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ABSTRACT INTRODUCTION RESULTS CONCLUSIONS

Background: Pexiganan (PEX), a 22-amino acid synthetic Magainins are broad-spectrum cationic peptides which « The MIC distributions for pexiganan when tested » The mode and MIC, for each of the subsets with NWT + For the viridans group streptococci, the MIC values for * Pexiganan was highly active against a broad spectrum of
analogue of peptide magainin Il, is in Phase 3 clinical trials selectively damage bacterial membranes through against staphylococci and 3-hemolytic streptococci MIC values was also 4 and 4 ug/mL (too few I_Solates pexiganan varl_ed by species. S. constellatus de_monstrated bfftef'a IS eletpte_d tcl)o_h?vc_e e:e‘é‘_”“e"b'\"f V"’?'“ef thf"‘ var_lcciety
as a topical antibiotic cream for treatment of mild infections mechanisms that make resistance development to these with elevated (non-wild type [NWT]) MIC values to calculate a MICq). The exception was one isolate the lowest pexiganan MIC value (2 ig/imL), S. mitis MIC ot topical antimicrobials Inciuding bacitracin, TsICIc acid,
of diabetic foot ulcers (DFI). The aim of this study was to _ o _ _ . . S I with elevated MICs to both bacitracin and neomycin values were 64 pug/mL, and S. oralis (>1024 pg/mL; Table 2). mupirocin, neomycin, polymyxin B and retapamulin.
I v e ' et  ealocted agents by bacteria extremely difficult. Pexiganan is a 22- against the topical antimicrobial agents; bacitracin, (MIC to pexiganan, 8 ug/mL; Table 1). ST, : _ Pexiganan also showed activity against gentamicin-
Eva.uatelln vitrg ;ﬁgV'ti/ Ot FI XI agalntst acteria selected as amino acid synthetic analogue of peptide magainin Il fusidic acid, mupirocin, neomycin and retapamulin are . _Thle ?/IIC ?létributltc))nstfo_r peX|ganz|;1n i/vfcllen tilstv\?_? tagalrllSt 15 susceptible and gentamicin-resistant isolates.
aving elevate S 10 topiICcal agents. . L . . . e The B-hemolvtic streptococci exhibited a pexioanan ISOlales O nteropacteriaceae seiecied as O polymyxin
undergoing Phase 3 clinical trial development as a topical iaresen_ted In T?ble 1 ?na;rrow 'rangeil of MIC values MIC Eange ofy21-64 ugI:JO/mL with a mode MIIDCE,O%nd B are presented in Table 3. « There was a lack of cross-resistance that occurred between
: ibili i i | ' or pexiganan (4-32 pg/mL) against all 48 S. aureus ’ : exiganan and the topical antimicrobials tested. For
Methods: PEX was susceptibility tested against bacterial agent (pexiganan cream 0.8% [8,000 pg/mL pexiganan MIC,, values of 64, 16, and 64 ug/mL. The higher Th _ pexig P ,
Ly . : : - » 49 : . e mode and MIC;, value for pexiganan was 32 and 64 ,
isolates (110 total from 2004-2013) primarily selected as free base]) for treatment of mild infections of diabetic foot strains was seen. The mode, MIC5,and MICy, value - MIC values (64 ua/mL S 50 petgarian . example, for all S. aureus, the pexiganan mode, MICs,, and
: P y : / pexiganan values (64 pg/mL) were S. pyogenes. Hng/mL, respectively. The three isolates with the highest MIC. values for subsets of isolates with elevated MIC
having elevated MIC values (NWT; compared to wildtype ulcers (NCT01594762 and NCT01590758). was 16 pg/mL. S. agalactiae MICs were 4-32 pug/mL (Table 1). pexiganan MIC values (1024 - >1024 ug/mL) exhibited valugeos to the various topical antimicrobials was 16 pg/mL
[WT] dls_trlbutlons) t_o b_aC|traC|n (B), poly_myxm (PI?_:),_ | « The mode, MIC., and MIC,, value for the subsets of . Pexiganan MIC., values ranged from 8-64 pg/mL for polymyxin B MIC values from 31.3 - >31.3 pug/mL (Table 3). _ _
neomycin (N), mupirocin (M), retapamulin (R), fusidic acid In thi dv. the in Vi ivity of - . : L , >0 , o L _ _ * The MIC,, value for each of the organism groups studied
(B O TR (50 RS S resis e S @l sen n this study, the In vitro activity ot pexiganan was isolates with NWT MIC values to bacitracin and the various subsets of B-hemolytic streptococci with « The MIC distributions for pexiganan when tested against non- was below the concentration of pexiganan free base (8000
tissue infections (SSTIs). MIC testing used CLS! broth evaluated against bacterial strains primarily selected as neomycin (n=14), fusidic acid (n=11), mupirocin (n=12) NWT MIC values to the other agents (Table 1). fermentative bgcnll selected as non-susceptlblle to polymy1>:<|n B ug/mL) in the cream that is being studied in Phase 3 clinical
microdilution reference methods in cation-adjusted Mueller- having elevated MICs to currently used or investigational and retapamulin (n=11) were also each individually at . The MIC distributions for pexiganan when tested ‘TGe 3p2rese/ntici " IIabIe 3. Pemgagan MICtvg ue/s rﬁr;geg\ rom trials, indicating the levels of pexiganan should be sufficient
Hinton broth. topical antibiotics including bacitracin, polymyxin, 16 pg/mL (Table 1). against enterococci and viridans group streptococci baijma%?\irin Or . aeruginosa and were at ¢ Hg/mtL 1or A. to inhibit most infe_cting or_ga}nism_s in superficial SSTIs
neomycin, mupirocin, retapamulin, fusidic acid, and . with NWT MIC values against bacitracin, fusidic acid, amenable to a topical antimicrobial.

_ o « The mode, MIC;, and MICg4, values for the resistant L : . , : : o : :
Results: A narrow range of PEX MIC values (4-32 ug/mL) gentamicin. o _ mupIirocin, neomycin and retapamulln are presented N . Pex|ganan IS a poten“a”y important therapeutic agent in the
against S. aureus was observed (mode, M|C50 and M|C90 Subgroups indicates a lack of cross-resistance to other Table 2. Table 2. MIC distribution for pexiganan when tested against enterococci current environment of emerging mu|ti_drug resistant
values were 16 pg/mL). The PEX mode, MIC., and MIC topical antibiotics in S. aureus (Table 1). . . and viridans Group streptococci with elevated MIC results against currently pathogens and further study of pexiganan in infections
value for the subsets of isolates with NWT MISCO: values tgoB * Forthe enterococcl, the lowest pexiganan MIC values SMElEliS pIee Ll eiles: where resistant bacteria may be encountered is warranted

« For the coagulase-negative staphylococci (CoNS), the 8 ug/mL) occurred with the three E. faecium isolates. . | '
and N (1=14), FA (n=1), M (n=12) and R (n=1) were each | [NUAYNRUAV RSN DR V] pzle]nlS guiase-negative staphylococei (CoNS) (8 pg/mL) occurred wih the three E. faecium SOI2teS. fopman yu;
at 16 ng/mL. For coagulase-negative staphylococci mode, MIC;, and MICy, were 4, 4, and 8 pg/mL, f € 12'8 ggga IS/ISE aTelsgleXZI e vaiues ranging Antimicrobial agent 1 2 4 8 16 32 64 128 256 512 1024 >1024 MICyq MICy
(CONS), the PEX mode, MIC., and MIC,, were 4, 4, and 8 Organism collection: A total of 110 bacterial isolates from respectively (Table 1). rom 128-256 pg/mL (Table 2). Enterococous spp. (12)° 3 s 6 128 256 ACKNOWLEDGEMENT
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exhibited MIC values that ranged from 128-256 ug/mL. B- T _ _ _ _ No. of strains at MIC (ugimL):
hemolytic streptococci showed PEX range of 4-64 pg/mL primarily from skin and soft tissue infections but some Organism group / (No. tested) e e S ! ? 2 & '
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