E-101, a novel first in class topical anti-infective, has potent activity against clinical isolates of
important pathogens in Europe collected from 2008-2010
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ABSTRACT RESULTS

Objectives: E-101 is a novel topical antimicrobial developed in Europe for the Stap hy|OCOCCi Enterococci Enterobacteriaceae P. ae ruginosa

prevention of surgical site infections (SSI1). Its unigue mechanism of action utilizes _ _ _ _ :
myeloperoxidase (MPO) to produce reactive oxygen species that kill bacteria locally. « E-101 had potent MICs against both S. » E-101 was active against both E. faecalis and * By MIC,y, (mg/L), E-101 activity ranged * E-101 had an MICs, of 0.03 mg/L and FIGURE 2. E-101 MICs against

As with any new agent, it is important to understand its current activity profile and to aureus and coagulase-negative Staphylococci E. faecium, but by MIC.,/MICy, (mg/L) was from 0.06 against E. coli and P. mirabilis to MIC,4, of 0.06 mg/L against evaluated European Gram-negative clinical isolates

monitor for changes in that profile that may indicate the emergence of resistance. This (CONS) with an MIC,, and MIC,, of 0.015 slightly more active against E. faecium 0.12 against K. pneumoniae and E. cloacae ISolates

study reports the in vitro activity of E-101 against European isolates of SSI pathogens (0.06/0.12) than E. faecalis (0.25/0.25) _
alongside key comparators (currently utilized agents and important phenotypic mg/L  Among evaluated isolates, 10% were » The evaluated i1solates were 10-25%

markers). « Among evaluated staphylococci, 18% of S.  Vancomycin non-susceptible (VAN NS) ceftazidime resistant (CAZ R), and CAZ R resistant to the majority of the evaluated 100 - E. coli
’ ' : : 0 - 90 - ® K. pneumoniae
Methods: 260 non-duplicate clinical isolates of S. aureus, coagulase-negative aureus were MRSA and 77% of CoNS were enterococci were only detected among E. rates were variable by species comparator agents, and 23% were multi-drug

80 - o
' i P. bil
staphylococci (CoNS), enterococci, enterics (E. coli, K. pneumoniae, P. mirabilis, and MRCoONS faecium (31% VAN NS) resistant (MDR) B P. mirabilis

= - - 70 )
E. cloacae), and P. aeruginosa collected from 27 sites across 8 countries in Europe duced : ibili * Resistance J-[O CEftaZIdlme-among cvaluated e E-101 had identical activit inst MDR 50
were evaluated. E-101 was evaluated using a modified broth microdilution method  Methicillin resistance among evaluated » Reduced vancomycin susceptibility among Enterobacteriaceae had no impact on E-101 ) ad laentical activity agains

50 -
based on CLSI guidelines (M7) in which MPO was serially diluted and inocula were Staphylococci had no impact on E-101 activity evaluated E. faecium had no impact on E-101 activity Isolates relative to non-MDR isolates ‘;’8 i | I
|| I
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Enterobacteriaceae by species

Enterobacter spp.

% isolates

40 -
delivered in enzyme substrate. E-101 MICs represent mg/L of MPO. Comparator activity 10 .
agents were evaluated in accordance with CLSI M7 and M100. 0

TABLE 1. Activity of E-101 and comparators FIGURE 1. E-101 MICs against TABLE 2. Activity of E-101 and comparators S ¥ & & ¥ J

Q.

Results: E-101 had an MIC50 and MIC90 of 0.015 mg/L against S. aureus and CoNS. . .. .. : . -~ ] : ) = ) 4
Among staphylococci, 18% of S. aureus and 77% of CoNS were methicillin resistant, against European Gram-positive clinical isolates European Gram-positive clinical isolates against European Gram-negative clinical isolates

while 100% were susceptible to vancomycin, linezolid, and daptomycin. E-101 had an MIC (mg/L) MIC (mg/mL)

MIC50/MIC90 of 0_.06/0.12 mg/l__ against E. faec?um (}3% vancomy_cin resist_ant) and Oraanism ori Mo MG %S %R S aureus Organism Drug MICo, MICs, %S %R

0.25/0.25 mg/L against E. faecalis (no vancomycin resistance). Against enterics, E- ~rganism __ Yrug VI so VIiveo 09 FOR 100 overall = ol E-101 006 006 = = : ob bv ph

101 had similar activity by MIC50/MIC90 (mg/L) across evaluated species (E. coli: S. aureus E-101 0.015 0.015 = = 90 | - (n=30) Ampicillin >32  >32 26.7 73.3 Enterobacteriaceae y phenotype
0.06/0.06, K. pneumoniae: 0.12/0.12, P. mirabilis: 0.03/0.06, E. cloacae: 0.06/0.12). (n=50) Oxacillin 0.25 >4 82.0 18.0 5738 | Aztreonam 0.06 0.25 933 6.7 100 -
Among enterics, resistance to imipenem was not observed and resistance to Cefazolin 0.5 2 94.0 6.0 60 - B MRSA Cefazolin 2 16  23.3 46.7 90 - . CAZ S
ceftazidime varied by species (3% for E. coli and P. mirabilis, 14% for K. pneumoniae, Ciprofloxacin 025 >4 78.0 18.0 28 1l SR IINE iz S el i 5738 1

and 20% for E. cloacae). Of the evaluated P. aeruginosa, resistance to most Clindamycin 012 012 940 6.0 30 g;?Tegzeom 0.212 0.55 188.8 8.8 5 B CAZR
comparators (gentamicin, imipenem, levofloxacin, piperacillin/tazobactam) was 10- Erythromycin 025 >8 84.0 16.0 20 Levofloxacin 003  >8 733 26.7 50 |

20%, and E-101 had an MIC50/MIC90 of 0.03/0.06 mg/L. Daptomycin 0.25 0.5 100.0 = 10 - Gentamicin 0.5 4 90.0 10.0 L318 |

_ . . . . _ i Tetracycline 2 >32 53.3 46.7 20 -
Conclusions: Based on the in vitro activity profile, E-101 has potent activity against WG JORRUSEUG RO S ¥ & N o ~ e s N T R YT 10 I. I| II
F & B P

MIC (mg/L)

overall

0% isolates

% isolates

European clinical isolates of both Gram-positive and Gram-negative pathogens Linezolid e 2 1000 0.0 K. pneumoniae  E-101 012 012 = =

commonly associated with SSI. There is no apparent impact of current resistance Gentamicin 025 05 940 4.0 MIC (mg/L) (n=30) Ampicillin >32 >32 6.7 833 ¥ L VP

common among these species on the activity profile of E-101. These data illustrate the Tetracycline 025 1 900 100 Aztreonam 0.06 16 86.7 13.3 s
potential of E-101 for the prevention of SSI. Trimeth/ Sulfa <=0.5 <=0.5 100.0 0.0 gg‘;:‘;‘?gf‘me 0112 >1362 gg-g igg MIC (mg/L)
E-101 0.015 0.015 =* =+ overall =il - S

Imipenem 0.12 0.25 100.0 0.0 =
BACKGROUND Oxacillin >4 >4  23.3 76.7 B MS CoNS Pirl)l?‘razo 4 64 833 6.7 P. aeruginosa
Cefazolin 2 16 80.0 10.0 B MR CoNS Levofloxacin 0.06 8 86.7 13.3 100 - overall

*E-101 is a novel myeloperoxidase (MPO) mediated therapeutic Ciprofloxacin 4 >4 46.7 53.3 CE R bZy  Ws BEs Gl 20 ® non-MDR

; : 80 -
: . : : : Tetracycline 1 >32 66.7 30.0
currently undergoing clinical development for the prevention of Clindamycin >4 63.3 367 el 22028 o3> 767 533 9 m MDR

surgical site infections (SSI) in Europe and the US Erytthromy_cm >8  >8 13000-00 700-00 P mirabilis E-101 003 006 = = 50 -
aptomycin : : (n=30) Ampicillin >32 >32 40.0 60.0 40 -
Upon activation and in the presence of halide and H,0,, MPO Vancomycin 1 1 100.0 0.0 Aztreonam <=0.03 <=0.03 100.0 0.0 28 |
enerates reactive oxygen species which damage bacterial cells Linezolid 1 1 1000 = SN S O U | =ctazolin I 10 | [
g Y9 P g Ceftazidime  <=0.03 0.12 96.7 3.3 LB \
Y & & W

Gentamicin 0.12 >16 53.3 : '
_ o _ _ : | . MIC (mg/L) Imipenem 2 4 43.3 20.0 ® o
*As part of its development, it is important to understand the in vitro Tetracycline 2 >32  63.3 E. faecalis Pip/Tazo <=05 1 100.0 0.0 > & oY o0 o oY ©

activity profile of E-101 against pathogens for which it is expected Trimeth/ Sulfa__<=0.5 >4 _ 66.7 1 overall Levofloxacin  0.06 4 867 6.7
to be active (SSI pathogens) E. faecalis E-101 0.25 0.25 = Gentamicin 1 >16 80.0 16.7 MIC (mg/L)

(n=14) Ampicillin 1 1 100.0 Tetracycline 32 >32 6.7 90.0

Trimeth/Sulfa >32 >32 40.0 60.0
Cefazolin 32 32 - Enterobacter spp. E-101 0.06 012 * * CONCLUSIONS

*This study evaluates the in vitro activity of E-101 against a variety Ciprofloxacin ; 50.0 t=30) . S
: n= mpicillin > > : :

of recent and clinically relevant Gram-positive and Gram-negative T E— -8 143 Aztreonam 012 >30 800 167 *E-101 had potent activity in vitro against
pathogens collected across Europe Daptomycin 1 1 100.0 Cefazolin >32 >32 33 933 ..
- Ceftazidime 025 >32 80.0 20.0 target clinical pathogens from Europe

Vancomycin 1 1 100.0 O. : : . i : .
METHODS Linezolid 1 > 100.0 O : :Dninu/afnem 0.5 1 96.7 3.3
| ' O ESTOE T2 SOOmE *The activity of E-101 was not impacted by
Non-duplicate, non-consecutive, clinically relevant isolates of the indicated Tetracycline 232 >32 214 MIC (mg/L) Levofloxacin 006 2 90.0 6.7

pathogens (Tables 1 and 2) were collected from 35 sites across 9 European E. faecium E-101 006 012 = . 173)@6 UM sarel] $e6tr:;ir;ci;(|:iir?e 025 0215 gg::?s gg common resistances encountered among the

countries from 2008-2010 and chosen at random for this study (n=16) Ampicillin >16 >16 18.8 90 - Trimeth/ Sulfa <=0.25 0.5 90.0 10.0 target bacterial species
Cefazolin >64 >64 == 80 AN E P. aeruginosa E-101 003 006 * =
*Susceptibility of isolates to E-101 was determined using a modified broth Ciprofloxacin >4 >4 0.0 70 B VAN NS (n=30) Ampicillin 32 >3p %= =

microdilution method based on CLSI M7 guidelines. Modifications included Erythromycin~~ >8  >8 0.0 28 ] Aztreonam 8  >32 *These data Illustrate the potential of E-101
diluting E-101 enzyme solution containing MPO in 2x cation-adjusted Mueller- Daptomycin 5 5 1000 E

40 - Cefazolin >32 >32 . ] )
Hinton broth in the panel, and delivering the inoculum at 2x final concentration 30 |I II Ceftazidime 4 >32 when used t0p|Ca”y to prevent Surg|Cal Site
S ® o P L
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. . . . . Vancomycin 05 >32 68.8 20 - Imipenem 2 16 - -
in 2x substrate solution to achieve a final concentration of 1x E-101, 1x Linezolid 1 5> 1000 0.0 10 Infection

substrate solution, and 5 x 10> CFU/mL. Immediately post-inoculation, E-101 0 Pip/Tazo 4 64

- : : Tetracycline 0.25 >32 81.3 Levofloxacin : >8
begins to generate reactive oxygen species. MICs are reported based on Trimet}r/ﬂ Sulfa v v - - ’ ‘ L & I , Gentamicin >16 ACKNOWLEDGEMENTS
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