLVOAOVN
(AeBodAoéaoivn, poéipAoéaoivn)

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



ZUVLOTWHEVN Oywyn o€ EMMAEYHEVN £Epon
Xpoviac arnodpaKkTikne nvevpovonaBeiog (XAM)

* ALLVOTTEVIKLAALVN + avaoTOA£aC B-AQKTOMOCWY
* Kedpaloomopivn B-yeveadcg

* Moé&idpAoéaoivn

* NeBodAoaoivn

° Zmpocb)\oﬁao iVI] (novo yia touc aoBeveic pe mapayovieg Kivduvou yLa
Pseudomonas aeruginosa)



NMapayovteg Kwvduvou yia P. aeruginosa kot aAAAa
Enterobacteriaceae o€ XpovioucC QVOMVEUOTIKOUC QOOEVELC

* FEV, < 35% tou ntpoBAenopévou

* BpOyXEKTAOLEC

e Avaykn voonAeiac (blaitepa o MEO)
* Mpoodatn voonAeia

* Mpoodatn APn moAAwv ovTLBLOTIKWY



Epnelpikn Ogpameia tnc mveupoviog oo T
kowotnta (CAP)

NeBodAoaoivn, poéipAoéaocivn wg ENAANAKTIKA
dappaka:

Note Oa 6000LV;

* Erti aAAepyiac oTic B-AOKTAMEC
* [lponyoupevVNC xopnynonc AAAwY avtLBLOTLKWY
* Emdnuioloyika 6edopeva pe vpnAn avtoxn otic B-AaKTAUEC



EMI’]VLKéq KOLTEUGUVtr']pLeq Oﬁnvieq EEA-KEEATINO 2015
YL TV nveUUOVLIA EK TNG KOLVC')TITE(IC

MéTpilag fapuTntag mvevpovia amé Tnv Kowvotnta

l. Evosikvudpeva
AUIVOTTEVIKIAAIVN HE QvaOoTOAEQ B-AakTapaowv 1V n
Kegtplagovn ry kepotagipn + Nedtepn LaKpOAION

II. EVOANGKTIKA'

lMveupovia amo eicpopnaon?

AUIVOTIEVIKIAAIVN Pe avaoToAEd B-AakTapacwy 1V n
Ke@tplagovn ry Kepotagipn + KAivOapukivn 1 HetpovioaloAn



Oxt povoBeparneio HE KIVOAOVEC
oe coBapn CAP pe:

e INMTKA KotanAnéia

* BaKTNPLOLULK TIVEULOVIOKOKKLKN TIVEULOVLOL

e Avaykn dto.cwAnvwong

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



AAAEC AoLpwEELC OVATIVEUOTIKOU KOl KIVOAOVEG

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

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

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



KivoAoveg otn Oepameia tng «mMVeEVHOVIACY:
NMpocoxn o€ utokpumtopevn Qupatiwon

* Qepaneia avw Twv 10 npepwv (ko
enovaAopfavopevn) -

* KaBuotepei tn Siayvwon TG
dupatiwonc

e Kivbuvoc avOeKTIKOU 0€ KWVOAOVEC
HukofBaktnpldiov

0.05 | p<0.001

Proportion of Fluoroquinolone resistance

0.00 )

v . . y -
0 10 20 30 40
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



Oécia kuoTiTda KoL KLVOAOVEC

* OL KWoAOveg dev cuvioTwvTol
wg QPXLKI) EUMELPIKN Oepaneia
)%sta KuoTtitiéa Adyw tou
KlV uvou EMAOYAC AVOEKTIKWV
OTEAEXWV.

* MpéneL va StadulaxBouv yia
ETUNENAEYUEVEG
OUPOAOLUWEELG 1) AOLUWEELG
oo oAV aVOEKTIKA
naBoyova.

* TouUEPOQ OEPATTEUTIKA OYALOTA

Mivakag 3. And Tou oTOpAToC avTIpIKpolakr) Beparteia yia Tnv o&ela pn
ETMAEYHEVN PAKTNEIAKY KUOTITIOO OE €VAAKEC TIPOEUUNVOTIAUOIAKES [N
£YKUOUC YUVAIKEC.

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

> impogphoaoivn 250 mq bid 3

> inpoghoaoivn XR 500 mg od 3
AeBogphotacivn 250 mg od 3
Oghotaaivn 200 mqg bid 3
Nopghotaaoivn 400 mg bid 3
NiTpogoupavToivn 50-100 mg qid 5-7
TpiueBonpipn-covkpapeBofaléhn  160/800 mg bid 3-5

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



H avtoxn tou E. coli otnv oéeia avemninAektn kvotitida:
2005-6 vs 2012

ApTuktAALYVN 25,8 34
ApoukiAAivn/kAaBouvAaviko 5,2 6,4
Kedoupolinn 1,7 2,9
MeolAAvaun 3,4 3,8
I ZupodAofaoivn 2,2 6,5
Kotpipo&aloAn 19,2 23
Nwpodoupavroivn 10,7 5,5
dwodopukivn 1,6 0,4
ESBL (+) - 2,4%

H avtoxn otn outpodAofaocivn ntav avénuevn o mepimtwon npoodatng
Xpnong avtipkpoPLakwy (p = 0,003) kat o€ yuvaikec >65etwv (p = 0,02)

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



Oé¢cia mueAovedpitida amo tn KowotTnta

Inueia Kal cupnmtwpata muehoveppitidag
(NMupetog >38°C, piyog, 0opuUIKOC Movog, cuxvoupia, Sucoupia, AAAA KUOTIKA eVoyArLata)

(Bepameia EKTOC VOGOKOMELOU)

e ZimpodAoaoivn
NeBodAoaoivn

* ApuvonevikiAAivn pe avactoAsa B-
AOQKTOHOCWV

Kedbaloonopivn eupeog paopatoc
+/-

* ApwvoyAukogidn (pio apyikn doon,
TIOLPEVTEPLKA)

WHONET 2015~9% avrtoxn otn oumpo@Aoéaoivn

Yndpyel vautia, £petog, aduvapia Arjlng eapuakwy f Ipoenc
ano To OTOWA I ONTITIKI KAaTaoTaon;

1]

Y

Avahuon oUpwv Kal KahIEpYELa oUpWV
Ynepnxoypaenua

(og unoyia oupohoyikn avwpaiac)
E€wvoooKOoEIOKN) amd Tou OTOHATOG
Ospaneia

Avahuon olpwv Kal kKaMIEpYEID oUpwV
Yrepnyoypagnua

(og 0houg Toug aoBeveic)

Eicaywyn oto vocokopsio

Apxikn evbopAéPia Bepansia yia

v

1-3 nuépeg
v

YinmpogAofaocivn 1y Aefophotaoivn 1y
apvonevikizivn/avaotohéa
-haktapaonc
KeQatooTiopivh EVUPEOS PACHATOG I
kotpipoéaloin (uovo eni yvwotr|g
gvaiobnoiag - Ox1 oav epnelpikry Bepaneia)
+

iag apyikrc d0oNg NapevIEpIKA
apIvoyhuKooidng
1

Yinpoglofacivn r Aefophoaoivn iy
apvoTEVIKINIVN A TiepakiAivn/
avaotoléa B-haktapdonc n
KepahooTiopivn v yEVEAS

EE
Apvoyhukooidn
Auvoyhukooidn
+
EUPEOC (PACUATOC TIEVIKIAAIVN

| KATEYOYNTHPIEX ‘
\ X OAHI‘IE}:_v g




OepamEUTIKOG AAyOpLOLOG EEWVOCOKOUELAKNG

Kat' olkov Oepamneiag mvevpoviog ano t .
Kowotnta o€ EVAALKEG XwpPLc cuvodo
voonpotnta
S S o
A. Xwpicg cuvo8o voonpotnra *F VQW'W&“ME i, 1 mﬂ PWT“!] a5, ahwook .')
Xupi oropuo Mns avefionuin M onopud Mg v ——
1o teleutaio Tpipnvo 10 teAeuUTaio Tpipnvo Xwpig 1otopiké Ajng avrBonkiv Me wotopuxé Mjng avaponikiv
10 teAsutaio Tpipnvo 10 TeAguTaio Tpipnvo
ApofukiAhivn (1g x 4) Apofurihhivn + vedrepn paxpolibnti: e :
; . Apofurihiv + vedrepn paxpohibn®
vedrepn paxpohibn®: AvamveuoTi KvoAGvi™ Amm"}‘ .

Mpokeuévou yia tn xopnynon KivoAovncg dev npénet va ExeL xopnyndei kauia KivoAovn otov acdevi to teAsutaio
Tpiunvo (akoun kat yia oupoAoiuwén).

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



Nivakag 6. Zuviotwpeva avripikpofraka yia tn Bepaneia evnAikwy pe
ofeila Baktnplakr pwvokoAnitida.

Aywyn o erdoyng

Epnepikn aywyn ZuVICTWHEVA EvaAlaktika
ApPXLKN) EUMELPIKN ApofukiAAivn/ AofukukAivn
Bepaneia KAaBouvAaviko 100mg x 2 fy
625mgx 31 200mg x 1, po
1g x 2, po
AoBevn¢ pe LloTtopiko AofukukAivn AeBodArofaaivn
aAAepylag oTig 100mg x 2 1y 500mgx 1, pon
B-Aaktapec 200mg x 1, po Mo&iprofaoivn
400mg x 1, po
Aywyn B emdoynig
Anotuyia apxtkig / AeBod))\o&aoivrh
aywyng r orapén 500mg x 1, po rj
napayoviwv MofidpAoaaivn
KwwdUvou yla avroxn 400mg x 1, po
Aywyn o€ AeBodAotaoivn
VOOOKOUMELO Adyw S500mgx 1, poniv
coBaprc Aolpwénc Mo&idrofaoivn
400mgx 1, po R iv
Keprpraovn

\ 1-2gx1liv

- o’

latpikog O6nyog

H lNpooéyyion kat n Ospaneia

twv NAolpwéewv

otnv Mpwtofdabuia Mepi@aAyn

ABriva 2018




latpikég O8nydg

H lMpooéyyion kat n Oepaneia
twv Aolpdéewv
otnv Mpwropdba MepiBaiyn

2UVIOTWHUEVEC DEPATIEVTIKEC ETULAOYEC O€
nopotuvon XAl avaloya pe th
Baputnta tng maposuvong, To otadLo
¢ XAl Kol TNV avoLpLEVOLEVN
LULKpoBLoAoyia

*  OuLavanveuoTikeg pBoplokivoroveg (AefodAolaacivn -
noéidbAolaaoivn) xopnyouvtal 6tav UTIAPXEL LOTOPLKO ANYNC
B-AoKTOWVY TO TEAEUTOLO TPLUNVO, 1 dAAEPYLOG OTLC B-
AQKTAUEC 1 OMTOUOVWONG TIVEULOVIOKOKKOU UE OVTOXH) OTLG
B-AOKTALLEC 1] ATTOTUXLAC TNC EUTELPLKAC AYWYNC HE B-
AQKTAUEC

* HoupodAofaoivn xopnyeital 6tav UMAPYXOUV TTOPAYOVTEG
KLvOUVOU 1 yWWOTOG AMOLKLOUOC armo Pseudomonas
aeruginosa

A. AoBeveic
nou bev
Xpewdlovrat
Eloaywyn
ot
VOOOKOUELD

Irado I:
‘Hmwa XAN

B. AoBeveic
nou
Eloayovral
oto
VOOOKOWELD

Itabio Il:
Métpua XAN

I. AoBeveic
Tou
Eloayovrat
oto
VOOOKOUELD

Irado HI-IV:

ZoBapn XAN

Hua
napouvon

Métpia
napotuvon,
Xwpis
NapPAayOVTES
kwdivou yua
Aoipwén ano
Pseudomonas
aeruginosa®

IoBapn

napofuvon pe

TAPAYOVTES
kivblovou
yua Aoipwén
ano P.
aeruginosa®

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

- loi (30-50%)

- Mewto rpotuno
(10-20%)

0,nu oty opada A
Kat EnutAéov
Enterobacteriaceae
- Klebsiello
pneumoniae,

- Escherichia coli,

- Proteus spp.,

- Enterobacter spp.,
KA.

0, otv opada B
Kat EnuTAéov
P. aeruginoso

Ouaba IOBW Avapevopsvol : watdmzv'c
napofuvong HIXpOOpyaviopoi avnflotika

MaxpoAidn,
TetpaxuxAivn
| kavéva

avufotiké

ApwvoreviktAAivn
e avaoctoléa
Aaxtapacwy,
Kedaloomopivn B’
YEVEQC,
TetpaxuxAivn,
AsBodAotasivn,
Mo&ipAofaaivn,
Npouhidrofacivn

Linpodhotaoivn,
AeBodrodacivn,
Mo&ipAotaoivn
NpouhidAotacivn
Kedahoomopivn
3% yevedc ano
TOU OTOPATOg



Iupntwparoloyia kuotindog

luvaikeg

latpikég O6nyo6g

H Mpooéyyion xat n Ospaneia
twv Nolpwéewv
otnv lMpwrofdba lMeplBaAyn

Oepancia Npwng Mpappnc®

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

* TpweBonpipn-couddopeBolaloin
(160/800mg x 2 po x 3 nu.)

* Quodopukivn (3g x 1, po epanaf)

Ocpaneia Acutepn Mpappng

* DBoproxivordvec (3nuepa po oxnuara)
OAotacivn 200mg x 2 fy

IimpodAofacivny 250mg x 2 ; 500mg XRx 11
AeBodhotasivny 250mg x 2 i S500mg x 11

o B-Aaxrapec’ (n.). apofuxihivn-kAaBoulavixo,
kedaxAopn k.a.)

Avdpe¢®
(Bepancia 1-2 efdoudadec)

* TpwueBonpiun-couddopcBolaloAn
(160/800mg x 2, po J*

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

* ALI£00C QREKOVIOTIKOC EAEY)OC
OUPOTOLNTIKOU Kat RPOOTATOU

Oteia Nuehovedpinba

*  Muwpookomikr aviyveuon nuouplag
*  Kahépyera oOpwy
* Apecog anewovioTikdg éAeyxog oupomountixod (a/a NOK, U/S , nuehoypadia)

Keehr) kAwikr ketdotaon, * Impodhotaoivn® (500mg x 2 1j 1000mg
<60 etwv, ywpic ouvobé XRx 1, po x 7 nu.), n npwir) 8don propei
voonpétnra, ywpic avéyn va yopnynBet iv
voonheiag 1 Aefodhotaoivn® (750mg x 1, pox S L)
n Wila 000N KEQTPLIGOVNC LE, IV,
Kat HeTd and 24 wpeg pia B-Aaxrdun po?,
i Mia 56on apwoylukooidng, iv,
Kot pia B-Aaxrdpn pof
Eni avaykng voonAeiag *  (DBoplokvoldvn®,
(iv aywyn) apmxthhivn + apvoyAukooidn , i

kedakoonopivn + apwoylukooibn, 4
B-Aaxtdyn evupéog aoparog £
apwoylukooibn, i kapPanevépn

o Na npotiuaratl Hovo eri evonuikn¢ avIeKTikotntag oti¢ poplokivoAoves <10%. Ermu
aviektikotntag >10% n mponyndeioag xoprynong kivodovwv emiBaAAetat apyikn IV 66on 1g
Kkeptplaéovns n pia 66on autvoyAukoaoidéng. 8 Na xpnowuomoleitat emi anotuyiag n
aKkataAAnAotntag nponyoUUEVWY OKEUNOUATWV



AvTLulKpoBLlakn aywyn xpoviac Baktnplakng npootatitidac

 Ciprofloxacin: 500mg x 2 x 28 NUEPEC

1 4

n
 Levofloxacin: 500 x 1 x 28 nUEPEC

EVaAAAQKTIKO

* KotpipoéaloAn 960 mg x 2 x 1-3 HNVEC

Mivakag 10. Gepaneia xpoviag npootatitidac,

Baktnpiakn Mn Baktnplakn

TppeBompipn/ Ao&ukukhivn 100 mg
couhpapebotalohn  x 2 x 2 efdopddec
960 mg x 2 per os

Yimpo@hofaaivn KhapiBpopukivn

/50mg-Tgx2peros 500mgx2x?2
eBdopddec

EvalakTika

Ophotaaivn

(200mg x 2) 1y

AeBogphotacivn

(750mg x 1)

Tovdpopo xpoviou pn gheypovidoug
muEAIKOU dAyoug

Yuxoloyikr unoatripién

+

a-1 avacToleic
+

AvTtipAeypovwdn un otepIvoeldn




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

Country Mo of Resistance Method of testing
isclales e : - - —
testod Cieliirme Azithromycin Ciprofloxacin
Mo, L1 M. W Mo W
Aursria al o 0% 2 1% A0 G50 Dwecentralised — Eles
Bedgium L] n 11.0% 3 i A A9.5% Diecentralised — AD
Croatia B 4] 008 0 0% 3 17.5% Centralsed — Elest
Cyprus ] 4] O.0M6 0 10 2 661 Decentralised — Etest
Denrmark 1 ] 0086 3 27% E2) £ Decentralised — Etest
Fslonda 18 4] 0086 o (0¥ 5 Y Centralsed — Flest
Framee 106 4] ] 6 57% A4 A1 7% Decentralised — Eles
fﬂﬂl‘l\' 10 Kl Imﬁ 2 1.Hi_r a/f a1 5% Centralsed — BEPEes
Greece® 100 1 11.0% 22 22.0% 77 77.0% I Decentralisod — Etest
Fungary ™ T T&h k3 N ET) LEN] Centrabsed - BEPAFLes)
| PR | 14 i M n il N A “FF A Mo rrabe adio cud | ST
g =
=== Ciprofloxacin
100 - . .
=je Azithromycin
0.._‘___‘_ == Cefixime
w
o)
L]
2
— 10
5]
R
1 T T r T )
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
20015(n=1)
‘.

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



Xelpoupylkec Aotpwéelc & KWVOAOVEC

e EmepPaoelc kothtaknc xwpoc MANTA o€ cuvduaouo pE
aVTLBLOTLKO yLa avaepoPla maboyova!

* [IpooOXN O€ ATTOCTAUATO: OXL KOAEC OUYKEVIPWOELG
2uvouaouoc pHe B-Aaktapec (?)

* TuvalkoAoyikec Aotpwéelc ( XAAMYAIA) og cuvbuaouo Ue
Kepo&Ltivn

* AAAQ otV EAANVLIKN TpaypoTikoTNTA TL O€0N £XOUV OE
VOOOKOMELAKEG XELPOUPVYLKEG Aotpwéerc? (ANTOXH)



NoLUWEELC YOLOTPEVTEPLKOU &
owmpodAofacivn

* Oepareia EKAOYNC OTLC ONMTKEC-BAKTNPLAMLKEC R/KOL OE
OLVOOOKOATAOTOUAMEVOUC OLOOEVELC

* Qepareia Stappolac TasldLwTwy, OLYKEAAWONC

* Qot000 o€ acBeveic xwpic onPn N UTTOKELMEVA vooriaTa
Xopnynon twv avtiBlotikwy dev evdeikvutat

e OUPOLULKO-OLLLOAUTLKO oUVOpOMO

* MPOZOXH: AY=NANOMENA NOzOZTA ANTOXHZ THZ
Salmonella spp alAAa kat tnc Shigella spp

KEEAMNNO 2015



OOTIKEC AOLUWEELC

e Kupilwc oTaPpUAOKOKKLKEC AOLUWEELC

* OL KIVOAOVEC £XOUV TAEOVEKTIKN POAPUAKOKLVNTLKA OTOL
00T OE LKOVEG HOOELC

e Eumelpla pe: opAoéaoivn ourpodAoaoivn:

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

e Juvduaopevn Bepareia pe aAAa avtiBlotika

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



Delafloxacin (1)

Epnopikn Ovopaocio: BAXDELA

Etaipeia: “Melinta Therapeutics”

‘Eykpion FDA: loOviog 2017 (n avrtiotowyn ano EMA ekkpeuEi)

‘Evdeién: Notpwéeic Malakwv Mopiwv kot E€aptnpatwyv

Avtipikpoprako Oaocpa

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/2017/208610s000,208611s000Ibl.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 21 223 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 > 0.25 -

S.anginosus group < 0.06 - - > 25 -

E.faecalis <0.12 0.25 2 0.5 221 19-20 <18
Enterobacteriaceae < 0.25 0.5 21 222 19-21 <18
P.aeruginosa <0.5 1 22 223 20-22 <19

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

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



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

Avo (2) pappokoteXxViKEG popdEG: dlokio
Kot evOopAEBLO SLAAV AL

Npocappoyn Aoong Baon eGFR

H evbodA<BLa xoprynon o acBeveic pe
oBapn Neppikn Nooo (eGFR: 15-29
mL/min/1.73mz2) amoutel
nopeakoAoUOnon Twv TLHWV KPEATLVIiVNG
Aocoloyia: 450 mg p.os q12h 1 300 mg
iv g12h (éyxvon: = 60’)

ZuvoAkn Alapkela Oepaneiag: 5-14
MEPEG

A€ ouviotdrtal n xopynon octov
notdLatpilkd mAnbucpuo

Delafloxacin (2)

eGFR

mL/min/1.73m2

MNpotewvopevn Aoon

Awokio Ev6odAEPLo AlGAUpa
30-89 450 mg 300mg q12h
gl2h
15-29 450 mg

200 mg ql2h
ql2h n
200 mg g12h ko gv
ouvexeia 450mg p.os.
Ag ocuviotartal n xopnynon

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)

* Kuplec AvemuiBuuntec Evepyelec: Navtia, Atappotra, NMNovokedalog,
Avodoc Tiunc Tpavoopuwoowv, Epetoc

e AkoAouBouv ta BOXED WARNINGS... Twv KtvoAovwv

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

AnoteAsopata KAWVIKWV peAeTwv ¢paonc 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 Difference
(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 pyvogenes
Staphvlococcus haemolyticus
Streptococcus agalactiae
Streptococcus anginosus Group
Staphylococcus 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.

b 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.

* 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).



Ciownboaded from hitp:iomjopen.bmj.com’ 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

guantitative 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



FIDAD [ 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

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



O

EUROPEAN MEDICINES AGENCY

SCIENCI MEDIGINES HEALTH

* 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

guinolone-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

qguinolone-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

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



EMA 2018

EUROPEAN MEDICINES AGENCY
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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);

* 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

Pneumonia
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Infectious Diseases Society of America
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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



AttioAoynon

* |[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. Inftial Treatment Strategies for Inpatients with Community-acquired Pneaumonia by Level of Severity and Risk for Drug Resistance

Recent ization and Recent H lization and
o F'.“;r-ﬂ w P'W'Lﬁ H-nﬂna Iklﬁ
Prior Respiratory |sclation Prior Respiratory |sclation Local dated Loca idated Ris
Standard Regimen of MRSA Pseudamonas seruginass Factors for MRSA Factors for P. serugincsa
Nonsevers npatient  3-Lactam - macrolide” or Add MASA coverage® and obtain  Add coverage for P. asrugincsa’  Obtain cultures but withheld  Obtain cultures but initiate
preumona® respiratory furoguinolons® cufiures/nasal PCH o allow and ootain culiures fo allow MMASA covarage unlass covaraga for P. aaruginasa only

desscalation or confirmation of  deescalation or confirmation of  culture results are positive. if cultura results are positive
naad for continued theraoy maad for continued therapy rapid nasal PCR 5 available,

withihold additional ampiric

therapy against MASA i rapid

tasting is e ar add
coverage if PCH is positive
and cbtain cultures

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

preumona”® B-=lactam - furoguinolona™ cufiures/masal PCH 1o allow and obtain cultures fo allow abtain nasal PCH and and abtain culturas to allow
desscalation of confirmation of  desscalation or confirmation of  cultures o allow desscalation deascalation or confirmation of
nesd for continued theragy nead for cortinued therapy or gorfirmation of neesd for need for continued therapy

continued therapy

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



Juprniepaocporta-KwwoAovec

* Ol KLVOAGVEC AIOTEAOUV HLOL OLTTO TLC TILO EMUITUXNUEVEC OLASEC AVTLULKPOBLOKWY OV KOt Ol

gvbeifelc Touc we Oepareia 11 emAoync eivat Alyeg kat ta dedopéva achAAELOG OLVNOUXNTIKA

* H emkpdtnon MoAVavVOEKTIKWV OTEAEXWV SEV ETUTPETEL TN XPRON TOUC OE VOOOKOUELOKEC

AoLpwéEeLc

* Y1 1o mpiopa Twv npocdatwVv aVOKOLVWOEWV yLol auENUEVO Kivouvo tofkotntog oo
noAAanAd cvotipata ( veupotofkotntog, KapdLotofLkotntog KAT) n avaykn opOoAoyikng
XPRONG TOUC KalBioTatal EMITOKTLKY, OTIWE KOl N Mo eakoAovOnon Twv aVOLKOLVWOEWV TWV

SLeOvwv puBpLOTIKWVY apXwV



