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Gram(+) KOKkKoL

" Staphylococcus spp
® S. Aureus: Methicillin resistant (MRSA)
® Coagulase-negative Staphylococci (CoNS): Methicillin resistant

" Enterococcus spp
® E. faecalis
® E. faecium: Vancomycin resistant (VRE)

" Streptococcus spp

® S. pneumoniae: penicillin resistant (PRSP)



TO KUTTAPLKO Tolywpa Twv Gram(+)

Tetrapeptide side chain

@ N-acetylglucosamine (NAG)
- N-acetylmuramic acid (NAM)
@ Side-chain amino acid

Peptide cross-bridge

@ Cross-bridge amino acid

Carbohydrate
“backbone”

(a) Structure of peptidoglycan in gram-positive bacteria Wall teichoic acid - )
/~ . - . ! Lipoteichoic
Cell wall P B
Granular layer
Plasma
membrane

Protein

(b) Gram-positive cell wall
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https://atlas.ecdc.europa.eu/public/index.aspx

[Tl xpelalOOOTE VEQ QVTLRLOTLKA
evovTL Gram(+) KOKKWV;

2THN KOINOTHTA 2TO NO2OKOMEIO
" Aoluwéelc SEpUATOC KOl LOAQLKWV = Baktnptatpia, HAP/VAP,
Hopiwv evbokapditda
* Apdon évavtt MRSA * Apdon évavtt MRSA & VRE
" AOLUWEELC AVWTEPOU KL KATWTEPOU " [lapevteplkad
QVOTIVEUOTLKOU * Auvatotnta yLo cuvexLon e to iblo
* Apdon évavtl avOeKTIKOU 0TNV $AapUaKO OO TOU OTONATOG
TEVIKIAALVN Strep pneumoniae * Auvatotnto OPAT*
= Ao TOU OTOMATOC ) TIOPEVTEPLKA LE = EkBdoelc: ZuvoAlkn Bvntotnta,
Sduvatotnta OPAT* Sdldpkela voonAeiag, katavaiwon
= EkBAoelc: SLAPKELO CUUTTTWHATWY, népwv, averibu UNTEQ EVEPYELEG,
XPOVOC €MLOTPOdHC 0TN GUVAON QVATITUSN QVTOXNG
dpaotnplotnta, ELCaywyrn oto
VOOOKOUELO

OPAT: Out-Patient Antimicrobial Therapy Clin Microbiol Infect 2017;23:697-703



FDA Guidance Acute Bacterial Skin and Skin
Structure Infections
Developing Drugs for Treatment

= Acute Bacterial Skin and Skin Structure Infections:

* Diagnosis of ABSSSI requires the presence of cellulitis, a major abscess,
or a wound infection, each associated with lesion size of at least 75 cm?

® Lesion size is measured by the area of redness, oedema, or induration

= Primary efficacy endpoint: lesion response at 48 to 72 hours

® Clinical response should be based on the percent reduction in the lesion
size at 48 to 72 hours compared to baseline, measured in patients who
did not receive rescue therapy and are alive.

* Aclinical response in a patient generally is defined as a percent

reduction in lesion size greater than or equal to 20 percent compared to
baseline.

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/acute-bacterial-skin-and-skin-structure-
infections-developing-drugs-treatment



https://www.fda.gov/regulatory-information/search-fda-guidance-documents/acute-bacterial-skin-and-skin-structure-infections-developing-drugs-treatment

NEOTEPA I'AYKOTIEMNTIAIA
DALBAVANCIN



Dalbavancin

" AUTOYAUKOTIETTIOLO:
TPOEPYETAL ATTO
TpPOToTIolNON TOU Hoplou

TNC teicoplanin 7
* Alatnpnon tTng B€ong Fatty
ouvdeonc pe to D-Alanyl-D- aoe
Alanine
= AvooTteMeL Tn ouvBeon
TOU KUTTOPLKOU <
TOLXWIATOC LE UNXAVLIOUO ~NH
TIOPOLLOLO LLE TWV NH
vAuKomenTdiwy - " en
" To AUtodAo TUnpa Tou 3,3-dimethylaminopropyl amide

poplou «aykupoBoAei»
OTNV KUTTAPLKN HEUPBpPAvN.



DopLokoKLVNTIKN

Xpovoc nuuiwnc (t1/2)=354 h - 8,5 nuEpec
AyVWOTOC UNXAVIOUOC peTaBoAlopou - Agv petaBoAlletal amo
o CYP340
AntoBaretal amo ta ovpa (40-50%) kot ta kompava (~20%)
KatavepeTal EUPEWC OTOUC LOTOUC

* OLuPnAOTEPEC OLUYKEVIPWOELC Bplokovtal og vedppouc Kal Nrap

* Meta tnv 3" NUEPQ OL IEPLOCOTEPOL LOTOL £xouV emimeda vpnAotepa
Qo ta entmeda MAACUATOC

* Nedpol, nrmap, palo Almog, 6Epua, OKEAETIKOL LUEC: LETPOLLLOL
enimeda tnv 14" nuepa

PK/PD index: AUC/MIC

Expert Rev. Anti Infect. Ther. 2015;13:149-159, Curr Opin Infect Dis 2018;31:141-147
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[ToLo aro Ta MAPOKATW LOXVEL yLa TNV aVTLULKpOoBLaKn
dpaaon tn¢ dalbavancin;

1. ElvairakptBwc (Ota pe auto NG BavkouuKivne

2. ElvatrakplPwc idla e auto TnC TeiKomAavivne

3. Yotepel oe ocuyKkplon pe TN Bavkopukivn evavtl tou E. faecium

4. Elvol loxupotepn amo tn Bavkouukivn evavtl oTeAeXxwy S. aureus

5. Aev elval Opaotikn evavtl avaepofiwv Gram(+) mabBoyovwy



AvTLukpofLako daopua |

[TopOLOLO AVTLULKPOPBLAKO Ao UE Ta YAUKOTIETTTLOLA.
loxyupotepn dpacn amo TN PavkopuKivn Evavtl oTeEAeXwV S. aureus:
® ApaoTikn in vitro evavtL oteAexwv glycopeptide-intermediate S. aureus -
GISA (MICyp, 0.06-1 pg/mL)

* Apootikr) evavtt otedexwy linezolid-nonsusceptible S. aureus (MICy,,
0.03-0.06 pg/mL)

® APOOTLKN) EVAVTL TOU €VOC aro ta OVo oteAexn VRSA Hershey-
Pennsylvania (MICq,, 0.5 pug/mL)

ApaoTIKN €vavTL oteAexwyv coagulase negative Staphylococci (CoNS)
Le avtoxn otn AwveloAidbn, tn Bavkouukivn, TNV TElKOTMAQVIVN KoL TN
Sdarttopukivn.

Baktnploktovo evavtL S. aureus kot ConS: MBC~4 X MIC



AvTtiukpofLako paopa ll

" Mapopola dpaon evavtL E. faecalis & E. faecium pe tnv

TelkomAavivn aAAQ LOYUPOTEPN ATTO TN PAVKOUUKLIVN
® ApaoTikr) evavtl oteAexwv VRE pe punyaviopo avtoxnc VanB & VanC,
aAAQ OxL VanA

" ApaoTiKn Evavtl B-aloAuTIKwy, viridans group streptococci &
Strep. pneumoniae (AKOUQ KAl LLE AVTOXT OTNV TIEVLKIAALVN)

" ApOOTLKN evavtt AAAWY gram(+) ULKPOOPYAVLIOUWV:
Corynobacterium spp, Listeria spp., Bacillus spp, gram(+)
avaepofla (Clostridium spp., Peptostreptococcus spp., &

Actinomyces sp) pe tnv e€aipeon oplopevwy eOwv Clostridium
Ko Lactobacillus



Dalbavancin in vitro activity against Gram(+) clinical isolates from 39
European hospitals (2011-13)

MIC (mg/L) % inhibited at dalbavancin
Organism (No. tested) MIC (me/L)
50% 90% <0.03 0.06 0.12 0.25
S. aureus (2861) 0.06 0.06 294 91.0 >99.9 100
MSSA (2203) 0.06 0.06 27.1 90.3 100
MRSA (658) 0.06 0.06 37.1 93.3 99.8 100
Vancomycin MIC < 1 mg/L (642) 0.06 0.06 38.0 94.2 100
Vancomycin MIC 2 mg/L (16) 0.06 0.12 0.0 56.3 93.8 100
VGS # (69) Viridans group streptococci <0.03 <0.03 97.1 98.6 100
S. anginosus group (48) <0.03 <0.03 100
BHS P (466) Viridans group streptococci <0.03 <0.03 91.0 98.5 100
S. pyogenes (223) <0.03 <0.03 92.8 98.2 100
S. agalactiae (135) <0.03 0.06 88.9 98.5 100
S. dysgalactiae (47) <0.03 <0.03 91.5 100

R.E Mendes et al J Antimicrob Chemother 2016 doi:10.1093/jac/dkv303
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Mowa eivat n dtadopa petagy MIC & MICs o

H MIC untoAoyiletal pe Stokoug Stdxuong avtiBlotikwy evw n MIC50/90 ue broth
microdilution (SLadoIKEC apalwWoELS avVTLBLOTLKOU o€ BPeMTIKO (WHO)

H MIC ekppalel tn Baktnplootatiky Spdon evoc avtiBlotikol evw n MIC50/90 tnv
Baktnploktovo dpdon

H MIC xpnotluomoleltal oe KAAAEPYELEC BLOAOYLKWY UYPWV EKTOC QLLUATOC, EVW N
MIC50/90 o€ alpoKaANLEPYELEC

H MIC ekdpalel Tnv evaltoBnoia evoc KALWVIKOU OTEAEXOUC EVAVTL EVOC AVTLBLOTIKOU
evw N MIC50/90 ekppalel TNV evaoBnoio evoc eldouc Evavtl evOg avTLBLOTIKOU.



MIC vs MICqy/0q

" MIC: H eAaxL0Tn CUYKEVTPWON AVTLRLOTIKOU TIOU artalLteltal yia va
avaotelel Tov MoANQTAQCLOOUO EVOC HESOUEVOU GTEAEXOUC TOU
LLLKPOOPYOVLOUOU (Tt To oTteEAeXOC Staph aureus mou amopovwBonke
0€ POl KAAALEPYELOL alLLATOC Ao Tov aoBevr) oag)

* Exkdpalel TnVv evauobnolia evog oTEAEXOUG OTO CUYKEKPLUEVO QVTLBLOTLKO
MICsp90: H EAGYLOTN GUYKEVTPWON N omola avaoteAeL to 50/90%
TWV OTEAEXWV EVOC HEYAAOU aplOoU oteAexwy Tou Wbiou gidouc.

* Exkdppdalel TNV AMOTEAEOUATIKOTNTA EVOC aVTLBLOTLKOU EvavTL EVOg eldouc.

* MICg,: EkPpalelL Tnv evOOyeEVN OPAOTIKOTNTA EVOG OVTLBLOTIKOU £vVaVTL

evoc eldouc

* MICyy: AvtavakAQd tnv rapovoia twv SLadopwv HNYXAVLIOUWY AVTOXNG

Tou €(douc EvavtL Tou avtiBlotikou




Breakpoints of Dalbavancin for Staphylococcus spp. and beta hemolytic and
viridans Streptococci

Breakpoints | sensitive | _Intermediate | _Resistant_

EUCAST V9.0, 2019 <0,125 mcg/ml <0,125 mcg/ml
CLSI M100-ED29, 2019 <0,12 mcg/ml N/A



Avtoxn

" Meletec in vitro avantuénc avtoxnc (direct selection & serial passage)
QTTIETUY AV VO OTTOLLOVWOOUV 0TOBEPA OTEAEXN UE LELWIEVN EvaloOnaola otn
dalbavancin.

= SENTRY Antimicrobial Surveillance Program (2011):

* MIC Dalbavancin €vavtt ~1500 oteAexn Gram(+) maBoyovwy ano HIMTA
* Aev unnpxav evoeiéelc aAaync otnv MIC oUte avaduong avtoxng

" |nternational Dalbavancin Evaluation of Activity (IDEA) Surveillance Program
(2015):

* loxupn Opaon in vitro evavtl oteAexwyv Staph aureus (N=5,724), , B-alLOAUTIKWY

oTpenToKOKKWY (N=1125) kat Vancomycin-sensitive Enterococci(N=949) amno
Eupwrn ko HMA.

®* ‘OAa ta otedexn ntav 100% evaiocBbnta, pe faon ta kpitnpla (breakpoints) twv
EUCAST & FDA

Antimicr Agents Chemother 2007;51:1150-54, Diagn Microbiol Infect Dis 2013;75:304-307



Evdeléelc

RANDOMIZATION

® 0 0060606060000 00
DALVANCE ARM ©0 0006060600060 06 06 ¢ Fostheamen
(N=659) B S follow-up (FU)
Short-term FU
VANCOMYCIN/ HE EE BN EEBENENEEEBEEENEREBDRER ViatDay?28
LINEZOLID ARM E B BB EEEEEEEER
(N=653) ® D) Long-term FU
visit at Day 70
Treatment
duration
DAYS 1 3 8 10 14
48 to 72 EOT

hours
" ‘Eykplon amno FDA & EMA yla tn Bepamnela Twv EMUMTAEYUEVWY AOLUWEEWVY
SEPUATOC Kol LAAOKWY HOoplwV
" DISCOVER 1 & DISCOVER 2 registration studies (NCT01339091 &
NCT01431339)
* Kipua exBaon: Mpwipn KAk avtanokplon - Slakonn g e§amiwong tou
epuBnuatoc kal armovoia MUpPeToUL oTIC 48-72 WPEC

N EnglJ Med 2014;370:2169-79



Once-Weekly Dalbavancin versus Daily Conventional Therapy

for Skin Infection N Engl ) Med 2014;370:2169-79

Table 2. Primary and Secondary Efficacy End Points.*

Vancomycin— Absolute Difference

End Point Dalbavancin Linezolid (95% Cl)
number/total number (percent) percentage points

Primary end point

DISCOVER 1 240/288 (83.3) 233/285 (81.8) 1.5 (-4.6 to 7.9)
DISCOVER 2 285/371 (76.8) 288/368 (78.3) 1.5 (-7.4 to 4.6)
Both trials 525/659 (79.7) 521/653 (79.8) 0.1 (-4.5 t0 4.2)

Sensitivity analysis

DISCOVER 1 259/288 (89.9) 259/285 (90.9) 1.0 (-5.7 to 4.0)
DISCOVER 2 325/371 (87.6) 316/368 (85.9) 1.7 (-3.2t0 6.7)
Both trials 584/659 (88.6) 575/653 (88.1) 0.6 (-2.9 to 4.1)

Secondary end point
Clinical status
Sensitivity analysis of clinical statusT

Investigator’s assessment of outcome

517/570 (90.7)
533/570 (93.5)
547/570 (96.0)

502/545 (92.1)
517/545 (94.9)
527/545 (96.7)

1.5 (-4.8 to 1.9)
1.4 (-4.2t0 1.4)
0.7 (-3.0to 1.5)




Aocoloyia
(SPC)

2xnua pac doonc: 1500 mg edpamal
2xnua dvo doocewv: 1000 mg tnv nuepa 1 kat 500 mg tnv nueEpa 8
[Mpooappoyn 6oong o€ vedpikn) duoAettoupyia: otav CrCl <30
mL/min (ko o aioBevrc Sev BplokeTal uTO TAKTIKN alpokdBapon):
® Jxynuoa pag 6oonc:1125 mg epamal
* 2xnua dvo dooewv: 750 mg tnv nueEpa 1 kat 375 mg tnv nuepa 8

® AoBevelc UTIO TaKTKA apokaBapon: Oev XpelaleTal MPooapoyr), oUTe
OUYXPOVIOMOC UE TNV alpokabapon

Hratikn SuocAeltoupyla

* 'Hria dtatapaxn (Child-Pugh class A): Aev xpelaletal mpooapuoyn

° I\/Ierpta npoc cofapn 6Larapaxn (Child- Pugh class B or C): Aev
urtapxouv OeOOUEVQ, XPrON UE TIPOCOXN




One and two-dose regimen of Dalbavancin

400 - Regimen
— 1500mg Day 1
---1000mg Day 1 + 500mg Day 8

w

o

o
1

Single-dose Two-dose

200 regimen regimen

Minimum Inhibitory Concentration of
dalbavancin? (Susceptible* <0.125mg/l;
N Resistant >0.125mg/l)

-
O o o= =

100 ~ :

-

7

Dalbavancin concentration (mg/L)

Time, days
Dalbavancin mean Plasma Concentrations versus time in a typical ABSSSI patient (simulation using
population pharmacokinetic model) for both the single and the two-dose regimens
Figure adapted from XYDALBA EU SmPC March 17, 2017



Bactericidal PK levels with Two Dose
Regimen of Dalbavancin

1000
1st dose dalbavancin

< / 1000 mg

b0 2nd dose dalbavancin

g 5€ 500mg

c .

2 100 5 % o Total drug

£ (.Tl) (-Il) Calculated free drug
= ? Q

2 s

c

R 5

o 10 7. k ?

£ 0z :

g 1O T ll T

_Q_ l X 1 -

£ § i r
T Sl
- ] Minimum Bactericidal Concentration . 1

2 of dalbavancin for S. aureus (1.0 pg/mL) MIC breakpoint for S. dureus
8 (EUCAST: 0.125 pg/mL)

0.1 T T T T T T 1 T T T T T T 1 T T T T T T T T T T T T T T
0 7 14 21 28

Time, days
Adapted from FDA Briefing Presentation. Anti-infective Drugs Advisory Committee Meeting. March 31, 2014. NDA 21-883
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Dalbavancin for the Treatment of Osteomyelitis in
Adult Patients: A Randomized Clinical Trial of Efficacy
and Safety

= AvolKTA, TuxaLomotnpevn (7:1) LEAETN — MPWTO EMELOOOLO 0OTEOUUEALTLOAC

* Kpttr)pla amokAelopoU: mapovoia npooestu«uv UALKWYV, Baktnplatpia N
evbokapbitda, Bepameutikng anotuyiag oe AAa OLVTLBLOTLKOL

® KataAnKTiko onpelo: KALWVLKY avtamokplon tTnv nuepa 42
* 80 aoBeveic: 70 dalbavancin, 10 standard of care (SOC)
* 60% Staphylococcus aureus
= KAwLkn taon: 65/67 (97%) Dalbavancin vs 7/8 (88%) SOC
* Xwplc umotpornr otouc 6 pAVES Kal To 1 €To¢
" AveruBuunTeC evepyeLeC LETA TN Bepameia (Treatment-emergent adverse

events) kataypadnkav o 10 aocBevelc otnv opada Dalbavancin. Kaveic
aoBevn g Oev OLlEKoP e TN LEAETN.



Dalbavancin in the treatment of different gram-positive infections:
a real-life experience

Emilio Bouza *>%¢, Maricela Valerio **, Alex Soriano ¢, Laura Morata ¢,

Enrique Garcia Carus ¢, Carmen Rodriguez-Gonzalez ™, Ma Carmen Hidalgo-Tenorio ¢,
Antonio Plata ", Patricia Mufnoz *”“%* Antonio Vena " on behalf of the DALBUSE Study
Group [Dalbavancma Estudio de su uso clinico en Espana)

100%

90% 159 20

80%

70%

60%

50%

40%

30%

20%

10%

0% T '

Overall Prosthetic joint ABSSSI Osteomyelltls CR-bacterem|a Endocarditis Intra-abdomlnal Others
infection infection
M Succesful clinical outcome Treatment failure

Int J Antimicrob Agents 2018;51:571-7



Contents lists available at ScienceDirect

Antimicrobial

International Journal of Antimicrobial Agents o

journal homepage: www.elsevier.com/locate/ijantimicag

Review
Treatment of osteoarticular, cardiovascular, )
intravascular-catheter-related and other complicated infections with Rl

dalbavancin and oritavancin: A systematic review

Geren Thomas®, Andrés F. Henao-Martinez”, Carlos Franco-Paredes ", Daniel B. Chastain*

4John D. Archbold Memorial Hospital, Thomasville, GA, USA

b Division of Infectious Diseases, University of Colorado, Aurora, CO, USA
¢ Hospital Infantil de México, Federico Gémez, México City, México

d University of Georgia College of Pharmacy, Albany, GA, USA

Results: In total, 38 studies (18 randomized controlled trials/case series and 20 case reports) met the in-
clusion criteria. The most common off-label indication for oritavancin and dalbavancin was osteoarticular
infection, with a median success rate of 73% [interquartile range (IQR) 58-85%] among the 14 studies with
more than one patient. The success rate for endocarditis and cardiac-device-related infections was 68%
(IQR 56-86%) among nine studies, and the success rate for catheter-related bloodstream infection was
75% (IQR 59-90%) among seven studies. Among the 16 studies of almost 700 patients receiving laLGPs,
there were 98 reports of adverse events, resulting in 13% of treated patients reporting an event.

Int J Antimicrob Agents 2020;56:106069



AverlBUNTEC EVEPYELEC

= Avalvon 6ebdopevwy 3000 acBevwy (1778 eAafav dalbavancin) amo 7 RCT

* H dalbavancin epdavile omaviotepa avermBUUNTEC EVEPYELEC
(oupmepappavopevwy Kat Twv SAE)

* O ouxvorspsq oxeu(ousvsq e tn Bepamnela avermBuNTEC evepvaeq igle
dalbavancin ftav vautia (5,5%), Stappola (4,7%) ko kvnopoc (4,4%)

Type of adverse event Dalbavancin, n=1778 Comparator, n=1224

Treatment-related SAE

Leukopenia 3(0.2) 9 (0.7)
Anaphylactoid reaction 1(0.1) 0
Cellulitis 1(0.1) 0
Others 1(0.1) 1(0.1)
0 (0) 8 (0.7)
Treatment-related AEs 566 (23.7) 459 (26.4)
Treatment-emergent AEs 328 (18.4) 246 (20.1)

AE, adverse event: SAE, serious adverse event.

Curr Opin Infect Dis 2018;31:141-147
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Long-Acting Lipoglycopeptides: “Lineless Antibiotics” for
Serious Infections in Persons Who Use Drugs

Taylor Morrisette,"*” Matthew A. Miller,® Brian T. Montague,* Gerard R. Barber,* R. Brett McQueen,” and Martin Krsak*”

Departments of 'Clinical Pharmacy and “Pharmaceutical Outcomes Research, University of Colorado Skaggs School of Pharmacy and Pharmaceutical Sciences, Aurora; “Department of Pharmacy-
Infectious Diseases, University of Colorado Hospital, Aurora; “Division of Infectious Diseases, University of Colorado School of Medicine, Aurora

O

Savings Treatment

from for

serious substance

infections use
disorders

U/

Age (years), P< .001 Charlson Comorbldlty Index Treatment failure Median savings ($1000
(magnified by 10 for scale rate (%), increments), P=.065
adjustment), P= .01 P=.413

B PWUD (n=17) W Non-PWUD (n = 39)
Open Forum Infectious Diseases, 2019;6:0fz274, https://doi.org/10.1093/ofid/ofz274



[TpoBAnpuatiopotl

" Mwc Ba AVTLLETWTILOOULE pLot avaPUAQKTLKN avTtidopaon
o€ eva PAPLAKO TTou dlatnpetl BeparmeuTika enumeda
vl 14 nuepeg;

" Qcpata EmmpeAntelac Avtilotikwy: Ot aoBevelc
AopBavouv OAn r To peyaluTeEPO LEPOC TNC Beparelag,
QKOO KOL OE TIEPUTTWOELC BEPATTEVUTIKNC QTTOTUXLALC

®* MeyaAo OLKOAOYIKO QmOTUTMTWMA: amoBAAAETAL OTa oUpA KAl
OTO KOTIPAVA YO LEYAAO XPOVLKO dLAoTN L.

" Aroucila CUOTNUOTLKNC KALVLIKNC EUTELPLAC o€ aoBeVveiC

e vnAn MIC otn Bavkopukivn Katl TNV TeiKomAavivn



DAPTOMYCIN



1.

O unxaviopog dpacnc tne Saﬁtopukian
neplAapPavet:

AvaoTtoAn ocuvBeonc MPWIELVWV

AvaoToAn ocuvBeoNC KUTTAPLKOU TOLXWUOTOC
AvaoTtoAn petaBoAlkwy odwv

AvaoToAn ocuvBeonC MUPNVIKWY OEEWV

Tpormormoinon KuTtapknc LepBpavng

POLL OPEN



Daptomycin

B KUKALKO Autorentidlo

MW 1620 Da

" To AUudLoKO TR TOU poplou
ELOEPXETAL OTNV

KUTTOPOTIAQOLATIK HEUBPAvN “(

Tou Baktnplou kot dnuioupyel
EVOL KAVAAL AYWYNC LOVTWV
* Ta wovta K+ Byaivouv armo to
Baktnplako KUTTapo, 0ONYWVTAC
TO oto Bavato Ywpic Avon Tou
KUTTAPOU

" BQKTNPLOKTOVO QVTLBLOTLKO

CHs






DopLokoKLVNTIKN

Aev amoppodaTal Ao ToU OTOUATOC — XOpnYELtal Hovo iv

® Aev MpEMEL va xopnyeltal evOOUUTKA — AUEDON TOELKOTNTA OTOUC LLUC
Xpovoc nulwnc 8-9 wpec: xopnyeltal pia dopa nuepPNOLwE
AUoBdMeraL Kata 80% ota oupa — UKPO MEPOC amoPAANETAL OTA
KOTpavVa
>e vedplkn avemndpkela pe CrCl<30 ml/min mpémnel va xyopnyeitot ava
48 WPEC
Entimeda ENY: 0-8% tou opou
Aev €xel aAnNAeTdpACELC UE TO KUTOXpwWa P450

Concentration-dependent activity: KUpla mapapetpog dpaotikotnTag
Cmax/MIC



AVTLULKPOBLAKO daoua

= Staphylococcus spp Tayxela Baktnploktovoc Spaon
* MRSA >99,9% twv MRSA & MSSA
¢ MSSA Bavatwvovtal o 1 wpa

" Enterococcus spp
® \VVancomycin-resistant enterococci (kuplwc E. faecium)

" Streptococcus spp
® S. pneumoniae

H damtopukivn 6ev pmopet va
OLOTIEPACEL TO KUTTAPLKO TOLYWLOL
® S. pyogenes Twv gram(-) Baktnpilwv Kot £Tot SV

* Viridans streptococci Spa EVavilL aUTWY




Breakpoints

MIC breakpoint (g/ml) established by*:

CLSI FDA EUCAST
Organism S R S R S R
Staphylococcus
Enterococcus

Beta-hemolytic Streptococc
Viridans group Streptococcis,
excluding S. pneumoniae
Corynebacterium

Lactobacillus

“§, susceptible; R, resistant; CLSI, Clinical and Laboratory Standards Institute; FDA,
Food and Drug Administration; EUCAST, European Committee on Antimicrobial
Susceptibility Testing.

 Due to the lack of clinical data, the FDA clinical breakpoint is approved for
vancomycin-susceptible E. faecalis alone.



Daptomycin MIC & cure rate

Daptomycin cure rate of MRSA Daptomycin cure rate of VRE

infections infections

Daptomycin Daptomycin

MIC, Cure, Total, Cure rate, % MIC, Cure, Total, Cure rate, %

ng/ml° ne n (95% CI)¢ pg/ml” ne ne (95% CI)*

=1 376 434 86.6 (83.4-89.8) =1 6 7 85.7 (60.6—-100)
2 12 19 63.2 (37.5-88.9)

2 15 31 48.4 (30.8-66.0) 4 33 44 75.0 (52.3-97.7)
=8 0 5 0.0

4 3 14 21.4 (0.0-42.9)

=8 0 2 0

Clin. Microbiol. Rev. 2013;26:759



The New, New Daptomycin Breakpoint for Enterococcus spp

TABLE 2 February 2019 update to the M100S 29th edition MIC Enterococcus breakpoints for daptomycin

Test/report Microorganism

group

B E. faecium only

B Enterococcus
spp. (other than
E. faecium)

SDD: Susceptible Dose Dependent

a - not applicable.

MIC breakpoint (ug/ml)
for the following

Disk interpretive catego
content P gory:

S SDD | R
-# - <4 - >8
- <2 - 4 >8

Comments

Comment 11. Daptomycin
should not be reported for
isolates from the respiratory
tract.

Comment 12. The breakpoint
for SDD is based on a dosage
regimen of 8 to 12 mg/kg
administered every 24 h in
adults and is intended for
serious infections due to E.
faecium. Consultation with an
infectious diseases specialist
is recommended.

Comment 13. The breakpoint
for susceptible is based on a
dosage regimen of 6 mg/kg
administered every 24 h in
adults.

See comment 11.

J. Clin. Microbiol. 2019:57:e00600-19 https://doi.org/10.1128/JCM.00600-19



https://doi.org/10.1128/JCM.00600-19

EUROPEAN COMMITTEE
ON ANTIMICROBIAL
SUSCEPTIBILITY TESTING

European Society of Clinical Microbiology and Infectious Diseases

Guidance document on use of daptomycin to treat
enterococcal bloodstream infection and endocarditis.

Updated April 2020

Summary

High-dose daptomycin has been thought to be effective in the treatment on enterococcal
bloodstream infection and endocarditis, although published experience with the latter condition is
limited. Although daptomycin is increasingly used for these conditions, especially when caused by
vancomycin-resistant isolates, the EUCAST Steering Committee recognises that there are
remaining uncertainties, particularly the inability of even the highest published doses (12
mg/kg/day) to achieve adequate exposure against all wild-type isolates of E. faecalis and

E. faecium. The documented variation in susceptibility testing amplifies these uncertainties.
Therefore, EUCAST has not proposed clinical breakpoints for daptomycin and Enterococcus
species, but rather listed the breakpoint as “IE” = Insufficient Evidence. In part, this decision is
influenced by the dosing regimen that is required for bloodstream far exceeds that of the regimen
licensed by EMA.

EUCAST has detailed its position on the use of daptomycin in infections caused by Enterococcus
faecalis and E. faecium in a publication in CMI (currently available at
hitps://www.clinicalmicrobiologyandinfection.com/article/S1198-743X(20)30235-4/pdf).




Avtoxn otn Daptomycin

Ayvwotn erudnpLoloyia
* [Anpodoplec amo avadopeC MEPUTTWOEWY I LULKPEC OELPEC

* Au&non tng MICs og >2 pg/mL mapatnpriOnke oto 6% Twv AoBEVWV O KALVIKN
HeAETn Baktnplotpiog kat evdokapditidac amno Staph aureus

* Acadela 0TOV 0pLOUO TWV oplwv evaloBnoiag yLa Toug EVTIEPOKOKKOUC
Avtoxn umopel va avarmtuxBel de novo, Kata tn SLApKELD 1) LETA ATO
Depaneia pe Daptomycin
Avtoxn umopel var avarmtuxBel katd tn SLapKela N LETA amo Bepameia pe
Vancomycin

®* Havénon tng MIC otn daptomycin akoAouvBel tnv avénon MIC otn vancomycin.

See-saw effect: 2teAexn MRSA ue avtoxrn otn daptomycin epdavidouv
avénuevn evatobnolo oe AAAa AVTIBLOTIKA TTY AVTLOTAPUAOKOKKLKEC
nevikiAivec (Nafcillin) — miBavwe n xprion cuvduvaopou va odnyet oe
auvénpevn 6paoTLKOTNTA
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H darmtopukivn elvat cuvOeTIKO avtiBLloTiko katl &
KukAopopnoe to 1997. Mnopei va Bpoupe avtoxr otn
SAMTOLUKLVN O LLKPOOPYAVICLOUC TIOU amopovwonkayv
armo aoBevelc rpLv TNV KukAodopla tnc damtopukivng;

1. NAI

2. OXI
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Daptomycin MIC, ig/m

MIC distributions for Gram-positive
clinical isolates collected in Europe,
North America, and South America in
2002, before the introduction of
daptomycin for clinical use

J. Antimicrob. Chemother. 2004:53:669-674



Sampling the Antibiotic Resistome

Vanessa M. D'Costa,’ Katherine M. McGrann,* Donald W. Hughes,z Gerard D. Wrightl*

Qawvoturikr ukvotnta twv profile avtoxng

Telithromycin
Erythromycin . % Linezolid

Synercid F\ E

Clindamycin ¥~ oy -
N

. i 22 I Ciprofloxacin
| N T * .
. AT TR Ll ‘ Novobiocin

— /I Sulfamethoxazole

Chloramphenicol @

Tigecycline _ Rifampicin
Tetracycline * Vancomycin
Minocycline ¢ Cephalexin

Gentamicin ~ Fosfomycin

Daptomycin

Whether the ‘ancient’ development of daptomycin resistance in the absence of exposure to this ‘modern’
agent results from natural production of daptomycin-like molecules by part of this archaic microbiome
remains to be determined

J Antimicrob Chemother 2018;73:1-11, Science 2006;311:374-7



Mnyoaviopol avtoxnc evavtt Daptomycin

Diversion

l

A

P> Daptomycin
@ Cardiolipin microdomains

N Susceptible

I Resistant
’

Anopdkpuvon tng Daptomycin amno
10 SLadpaypa dlaipeong pe
QTOTEAECHA VA CUVOEETAL UE TNV
KUTTOPLKN HEMBpAvN aAAd oE
TiepLOX Omou dev pmopet va
dpaoel

Repulsion

>y g

HAektpootatiki anwbnon Tou
OUMMAEYUATOG artd TNV KUTTOPLKN
emdpavela HEow avénong Tou
Betikov Ppoptiou TNG BAKTNPLOKAG
enupavelag (mpooBnkn Auvaoivng)

Ann. N.Y. Acad. Sci. 2015;1354:32-53
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2€ TIOLA ATTO TLC Ttapakatw Aotpwéeelc AEN evdeikvutal
n xopnynon OQrmToluKivng;

1. Evbokapditido detlwv KOWNOTHTWV
2. Tveupovia

3. NOWWEELC IPOOBETIKWY ApBpwoewV
4. Nowwéelc KN2

5. Tuelovedpitidba



OepamEUTLKN XpNon

ErumAeypevec AoLuwEELC SEPUATOC Kl LOAAKWY LopLlwy —
cSSTI/ABSSSI (Al, SPC)

* Ano svailoBnta Gram(+) maBoyova

Baktnplatpia amno Staph aureus (Al, SPC) pepovwpevn r os
ouvouaouo e evbokapoitdoa detlwv Koot Twy N cSSTI

® YuureplhapBavovtal Kot AoLwEeLC oo MRSA

Evbokapditida amo Enterococcus spp avOeKTIKO 0 BOVKOLLUKLVN,
TEVLKIAALVN KAl apllvOYAUKOOLOEC

Nopwéelc amo VRE: Baktnplotpia, EVOOKOWALAKEC AOLLWEELC,
AOLLWEELC oupoToLNTIKOU, cSSTI
Mrmopel va xpnotlpomnolnBet oav evaANakTIKr) Beparmela kal o€

ooteopUEATOO — onmTikn apBpitda amo Staph aureus n
Enterococcus spp (Bll)




Aocoloyla:

Nolpwéelc S€ppatoc Kot palakwy popiwv: 4 mg/kg/d

Evbokapditida de€lwv kollotATwy 1N Baktnptlatpia Staph aureus: 6 mg/kg/d
Evbokapditida aplotepwyv kKohotrhtwy armod Staph aureus: 28 mg/kg
OoteopueAitda: 6-8 mg/kg
Enterococcus spp

* MIC<1 mcg/ml (Susceptible): 6 mg/kg

®* MIC 2-4 mcg/ml (Susceptible dose-dependent): 10-12 mg/Kg
* Evbokapditda: 10-12 mg/Kg

YPnAeg dooeilg Daptomycin

Nolpwéelc ano VRE: >6 mg/kg

YoPBapéc — emumAeypéveg Aotpwéelc: 8-10 mg/kg
MNBavwe LeyaAUTEPN ATTOTEAECHATIKOTNTA
MKpOTEPO SUVAULKO QVATITUENC AVTOXNC

Aooelc pExpL kat 12 mg/kg sivat yevika a.odaleic

Johns Hopkins ABX Guide 2019



Daptomycin kol emLpaveLoOPAOTLKOC
oPAYOVTAC

" H dpaon tn¢ daptomycin avaoTEAAETAL QTTIO TOV TIVEUUOVLKO
eTLPAVELOOPOOTIKO Ttapayovta (surfactant)

* MBava n daptomycin deopeveTal amo To AUtdLlako TULAHA TOU
eTLPAVELOOPAOTIKOU TIAPAYOVTA KL ETOL TIOPOUEVEL OVEVEPYH
" |n vitro dedopeEva

* Mapouvoia 1% surfactant avénon MIC Staph aureus & Strep pneumoniae
X 16-32

* Mapovoia 10% surfactant: avénon MIC Staph aureus & Strep
pneumoniae X 100
" H daptomycin AEN mp&meL va xpnoLlpomnoLeital ylo tn Bepamneia
TVEUOVLOC

* Aev elval cadEg av umopel va Xpnmuonomest oTtnV mepintwon ™Ng
evbokapditidac deélwv KOWNOTATWY LLE ONTITLKA EUPOAQ OTOV TIVEU LOVAL.



Daptomycin for the treatment of Staphylococcus aureus infections
complicated by septic pulmonary emboli™**

Ryan L. Crass **!, Kelsey L. Powell !, Angela M. Huang "

2 Department of Clinical Pharmacy, College of Pharmacy, University of Michigan, Ann Arbor, MI, USA

b Department of Pharmacy, Froedtert and the Medical College of Wisconsin, Wauwatosa, W1, USA

" ZwKA povteAa: n daptomycin ntav OpaoTLKY) O€ QLUOTOYEVELC TIVEU LLOVLKEC
AOLLWEELG

= KAwwka dedopeva:

®* Ynoopdada acBevwy pe onmTika epfola otn peAETn Baktnplatpiag — evdokapditidac
(2006): 10 acBeveic uno Daptomycin vs 9 aoBevelc otnv opada eAeyxou

® (Case reports ] LKPEC OELpEC aoBevwY

Based on the considerations listed above, it is reasonable to consider use of
daptomycin as monotherapy for hematogenous source infections with SPE at the
higher doses and durations recommended by the AHA and IDSA guidelines.
However, if daptomycin is used as monotherapy for the treatment of infections
with SPE, there should be a low threshold to adjust therapy if clinical
improvement is not seen or progression of disease is noted.

Diagn Microbiol Infect Dis 2019;93:131-135



2UvepPYLKN 6paon Daptomycin

" Me pupaprukivn évavtt VRE
®* H daptomycin dtavolyel mOPOUC OTNV KUTTAPLKN LEUPBPAVN LE ATIOTEAECLQL
€l0060 UdPOPOLWV AVTIBLOTIKWY (TTX pLPaUTILKiVN)
® Juvepylkn opaon In vitro
= Me apruk\ivn évavtt VRE
* H aumkiAivn petwvel To BeTiko poptio TtnC emipavelac twyv oteAexwyv VRE
® |nvitro dedopeva: avénuevn mpookoAAnon damptomycin mapouvaoia
QUTUKIAALVNG
* Qawopevo “see-saw”: n CUVEPYELO £(val LOXUPOTEPN OTAV LUTIAPXEL BaBuog
avtoxng otn daptomycin
= Me yevtapikivn évavtt MRSA
* Mnxaviopog?
® |nvitro debopeva: evioxuon tnc Baktnploktovou dpaonc tn¢ daptomycin Evavtl
Tou MRSA



Proposed mechanism for daptomycin
and beta lactam synergy

Daptomycin

e ST

o ® |
- Cell wall %@ ~er
® 4 R-lactam exposure o ®

®

Daptomycin acts like a cationic peptide antibiotic and is attracted to the
negative charge of the bacterial cell membrane. Once in contact with the
cytoplasmic membrane (CM) daptomycin disrupts the CM causing a rapid
release of electrolytes from the cytoplasm leading to depolarization and death
of the cell

Exposure to beta-lactams increases the negative charge of the cell surface leading
to an increase in daptomycin binding and improved bactericidal activity

Drug Resist Updat. 2013;16:73-9.



@ JAMA Network-

QUESTION In adults with methicillin-resistant Staphylococcus aureus (MRSA) bacteremia, does the addition of 7 days of an
antistaphylococcal 3-lactam to standard antibiotic therapy (vancomycin or daptomycin) lead to improved clinical outcomes at 90 days?

CONCLUSION This randomized trial found that the addition of an antistaphylococcal 3-lactam to standard antibiotic therapy
did not significantly reduce the primary composite end point in patients with MRSA bacteremia.

POPULATION .
231 Men C 7
121 women -

Adults hospitalized
with MRSA bacteremia

Mean age: 62 years

LOCATIONS
27

Hospitals in
Australia, Singapore,
New Zealand, and Israel

INTERVENTION

/"’-i_i - . o ~
/\\:’:45 Patientsanalyzed )

S —~
170 175
Combination Standard
therapy therapy

IV vancomycin
or daptomycin for
14-42 days

IV vancomycin

or daptomycin for
14-42 days plus

IV B-lactam for 7 days

PRIMARY OUTCOME

Composite at 90 days of all-cause mortality,
persistent bacteremia at day 5, microbiological
relapse, and microbiological failure

FINDINGS

All-cause mortality, persistent bacteremia at day 5,
microbiological relapse, and microbiological failure

Standard therapy
68 of 175 patients

Combination therapy
59 of 170 patients

' {35% {39%

The primary outcome was not significant:

Between-group difference: = 4.2%

(95% Cl, -14.3% to 6.0%) ® AMA

Tong SYC, Lye DC, Yahav D, et al. Effect of vancomycin or daptomycin with vs without an antistaphylococcal B-lactam on mortality, bacteremia, relapse,
or treatment failure in patients with MRSA bacteremia: a randomized clinical trial [published February 11, 2020]. JAMA. doi:10.1001/jama.2020.0103

JAMA. 2020;323(6):527-537. d0i:10.1001/jama.2020.0103



AverlBUNTEC EVEPYELEC

To&lkotnTa O0TOUC LUC: cuviotatal efoopadLala petpnon CPK.

* Alakorr Tou dappakou av CPK>10x | ov UTIAPXEL OUUTTWUOTLKNA
nvornaBbela kot CPK>1000 [U/dl

® YuvioTtatol n SLAKOT) TwV OTATWVWY oTn SLApKELA TNS XOPNyNnong
Daptomycin

AMecC averuBupuntec evepyelec: PAePitida (6%), e€avOnua
(4%), mupetoc (2%), vautia/ epetoc (6%), Stappota (5%),
avénon BUN (omavia)

AvadopeC NWOLVOPIALKNC TIVEUOVIAG

Texvntn mapaAToon Tou xpovou npoBpouivne Aoyw
aAAnAenidpaonc pe ta aviidpaothnplo

Sanford Guide to Antimicrobial Therapy Digital Ed 2019



OXAZOLIDINONES



Linezolid

2UVOETIKO avTLBLOTLKO:
ocaloALdLvovn

[Mpwtn €ykplon (FDA): 2000
AVOOTEANEL TO TTPWLULOL

oTAOLO TNC PAKTNPELOKNAC
npwtelvoouvBeong

BoKktnpLlooTATIKO GAPUOKO

Oxazolidinone core



[Molocg eiva o unxavmuéqﬁpdohq—triq
Ave(oALONG;

AvaoTtoAn ocuvBeonc MPWIELVWV

AvaoToAn ocuvBeoNC KUTTAPLKOU TOLXWUOTOC
AvaoTtoAn petaBoAlkwy odwv

AvaoToAn ocuvBeonC MUPNVIKWY OEEWV

Tpormormoinon KuTtapknc LepBpavng

POLL OPEN



Mnxaviopoc 6paocnc

2uvoeetal pe to 23S rRNA tNn¢ umopovadog
50S Twv pLpoowudTwyY Kot epmodilel Tn
ouvdeon ™G He v 30S = egumnodiletat o
OXNUATLOUOC TOU CUPTAEypatog 70S 2
aVaOTOAN MpwTteivoouvBeong

H povadikr B€on ouvdeong tou €xel oay  Nascent

ﬁminoacyl

tRNA

: f polypeptide
QTIOTEAECLLOL TNV ATOUGLaL chain e
SLaOTAUPOUEVNG AVTOXNG ME AANEG T Transferase
OMASEC AVTLBLOTIKWY o =ilo
MBavn erkaivpn g Beong cuvdeEDNG Le HEg
TN YAWPAUDALVIKOAN KoL TN ALVKOUUK{VN. Linezolid mRNA

template

AOyw TOU pnxaviopou dpaon tng,
AVAOTEAAEL TN oUVOEDN TWV TIOPAYOVTWY
AoLpoyovikotntag Twy Staphylococcus spp
Streptococcus spp (hemolysins, coagulase,
protein A).
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[ToLO¢ oo TOUC MAPAKATW ULKpoopyaviopoug AEN
nepl\apBavetal oto avtipkpofako dacpa tng AveloAidng;

1. Brucella spp

2. L. monocytogenes

3. Nocardia sp

4. Clostridioides difficile

5. Mycobacterium tuberculosis



AVTLULKPOBLAKO daoua

APOOTIKA EVOVTL TWV TEPLOCOTEPWV KALVLIKA ONUAVTIKWY Gram(+)
KOKKWV.

Gram (+) aepofLoL KOKKoL
® Staphylococcus spp (+ MRSA),
® Enterococcus spp (+VRE)
® Streptococcus spp high-level Penicillin-resistant S. pneumoniae (PRSP)

Gram(+) aepofa Baktnpidia (Corynebacterum spp, Nocardia spp, L
monocytogenes)

Mycobacterium tuberculosis: xpnowomnoleital €mni avOektikov MTB

Aev dpouv evavtl Gram(-) Baktnplwv: armopdkpuvon tnc AveloAidnc
LEOW AVTALWY EKPONC



Avtoxn

2 UVOETLKO mpoiov: dev uTtapxeL GuoLkn SeEALLEVN AVTOXNC
MNXaVIOHOC aVTOXNG: ONUELOKEC LeTaAAAEeLC otn Beon ouvdeong
TOU PaPLLAKOU
®* De novo HETAAAEELC TTaP A YEVETLKN avTaAAayN
* Qalvetal OTL OL TEPLOCOTEPEC UETAAAEELC Oev elval LeETABIPACLUES KaL
ouvOEOVTaL UE TIPONYOUEVN €KBEON 0TO PAPUAKO.
XaunAn cuxvotnta epudavionc avioxnc

* Tameploootepa Baktrpla pepouv MoAAamAQ aviiypada tou yovidilou Tou
23S rRNA

* Zyvox® Annual Appraisal of Potency and Spectrum (ZAAPS) Programme

>TLC TTEPLOOOTEPEC TEPUTTWOELC N avToxn epdavideTal peta
TIOPOTETAUEVN XOPNYNON TOU QOPUAKOU.




DopLokoKLVNTIKN

BlodiaBeowpotnta 100% - idta 660 1000 o ToU OTOMATOC OGO Kol
iv
KaTaveLETAL EUPEWC OTOUC LOTOUC

* Enineda o nvevpova (ELF): 100-450% tou opou

* Enineda ENY: 60-70% tou opou

* Enineda ota oota: Bewpouvtal Bepameutika
MeTtaoAiletal oto Nmap pe ofeldWTIKO PETABOALOMO TpoC dUO
avevePyouc petaBoAitec

* 30% armekKpilveTal LE TOUC VEPPOUC
Aev xpelaletol mpooappoyn Tng doonc yla ormolodnmote Babuo
vedplknc SuoAeLtoupylac

* MBava peyalluTtepn ALLATOAOYIKA TOELKOTNTA O AL0BEVELC LLE VEPPLKN
duoAeltoupyla

Napapetpol amoteAeopatikotntac: %T>MIC >85%, AUC/MIC>80

J Antimicrob Chemother 2016;72:354-364



OepamEUTLKN XpNon
EFKEKPIMENES ENAEIZEIS MH EFKEKPIMENES ENAEIZEIS

. Emﬂ}\EYHéVEC,AOLH@&LC OEPUATOG KalL = QoteopveAitidba ofeia ) xpovia
LOAQKWV pLoplwy

*  Alafntiko modL xwpic ooteopueAiTda

*  EvaMoaktikn Beparmeia

(FDA) = Inmtikn apBpitida
" NOOOKOUELOKN NVEPHOV(OL MRSA, * [leploplopéva Sedopéva yla
MSSA, S. pneumoniae (FDA) NPOGOETIKEC APBPWOELC

= [lveupovio KowvoTnTtac av UTTAPXEL

orodio f tekunplwon Gram(+) = Aowuwéelc KNZ amo MRSA ) VRE:

naBoyovou (EMA) Oeparnevutika emnineda oe KNZ
* [lveupovia kowotntag arno MSSAN S. = oAhuavBektiky dupatiwon
pneumoniae (FDA - evaAAakTikn , ,
Bepareia) = Mn ¢upatiwdn pukoPfaktnpldla

" Aolpwéelc amo VRE pe N xwplc
Baktnplatuio (FDA)

AOZOAQTIA: 600 mg po/IV q12h
Aev xpeLaletal mpooappoyn 80ong o vedpikn N nrtatikn SuoAsttoupylia
Aev xpeLaletal mpooappoyn doong o atpokadapon, CAPD CRRT
MNaxvoapkia: oplopevol cuviotolv 600 mg g8h yla coBapeg AoLUWEELS



HAP/VAP: Linezolid vs Vancomycin

= Meta-avdhuon 9 RCT (4026 aoBeveic): Linezolid vs vancomycin og acBeveic
ue HAP
* Aev Bpebnke Sladopd oTn BvNTOTNTA, KALVLKY QVTATIOKPLON, ULKPOBLOAOYLKA
ekpllwon
* XapnAec 860l Bavkopukivne o TIOAEC LEAETEC

®* H Linezolid epdavile mePLOCOTEPEC YAOTPEVIEPLKEC napevepve—:u—:q aAAd Oev
uTtnpxav SLadopeC oTN vscbporoELKomra BpopPornevia 1 Stakorry Tou
dapUAKOU AOYW AVETUOUUNTWY EVEPYELWV.

u I'Ipoormm SumAn-tudAn RCT oe MRSA HAP/VAP

* KAwLkn anoteleopatikotnta (End of Study - per-protocol analysis): Ynepoxn
linezolid — 47% vs 58%, p<0.05.

* Aev umnpxe dtadopd otn cuvoAlkn Bvntotnta otig 60 NUEPEC

®* QOuada vancomycin: cUXVOTEPOC NXAVLKOC AEPLOUOG, vedpikn SuoAettoupyia,
Baktnplatpia.

® JUvoAo AE: Sev untnpyxe dladopd, cuxvotePn VEPPOTOELKOTNTA E TN
vancomycin (18% vs 8%).

Clin Infect Dis. 2012;54(5):621, BMJ Open. 2013;3(10):e003912



Linezolid for the Treatment of Infections: A Review of the A€
Clinical and Cost- Effectiveness |

The evidence suggests that for MRSA bacteremia, the clinical outcomes of linezolidin
comparison to daptomycin or vancomycin are comparable.

For skin and soft tissue infections caused by MRSA, the evidence favoured treatment
with linezolid, possibly due to suboptimal dosing of vancomycin.

Conflicting results were reported in the publications on MRSA pneumonia; while
some favoured treatment with linezolid others reported no statistically significant
differences between linezolid- and vancomycin-treated groups.

The evidence suggests that for VRE bacteremia, there is no difference in clinical
outcomes between patients treated with linezolid and high-dose daptomycin

No relevant evidence was identified regarding the clinical effectiveness of oral or
intravenous linezolid for the treatment of bone and joint infections due to MRSA.

No evidence was identified assessing the clinical effectiveness of oral or intravenous
linezolid for the treatment of bone and joint infections, skin and soft tissue
infections, infective endocarditis, and intra-abdominal infections due to VRE
infections.

ok | Health Technology:

Inquiry Service

Canadian Agency for Drugs and Technologies in Health 2017
https://www.cadth.ca/
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Daptomycin versus linezolid for treatment of
vancomycin-resistant enterococcal bacteremia:
systematic review and meta-analysis

Yu-Chung Chuang'? Jann-Tay Wang'", Hsin-Yi Lin® and Shan-Chwen Chang'

daptomycin linezolid Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI Year IV, Random, 95% CI
With adg’usted odds ratio reported
Furuya et al. 2005 -1.0296 0.7328 14 40 4.9% 0.36 [0.08, 1.50] 2005 —
Dubrovskaya et al. 2008 1.6094 0.7679 40 40 4.4% 5.00[1.11, 22.52] 2008 v
Mave et al. 2009 0.5365 0.5665 30 68 8.2% 1.71[0.56, 5.19] 2009 -1
Crank et al. 2010 0.4637 0.8042 67 34 4.0% 1.569[0.33, 7.69] 2010 - 1
Bio et al. 2011 0.2311 0.5619 37 47 8.3% 1.2610.42. 3.791 2011 - ™
McKinnell et al. 2011 . . . =
Chou et &l 2012 Daptomycin use was not associated with better .
Lu et al. 2012 . . . . . . NN
Subtotal (95% CI) microbiological cure (daptomycin vs. linezolid, OR: P

Helerogeneit Tar =00 ) 67, 95% Cl: 0.42-1.06, p = 0.09). However,

Test for overall effect: Z =
No adjusted odds ratl mortality was higher in patients receiving

EHababaieta. 2007 (faptomycin (OR: 1.43, 95% CI: 1.09-1.86, p = 0.009). ___ T~
Kraft et al. 2011 -0.0488 0.5645 43 29  82% 0.957[0.31, 2.88] 2011 -1
Twilla et al. 2012 0.3454 0.3693 63 138 19.2% 1.41[0.68,2.91] 2012 ™
Barbour et al. 2013 0.2088 0.5135 58 23 9.9% 1.23[0.45, 3.37] 2013 -1
Subtotal (95% CI) 213 228 49.0% 1.34 [0.85, 2.11] P

1 All studies had retrospective cohort designs and relatively small sample sizes.

Total (95% CI) 532 656 100.0% 1.47 [1.07, 2.01] |’
Heterogeneity: Tau? = 0.00; Chi2 = 9.85, df = 12 (P = 0.63); 2= 0% b t )
Test for overall effect: Z=2.36 (P = 0.02)

Test for subgroup differences: Chi? = 0.28, df =1 (P = 0.60), I = 0%

001 0.1 10 100
Favours [daptomycin] Favours [linezolid]

—_

BMC Infectious Diseases 2014;14:687
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Comparison of the Effectiveness and Safety of
Linezolid and Daptomycin in Vancomycin-
Resistant Enterococcal Bloodstream Infection:

A National Cohort Study of Veterans Affairs

Patients

Nicholas S. Britt,"** Emily M. Potter,” Nimish Patel," and Molly E. Steed'

100
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60+
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clearance, %

Linezotid

P=.0214

Cases without microbiologic 00

0

325
9

10

Linezolid
Daptomycin

P<.0001

10 15 20 25 30 0
Days
No. at risk

253 2056 7 163 155 Daptomycin 325
233 192 m 156 146 Linezolid 318

3 6 9 12 15
Days

24 128 97 70 31
243 146 83 58 15

Clin Infect Dis 2015;61:871-8



Daptomycin versus linezolid for the treatment of
vancomycin-resistant enterococcal bacteraemia: implications of
daptomycin dose

Y.-C. Chuang "¢, H.-Y. Lin °, P.-Y. Chen *, C.-Y. Lin °, J.-T. Wang ', S.-C. Chang *

[MpoomTikA LEAETN KOOPTAC

Baktnplatuio ano VRE

Linezolid (71 aoBeveic) vs Daptomycin >6 mg/Kg (141 aoBeveic)

>UVOALKN Bvntotnta otlc 14 nuepec: Daptomycin 36.9% vs Linezolid 21,1%
p=0,03

* H Bvntotnta Ntav xapunAotepn otnv opada tne Daptomycin oe dd6oelc >9 mg/kg
vs 6-9 mg/kg
Logistic regression: Linezolid (aOR=0,36) & Daptomycin >9 mg/kg
(aOR=0,26) oxetlotayv pe yopnAotepn Bvntotnta o€ cUYKPLON UE TN
Daptomycin 6-9 mg/kg
“Despite higher mortality for lower-dose daptomycin than linezolid, linezolid
conferred no survival benefit compared to higher-dose daptomycin”.

Clin Microbiol Infect 2016;22:890.e1-890.e7



AverlBUNTEC EVEPYELEC

Muelotoélkotnta — avaluia, Aeukomnevia, Bpoupormevia.
® [eviKA avaoTpePLUn
® Yuxvotepn o€ acBeveic pe vedpikr ducAeltoupyla
AvaotoAeac MAO: kivduvoc umepTaoikne Kplong av AapBavetal pe
TpodEC MAOUOLEC O TUPALLIVN
® Yuyxopnynon He SSRI: oepotovivepylko cLUVOPOUO (MUPETOC, OLEYEPDN,
TPOMOC, Slatapaxec emumedou ouveidbnong)

[AAOKTLKN) 0EEWON, TEPLDEPLKN VEUPOTIABELD, OTTTLKN VEuplTda: O€
StapkeLla Bepamnetac >4 eRdouadeg

2Taopol

Awappota amo C. difficile

E¢avOnua, vautia/ éuetol, dtappola




Tedizolid

= OtaloAldvovn. AvaoTteAeL TNV
npwTtelvoolvBeon pLEoW
oUvOeonC NG Ke tnv 50S
uTtopLovVAd A TwWV BakTnpLokKwV
plocwpaTwy

= ‘ExeLeykpBel (FDA & EMA) yLa tn
Bepamnela Twv 0fewV AoLUWEE WV
SEPUOTOC KAl LAAOKWY HLoplwy
(acute bacterial skin and skin-
structure infections - ABSSSI)

* Amno tou otopatoc & evoodAeRLa
xopnynon

Tedizolid

Linezolid O
/ \ 3»\201
0] N N
“ g

D-Ring C-Ring B-Ring A-Ring




Tedizolid

= Apaotiki evavit MRSA, avBektikou otn linezolid MRSA kat VRE
® |nvitro €xeL 2X — 8X loxupotepn avil-MRSA dpaon CUYKPLTIKA E TNV
linezolid — in vivo To MAgoveKkTnUa prmopet va e€ovdeTEPWVETOL
e€attiag NG peyalutepnc mMpwIteiviknc ouvoeonc tnc linezolid
= KAwika 6edopeva: ESTABLISH 1 & 2
®* 666+ 667 aoBevelc e ABSSSI
® KataAnKTtiko onpelo: MpwLpn KALVIK avTamokpLon
* H tedizolid ntav un katwtepn tnc linezolid otn Bepamneia tng ABSSSI
* AveruBuuntec evepyelec tedizolid: AlyOTEPO CUXVEC YAOTPEVIEPLKEC
TMAPEVEPYELEC, ouXVOTEPN PAeRiTIO (0€ AAAN UEAETN)



ESTABLISH Study design

ESTABLISH 1 & 2 TRIAL DESIGN
|

ESTABLIEH 1 TRIAL: All-oral course of SIVEXTRO ws linezolid (n=567)
ESTABLEEH 2 TRIAL: 'Voral switch of SIVEXTRO ws linezcolid (n=&44)

WED“J:-E & days, once daily 4 days placebo

Limezolid
Pl:lrl:-'l:hurap}r
600 mg evaluations
s
f ! T ! j T ! T T ! i O § ! |
Days ® 1 2 3 & & & 7 @ 9% 10 12.38
o i
Primary endpoint—Early clinical response: Lecondary andpoint:
ESTAELISH 1- Mo increas= from baseline in lesion size and Irvestigator-assessad
oral termperature of <37.6°C, corfirmed by & second temperature clirical response at
measurerment within 24 hours post-therapy evaluation
-14 days after the =nd
ESTABLISH 2- At least 20% decrease from baselne in lesion size E‘Ftl‘:er-:;:':l e En




ESTABLISH Results

ESTABLISH 1 TRIAL: all-oral therapy

Primary Endpoint Secondary Endpoint
48-72 hours Days 18-25
Early Clinical Response? Post-therapy Evaluation®
100
% % 86" 86
- 80% 79
1
kS
3 o I SIVEXTRO
& 200 mg
o (n=332)
0
[} | Linezold
&00 mg
o J | ! T J ! T | : -I‘ 1 (n=335)
[H'E o 1 2 3 4 B & 7T 1] L] 1:ﬁ' 1B-25

& days, once daily 4 days placebo
Trmciznnnt




-
Table 6. Patients With Treatment-Emergent Adverse Events (TEAES) in the Safety Analysis Set?

No. (%) of PatientsP

I |
Preferred Term Tedizolid Phosphate (n = 331) Linezolid (n = 335)

=1 TEAE 135 (40.8) 145 (43.3)
=1 Serious TEAE 5(1.5) 4(1.2)
Death 1(0.3) 0
Discontinuation due to TEAE 2 (0.6) 2 (0.6)
Most commonly reported TEAE®
Nausea 28 (8.5) 45 (13.4)
Headache 21 (6.3) 17 (6.1)
Diarrhea 15 (4.5) 18 (6.4)
Abscess 14 (4.2) 8 (2.4)
Abscess limb 12 (3.6) 10 (3.0)
Vomiting 9 (2.7) 20 (6.0)
Cellulitis 8 (2.4) 8 (2.4)
Dizziness 8 (2.4) 7(2.1)
Pruritus 3(0.9) 8 (2.4)
Dyspepsia 2 (0.6) 7(2.1)

@patients reporting a particular adverse event more than once are counted only once by preferred term.
Percentages were calculated as 100 X (humber of patients/total number).
CIn either treatment group, 2% or more reported 1 of these adverse events.

JAMA. 2013;309:559-569
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20yKpLon avtipotikwy yo ABSSSI

Logman (2010): 14 peAetec
* The results highlighted higher success rates for linezolid and newer glycopeptides (e.g.,
dalbavancin and telavancin) compared with vancomycin. Specifically, reported pooled
success rates were 84.4% for linezolid, 87.7% for dalbavancin, 83.5% for telavancin, and
74.7% for vancomycin

Thom (2015): 52 peAétec
* The results suggest equivalence of clinical efficacy between vancomycin, daptomycin,

linezolid, and novel antimicrobial agents including oritavancin for the treatment of ABSSSI
at Test-Of-Cure.

McCool (2017): 15 peAetecg - Network Meta-analysis

* Tedizolid was superior to vancomycin for clinical response at End-of-Treatment and Post-
Therapy-Evaluation. There was no evidence of a difference between tedizolid and other
comparators and no evidence of a difference between tedizolid and all comparators when
evaluating discontinuation due to AEs.

Guest (2017): 17 pehetec — Network Meta-analysis

* The NMA showed that irrespective of patient subgroup, the likelihood of clinical and
microbiological success with dalbavancin was statistically similar to the comparators studied.
No statistically significant differences were observed between dalbavancin and any of the
comparators in the discontinuation rate due to AEs/SAEs.

Curr Med Res Op 2010;10.1185/03007995.2010.481251, Curr Med Res Op 2015;10.1185/03007995.2015.1058248,
BMC Infect Dis 2017;10.1186/s12879-016-2100-3, PLoS ONE 2017;10.1371/journal.pone.0187792



CEFTAROLINE



Join: vevox.app ID: 179-521-889

oo armo ta MoPaKATW LOYXVEL yLa TNV
KedTapoAivn;

Elval To povadiko B-AaKTopKO avTlBLOTIKO e dpaon
evavtL tou MRSA

‘Exel 6paon evavtt MRSA kat P. aeruginosa
Elvat Opaotikr) evavtt MRSA kot VRE

Etval Opaotikr) evavtt MRSA kat avaepoBiwyv gram(-)
LLLKDOOPYQVLO LWV




Ceftaroline

Kedpaloomopivn 516 yeviag
AvaoTtEAEL TN ouvBeon Tou
KUTTOAPLKOU TOLXWHATOC
adPAVOTIOLWVTAC TLC TIEVIKIAALVO-
SEOLLEVTIKEC MpwTeivec (PBP)

* PBP-1a, PBP-2a, PBP-2b, PBP-2x

To povadiko B-AaKTopLKO
avTLBLOTIKO pE dpaoTikoTnTA
gvavtL tou MRSA:
* Eudavitet uPnAn ocuyyevela e
Tnv PBP2a tou MRSA
ApoaoTikn) evavtl penicillin-
resistant S. pneumoniae

R2

O—0—0—Z2—20

The circled 1,3-thiazole ring in the R-2
side chain confers activity against
MRSA strains



Mnyaviopoc 6paonc B-AoKTALLKWY QVTLULKPOBLAKWY

Glycopeptide polymer outside the cell

OL-Alanine

(O D-Glutamate

OL-Lysine

Oo-Alanine
NAM=N-Acetyl-muramic acid
NAG=N-Acetyl-glucosamine
TP=Transpeptidase
GT=Glucosyltransferase

— =(gly)5 bridge

Peptidoglycan <
layer

Periplasmic
space

Membrane

lipid Il
Cytosol

Ta B-AaKTapka aeruLKpoBLaKa AvVoOTEAAOUV TN OpAon TWV TEVIKIAALVO-
SeopeuTIKWY TPpwTeivwy (PBP) oL omolec €xouv dpaon

* Tpavonentddong (TP): kataAvouv tn yedLpwon TwV MeEMTSlwY TNC MEMTLOOYAUKAVNG
TpavoyAukoouAdong (GT): kataAVouv tn ovvdeon Twv Stuepwv NAG-NAM peta&l touc
H avaoro)\n Twv PBP 0bnyel otn 6Larapaxn ™me ouvesonq TOU KUTTOLpLKOU

rOwauaroq KOl OTN Auon TOU KUTTAPOU: LELWIEVN OVTOXT) TOU KUTTAPLKOU
TOL{WHOTOG O€ WOHWTIKEG OLAdPOPEC KAl O€ AUTOAUTIKA VLA

Microbiology — an Introduction 13t Ed, 2018



DopLokoKLVNTIKN

Xopnyettatl oav npodapuako (ceftaroline fosamil) to omoto oxedov
QLLECQ LLETATPETIETAL O€ EVEPYO PAPAKO UE TN Spaon PwoPaTaowV
TOU TTAQOLOTOC
OBavel taxewc oto ELF (epithelial lining fluid) kat og vy atoua Ta
entineda tov pappakou 1o ELF elvat avwtepa tov MICy, Tou MRSA.
ATtoBAaAAETAL KUPLWC O TOUC VEPPOUC Kal XpELALETAL TIPOCAPOYN
doonc otav n kABapon kpeatwivng elvat katw amno 50 mL/min
Oeparmevtikn 6oon: 600 mg X 2

* Je Bapewc naoyovieg acBeveic cuviotatal xopnynon 600 mg X 3 pe

Bdaon ta PK/PD debopeva



PK/PD

" H pappakoSUVALLKA TIAPAUETPOC TTOU TIPOPAETEL TNV KALVIKN
QTOTEAECHATIKOTNTA ELVOL O XpOVOC TIOU Ta eMimeda Tou
eAeVBepou avtLBLoTikou mapapevouy mavw amo tnv MIC
LetatL duo dooewv (fT > MIC).

" [a va enteuxBel pelwon katd 2-log Tou Baktnplakou ¢poptiou
npeneL o fT > MIC va eiva 35% yia tov S. aureus kat 51% ywa
Tov S. Pneumoniae.

" Kot ot OU0 MeEPUTTWOELC N Bavotnta va eMLteuXOeL 0 0TOYXOC
e Soon 600 mg ava 12wpo pe eyxvon 60 Aemttwyv elval >90%
Le Baon ta opLa evaoBnotac tng EUCAST.

fT>MIC = % of time free drug remains above the minimum inhibitory concentration



AVTLULKPOBLAKO daoua

BOLKTI’]pLOKTC')VOQ, gvavtL peyaiou daopatoc Gram(+) kat Gram(-) aepofiwv
ULKPOOPYAVIOUWV:
Staphylococcus aureus:

* MSSA, MRSA

®* Vancomycin-resistant S. aureus (VRSA),

®* Daptomycin non-susceptible S. aureus,

® Linezolid-resistant S. aureus,

Streptococcus pyogenes, Streptococcus agalactiae, avBeKkTIKOC S.
pneumoniae

Metpla dpaotikotnta evavtl Enterococcus faecalis (cuumnep\apBavopevwy
Twv otehexwv VRE ( vancomycin-resistant enterococci )

Aev dpa évavtL tou E. faecium
To Gram(-) paopa tnc elval mapopolo pe tng Ceftriaxone



Fifth-Generation
Cephalosporins

Gram-
positive

Q-3

Gram-
negative

2~

Anaerobes

@-<>

Atypical

D@

AVTLULKPOBLAKO daoua

Table 5-14

Gram-positive bacteria

Antimicrobial Activity of Fifth-
Generation Cephalosporins

Streptococcus pyogenes
Viridans streptococci
Streptococcus pneumnoniae
Staphylococci

Gram-negatve bacteria

Mapoporo Gram(-) @acua pe
v Ceftriaxone
Aev §pa évavti Pseudomonas

Escherichia coli

Klebsiella pneumoniae
Proteus spp.

Haemophilus influenzae
Neisseria spp.

Some Enterobacteriaceae

Anaerobic bacteria

Some Clostridium spp.

Antibiotic basics for clinicians : the ABCs of choosing the right antibacterial agent, 2" Ed (2013)



Avtoxn

" ‘Exouv aviyveuBel oteAexn MRSA pe pelwpevn evatobnoia otnv Ceftaroline.
* AuotpaAia: oteAexoc CC239 — adopd oNUAVTIKO TTOOOOTO TwV oTeEAeEXwWV MRSA
" MnYavLIopOC: €XouV MepLypadel OKTW UTIOKATAOTAOELC ALLVOEEWY OTNV
PBP-2a nou oxetilovtal pe avtoxn otnv Ceftaroline

* [MBavol moAupopdLopol oXeT{OPEVOL UE OUYKEKPLULEVOUC KAWVOUC Tou Staph
aureus

Impact of EUCAST ceftaroline breakpoint change on the susceptibility
of methicillin-resistant Staphylococcus aureus isolates collected from
patients with complicated skin and soft-tissue infections

Conclusions: By applying version 8.0 of the EUCAST breakpoints, the majority of
MRSA isolates that were resistant are now in the intermediate category for
ceftaroline. Ceftaroline resistance among MRSA now appears rare

Clin Microbiol Infect 2019;25:1429.e1e1429.e



OepamEUTLKN XpNon

EyKekpLUEVEC eVOEIEELS Off-label evdeitelc
" AOLUWEELC OEPUATOC KO LLOAQKWY " Meta-avalvon 21 peEAETWY UE
tLopiwv - ABSSSI (FDA/EMA) yLa 1901 aoBevelc:
KalL * Baktnplatpio ( n = 595),
" [Jveupovia TnC KowoTNToC * EvSokapditda (n=171),
* ‘OX| VOGOKOWELOKH TIVEUHOVIA * OoteoapBpikeg hotpweetg( n = 368),
= Jyuviotwuevn 8don: 600 mg ava * Noookopetlakn mvevpovia (n =115)
12wpo, iv og €yxuon 60 AeTTwY * Mnvuwyitda(n=23).
= AEN €xeL €ykplon edka ya " O ouxvOTeEPOG AOYOG XPONG EKTOG
AoLWwEELS artd MRSA evOelewv rtav empgvouoa N

umtoTporuialovoo Aotpuwén et
armo Bepamneia ) anouvoia
gvaloBnotac otn Bavkopukivn N
SATTOUUKLVN.

Int J Antimicrob Agents 2019;54(5):562-571. doi: 10.1016/j.ijantimicag.2019.06.025



Int J Clin Pharm (2017) 39:26-32

DOI 10.1007/s11096-016-0417-z

Ceftaroline fosamil for community-acquired pneumonia and skin
and skin structure infections: a systematic review

Six trials (three for each indication) were included, each of which had
an unclear or high risk of bias in at least one domain.

For CAP, ceftaroline was significantly more efficacious in achieving
clinical cure than ceftriaxone [risk ratio (RR) 1.11, 95% (Cl) 1.04—
1.19; 12 = 47%)].

For cSSSls, there was no significant difference in clinical cure
between ceftaroline and vancomycin plus aztreonam (RR 1.01, 95%
Cl 0.97-1.05; 12 = 0%).

No differences were found for overall mortality, serious adverse

events, discontinuation due to adverse events, and overall adverse
events.



Efficacy and safety of ceftaroline:

systematic review and meta-analysis

Maria T. Rosanova, Pedro S. Aguilar, Norma Sberna and Roberto Lede

Meta-avaluvon 10 RCTs OXeTIKA UE TNV
QTIOTEAECLOTIKOTNTA KAl TNV aohAAEL
TnC ceftaroline

[MopopoLla cuxvoTNTA AVETILOU LNTWV
EVEPYELWV LLE TO CUYKPLVOLLEVO
dbappako
2 NULOVTLIKA XoUNAOTEPN mBavotnta
BeparmeuTiknC amotuylag e tTnv
Ceftaroline

* Risk ratio (RR) 0.79 (95% CI 0.65—0.95).

Aev UTINPXAV LEAETEC YLA TTVEULOVIQ
£KTOC TNC MVELOVIOC Ao TNV
KOWOTNTA

Aev uTinpxav aocBeveic ano MEG

Ther Adv Infectious Dis
2019, Vol. 6: 1-13

DOI: 10.1177/
2049936118808655

Risk of therapeutic failure
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AverlBUNTEC EVEPYELEC

" YUXVOTEPEC aveETILOUNTEC eveEPYELEC: Slappola, vauTia, e€avonua

" Y& KAWILIKEC pEAETEC paoewc 3, avadepOnKkav o€ cuxvotnTa 2-3%
ELLETOC, KEPAAQAYLQ, UTTOKAALALULO, QUENUEVEC TPAVOALLLVAOEC KAl
dAePBitoa

" Ye ovyvotnta <2% sudavidovral Bpadukapdia, alocOnua maApwy,
NMUPETOC, KoAltda amo C. difficile, avatuia, nwowvodhia,
oudetepomevia, Opoppornevia.

* Houbetepormevia elval ouyvr O TMOPATETALEVN XOPNYNON TOU
dappakou: 10-14% peta tic 2 eBdopadec kat 21% peta ano 3
eBdopadeg,

® JUVLOTATAL EPYAOTNPLAKN TTApakoAoUBnon 0 MOPATETAMEVN XOPNYNOoN



[MPO2MOATA AAEIOAOTHMENA OAPMAKA
ENANTI GRAM(+)



Delafloxacin
Quofenix®

= OBoploklvohovn e dpaon evavtlt Gram(+) ULKPOOPYAVIOUWY KAl
naBoyovwy TOU OVATIVEUOTIKOU

® AVIOVTLKO HOPLO: AVAUEVETAL AQUENUEVN OPAOCTIKOTNTA 0 OELVO TIEPLBAANOV
(amootpata, Blolpévia, evookuTTAPLA)

" [ToAU xapunAec MIC evavTL TV MVEUUOVIOKOKKWY

® JUYKPLTIKA VP NAOTEPEC O OTEAEXN e avtoxn otn levofloxacin aAAd ota opLa
gevaloBnoiag

= XapnAec MIC evavtl Staph aureus
® JuykpLtka vpnAotepec oe oteAexn MRSA aAld ota opla evaoBOnolog
* AlaocToupoupevn avtoxn pe moxifloxacin
" Gram (-) daopa mopopolo pe tne levofloxacin — mAnpwc dltaotawpoUpevn
QVTOXN
* XaunAotepec MIC amo tn Levofloxacin og o&vo mepBaAlov
®* Pseudomonas MIC50/90: mapopolo pe Tt avtiPpeuSopoVadIKEC KIVOAOVEC




Delafloxacin
®

Quofenix

AUO KAWLIKEC peAeTne daong 3 (PROCEED 1 & 2): n delafloxacin €detée un
KATWTEPOTNTO EVOVTL Vancomycin + aztreonam yia tn Bepamneia ABSSSI
EvaLen ke amo tov FDA & EMA yia tn Beparneia cofapwv ABSSSI

ZUVLOTATAL LOVO OTaV UTTIAPXEL amOdELEN N LoXUPEG eVOELEELS yLla TN BaKTnpLaK altlohoyia
TOU KALWVIKOU ouvdpouou (FDA)

* Juviwotatal «when it is considered inappropriate to use other antibacterial agents that are
commonly recommended for the initial treatment of these infections» (EMA)

* Ano tou otopatog kat evOodAEPRLA xopriynon
AVETILOUUNTEC EVEPYELEC

®  JTIC KAWVIKEG peAeTec AEN SlamotwBnke mapdtaon QT oUte pwtocualobnoia
MBavEC XpOELS eKTOC evOEitewy

® TIOAUKPOBLAKEC AOLUWEELC 0OTWV Kal apBwoewv (OlafnTikd modl)

® Yuvéxlon Beparmeiag (po) o Baktnplatuiec.

®  AOWWEELC KATWTEPOU QVATIVEVUOTLIKOU



Lefamulin
Xenleta®

HuwouvBetikn pleuromutilin: n katnyopla autrh xpnolpomnoleital amno tn dekaetia
Tou 1950 oTNV KTNVLATPLKA.

AvaoTteAEL TNV pwTeivoouvBeon peocw deopeuonc tng unopovadac 50S twv
ploocwpatwy
Apoaotikr evavit MRSA, VRE kat un evaloBntou otnv mevikiAAivn S. pneumoniae

XapunAotepec MICs yia pn evaiobnta otn vancomycin oteAexn E. faecium
OUYKPLTLKA HE Ta evaloOnTa oTn vancomycin oteAEXn.

In vitro activity evavtl Legionella pneumophila, C. pneumoniae and Mycoplasma
pneumoniae.

AUO peleTec dAoewC 3 UTO €€EALEN VLo TN Bepamela TNC MveU oviac TNC KOWOTNTAC
vs moxifloxacin * linezolid (LEAP 1 and 2: NCT02559310, NCT02813694).

‘Eykplon ano EMA yia tn Bepamneia Tng mveupoviag Tng kowvotntag

* T[lpémelva xpnolponole(tal otav «bev Jewpeltatl kataAAnAn n aywyri Ue ta auvnon
papuaka ou xpnowuorotouvral otnv CAP 1) 0tav autd EYOUV AITOTUXELY.
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Antibacterial products in clinical development for priority pathogens

A.1. Products by type A.2. No. of non traditional A.3. Products by pathogen category and phase

products by category Pathogen category  Phasel Phasell Phaselll Preregist.. Total

Microbiome-modulati. | NN 11 Priority pathogens

Mon-traditional, 2 49
34 (43%) Bacteriophages and p. _9
miscellaneous [N 6 :Jlg';(obal(te.rium 14
ibioti uberculosis
A:;'g;;;‘)s anticedies [ 6
Clostridioides
Immunomedulating ag.. 2
a2 W difficile & 7
0 5 10 15
N Product= Total 34 29 14 3 80
B. Expected activity against priority pathogens
Critical priority pathogens Other priority pathogens
All critical G - N B
Active? AcmetobacpseudcmcrEmemba p:\c:‘rilt(ya Subtotal posriatriT\Le Neisseria HelicobactStaphyloccEnterococcStreptococCampyloba Subtotal Total
" baumanniiaerugincsa “pathngems priority p gonnorhoe:  pylori aureus  faecium pneumonia  spp.
- 00000000 OO0O0666

Possibly 14 14 9 3 17 1 1 2 1 1 1 3 20
- 00000000000000
C.1. Innovative? C.2. New chemical entity (NCE)?

Innovative?
Yes | |
No [ ]
Inconclusive 17 (37%
NCE?
23 (50%)

Yes u

N=46 N=80

https://www.who.int/observatories/global-observatory-on-health-research-and-development/monitoring/antibacterial-products-in-clinical-development-
for-priority-pathogens
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