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ABSTRACT ThT E)jurgose of thlgtztudy was to expaqd the gr][aly3|s of ]?Imlganan.fiact:lvltglhto Table 1. MIC,,, MIC,,, and cumulative frequency distributions of seven S. aureus e Those isolates ha\./mg Yancomycm-mtermedmte MIC values (4 to 8 pg/mil; ® Unllke W|Idtyp§ I\/IRSA |solat§s, CA_MR.SA Isolates remaln.ed more sugceptlple
Qf;n sed'.s El)lIJell’e_Lrl]&‘;J Vl\r“ed Vggglzogéee S?;lr%ln?ore::ci?secpﬁg res, sgﬁilrle?c%enfse groups with varying susceptibility profiles when tested against omiganan VISA) had results identical to those of the hVISA isolates (Table 1). to Cllt3r0ﬂ0x_aft3ln, C“?dam}tfﬁln, ger?tamlgln and te’frafyC“net, WTILG dlipla_ylfgg
_ . . . . . . | | Vi u u ibility to v yCi whi - - greater resistance to erythromycin and neomycin (parenteral breakpoints
Background: Omiganan, a novel topical cationic peptide active against a broad . - . . entahydrochloride (109 strains).
o ect?um of bactega and veast. is chJrrentI g F?vstal hase 3 t?ial taraetin failures are known to occur. Specifically, these phenotypes include strains P d ( ) SA . _ f only).
Fr)evention  local catheterysite e ctions H)ére wep o dga cectrum evgluatign displaying tolerance to vancomycin in vitro (defined as the MBC values being MIC (ug/ml) Cumulative % inhibited at MIC (ug/ml) * True VRSA isolates (five reported to date and included here, courtesy o
X , . o p. P > 32-fold higher than the corresponding MIC); strains that display intermediate- Organism (no. tested) 50% 90% 2 4 8 16 32 64 >128 NARSA) all had omiganan MIC values of 16 pg/ml, the mode for all isolates R Vancomycin-tolerant, hVISA, VISA and VRSA isolates all displayed some
of the agent against methicillin-(oxacillin [OXA])-resistant (R) S. aureus (MRSA), ievel MIC val ISA- MIC. 4-8 ua/ml hich d dtob S aureus _ , , , , _
. . . . o eve values (VISA; , 4-8 yg/ml) or which are demonstrated to be ' > . tested (Table 1). co-resistance to other class agents including ciprofloxacin, erythromycin,
including subgroups displaying reduced susceptibility (S) to VAN. heterogeneous vancomycin-intermediate S. aureus (hVISA); and strains that are Oxacillin-susceptible (1) O L ' i ' i ides (i i '
_ . o . g y - : Oxacillin-resistant (20) 16 16 0 0 0 100 - _ _ clindamycin, tetracycline and the aminoglycosides (including neomycin).
Methods: SA strains (109) were selected from recent specialized surveillance resistant (MIC, > 16 pg/ml) t - RSA) usi t criteri . .

| _ | , > 16 pg/ml) to vancomycin (V ) using current criteria. Community-associated . A ; tmicrobial 1t MRSA exhibited co-resist
collections. Strain phenotypes Included: VAN-tolerant (MBC/M'C, > 32-f0|d), MRSA (22) 16 16 0 0 0 01 95 100 : mong comparator antimicrobials, wilatype exXnioiea co-resistance
intermediate-level MIC values (VISA; 4-8 ug/ml); heterogeneous VAN-intermediate The recent emergence of highly virulent community-associated methicillin-resistant Vancomycin-tolerant (20) 16 32 0 5 10 70 95 100 - to other classes of agents (ciprofloxacin, erythromycin, clindamycin), CONCLUSIONS
(hVISA); and VRSA (> 16 pg/ml). S testing used CLSI methods and criteria against S. aureus (CA-MRSA) infections are also being observed increasingly in the health- C}éi%%; ) [ O o o including having elevated MIC values to neomycin (the active component | o
omiganan and comparator ageptg care setting, making their potential to produce catheter-related infections inevitable. VRSA (5) 16 - 0 0 0 100 - - - in triple antibiotic ointment [TAQ]), unlike oxacillin-susceptible strains * AllS. aureus |sollates teSt?d were inhibited by 64 pg/ml (range, 4 to
Results: All SA tested were inhibited by < 64 ug/ml (range, 4 to 64 pg/ml) of he increased prevalence of all of these staphylococcal resistance phenotypes All strains (109) 16 32 0 1 6 82 98 100 - (Table 2) 64 Hg/ml) of omiganan, with M|C5O and IV”CQO values of 16 and 32
omiganan, with MIC,/MICg, values of 16/32 ug/ml, respectively, consistent with necessitates additional analyses of omiganan, to better characterize the compound’s | ug/ml, respectively.
prior studies (see Table). breadth of spectrum and potency against these unique subsets compared with

wildtype strains. Table 2. Activity (MIC values in ug/ml) of antimicrobial agents tested against Staphylococcus aureus with varying susceptibility profiles (109 strains). . - -
MIC (ug/m) Cumulative % inhibited at MIC (ug/m) yp y( hg/mi) Y 9 2 ryng PLBIlity p ( ) e Vancomycin-tolerant, hVISA and VISA strains haq omiganan MIC,,
Organism (no. tested) 50% 90% 4 8 16 32 64 Organism (no. tested)/ % susceptible/ Organism (no. tested)/ % susceptible/ values that were only two-fold greater than for Wlldtype strains.
S aureus M AT E R |A LS A N D M E T H 0 D S Antimicrobic MICx, MICq, Range resistant® Antimicrobic MICx, MICq, Range resistant®
Oxacillin- tible (21 . . . . .
OXAS §§$§ e X o X T N eotion: The collection of 106 S | o | iy e (€1 o o 625 . hV'(S)A 4 . . - / e The five VRSA isolates, representing the most resistant strains tested,
- - - . Miganan - =/ - . ap_ s ]
CAMRSA (22 by by ) ) o o . rganls_m CO ec_:tlon. e qo ection o . aureus stralqs was se ec?te rom Staalesasi 0.95 1 <0.03->4 950 /4.8 . g | were all inhibited by 16 pg/ml of omiganan.
VAN-tolerant (20) b 30 - 0 20 oF 100 various international surveillance programs (JMI Laboratories, North Liberty, |1A) Clindamycin <0.25 <0.25 <0.25->4 90.5/9.5 Ciprofloxacin >4 >4 >4 0.0/100.0
hVISA (11) 16 30 0 18 55 100 _ and other specialized collections and included: wildtype MSSA (21 strains); Erythromycin 0.25 >8 <0.06->8 81.0/19.0 Clindamycin >4 >4 <0.25->4 9.1/81.8 . N " th " tistanhvl | t of th del
VISA (10) 16 32 0 10 50 100 : wildtype MRSA (20); community-associated MRSA, including CDC type USA300 ﬁzgﬁ"‘g;‘” = = Qoo s 100_-0//_ 0.0 Erythromycin >8 >8 8->8 0.0 /100.0 eomycin, the active antistapnylococcal component ot the widely
VRSA (5) 16 - 0 0 100 - - strain (22); vancomycin-tolerant MRSA (20); vancomycin-intermediate (VISA) Ol <025 0.5 <0.25-05 100.0 /0.0 Gentamicin >8 >8 <2->8 9.1/90.9 utilized, nonprescription triple antibiotic ointment (TAO), and TAO
All strains (109) 16 32 1 6 82 98 100 MRSA (10); heterogeneous-vancomycin-intermediate (hVISA) MRSA (11); and TAO 0.31 1.2 0.15-2.4 ] - Neomycin 16 >16 0.25->16 - - itself, displayed a marked decrease (64-fold) in activity against all
| | vancomycin-resistant (VRSA) MRSA (five). Teicoplanin =<2 = <2 100.0/0.0 Oxacillin 2 2 0.5->2 9.1/90.9 subsets compared with MSSA.
Compared to wild-type SA strains, MIC,, values were only two-fold greater for Tetracycline <2 <2 =2->16 90.5/9.5 6 o e e )
VAN-tol t hVISA and VISA strai The 5 VRSA o TR g - o . _ _ Trimethoprim/sulfamethoxazole <0.5 <0.5 <0.5->2 95.2/4.8 01T B
o y Hg | < g PS). | y 2 - were determined using valigate .I’Ot mlc_:ro | gtlo_n test panels according t(? OxaC|II|.n—reS|Stant (20) Tetracycline <2 >16 <2->16 63.6 / 36.4 regardless of identified resistance mechanisms and may be a critical
antistaphylococcal component of the widely utilized, nonprescription triple antibiotic CLSI methods (M7-A7, 2006) and interpretive criteria (M100-S16, 2006). Quality Omiganan 16 16 16 -/ - e 05 05 05 100.0 /0.0 Fio th N £ cathet ated infect neludi
ointment (TAQO), and TAQO, displayed decreased activity against all subsets except control (QC) determinations for all antimicrobials were performed on each day g:&rggg’;i?;\” j j <O(5225€>_->>44 18'8?28'8 T 5 5 1.4 90.9 /0.0 Selrrlret=n in .e F.)rever? feli et eelivismrezi=el In=eitieliks, ineleeline
methicillin-S SA. of testing using S. aureus ATCC 29213; all QC MIC results were found to be Sl _8 _8 09558 50/95.0 | local catheter site infections.
Conclusions: Omiganan demonstrated potent activity against all SA, regardless within established ranges as specified by the current CLSI M100-S16 document. Gentamicin <2 <2 <2 100.0/0.0 A (1_0 ST
of R mechanisms. Given the worrisome emergence of SA with reduced S to VAN, neomyern oe Sl 025716 o g Omiganan 16 32 8-32 ~0s e Given the recent, and worrisome, emergence of S. aureus with reduced
the finding that omiganan remains equally active against all isolates of this important RESULTS TAG 39 39 0.31-78 R Ciprofioxacin >4 >4 >4 0.0/100.0 susceptibility to vancomycin, the finding that omiganan remains
species below the clinical formulation concentration (1%; 10,000 pg/ml) is especially :eitcopla?in sg 5126 25216 ; goo.(i /1 2.8 (E:“'::amyc'r_‘ >: >: 504'125:4 10060//980060 equally active against all isolates of this important species below the
: . < <Z- i i I romycin > > -> . . . . . . .
noteworthy. *  Omiganan MIC, and MIC,, values of wildtype MSSA and MRSA were i o z Y ey clinical formulation concentration (1%) is especially noteworthy.
, _ _ _ rimethoprim/sulfamethoxazole <0.5 <0.5 <0.5 100.0/0.0 Gentamicin >8 >8 <058 40.0/60.0
identical (16 pg/mil); the highest MIC observed was only 32 upg/ml and the Vancomycin 1 1 1.9 100.0/0.0 . | . I <o_12 . /
range was inclusive of 8 to 32 ug/ml. These values are essentially identical Community-associated oxacillin-resistant (22) Oeon?ﬁ’_c'” g ; g ; o 2> . (; / ;30 ;
to those reported in recent publications (Table 1). Omiganan 16 16 16-64 -/ - Xactiiin g g ~ ' '
INTRODUCTION P P ( ) Ciprofloxacin 0.25 0.5 0.25-2 95.5/0.0 TAO 20 39 0.15-39 -/ - ACKNOWLEDGEMENT
. . Clindamycin <0.25 <0.25 <0.25 100.0/0.0 Taicoplanin 3 3 <516 90.0/0.0
Omiganan pentahydrochloride is a novel cationic peptide analog of indolicidin * Analysis of CA-MRSA isolates demonstrated MIGs, and MIG,, values Erythromycin >8 >8 bl LS [ - ., This study was suppported by an educational/research grant from Cadence
L . - . . - e identical to those of wildtype strains; one isolate had a MIC of 64 pg/ml, Gentamicin <2 <2 <2 100.0/ 0.0 Tetracycline =2 >16 =2->16 50.0/50.0 _
that is being developed as a topical antimicrobial, with the first targeted indication _ _ _ , . . . Pharmaceuticals
. . S _ the highest detected, but consistent with the highest MIC for S. aureus Neomycin >16 >16 0.25->16 =4 = Trimethoprim/sulfamethoxazole <0.5 <0.5 <0.5->2 90.0/10.0 '
being the prevention of local catheter-site infections. The compound has a . . . Oxagcillin >2 >2 >2 0.0 /100.0 .
. L . " . . observed in a previously published study (Tables 1 and 2). - Vancomycin 8 8 4-8 0.0/0.0
broad spectrum of cidal activity including Gram-positive and -negative bacterial AO 39 39 0.31-78 -/ - SELECTED REFERENCES
- : Teicoplanin <2 <2 <2-8 100.0/0.0 VRSA (5 strains)
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