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KYPIA XAPAKTHPIZTIKA KINOAONQN

AVTIBLOTIKO «EUPEOC PACHATOCH

AvtiBlotika ya IV & per os xopniynon

AVTIBLOTIKO 0TNV KOLVOTNTA KoL OTO VOOOKOUELO
KaAn cuppopdwaon Kat avoxn

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



O£oelc Spaonc TWv AVTLULKPOBLAKWY

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

AvaoTtoAn oUvOeonc Tou KUTTApIKoU TOIXWHATOC
(penicillins, cephalosporins, glycopeptides)

AreuBciac Apaon oTo
DNA

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



O£oelc Spaonc TWv AVTLULKPOBLAKWY

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

AvaoTtoAn oUvOeonc Tou KUTTApIKoU TOIXWHATOC
(penicillins, cephalosporins, glycopeptides)

Apaon oto DNA

_ Apdon oe petaPoAikéc
(fluoroquinolones)

dlepyaciec oTo KUTTApOTAaoHa
(sulfonamides, trimethoprim)

TOT[OtGOl.lEp('IO'EC Odnyel og aduvapuia cuomeipwong TG
, €Akac Tou DNA oto Xpwpoowpa, e
* DNA yupaon yia Gram (-) QUTOTEAECHA TNV EMLUAKUVON TOU

* Tonoioopepaon IV yia Gram (+) KUTTAPOU Kot TEALKA Tov BGvato tou



Aopun: KwoAwvikoc AoKTUALOC

H tonoBétnon ¢Oopiov otn O€on 6 €ixe WC AMOTEAECHO TN CNUOVTILKN EVioXUON TNG

OLVTLMLKPOBLOKAC SpaoTIKOTNTOG

o ) ) iy

norfloxacin ciprofloxacin

O
' OH
~ TN N
HS_G--"‘N\_)

D\)‘--.EHE

H

moxifloxacin levofloxacin

DOopLoKVOAOVEC

o« :: N i:
— P




KivoAOVeG 10TOpIO: TONOBETNON
(pOopiou oTn Bson 6

Oopada I (1962) Oupada II (1980)  Owada III (>1990)
Neplopiopévou ddouatoc Eup£og dacpartog Eupeog dpaopatog
. EVO&IO‘l'.W] TpoBadAofaoivn
* NaAwdL§ko o&u . Tkpenadro§acivn
)  OAepoéacivn . Inapdlofacivn
* ZlVOf,(IO'lVI’] + NedAoacivn? - katidpAofaoivn
- KhwadAofacivn
* NopdAoaoivn . Zitadrofacivn
* ZmpodAofacivn MofubAotasivn
, NeBodAoaoivn
* OdAodaoaivn MNpouAipAoéaaivn
AsAadAroéaoivn

Me KOKKLWO 00eC KUKAodpopoUV otnv EAAGSa



Mnxaviopot avtoxnC oTLC KIVOAOVEC

Gram (-) : Gram (+)

A. Mewwpévn dlamepatotnta
B. Efflux pumps (avtAiec anoppon¢ tov aviiflotikou)
. MetaAAa&n otoxou dpaonc kivoAovwv:(DNA yupdaon, tonoiocopepaon V)

Lancet Infect Dis 2006:6:629



Avantuén avtoxnc otiC KWWOAOVEC

e [eviKA N epdAavion avioxne yivetol mpoodeuTiKA.

e ApXLKQ ETLAEYovTaL OTEAEXN UE pHia LETAAAAEN LLE
QTOTEAECUO TN MELWHEVN EvaloBOnaoia.

* AKoAovOel ka HeuTEPN HETAAAQEN LLE OTTOTEAECUO TNV
epudavion mMANPoUC avtoxnc .

Drlica K et al, Current Topics in Medicinal Chemistry 2009



NMepimtwon #1

Oa divarte oumpodpAoéaoivn otnv acOevn auTA;

 Ampicillin:

fuvaika, 25 eTwv, pe SucoupLka
gevoyAnuata, xwplc mupeto

* VEVLKN OUPWV: nuoupia
Kot vitpwon (+)

* KaAAALEpyELQ 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
MNapadelypa mMPWTOU EMUMTESOU AVIOXNG OTLC KWVOAOVEC

[uvaika, 25 etwv, pe SucoupLka * Ampicillin: A
gvoxANUOTO, XWPLG TTUPETO * Augmentin: E
* Cefoxitin: E

* VEVLKN OUPWV: nuovupia e Cotrimoxazole: A
kau vitpwdn (+) * Nitrofurantoin: E
' ' * Pivmecillinam: E
E?:I?;fiiﬁcllacg;;g:)(‘)gﬁu/ml * Nalidixic Acid: A
* Norfloxacin: E

* Ciprofloxacin: E




To vaALdLELKO
XPNOLLLOTIOLELTOIL OOV
SeikTNG yLa TOV EAEY)XO NG
NPWTNC HETAAAQYNC
Cip (E) + Nal (A) 2
“mdavn anotuyia
Jeparmneioc pe KtvoAovecg”

Escherichia coli

> Nalidixic Acid: A
> Norfloxacin: E

MetaAAayEg yupaonG/Tonolcopepaons
(1 petaAayn)

> Nalidixic Acid: A
> Norfloxacin: A

MetaAAay£g yupaonc/TonoicopuepAonc
(mtoAAamAEC petaAAayEc)




MapAdyovteg KLvOUVOU yLoL AVATTTUEN OLVTOXNC OTLG
KLVOAOVEC

* Mpocdatn xpRon KvoAovwv

* Makpoxpovia voonAeia

* MeyaAn nAwkia

* YmodoooAoyia
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AvtyuwkpofLlako ¢aoua



AvVTILKPOBLaKko dacpa KtvoOAoOvVwv

Gram(-) agpoBia (Pseudomonas = Cipro)

Gram(+) agpofLa («aVAMVEUOTIKEC» KIVOAOVEC)

Avaepofia (LoéidpAofaaoivn, aAAa avéavopevn avtoxn)

EvbokuttdapLa (atuma) maboyova (oL VEOTEPEC OLVATIVEUOTLKEC KLVOAOVEC)

MukoBaktnpidla (poéidbAofaoivn: SpacTIKOTNTA TTOPOMOLA LE AUTH TNG
Ethambutol aAAa pikpotepn avtnc tng INH)



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

APOOTIKEC EvavTL “atUmwV” HIKPOOPYAVIGUWV:

* Legionella pneumophila

* Mycoplasma pneumoniae
* Chlamydophila spp

* Mycoplasma hominis

e Ureaplasma urealyticum

J Antimicrob Chemother 2003;51S



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

MNeploplopévoc poAoc otn Bepameia Twv
oToPUAOKOKKLKWV KOl EVTEPOKOKKLKWV AOLUWEEWV:

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

* ETLKTNTN avToxn



AvTipKpoBLako pacpo KLVOAOVWYV

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

Evéokuttdpla naboyova
Ricketsia-Coxiella burnetti
Chlamydia sp

Brucella spp
Mycobacteria

Legionella sp

Bartonella sp

Anaerobes (poéldbAotaaoivn)

Gram (+) Staphylococci, S.pneumoniae



Mepintwon #2

* fTuvaika 40 eTwv pe untotporiialovia enelcodla Kvotitdac,
AappBavel vopdpAroéaoivn kaBe popa (EUMELPLKA), XWPLG VO OTEAVEL
OUPOKOAALEPYELOL OE KAOE EMELOOOLO

* Tnv teAevtaia popa n oupoloipwén ekbnAwvetatl pe vPnAo
TIUPETO KOl O YLATPOC HeE TNAEPwVIKA odnyia Eavaxopnyei
vopPAofacivn

* 303TO fj AAOOS?



Htav AaBoc aAAa yorti?

* H Aoipwén ntav avwtepov oupomoLnNTKoU

* H vopdAoéaoivn 6ev KAVEL CUYKEVTPWOELC OTOV OPO, CUVETIWC
dev MpEMeL va xopnyeital o€ AotpwéeLc Omwc n muelovedpitida

e 2 MLt OUPOAOLMWEN cOPAPOTEPN OTTO AUTEC TOU KATWTEPOU
OUPOTIOLNTLKOU, Eival mapaKivduveUEVO va xopnynoOel
EMRNEIPIKA avtiiotiko novu £xeL AndOsi npoocdata (kivéuvoc
Bepansutiknc amotuyiac, o€ £dadoc nposmiAeyeioac avtoxnc)



Mepintwon #3

* AcOevnc 45 eTwV PE KALVIKN ELKOVA TTVEUHOVIOLG

OTto TNV Kowvotnta
* YPnAO nupeto, BAxa mopoywyLtko
e Aktwvoypadia Owpakoc: AoBwédnc nvevpovia

* ‘Exst AaBet apouktAAivn/kAaBouvAaviko ntpo 20nUEpou ya
pLVoKoATitida

* O ywatpog tov cuvtayoypadei otnpodpAroéacivn 500mg ava
12wpo

* 303TO  AAOOS?



AvTtipukpoBLako paopo KLvoAovwv

MPOzOXH

* H ounpodAoéacivn AEN eivoal SpaoTtikni o€
OTPENTOKOKKOUCG/mveupoviokokko (pk/pd!)

1. AegBodArotaocivn

2. Moé&pAotaoivn
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DappakoKvnTKEC-
dapupakoduvaukec LOLOTNTEC



DoaprakoKLvNTKEC dLotnNTEC POOPLOKIVOAOVWV
* MoAU kaAn BrodraBeoipdtnta, XapunAn npwteivoocuvdeon

* MoAU KaAn KATAVOU OTOUC LOTOUC KOl LKAWVOTIOLNTLKEG CUYKEVIPWOELC OTO MAACHA

(EEAIPEZH: vopdAoaaivn)
. Il'lpootdtr]q, XoAndopa, MvVeUOVEC, 00TA, Lakpodaya
. IOuponothKé (EZAIPEZH: poéidpArotaaoivn)
 JENY

* YYPnAEc ouyKeEVIPWOELC o€ SU0 SUCKOAO SLapepiopaTa: 00TA KOl TPOCTATN



DopUAKOKLVNTIKEC LOLOTNTEC KIVOAOVWV

Agent
Norfloxacin

Ciprofloxacin
Levofloxacin
Gatifloxacin
Moxifloxacin

Administration Absorption

Oral

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

50%

75%
98%
96%
89%

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

R (27%)
4 (10in anuria) R (560%)M
7 R (80%)
7-8 R (70%)
10-14 R (20%)

M (25%) (in liver)




MetaoALGHUOC KLVOAOVWV

ATEKKpPLON

* Neppkn:AeBodpAoéaoivn, opAoéaoivn
* Hatikn: poéipAoéacivn

* Mewktn: owmpodAoéaaivn



Aocoloyia KtvoAovwvV

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

» 2inpodAoéacivn: 500 1 750 1000 mg x 2 po > Y{nAotepeg 8ooeLg
, ] ano to SPC
600 n400mg x 2 iv > PK/PD AdyoL
* NeBodAofacivn: 500 750 mg x 1 po
750 mgx1liv

* Mo§idpAoéaoivn: 400mg x 1 iv /po.



Mpocappoyn docoloyiac otn VEPPLKN AVERAPKELDL
MoéipAoaoivn: kapia mpocapuoyn
Mpoocoappoyn os:

* NeBodAoéacivn: 500mg/24h, av Cl < 50ml/min
* JinpodpAoéacivn, NoppAofaoivn: av Cl <30 ml/min



®BoplokwvoAovec — PK/PD
Aoocoegtaptwpevn 6pacn

MpoiUmnoBcelg SpaotikoTNTOG KOl TTPOANY NG
oVATTTUENC AVTOXNG

+ AUC/MIC

Gram apvntka: = 125

> 250 (mpoAnyn avantuéng avtoxnc)
S. pneumoniae: 2> 30 (6paoctikoTNTA)
> 50 (mpoAnyYn avamntuénc avroxnc)
¢ Peak/MIC: > 8 — 10 (6paoctikOoTnTQ)

> 10 (mpoAnyn avantuéng avtoxnc)

Concentration [mg/L)

Crmax Aminoglyeosides

CaxMIC -F.Inu-mqui.m]nur:

Aminoglycosides
Flusroquinslones
Glyeopeptides
Macrolides
Eetolides

N
T=AMIC

ATCATC

Tetracycline, p-lactams
Oxazolidinones, Alacrolides

Time (h)




EAQXLOTEC AVOLOTAATLKEC TTUKVOTNTEC TWV KIVOAOVWV EVAVTL
tov MVEUHOVIOKOKKOU

KwoAovn MIC 90 (ng/ml)
Streptococcus pneumoniae

2unpodAoéacivn 2
4 NeBodpAoacivn 1 AVOTTVEUGTLKEC
D OopLOKLVOAOVEC
MoéipAoéaacivn 0,12

o =4




DappakokivnTikn Twv ¢OopLokivoAovwv oToV MVELpOVA
KOlL GTOV 0PpO

KwoAovn Opog YypoO nov enalAeidel KupeAdika
(ng/ml) TLc KUP eAidEC nakpodaya
(ng/ml) (ng/ml)
2umpodAoéaocivn  1.9+0.1 3.0+1.05 13.4 + 3.5
NeBodAoaoivn 4.1 10.9 27.7

Moé&ipAoéaaivn 3.2 20.7 56.7



Mepintwon #4

* AcBevNc pe ewkova oéeiag nvedovedpitidag kat anopdvwon E.coli pe
gualcOnoia otic KLVOAGVEG Kal aAAEPYLeC O€ B-AQAKTAMEC Kal AAAQ
avtipuikpoBraka (0a xopnynOei kwvoAovn)

* Mota kwoAovn AEN npemnel va 600¢i otov aoBevn;
ZuinpodAoacivn

NeBodAoacivn

Mo&ibAofacivn — A€V CUYKEVTPWVETOL

. OTO OUPOTOLNTLKO
MpouAiwpAo§acivn

W bNRE
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ANENMIOYMHTEZ ENEPIEIEZ KAl
OAPMAKEYTIKEZ AAAHAENIAPAZEIZ



AvermOuuntec eveépyelec pOopLoKivoAovwv

* [EZ ( ouxvotepa) vavtia, EQETOL, SLAPPOLEC

* KN2

* MUOGKEAETLKO

* Kapdiayyeiako

* KpuotaAloupia

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

* \euKomevia, nwolvodpliia

* MetaAAaéloyova?

* OxL o puacOévela Gravis



AVETILOUUNTEC EVEPYELEC KIVOAOVWV

* KNZ (1-2%): Npocoyn 6Ttou¢ NALKLWUEVOUC

Alnvia, tpopoc, kepaAaAyia, {aAn, cuyxuvon, Yuxwon, ocnacpol
Emteivovtal pe cuyxopriynon 0€opuAAivng, NSAIDs

Mnxaviopog: Avtaywviopog npocAnyng GABA amno toug
EYKEPAALKOUC VEUPWVEC

e AAyoc kat pién AxtAAeiov tévovta (mpwipn Ko oYLpn)

MpodLadeoikol mapAyovTec:

XNA, kopTtikoeLdn, nAkia >60 Twv
MnXaviopog: HItoXovopLakn To§ikotnta, CUCCWPEUON
HETAAAOTIPWTELVOLGWV OTO GUVOETLKO LOTO

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



Napataon tou QT

* Mapadtaon xwPic UMOXPEWTIKA UNTEPBaon TwV PUCLOAOYLKWV
opiwv

* Kupiw¢ n moxifloxacin aAAd oxtL povo

* JoBapn appuduia (Torsades de pointes) eéaipetikad onavia.
Mpoooxn o«:
* HAWKLWMUEVEC YUVOLIKEC N y
o Awatapoxec K, Mg
e ZuyxopnYoUUEVA QVTLOPPUOULKA |
- opadac IA: quinidine, procainamide
- opadoag lll: amiodarone, sotalol
e ATOMO ME UTTOKELEVN KapdlomaBeia

<

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



AAANAeTOpAGELC KILVOAOVWV ME AAAa PappoKa

* Avtio§va ( Mg++, Al +++), H2 avactolelg, Fe++

Zc+: HELWVOULV TNV anoppc’)cl)r]cr] KIVOAOVWV * Xopnynon tng KivoAovng 1-2

* Ogodpuldivn, kadeivn, Bapdapivn: oL rEE AL ) 8 CrpEs bl Gide
KIVOAOVEG avOo.oTEAAOUV TO LETABOALOUO TOUG OKEUGOHUOTO TLOU TIEPLEXOUV
(Auéavetal n 6pacTIKOTNTA TOUC) oidnpo 1} aAla &1oBevn

* MZAQ, tetpakukAiveg: avaoTtoAf npdoAnydng SR (XY XA R
GABA, omtacpoi-KNZ Statapaxéc avTiodwa

e Agv UTLAPYXEL OLVTEVOELEN YL

* AvtiappuOpwka I, avootoAn CYP ev60bAEBLA XOPRYNGH TOUC

KUTOXpWHOTOG (1Y owarnpdn): mapdatacn QT- (6xt ouyxoprfiynon

torsades de pc’)lntes)’ ) e Jto urtoAouna papoKa TNG
* Avudiapntika dokia- Kuplwg Aiotac: MPOZOXH otn

ooUAdOVUAOUPLEG: UTTOYAUKOLULOL GUYXOPHYNON

* AN\a: kukAoaoTtopivn, QVTLHKPOBLaKA in Vitro
(avtaywviopog)



KwoAoveg kau Clostridium difficile

* H mponyoupevn XpRon KWVOAOVWYV £Lvoll aVEEAPTNTOC

napayovtoc Kivduvou Pevdopepfpavwdouc KoAitidac.

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

TN SLtakomn Tou avTiBLoTikou

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



Hratotoéikotnta

H Ogparmeia pe 1tn moxifloxacin ouvdéeTal pe  €vav  Kivbuvo avanmrtuéng
KEpauvoBoAou nmarindag, TTou obnyea’ Suvmn«xi Ot QUEIANTIKN yid TN Cwn
NITATIK QVETTAPKEIA Kal KivOuvo duvnTiKa ammeAnTmikwy yia 1 {wr, Sepuatikwy

avdpaoewy QUIAAISWAOUC TUTIOY OTIWG 1o Stevens-Johnson-Syndrome (SJS)
N.0I0&IKA £mMdepUIKA VEKPOAUTIC (TEN).

AOyw TTEPIOPIOHEVIWIY KAIVIKWY Oedopévwy, n moxifloxacin avrevOoeikvuial OE
aoBeveic ye emrnpeacuévn nirarikry Aeitoupyia (Child Pugh C) kal o€ aOBEVEIC IE

SIIIESQ__TOQVOQUIVAOWY _QJUSNUEV TIGV QIT0 O _QODEC _TOU QVWTEOOU.
QuoioAoyikou opiou(ULN).




KiwvoAovec-avtevdeiéelc xopnynong

e OxL otnV eyKupoouvn — OnAacuo
« AEN IYNIZTATAI AIAKOMNH KYHZHE ZE AHWH TOYZ

* Mpoooxn: mepvVoOUV 0TOV MAAKOUVTA 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.

* Oxi og mawda — eprpouc <15 sTwv (6paon oTOUC AVANTUGCOUEVOUC XOVOPOUC-
apBpitidec-avénon evéokpaviag mieonc-petafoAikn oéEwon ( veoyévvnta)
* Emupénetal n xopynon toug o€ moudia o€ anoAutn £véeLén (m.x. KUoTKA ivwon)

Bar-Oz B, et al. Eur J Obstet Gynecol Reprod Biol. 2009;143:75-8
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KAINIKEZ ENAEIZEI2
XPH2ZH 2THN KAINIKH NMPAZ=H



KiwvoAovec — Eupeia xprion otnv KALVIKN
npa&n aAAd ortoviwg 1" emAoyn

" Nolpwéelc OupomotnTKoU (aAVWTEPOU KO KOLTWTEPOU)
" NOLUWEELC AVATTVEUGTIKOU (0LVWTEPOU KAl KATWTEPOU)
" Notpwéelc FraotpeviepLKkoU

" EVOOKOLALOKEC AOLWEELG

" NOLMWEELC OOTWV KOL LOAOKWY HOPLWV

" ELOLKEG AOLUWEELC K. QL.



KwvoAovec — MpoduAaktikn XpRon

EkOeon oe avOpaka

EkOeon o€ HNVIYLITIOOKOKKLKA pnviyyitida

Nolpwéelc oe mepiodo ovdetepomneviac (6 cuvictatal eVPEwWC)
EvavTiL UMOTPOTIWV OE AUTOMOTN BAaKTNPLOKA TEPLTOVITION

‘EvavtL UmoTtponwv BaKktnplatpiog eni Kipooppoyiac



Eunelpikn Ogparmeia tnc mveupoviog amo T
kowvotnta (CAP)

NeBodAoéaoivn, poéibAoéaoivn wg ENAANNAKTIKA
dappaka:

Note Oa 6000ovvV;

* Emti aAAepyiac oTic B-AOKTAMEC
* [lponyoupevnc xopnynong AAAwY avtBLoTikwy
e EmdnuLoAoyika dedopeva pe uPnAn avroyxn otic B-AAKTAUEC



latpikég Odnyo6g

OEPATEVUTIKOC OAYOpLOOC e€WVOOOKOMELAKNAC KOT’ s

ai n Oepaneia

twv Nolpwewv

oikov Bepareiog MVEVHOVLOG OTIO TNV KOWVOTNTO €  Raaaias
eVAALKEC XwpPic cuvodo voonpotnta

A Xuipic ouvoSs voonpduym P R B. Me cuvoBé voonpétmTa **
wplgo voganpotnta v&w.' 68n SiaBin, kaxonBe veorhasieg, aAkoohops, )
L : PLKI) QVETIGPKELQ, NITATIKY) AVEMAPKELR, KapSlaKn avenapkea
Impqmtuptmhnlllm;mﬁmw hhmruptmlml:pqm:‘nﬂtm
1o tehevTaio Tpipnve 10 TeAsvTaio Tpipnvo Xwpig 1otopwd Aijdng avapronkiv Me totopud Ajdng aviBronxiv
10 teAeutaio Tpipnvo 10 TeAguTaio Tpipnvo
ApofukiAhivn (1g x 4) Apofurkihhivn + veotepn paxpolidnts- . . S
" 4 ApofuriAlivn + vedrepn paxpohidn™*
: L C g A
veotepn paxkpodibn®® AvamveuoTikn Kivohovn™™ Miciiond mnln

L s 5

Mpokeuévou yia tn xopnynon KivoAovng dev mpénet va ExetL xopnyndei kauta kivoAovn otov acdevi to
teAevutaio tpiunvo (akoun kat yia oupoAoiuwén).
AVONVEUOTIKEG KWVOAOVEG: AsBoAoéaaoivn 750mg/24wpo, puoéipAoéacivy 400mg/24wpo.



EMI’]VLKE'Q KQTEUGUVTI',]QLEQ Oﬁnvieq EEA-KEEANNO 2015
YLOL TNV TIVEULOVLA €K TAG KOLVOTNTOG

Métpiag faputntag mveuvpovia amé TV Kowvotnta

l. Evosikvudpeva
AUIVOTIEVIKIAAIVN pE avaoToAEa B-AakTapacwy 1V n
Ke@Ttplagovn ry kegotagipn + NedTtepn HAKpOAION

II. EVOANOKTIKA'

lMvevpovia amo eicpopnaon?

AUIVOTIEVIKIAAIVN pE avaoToAEa B-AakTapacwy 1V n
Ke@tplagovn r kepotagipn + kAvoapukivn ry Hetpovidoaloin



Oyt povoBepamneia e KWWOAOVEC
oc ocofBapn CAP ue:

e INITKA KatamAnéia

* BOKTNPLOLKLKA TIVEVULOVLIOKOKKLKNA TTIVEULOVLOL

* Avaykn dtaocwAnvwong

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



AAAEC AOLUWEELC AVOTIVEUGTLKOU KOl KLVOAOVEC

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

* Kuotikn ivwon (kat og maudid, Bpaxvypova oxnpata),

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



KivoAoveg otn Oepameia tnC «mveVpoOvViaC»:
Mpoocoxn o€ unokpuntopevn Quuatiwon

* Qepaneia avw tTwv 10 npuepwv (ko

enovaAappfovouevn) -
* KaBuotepel tn dtayvwon tng
dupaTiwong
' s 4 é o
* Kivbuvog avOEKTIKOU GE KIVOAOVEG ,,
nukopBaktnptdiov £ 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



Oepaneio PwvokoAnitidoc

* Atotuyia Oepamneiac p umotponn tNG
VOOOU

* lotopko ANYnc avtiBlotikwyv To TeEAguTaio
TPLNVo
e TomikA avtoxn MVEVHOVLIOKOKKOU >30%

v AVOTIVEUGTIKA KWVOAOVN
(AeBodAofacivn, poéipAofacivn)

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



Nivakag 6. Zuviotwpeva avripikpofraka yia tn Bepaneia evnAikwv pe
ofela Paktnplakn pivokoAnitda.

Aywyn a’ erdoyng

Epunepikn aywyn IUVICTWHEVA Evalaktika
APXLKI) EUTELPLKN ApofukiAAivn/ AofukukAivn
Bepaneia KAaBouAavikd 100mg x 2 iy
625mgx 31 200mg x 1, po
1g x 2, po
AoBevn¢ pe Lotopko Ao&ukukAivn AeBodrolaaivn
aAAepylac ot 100mg x 2 n 500mgx 1, pon
B-Aaktapec 200mg x 1, po Mo&iprofaoivn
400mg x 1, po
Aywyn) B’ emloyng
Anotuyia apytkic f AeBocho{aoivh
aywync i onapén S00mg x 1, po ry
napayoviwv Mo ipAofaoivn
KivSUvou yla avroxn 400mg x 1, po
Aywyn o€ AeBodArotacoivn
VOOOKOUELO AOyw 500mg x 1, poniv
ocoBapnc Aolpwéng Mo ipAofaoivn
400mg x 1, po fj iv
Kedrpratovn

\ 1-2gx1l,iv

h - -

latpikog Ob6nyog

H lpooéyyion kat n Oepaneia
twv Nolpwéewv
otnv Mpwrtofdbua lMepi@aAyn

ABriva 2018




latpikdg Odnyodg

H Mpooéyyion kat n Oepaneia
twv Aolpdéewv
otnv lMpwtofd6ua MepiBaAyn

2UVLIOTWHUEVEC DEPATTEUTIKEC ETMLAOYEC
oe mapoéuvon XAMN avaloya HE T
Baputnta tnc napoéuvong, To oTAdLo
NG XAl Kol TNV OLVOLLEVOLEVN
HIKpoBLoAoyia

Ow avanvevotikec pOoplokivolovec (AeBodAoéacivn -
poéidpAoéaoivn) xopnyouvtat otav untapyxet Lotoptkd AnYng B-
AOKTA WV To TEAEUTALO TPLUNVO, I} AAAEPYLOC OTLG B-AOLKTAMEG
N OLMTOUOVWON G TIVEULOVIOKOKKOU ME QVTOXH OTLG B-AOKTAMEG 1)
OLTLOTUXLOLG TNG EUMELPLKAC AYWYNG UE B-AAKTAMEC
H ocutpodAofaoivn xopnyeitat otov UTIAPXOUV MOLPAYOVTEG
Klv6UVOoU 1 YVWOTOG AIMOLKLGHAG amd Pseudomonas aeruginosa

A. AoBeveic
nou bev
Xpewdlovrat
Eloaywyn
oto
VOOOKOUELD

Irado I:

‘Hmwa XAN

B. AoBeveic
nou
eloayovral
oto
VOOOKOUELD

Itaduo Il
Méetpua XAN

I. AoBeveic
Tou
Eloayovrat
oto
VOOOKOUELD

Irado HI-IV:

ZoPapn XAN

napouvon

Métpua
napotuvon,
xwpi,c
NAPAYOVTES
kwdivou yua
Aoipwén ano
Pseudomonas
aeruginosa®

ZoBapr}

napofuvon pe

NAPAYOVTES
kwvbivou
yia Aoipwén
ano P.
aeruginosa*

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

- loi (30-50%)

- Mewxto rnpotuno
(10-20%)

0, otv opada A
Kat EnutAéov
Enterobacteriaceae
- Klebsiella
pneumoniae,

- Escherichia coli,

- Proteus spp.,

- Enterobacter spp.,
KA.

0, otv opada B
KatL ERuTAEoV
P. aeruginoso

Ouaba ZoPapotnra Avapevopsvol Iuvotwpeva
nrapofuvong HIXPOOpYaviopoi avnfiotixd

Hmua

MaxpoAidn,
TetpaxuxAivn
f| kavéva

avrifiotikd

ApvomevikiAAivn
HE avaotoléa
Aaxtapacwy,
Kedaloonopivn B’
YEVEQC,
TetpaxuxAivn,
AsBodAotacivn,
Mo&ipAofacivn,
Npouhidroacivn

Linpodhotacivn,
AeBodAotacivn,
Mo&ipAotaoivn
NpovAhwphotacivy
Kedahoomopivy
3% yevedc ano
TOU OTOPATOg



Napayovtec Kvduvou yia P. aeruginosa kot AAAa
Enterobacteriaceae o Xpoviouc¢ AVANMVEUOTIKOUC 0LlcOEeVEiC

* FEV, < 35% tou npoBAemnopévou

* BpOYXEKTOOLEC

e Avaykn voonAeiac (dlaitepa o MEO)
* Mpoodatn voonAsia

* Mpoodatn APn mMoAAwvV avTLBLOTIKWY



Ol KLVOAOVEC 0Tn Bepameia TwV OUPOAOLUWEEWV EK TNE KOLVOTNTOLG

Zupntwpatoloyia kuotitidog Ofeia Nuehovedpinba
luvaikeg Oepaneia Npwing Mpappnic® *  Mupookomkr avivevon nuouplag
*  Kahépyewa oUpwy
* Nixpodoupavtoivn (100mg x 3, po x 5-7 nu.)* *  Apeoog anewoviotikd Eheyyog oupomountxol (a/a NOK, U/S , nueloypadia)
* TouscOonpiyn-coulpopOotaldhn Ke) kAwikn kaedotaon, * TinpodAofaoivn® (500mg x 2 rj 1000mg
HE/200ng x2 pox3 ) <60 exibv, ywpig ouvoss XRx 1, po x 7 nyL), n npiomn 86on unopei
latpikég O6Ny6e * Quwodopukivn (3g x 1, po edpanaf) voanpérnta, ywpls avéyn va yopnynBei iv
o MBuexhAvapn (400mg x 2, pox 5 i) voonheiag 1} AeBodhobaoivn’® (750mg x 1, pox 5 nj.)
il e s ; I s Sl = e o g
Z ""“‘°g‘“;‘l’?'£"“’“’““”" Oepe Arenen: Trevms kot PETd and 24 wpec pia P-Aaxtayun pof,
* DBoproxvordveg (3nuepa po oyipara) i Mia 860n apuvoylukooibng, iv,
OdAoaoivn 200mg x 2 kaut pia B-Aaxrdyn po?
ImpodAofacivny 250mg x 2 ; 500mg XRx 11
AeBodrofacivy 250mg x 2 1 S500mgx 11
Npoukiproacivy 600mg x 1 1 Eni avaykng voonAeiag ®Boproxwoldvn?, f
Nopdrofaoivn 400mg x 1 (iv aywyn) apmkiAAivn + apvoyAuxooidn , i
» B-Aaxtapec (. apofuxthiv-kAaBoulavixs, kedakoonopivn + apvoyAukoaidn, 4
kepaxAdpn k.4.) B-Aaxtapn evpéog paoparog +
apwoylukooibn, A xapBanevépun
Avbpec’ * TpiueBonpipn-couddopcBotaloAn
(6epaneia 1-2 efouadeg) (160/800mg x 2, po J*

* IumpodAotacivn 500mg x 2, po 1 . , , , , .
POl o sxsmn o Not mpotipditat povo emi evENUIKIG avIeKTIKOTNTAS OTIC P IopLoKlvoAdves <10%. Emt
AeBodhotacivn 500-750mg x 1, po avIsktikétnrac >10% i nponyndcioac xopriynons kvoAovav smBdAAstat apyikn IV §6on 1g

* AJIEGOC QNELKOVIOTIKOC EAEYYXOC keptpLaéovne i pia 66on autvoyAvkooiéng. 8 Na xpnowuonoleital eni anotuyiag n
OUPOTIOLTIKOU KL RPOGTATOU aKaTaAANAOTNTOG MPONYOUUEVWY OKEUNOUATWY




Oécia ntuehovedpitida amo tn kowotnta

Inueia kal cupmTwpata muehoveppitidag
(Mupetoe =38°C, pivoc, oopuikog movoc, ouyvoupia, Sucoupia, AAa kuoTIKA evoyArjuarta)

(Bepameia EKTOC VOGOKOMELOU)

e ZitpodAoaoivn
NeBodAoaoivn

* ApwvonevikiAAivn pe avoaoTtoAca B-
AOQKTOHOOWV

Kedbaloonopivn eupeoc paopatoc
+/-

* ApwvoyAukooidn (pia apyikn doon,
TIOLPEVTEPLKQ)

WHONET 2015~9% avtoxn otn otnpo@Aoéacivn

Yndapyel vautia, épetog, aduvapia Aryng @appakwy 1 TPoQnS
ano TO GTOA 1) ONTITIKI KAaTaoTaan);

Y

Y

Avahuon oUpwv Kal KahIEpYELa 0PV
Yrnepnyoypaenua

(o€ unoia oupoloyikrg avwpaiad)
E€wvoOOKONEIOKT aTd TOU OTOHATOG
Oepanszia

AvaAuon olpwv Kal KahEpyelda olpwy
Ynepnyxoypagnua

(o€ GAoug Toug aoBeveic)

Eloaywyn oto vocoKopeio

Apxikn evbopAéPia Bepaneia yia

v

1-3 nuépeg
\

Yimpoghofacivn 1y Aefogphoaoivn 1y
apIvorEVIKINiVN/avactohéa
B-haktapaonc
Ke@aloomopivn EVPEDG PACUATOG I
kotpipoéaloin (uovo eni yvwotr|g
evaioBnoiag - Ox1 cav epnelpikry Bepaneia)
+

Hiag apyiknc OoNg MapevTEPIKA
apivoyhukooidng
1

Yinpogofacivn r Aefoghoaoivn i
APIVOTIEVIKIAIVN 1) TITTEPAKIMIVR/
avaotoléa B-Aaktapdong n
KepahooTiopivn Y yeVedS

+
Apvoyhukooidn
Auvoyhukooidn
+
EUPEOC (PACUATOC TIEVIKIMIVA

| KATEYOYNTHPIEZ ‘
\ X OAHI‘IE}:_v 4




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

ApTuktAAivn 25,8 34
ApoukiAAivn/kKAaBouvAaviko 5,2 6,4
Kedoupofiun 1,7 2,9
MeotAAvaun 3,4 3,8
I ZupodAroéaocivn 2,2 6,5
Kotpipo&aloAn 19,2 23
Nwupodoupavrtoivn 10,7 5,5
dwodopukivn 1,6 0,4
ESBL (+) - 2,4%

H avtoxn otn owutpodAofacivn ntav avénuevn o mepimtwon npoodatng
Xpnong avtipkpoBLakwy (p = 0,003) kat og yuvaikec >65etwv (p = 0,02)

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



Yriotpomiaovoa KUOTITLIOO OE YUVOLKEC
Oxt KwvoAovec! N

H Mpooéyyion xat n Oepanela

Av 22 enelocodLa 1o 6unvo N 2 3 kat’ £€to¢, okEYPn yia npodpuAaén At

LLE otnv Mpwropd6pa MeplOaAyn

1) povApn 60on kotomnwv oce€ovaAikng emadnc HE
vitpodoupavroivn (50-100mg) N tpLpuedonpiun-
oouAdopeBofaloAn (40/200mg 1 80/400mg), eni cupBatou
LOTOPLKOU,

2) R 2) ouvexn avripikpoBrakn npodpuAaén, yio 6 LAVEC, LE
Xopnynon, mpw tn KatdkAlon, vitpodoupavroivng 50-100mg n
TpLpedomnpipng-covAdopedofaloAnc 40/200mg (3 dopéEc tnv
eBéopada sival eéioov anoteAsopatiko) i pwodopukivne 3g
kaOe 10 nuépec. Emi unotponng, mpodpUAaén yia 12 uiRvec




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

Comintry No. of Resistance Method of testing
isclates e : - - —
- Celigime Azithromycin Ciprofloxacin
Mo, L1 M. W Mo W
Aursria al ] 005 2 1% A0 G560 Diecentralised — Eles
Bedgium b n 11.0% 3 i A A9.5% Decentralised — A
Croatio & 4] i 0 0 3 I7.5% Centrafsed - Elest
Cyprus 1 o 06 0 10 2 66.7% Decentralised — Elest
Denrmark 1o o 0% 3 27% E2 ] £ Decentralised — Elest
Fslonéa 18 0 006 o (0¥ 5 JIB% Centralsed — Flest
Framce: 105G 4] 00 G 5.7% A 41.9% Decentralised — Elesy
fﬂﬂl‘l\' 109 ) Imﬁ 2 1.Hi_r (iTd a1 5% Centralsed — BEPFes
Greece” 100 1 11.0% 22 22.0% 77 77.0% I Dieventralised — Etes
Fiingary T T Teh 3 N EZ) LEA| Centrabsed - BEPEies)
[P R 1A [l e i Lile N F ] W Sl | P R Lo | s
i ™
== Ciprofloxacin
100 + . .
—he= Azithromycin
..._______._ == Cefixime
v
]
[}
)
- 10
5]
R
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.
MNumber of ceftriaxone resistant isolates (MIC > 0.125 mag/L); 2009 and 2010 {n = 0), 2011 (n = 10), 2012 (7 = 3), 2013 {n = 7), 2014 (n = 5), and
2005 (n=1)
L.

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



H O€on twv KwvoAovwv otn Oepaneia twv
AOLLWEEWV TOU YEVVNTIKOU GUGTALOTOC

Mvakag 1. Ospansia tpaynAitidac

latpik6g Odnydg

H lMpooéyyion xat n Ospaneia
twv Aoipwéewy
otnv lMpwropdbma MeplBaiyn

2TOL TTAPATIAVW OXAUOTO TPOooORKN
KedtpLatovne 250 mg IM, edamag, n
Kedi&iung 400 mg, epamnal, oe aoBeveig
uPnAou Kwvduvou yla Aoipwén amo N.
gonorrhoeae

Euneipwn) évavnt | N. gonorrhoege T. vaginalis Baxmpiaxr M. genitalium
C. trachomatis KOARUWOT
4+
N. gonorrhoege
AliBpopuxivn* Kedtpuafown | Metpowbalohn Metpowdalohn | AliBpopuxiv 500
1g edpanaf 250 mg IM 2 g edanaf 500 mg x 2 mg sdanaf xm
n edpanat n ya 7 nuépe 250mgx1
AofukukAivn®* + Toadalohn n Y@ 4 NUEPEC
100 mg x 2 A6 popuxivn 2 g edanaf Metpovibalohn n
yua 7 nuepsC 1g sdpanaf n gel0,75%,5¢ MoGphofaoivn
n n Metpovidaloln (evboxohrun 400mgx 1,
Acpodhotaoivn’® Kedeliun 500 mg x 2, shappoyn) x 1, ya 10-14 nu.
500mgx1, 400 mg spanaf y\a 7 nuEpeS Y@ 5 NREPEC (povo o
yua 7 nuepsg + n aoBeveiC nov
n Al1Bpopuxivn KhvSapuxivn bev Eyouv avra-
O¢Aotaoivn 1g spanaf cream 2%, 5 noxptBel oty
400 mgx 2, (evboxohmur) aliBpopuxivn)
Via 7 nuepsg sdapuoyn) x 1,
y'a 7 nuEpEC
10 fpabu




XeLPOUPYIKEC AOLUWEELC & KIVOAOVEC

e EnepPaoclc kothtokne xywpoc MANTA o€ cuvdUAOHO LIE
aVTLBLOTLKO yLa avaepoPLa mtaboyova!

* [IpoocOYN O€ AMOOTAMATA: OXL KAIAEC CUYKEVTPWOELC

* TuvatlkoAoyikec Aotpwéelg ( XAAMYAIA) os ouvbuoopo Ue
kKepoLtivn

* AAAQ otV EAANVLIKN TpAypoTKOTNTO TL OE0N £XOUV OE
VOOOKOMELAKEC XELPOUPVYLKEC Aotpwéerlc? (ANTOXH)



NoLUWEELC YOLOTPEVTEPLKOU &
ompodAofaoivn

* Ospamneio EKAOYNG OTLC ONTITIKEC-BAKTNPLAMKEC N/KaL OF
OLVOOOKOTAOTOAMEVOUC OLOOEVELC

e Oepareia Slappolac Tasldlwtwy, oLlyKEAAWGONG

* Qot000 o€ acBeveic xwpic onPn N UTTOKELMEVA vooripaTa
Xopnynon tTwv avtiBlotikwyv dev evdeikvutat

e OUPOLULKO-OULLOAUTLKO oUVOpOMO

* MPOZOXH: AY=ZANOMENA NOzZO2TA ANTOXHZ THZ Salmonella
spp aAAd ko tnG Shigella spp

KEEAMNNO 2015



Ootikec Aotpwéerc

e Kuplwc oTapUAOKOKKLKEC AOLUWEELC

* OL KLVOAOVEG £XOUV TTAEOVEKTIKN POPUOKOKLVNTIKNA ot
00T OE LKOVEC OOOELC

e Eumelpla pe: opAoéaocivn oumpodAoéaoivn:

* Aooohoyia: 400mg/12h 750-1000mg/12h po
* Oeparmeio 3 pnvwv Ko e€atopikevon

e Juvduaopevn Beparela pe aAAa avtiBlotika

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



Delafloxacin (1)

Epnopikn Ovopaocia: BAXDELA

Etaipeia: “Melinta Therapeutics”

‘Eykpion FDA: loUviog 2017 (n avtiotowyn ano EMA ekkpeUEi)

‘Evéeién: Nolpwéerc Malakwv Mopiwv kot E¢aptnpatwv

AvtipikpofLoko Oaopa

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 \Y|[e 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 20.25 -

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 22 223 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

AvVo (2) pappakoteXVIKEG popdEG: Slokio
Kot evOopAEBLO SLAAVMOL

Npoocappoyn Adong Baon eGFR

H ev6odAEPLa xopynon oe acOeveic pe
ZoBapn Nedpwkn Nooo (eGFR: 15-29
mL/min/1.73m2) amoutel
noPakoAoUONGoN TWV TLHWV KPEATLVIVNG
Aocoloyia: 450 mg p.os q12h 3 300 mg
iv q12h (é¢yxvon: 2 60’)

ZuvoAwkn Awapkela Oeparneiag: 5-14
HEPEG

A& ouvicTAtal n Xoprynon ctov
nodLatpilkd mAnOucpuo

Delafloxacin (2)

eGFR

mL/min/1.73m2

Mpotewopevn Adon

Awokio Ev6odAEBLo AtdAvpa
30-89 450 mg 300mg q12h
gl2h
15-29 450 mg 200 mg gl2h
ql2h N

200 mg q12h kow gv

ocuvexeia 450mg p.os.
Ae cuviotatal n xopriynon

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 AveruiBupuntec Evepyelec: Nautia, Atappota, NMovokedpalog,
Avodoc TLunc Tpavoapwvaowy, Epetog

e 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

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
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).



Diownloaded from hitp:lbmjopen.bmj.com/ on December 2, 2015 - Published by growp. brmj.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



FIDVD [ s e 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 labeled 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

* 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.

 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.

e 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 MEDIGCINES 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

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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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);

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

Recent ization and Recent H lization and
Prior Respiratory Isolation Prior Respi Isclation of Lnndhl'ﬂdthdw hmnhﬁﬂﬁ'&“
ratory 5
Standard Regimen of MRSA Pseudomonas seruginosa Factors for MRSA Factors for P, serugincsa
Nonsevers inpatient  3-Lactam — macrolide” or Add MRSA coveraga® and obtain  Add coverage for P. asruginosa’  Obtain cultures but withhold Obtain culturas but initiate
preumona® respratory furoguinolcns’ cuftures/nasal PCH to allow and ootain cultures fo allow MRASA covarage unlass cowvarage for P. aaruginasa only
deescalation or confirmation of  desscalation or confirmation of  culture results are positive. If if cultura rasults are positive
maad for continuad theraoy maad fior continued therapy raoid nasal PCH s available,
withhold additional empiric
therapy against MRSA i rapid

tasting is ive or add
coverage if PCR is positive
and obiain culiures

Severs inpatient S-Lactam - macrolide” or Add MASA coverage® and ootain  Add coverage for P, asruginoss  Add MASA coverage® and Add coverage for P. aeruginosa

preumona”® B-lactam — furoguinolona™ cufiuresmasal PCH to allow and cotain culiures fo allow abtain nasal PCH and and obfain culuras to allow
desscalation oF confirmation of  desscalation or corfirmation of  cultures o allow desscalation deascalation or confirmation of
mead for continued theraoy it for continued therapy or confirmation of need for need for comtinued 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



Juprniepaoporta-KwoAovec

* Ol KLVOAOVEC OIOTEAOUV HLLOL OLTLO TLC TILO ETUTUXNUEVEC OUADEC AVTLHLKPOBLAKWY OV KOt Ol

evbeifelc touc we Oeparmeia 11 emAoync eivat Alyeg kat ta dedopéva aochAAELOG OLVNOUXNTIKA

* H enwkpatnon noAuavOEeKTIKWV OTEAEXWV SEV EMTPEMEL TN XPON TOUG GE VOOOKOUELOKEG

AoLUWEELG

* Y1o 1o nmpiopa Twv npocdatwv aVaKOLVWOEWV Lol auENUEVO Kivouvo toékotntag oo
noAAanAd cuoctipata ( veupotofikotntag, Kapdlotoélkotntag KAM) n avaykn opOoAoyLkng
XPRONG TOUG KaBioToToll EMITAKTLKE, OTIWC KOl N TTotpotkoAoUOnon Twv AVAaKOWWOEWV TWV

S1eOvwV pUBULOTIKWV apXwV



