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No ESKAPE

Enterococcus faecium
Staphylococcus anreus
Klebsiella species
Acinetobacter banmanni
Pseudomonas aernginosa

Enterobacter species

Rice LB. | Infect Dis 2008;197(8):1079-1081
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Sefalosporinler 4
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Ceftobiprole

e MDR GP etkinlik
e PBP2a MRSA
o PBP2x, 1a, 2b S. pneumoniae
e PBPla, 3,4 E. coli ve P. aeruginosa

Davies TA 2005, 2006, 2007

e MRSA, PR-SP, VRE
® GNP etkinlik

o K pneumoniae,
o Amp C E. coli, P. aeruginosa
e ESBL + suslara ETKISIZ

Zhanel GG 2009, Pillar 2007
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Gram negatif patojenler MICso MICso Aralik
- Citrobacter freundii <0.06 2 £0.015->8
- Enterobacter spp. £0.06 =8 Z0.015->8
« Enterobacter cloacae o6 042 £0.03-:8
- Escherichia coli <0.06 012 <0.015-2
- Escherichia coli (ESBL-positive) =8 =8  0.03-38
» Klebsiella pneurnoniae <0.06 =8 Zo0.015-38
» Klebsiella pneunoniae (ESBL-positive) =8 =8 <o.015-38
» Proteus mirabilis <0.06 0.2 %0.015-0.03
- Indole-positive Proteus spp.f <0.06 =8 <0.015->8
- Serratia marcescens <0.06 1 0.03-=8
» Haemophilus influenzae <0.06 <0.06  0.12-0.25
- Moraxella catarrhalis 0.06 042  £0.015-1
- Acinetobacter spp. »8 =8 <o0.015-38
+ Pseudomonas aeruginosa 2 =8 012-3>8
« Stenotrophomonas maltophilia =8 =8 =8

Pillar CM, ] Antimicrob Chemother. 2008




Ceftobiprole 4

e STRAUSS 2 Cift-kor, Faz 111
e 828 DYDE (GPB ve GNB infeksiyon icermekte 1/34 DAE)

Total Kiir %

DAE
Kiir -Eredikasyon%

86-79.5

GNB

Eredikasyon%

\

Ceftobiprole 500 mg 3x1
424 2h inflizyon

82-78

Basilea Pharmaceutica 2007; Noel G] 2008b

vankomycin

I ﬂ
Ceftazidim + i e
I

244



Ceftobiprole 4

e CHOPIN noninferiority, Faz 111

e 828 hastane kokenli pnomoni

Klinik Kiir % VAP (olgularin %25)%
Ceftobiprole it ° e
P<0.05

Ceftazidim +
Basilea Pharmaceutica 2007; Noel G] 2008b

Linezolid




Ceftobiprole 4

e Komplike DYD enfeksiyonu (Diyabetik ayak enf)

o Kanada ve Isvicre (Zeftera): Haziran 2008 onay
e 2010 ruhsat iptal

e FDA Aralik 2009 RET

e Veriler glivenilir ve dogrulanabilir degil (kayitlarda eksiklik,
calismaya uyum, calismaya dahil edilme kriterlerine uyumsuzluk)

e EMA Haziran 2010 RET
e Calismalar 1yi klinik uygulamalar1 gore degil

Walkty A, Jones ME, Fritsche TR, Jones RN, and Pillar CM.



Ceftaroline

Forest/AstraZeneca,

Ceftaroline fosamil on ilac,
plazma fostotazlari hizl
sekilde aktif formuna
donustirur

PBP1-3 MSSA, PB2a
MRSA

PBP 2a, 2b, 2x S,

Dneumontae

Kosowska-Shick K 2010; McGee L
2009, Moisan H 2010

2010 (AWARE) Robertk. FI. AAC.2012

Escherichia coli (657)
Non-ESBL fenotip (579)
ESBL fenotip (78)

Klebsiella spp. (903)
Non-ESBL fenotip (791)
ESBL fenotip (112)

Klebsiella pneumoniae (653)
Klebsiella oxytoca (250)
Morganella morganii (116)

Haemophilus influenzae (770)
B-Laktamaz pozitif (556)
B-laktamaz begatif (214)

Haemophilus parainfluenzae (68)
Moraxella catarhalis (200)

0.12
0.06
>32

0.12
0.12
>32

0.12
0.25
0.12

<0.008
<0.008
0.015

<0.008
0.06

0.25
>32

0.25
>32

>32

0.03
0.015
0.03

0.03
0.12



Ceftaroline (Teflaro) .

DYDE ve TKP FAZ lll calismasi °

CANVAS lve CANVAS I 1231 TKP olgusu
FAZ Il Non-inferiority ¢aligmasi
Komplike DYDE 1378 olgu Teflaro+Klaritromsin -~ m Seftriakson+Klaritromisin
Etken GNB/MRSA : 1/1 u Teflaro W Seftriakson
100
86, ?782823 Bt 833 s
1 I I
5a,| I
BKiar BITT && & P $
(0\ & OQ\ %&0 Q).("
. . e )& 0+
Ceftaroline  Vankomisin+aztreonam & &
&

TOC2:%5.2 (%95CI:-2.2-12.8)

Corey GR 2010, Corrado ML 2010



Ceftaroline (Teflaro) 0e°

e Ltki spektrumu

o  GPB etkinlik (MRSA, VISA, VRSA, PRSP, Linezolid R . anrens, MS-CoNS, MR-CoNS)
lizawa Y, 2004, sader HS 2005; Sader H 2007

o E. faecalis sinurly aktivite, E. faecinm (MIC90>ug/ ml.
e GNB (ESBL izolatlar haric)

e Hayvan calismalari: endokardit, pnémoni, osteomiyelit etkin
zhanel GG 2009

e [Farmakokinetik

e Doz 12 h araile 600 mg IV

e Yarilanma omru: 2,6 h, Prt baglanma<%20, renal atilim
e [Endikasyon

e Toplum kékenli bakteriyel pnémoni

e Akut bakteriyel deri ve yumusak doku enfeksiyonlari



CXA-101 (ceftolozane) 0e°

Cubist

Oksiimino-aminotiyazol

Parenteral antipsodomonal sefalosporin
Komplike USE yonelik gelistirilmis

PBP1b,1c,2,3 seftazidimden 2 kat yuksek atinite gosterir



CXA-101 (ceftolozane) 0e°

® P. aeruginosa iyi aktivite gosterir (direncli izolatlar dahil)
Juan C 2009, Livermore DM 2009, Sader H 2009

e 190 KDE izolatt yluksek etkinlik (MICoo 1-2pg/ml)

Cabot G 2010
e OXA 2,3, NPS-1 ESBL izolatlar MIC=8ug/Ml

e PER, VEB, OXA ESBL ve MBLL MIC>32 pg/Ml
Livermore DM 2009
e 236 karbapenem direncli izolat
MICs0/90 1/4 ug/ml. ve %95<8ug/ml.
%42 MDR izolat MICs0/90 1/4 ug/ml.

MIC>8ug/ml. olanlar ESBL. veya MBL pozitif
Juan C 2009



CXA-101 (ceftolozane) 0e°

e Komplike Uriner sistem enfeksiyonu 129 olgu, Faz II

Ceftolozane Ceftazidime

1g 3X1 7-10giin 1g 3X1 7-10giin

TS 5-7. gun
0 0
/083 Klinik Kiir /076
miTT

l E. coli .

eredikasyon
TS 4-6. htt.

kalici kiir

clinicaltrials.gov



Batalaktamaz inhibitor 3345

kombinasyonu °

Antibiyotik P. GN Karbapenemaz  Acinetobacter

aeruginosa  Enterik

bakteri

CEF-104 Forest FazIl + + Sinif KPC, OXA + (OXA haric)
ceftaroline+avibactam AstraZeneca AC
CAZ-104 Forest FazIll | + + SinmifA,C | KPC, OXA + (OXA haric)
ceftazidim/avibactam AstraZeneca
CXA-201 Cubist FazIIl | + - + 5 +
ceftolozone/tazobactam




CXA-201
Ceftolozane/tazobactam

e Cubist

e (Ceftolozone

o [az II kUSE etkinligi gosterild:




CXA-201 cecs

Ceftolozane/tazobactam o

o Komplike intraabdominal enfeksiyon (GNB) 122 olgu (2:1
randomize), Faz I1

CXA-201 +Metronidazole Meropenem
1000/500 mg + 500mg 3X1 1000 mg 3X1

%91 %94

v v

Mikrobiyolojik
kiir

clinicaltrials.gov
Lucasti C 2011




CXA-201 cecs
- o000
o000
o0
Ceftolozane/tazobactam o
e 1089 ASYE (pnomoni) 1zolati
No. of isolates (cumulative %) inhibited at MIC (pg/iml):
Organism (no. tested) =0.12 0.25 0.5 1 2 4 8 16 32 =32 MICso MICso
Pseudomonas aeruginosa (503) 1(02) 23(48) 167(380) 209(795) 44(883) 30(942) 17(976) 5(986) 2(99.0) 5(100.0) 1 4
ceftazidime-susceptible (400) 1(03) 23(6.0) 167(478) 192(958) 16(99.8) 1(100.0) - - - - 1 1
ceftazidime-non-susceptible (103) - - - 17(165) 2B(437) 29(718) 17(BB3) 5(932) 2(951) 5(100.0) 4 16
meropenem-susceptible (372) 1(03) 21(59) 153(470) 148(868) 26(938) 15{978) 8(100.0) - - - 1 2
meropenen-non-susceptible (131) 2(15) 14 (12.2) 61(588) 18(725) 15(B40) 9(908) 5(%47) 2(9%2) 5(100.0) 1 8
ceftazidime and meropenem-non-
susceptible (57) - - - 8 (14.0) 14(386) 14(632) 9(789) 5(877) 2(91.2) 5(100.0) 4 32
Eschenchia coli (123) 46 (374) 49(772) 17{911) 4(94.3) 3(96.7) 2(984) 1(992) 0(992) 1(100.0) - 025 05
ESBL-phenotype (19) - 3(15.8) 6 (47.4) 3(63.2) 3(789) 2(B95) 1(947) O0(947) 1(100.0) 1 8
non ESBL (104) 46 (44.2) 46(BBE) 11{99.0) 1{100.0) - - - - - - 025 05
Kiebsiella spp. (239) 47(19.7) 89(569) 44(75.3) 20(837) 6(B62) 5(883) 3(B95) O0(895) T(925) 18(1000) 025 32
ESBL-phenotype (47) - 1{2.1) 6(14.9) 2(19.1) 5{298) G5(404) 3(468) (46.8) T(61.7) 18{100.0) 32 =32
non ESBL (192) 47(245) 8B(70.3) 3B(90.1) 18(995)  1({100.0) - - - - - 025 05
Enferobacter spp. (131) 15(115) 45(458) 28(672) 16(794) 5(B32) ©5(870) 5(908) 6(954) 4(985) 2(100.0) 05 8
ceftazidime-susceptible (96) 15(15.6) 45(625) 26(896) 9(99.0) 1{100.0) - - - - - 025 1
ceftazidime-non-susceptible (35) - - 2(5.7) T(25.7) 4(371) 5(514) 5(B5T) (829) 4(94.3) 2 (100.0) 4 32
Serratia spp. (85) 1(12) 5(71) 50 (B5.9) 24(94.1) 1(953) 2(976) 1(988) 0(988) 1(1000) - 05 1
Citrobacter spp. (8) 4600} 2(75.0) 1(87.5) D (B7.5) 0{87.5) 1(100.0) - - - 0.12

HS Sader, IDWEEK 2012, Poster 846




CXA-201 HE

Ceftolozane/tazobactam o

e [Fare Sepsis Modellerinde

e ESBL + Enterobacteriaceae potent bakterisidal aktivite
49th ICAAC

e Akciger parankimine penetrasyonu ve epitel stvisina
gecist 1yl

e Iki Faz III kUSE, 776 hastada katihiml (levofloxacine
ile karsilastirmalr)ve iki faz I1I kIAE baslatildi

Cubist, Haziran 2011
Brown NP, 2009; Sader HS 2011



CAZ-AVI HE

Ceftazidime-avibactam e

e AstraZeneca, Forest
e Novexel avibactam (eski adit NXI.-104)

o Kuzey Amerika ve Avrupa’da faz III asamasinda

e Avibactam
e Sinif A ve C betalaktamazlara etkili

e Sinif B betalaktamazlara (karbapenemaz) etkisiz

KPC (sinif A) ve OXA (sinif D) karbapenemazlara etkili
Miossec C2007, Mushtaq S2007



CAZ-AVI 1

Ceftazidime-avibactam o

200 Kklinik Enterobacteriaceae izolati

Enterobacteriaceae KPC
MIC 90 (ng/mL) Enterobacteriaceae
MIC 90 (ng/mL)

Ceftazidime >128 >128
Ceftazidime/ avibactam 2 0,25-8
Piperacillin / tazobactam >128
Cefotaxime >128
Ceftriaxone >128
Cefepime 64
Ciprofloxacin 8
Imipenem

Levasseur P 49th ICAAC 2009



CAZ-AVI cece

Ceftazidime-avibactam e

e Hayvan calismalart

e Fare sepsiz modellert

Ceftazidime direncli E. coli ve K. pnenmoniae etkili

Leveasseur P 2009
e Fare kalca eklem enfeksiyon modeli
KPC K. pneumontiae etkili
= Ceftazidime MIC 256, Ceftazidime/avibactam 0.25
Endimiani A 2011

e Fare pn('jmoni

Amp C K. pnenmoniae ile enfeksiyon modellerinde etkin
Merdjan H 2009



CAZ-AVI cece

Ceftazidime-avibactam e

o Komplike intraabdominal enfeksiyon (GNB) 203 olgu, Faz 11

CAZ-AVI +Metronidazole Meropenem
2000/500 mg + 500mg 3X1 1000 mg 3X1

clinicaltrials.gov
Lucasti C 2011



CAZ-AVI cece

Ceftazidime-avibactam e

e GNB nedenli Komplike USE , 135 olgu, Faz 11

CAZ-AVI
500/125 mg 3X1

Imipenem

500 mg 4X1

v

Kliniik yanit
AL TS 5-9.giin

Mikrobiyolojik yanit

TS 4-6. hafta

Yan etki
Bas agrisi
infiizyon reaksiyonu

clinicaltrials.gov 2011



CEF-104
Ceftaroline-avibactam

® Forest ve AstraZ.eneca

e (Ceftaroline (anti-MRSA 5.KSS) + avibactam (ant1

ESBL Enterobacteriaceae ve antipsodomonal)

e FAZ II komplike USE, doripenem karsilastirma
calismast 2011°de basladi.

www.clinicaltrials.gov




CEF-104 s
Ceftaroline-avibactam

® Yuksek bakterisidal etkinlik

MBC/MIC orani (pg/mL) MIC (pg/mL)

Ceftaroline Ceftaroline- Ceftaroline Ceftaroline

avibactam -avibactam
Enterobacteriaceae
(ESBL, AmpC, KPC) 2-32 1-2
Enterobacteriaceae
B-laktamaz 128 <0,25

Sader HS 49th ICAAC 2009



CEF-104 s
Ceftaroline-avibactam

e Ceftaroline-avibactam (4mg/ml) 178 klinik izolat

KPC, ESBL Enterobacteriaceae, P. aeruginosa, A. banmannii,
MRSA, MSSA, S. pneunoniae (PRSP dahil), E. faecalis

Amp C ve KPC ureten suslara karst IMP’den daha potent

CEF-104 IMP
MIC90(pg/mL) MIC90 (png/mL)
AmpC izolatlar 0,25 0,5
KPC izolatlar: 1 >8

o Vahsi tip A. baumannii 1zolatlarina karst 1yl aktivite gosterir:
MIC 0,5-4 mg/ml.
Ancak OXA pouzitit A. banmannii veya
e MBL Enterobacteriaceae etkili degildir

Castanheria M 2009



CEF-104
Ceftaroline-avibactam

e Hayvan calismalarinda

e Ceftazidime direncli Enterobacteriaceae Fare sepsis
E. coli SHV-1), K. pneumoniae (TEM-2), E. cloacae (AmpC)
Levasseur P 2009
o Kalca eklem enfeksiyonu

ESBL, AmpC ve KPC Enterobacteriaceae etkili
Craig WA 2010, Wiskirchen DE 2011




000
L X X J
° L X
Kinolonlar :
Antlbly0tlk Firma FDA P GN ESBL Karbapenemaz | Acinetobacter
onay aeruginosa | Enterik
bakteri
Delafloxacin PO/IV | Rib-X 111 + + - - 4 (kinolon
(Kinolon duyarl)
duyarlr)
Nemonoxacin PO TaiGen 11 + + _ _ 4
Finafloxacin Merlion 11 + + + p) +
Furiex IT + +

JNJ-Q2




Kinolonlar 3

Delafloxacin (RX-3341) s

Rib-X

Asidik Ph’da etki, PO/IV

Bakteri membran gecist 1yi

Topoizomeraz 11 ve IV esit etki
Nilius Am, 2003, Duffy EM, 2011

Faz II calismalarinda yanit 1y1

e PO TKP ve bronsit/Levofloksasin karsilastirma
e IV komplike DYDE /Tigesiklin ile karsilagtirma

www.clinicaltrials.gov



Kinolonlar s

Delafloxacin (RX-3341) s

e Kinolon duyarl
o Klebsiella spp., Proteus spp., E. coli (MIC 90 0.06-1,5 mg/mL)
o P. aeruginosa, Acinetobacter spp. ETKILI

e Kinolon direncli
o FE. colr, K pneumoniae etkili

o P. aeruginosa, Acinetobacter spp. ETKISIZ
Almer 1.8 2004, Nilius AM 2003



JNJ-Q2 $+

e Furiex Pharmaceuticals, PO/IV

e IFaz II calismalar

e Akut bakteriyel DYDE tamamlandt.(linezolid ile karsilastirma)

® TI(P ba§1atlld1 www.clinicaltrials.gov

o GNB (P. aeruginosa, K. pneumoniae, E. coli) siprofloksasin
benzer etkinlik

Morrow B] 2010



Nemonoxacin s

e TaiGen/Warner Chilcott
e MDR GPB ve MDR GNB etkilidir

o GNB (E. coli, P. aeruginosa, A. baumannii) etkinligi

levofloksasine benzer
Adam HJ 2009, Laing N 2009

e Faz Il

e Diyabetik ayak enfeksiyonlari (750 mg/glin)
Klinik basari %100 (Lipsky B 2010)

o TKP (levotloksasin ile karsilastirma)
Etkili ve guivenli (van Rensburg DJ, 2010)



Finafloxacin o

MerLion

PO, UTI i¢in gelistirilmekte

Asidik Ph’da etkinligi artmakta

Faz 11 komplike olmayan USE ve H. pylor:

In vitro, pH5.8, siprofloksasinden daha etkili

o P. aeruginosa, A. baumannii (Kinolon direncli dabhil)

e [. coli (siprofloksasin direncli ve ESBL pozitif dahil)
Dalhoff A 2011, Emrich NC 2010, Higgins PG 2010

E. coli tare piyelonefti modellerinde bakterisidal
Endermann R, 2008



Erken Gelistirme Evresindeki
Antibiyotikler



BAL -30072 cece

Siderofor monobaktam o

r&

e Basilea, Faz 1

e DPreklinik calismalar

o P. aeruginosa (MBL, ESBL) HZN\(ﬂ ];(\

o A baumannii (Karbapenemaz) SO;H

o FE. coli, K. pneumoniae (ESBL)
e Enterobacteriaceae (NDM-1)

Wilash T, 2011

o Burkholderia spp., Stenotorophomonas

Hofer B 2009, Hujer Am 2008, Mushtaq S 2008



BAL -30072
Siderofor monobaktam

o MDR A. banmannii karst Meropenemle sinerjik aktivite

Hujer Am 2009

e Hayvan modellerinde

o K pnenmoniae, P. aernginosa ASYRE

Weiss WJ, 2009

o A baumannii (karbapenem direngli) cilt enfeksiyonlarina
Russo TA 2009

o FE.wl KDE, USE

Anderson 2008, Schmitt 2009

o [az |
e Kasim 2010, tek doz artirimli klinik calisma

Guvenli ve iyi tolere ediliyor

www.clinicaltrials.gov




Beta laktamaz inhibitorleri i

MK-7655 :

® Merck, Faz I

o Sinif A ve C karbapenemazlara etkili betalaktamaz inhibitori

e Preklinik calisma; Imipenemle kombinasyon

o KPC Pseudomonas ve Enterobacteriaceae etkili

Melchers R 2010

e [az I, tek doz calismasi

e Imipenemle komb. iy1 tolerasyon, ciddi yan etki yok

Butterton J 2010



Beta laktamaz inhibitorleri 3345

ME-1071 (CP-3242) T

e Firma: Meiji Setka Kaisha

® Durum: Preklinik

e MBL kompatatif inhibitora

e KRB ve SS birlikte uygulandiginda; bu ajanlarin MBL. GNB kars:
etkinligini potansiyelize eder
Docguier JD, 2008, Moland ES 2008, Osaki 2007
e Fare pnomont modellerinde

Biapenem komb. KRB-R P. aeruginosa (IMP-1, VIM-2 tireten suslar) etkili
Morinaka A 2009

e Faz I; 2010, tek doz calismasi

e Guvenli, 1y1 tolerasyon



Tetrasiklin ve tetrasiklin deriveleri

TP-434: Fluorocycline, Yar1 sentetik tetrasiklin

Tetraphase pharmaceuticals, Faz Il
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TP-434: Flurocycline

ESKAPE patojenlerine karsi in-vitro etkinlik

MIC range (pg/mL)

Piperacillin/
TP-434 Carbapenem2 | Fluoroquinolonet | 3 Gen Cephst Tazobactam | Tigecycline

Organism
Klebsiella - 0.13-16 0.063->32 <0.016->32 <0.016->64 <0.25->32 1->128 0.13-16
pneumoniaé 0.5/2 0.5/16 1/>32 32/>32 4/>32 8/>128 0.5/4
ESBL® Klebsiella N 0.13-8 0.03->32 0.03->32 0.13->64 <0.25->32 2->128 0.13-8
pneumoniae 0.5/1 0.5/>32 8/>32 >32/>64 >8/>32 >64/>128 1/4
Carbapenem- 0.13-16 4->32 4->32 32->32 2->32 >128->128 0.25-16
resistant K. 19
pneumoniae 0.5/1 32/>32 >32/>32 >32/>32 16/>32 >128/>128 11
Acinetobacter | <0.016-4 0.12->32 0.02->32 0.12->16 0.5->32 1->128 <0.016-8
baumannii 0.5/2 1/>32 8/>16 >16/>16 32/>32 >128/>128 1/4
Pseudomonas | . 1->64 0.12->32 0.06->2 1->16 0.12->32 1->128 1->16
aeruginosa 8/16 1/16 025/>2 >16/>16 2/16 8/>128 16/>16
Enterobacter | . 0.03-4 0.06-32 0.008->32 0.03->64 <0 25->32 0.5->128 0.06-8
cloacae 05/2 0.5/4 0.25/>4 >16/>64 05/>8 >64/>128 0.5/4
Enterobacter | .. 0.25-2 <1-2 <025-05 <0 5->64 <0.25-1 <0 5->64 0.25-4
aerogenes 0.25/0.25 <1/< <0 25/<0.25 <05/16 <025/05 2/16 0.5/05

D. HUNT. 50th Annual ICAAC 12-15 September, 2010



Tetrasiklin ve tetrasiklin deriveleri | ss2:

TP-434 (Fluorocycline) :

e DPreklinik calismalar
e Yiksek oral biyoyararlanim (IV/PO gecis imkant) reigheon A 2011

e Genis spektrum
GPB (MRSA, §. aureus, VRE, §. pyogenes)

MDR-GNB ( E. colz, K. pneumonzae, K. oxytoca, A. banmannii, B. fragilis, ESBL,
karbapenemaz)

P. aeruginosa etkisiz (Fyfe C 2011, Hunt D 2010, Sutcliffe J 2010)

e Faz I, doz artirimi calismasi

o lyi tolerasyon ve yiiksek etkinlik (Sutcliffe  2010)

e Faz II; mart 2011, ertapenem karst TK-kIAE



Tetrasiklin ve tetrasiklin deriveleri | ss2:

TP-2558 T

Tetraphase Pharmaceuticals
e IV/PO formilasyonu

MDR GNB etkinlik

e ESBIL + Enterobacteriaceae,

o A. baumanniz, P. mirabilis

o P. aeruginosa ETKISIZ
GPB etkinlik
o MRSA, E. faecalis, E. faecinmy (NRE dahil), S. pyogenes, S. pneumoniae

Grossman T, 2011

Faz I; PO guvenlik, tolerabilite, farmokinetik



Tetrasiklin ve tetrasiklin deriveleri .

PTK-0796 Amadacyline ’

e Paratek, Novartis
e Aminomethylcycline, IV, PO formiilasyon

o Genis spektrum
e MRSA, VRE, PRSP
e Enterobacteriaceae, A. baumannii (ESBL)

® Atipik ve Anerop Macone A 2003, Tracewski M 2003

e [Maz IIl komplike DYDE ve TKP planlanmakta



Neoglycosidler: 4

ACHN-490 (Plazomicin) T

e ACHN-490 parenteral neoglycoside

e MDR E. coli ve K. pneumoniae, Pseudomonas spp., Acinetobacter
etkilt
Quale ] 2010
o Karbapenemaz salgilayan suslara etkili
o Klebsiella spp.,
e Enterobacter spp.,

o E. coli

Bu suslarin metellobetaktamaz (NDM-1) salgilayanlar harig
Livermore DM, 2011



ACHN-490 (Plazomicin) 44

Faz I randomize, cift kor, plesebo kontrol, doz artirim, 32
ogonulla
e Guvenli ve iy1 tolare ediliyor

e Renal, kohlear, vestibiiler yan etki yok

Faz II; Mart 2010

e Komplike USE (akut piyelonefrit dahil)

e C(ift kor, randomize, levofloksasinle karsilastirma
AKC surfaktan varliginda GN ve GP etkinligi oldugu

ESBI.+ Enterobacteriaceae ve MRSA dahil ASYE izolatlarina etkili

oldugu sunulmustur.
Achogen ICAAC 2011



Antimikrobiyal peptidler (AMP)

(a)

LPS

Quter membrane

Interaction with the cytoplasmic membrane

Robert E W Hancock. THE LANCET Infectious Diseases Vol 1 October 2001
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Unstructured peptide

Peptide folds and enters

outer leaflet of
cytoplasmic membrane

5:

All agres

R
WM&WW

N8

Channel Carpet = Peptide crosses membrane
formation membrane and attacks internal targets
dissolution

Robert E W Hancock. THE LANCET Infectious Diseases Vol 1 October 2001
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Apidaecin tirevleri

TABLE 4 Antimicrobial activities of Api137 and Api137 (R4A) against
clinically relevant Gram-negative pathogens”

No. of tested

strains and MIC (png/ml) range
Pathogen isolates Apil37 Apil37 (R4A)
E. coli 8 0.5 0.25-0.5
K. pneumomae 6 0.25-0.5 0.25-1
F. aeruginosa 8 2-8 4-16
A. baumannii 5 1-2 0.5-1
E. cloacae 5 0.25 0.25-0.5
P. vulgaris 5 0.125-2 0.25-4

Nicole Berthold. Antimicrob. Agents Chemother. 2013, 57(1):402.



Peptid mimetikler +3-

e Brilacidin (PMX-30063), PolMedix, II

e Konak defans proteinlert benzeri sentetik kiiciik molekullu

antibtyotik mimetikler

o Genis spekturumlu (GP ve GN)

o Stafilokok(MIC 1 pweg/ml.), BHS, E. faeciun: , S. pneunoniae,

e Enterobacteriaceae, P. aeruginosa ve Acinetobacter spp. (ESBL ve

MBL suslar dahil)

Korezak B 2011, PolMedix 2011



Peptid mimetikler

Table 2: Anti-Gram-negative Biofilm Activity of smHDPs

MIC (pg/ml) MBEC (upg/ml)

PMX MRSA 33591 | E. coli 25922 | a‘;‘;”ags'g“’" MRSA 33591 | E. coli 25922 |~ 322”895’2“53
231 0.5 4 8 32 64 128
243 05 2 4 32-64 64 64
519 0.25 1 2 32-64 128 64
741 1 4 8 16 32 64
842 05 1 4 32 32-64 64
1099 05 2 2 32 32 128
1174 05 4 4 32 64 64
1284 05 8 16 16 32 64-128
1344 1 4 4 64 64 64
1441 1 8 4 32 64 64

MIC: minimum inhibitory concentration; MBEC: minimum biofilm eradication concentration

R. Scott, M. Corrigan 52nd Interscience Conference
on Antimicrobial and Chemotherapy (ICAAC),
September 9-12 , 2012




o 0 tarkli sert PMX E. coli, K. pneumoniae, P. aernginosa ve A.

Peptid mimetikler

banmannii MIC <3.13pug/ml

MIC (pg/mL) Cytotoxicity
PMX Series A. baumannii P. aeruginosa K. pneumoniae | E. coli ECsg (M) {r#gIEg}
BAATAT | 19606 10145 27853 13883 700603 25922 3713 HG2
100 Urea 3.13 12.5 3.13 0.78 078 6.25 075 128 1435 17
229 Ayl Amide | 3.13 25 6.25 3.13 078 313 1.96 T27 654 20-26
519 Ayl Amide 1 1.56 6.25 1.56 0.78 078 0.78 075 430 =1000 17
633 Tricyclic 2.13 313 3.13 1.56 078 213 3.13 131 100 6.4
1091 Aryl Amide 1 1.56 6.25 3.13 1.56 1.06 213 3.13 389 724 19-26
1142 Urea 2.13 =20 0.75 0.39 1.96 213 3.13 246 225 15
1241 Triaryl 6.25 12.5 3.13 3.13 0.39 1.56 3.13 115 138 o.7
1442 Aryl Amide I 313 6.25 6.25 313 078 075 078 181 501 40
1445 Aryl Amide I 313 12.5 313 1.56 6.25 12.5 3.13 973 =1000 20-30
1555 |Benzimidazole 313 =25 313 1.56 313 313 313 102 391 20

Richard W. Scott. 52nd ICAAC 2012




Terapotik antikorlar

e Panabacumab (KBPA-101):Kenta Biotech

* VAP ve HKP yardimci tedavi

*P. aeruginosa serotip 011

P aeruginosa enfeksiyonlarinin %11

*Hastane enf. en viirulan sus

*Sekiguchi ] 2007



http://en.wikipedia.org/wiki/File:IgM.png

Panobacumab (Faz Ili) 0e°

VAP (12), HKP (1)
P. aeruginosa serotip O 11

1.2 mg/kg panobacumab 1, 4 ve 7. giin
Standart tedavi

APACHE II skoruna gore
Beklenen mortalite %24 N 4
Rudolf M 2010

Sag Kalim
%100

NCT00851435.


http://www.clinicaltrials.gov/

KB-001 43

2 : Cell membrane
Type Three Secretion System of human cell
(TTSS) T
.\ ®
Pseudomonas ® ¢ : ° '&
aeruginosa e @o ®.°
e
@ - . 8 %.
Toxins made by Pa Membrane penetration
(oncosis) and toxin injection
into cell
KB001-A blocks
functionality of TTSS

Macrophage



“Rather than counter bacterial resistance with even more
potent weapons”, we should, “seek instead more peaceful

coexistence with pathogens”

René Dubos



