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A B S-I- RA C-I- I NTRO DU CTI O N R ESU LTS Table 1. MIC distribution of SP2078 and comparator compounds when tested against S. aureus and S. epidermidis strains. Table 4. MIC distribution of SP2078 and comparator compounds tested against vanC-
Organisma (no. tested)/ MIC (ng/mL) Number (cumulative %) of isolates inhibited at each MIC (ug/mL)° carrying E. ga”marum (11 StralnS) and E. casseliflavus (11 Stralns).
.. . . . - . . . . Compound 50% 90% 0.015 0.03 0.06 0.12 0.25 0.5 1 2 4 Organism (no. tested)/ MIC (ng/mL) Number (cumulative %) of isolates inhibited at each MIC (ug/mL)2
Background: Staphylococcus aureus and Antimicrobial resistance increases the morbidity, mortality and « SP2078 inhibited all MRSA and MSSA strains at <0.12 ng/mL MSSA (22) Compound c0% 90%  o0ols 003 o006 o1z  oos 05 1 > p
S. epidermidis isolates have become important causes associated costs of treating infectious diseases. The threat from (MIC5p,90, 0.06/0.06 pg/mL), and exhibited MIC, results four- to Vancamycin a0 000 P 0D 500 00.0) 3 51000 VanC enterococci (22)
of serious nosocomial infections, including bacteremia resistance, particularly dispersion of successful clones of multidrug eight-fold lower than the direct comparators daptomycin (MICg,, Teicoplanin 05 1 NT 0(0.0) 0(0.0) 0(0.0) 8(36.4) 11(86.4) 3(100.0) \S/zr?(?c?riycin % 0 O(S'TO) 30((1033) 135380')2) 40(2)6;;) 381(306)0) 000 000 3036 1901000
y . ) . ) . . . . Daptomycin 0.25 0.5 NT 0(0.0) 0(0.0) 1(4.6) 18(86.4) 3(100.0) : : : : : : : :
In addition, multidrug-resistant (MDR) Enterococcus resistant (MDR) bacteria is becoming more common, often via the 0.25 pg/mL), vancomycin (MICg,, 0.5 pg/mL) and teicoplanin i 1 1 NT 0(0.0) 0(0.0) 0(0.0) 0(0.0) 6(0.0) S S, Teicoplanin X ) NT  000) 000) 000 000 8364) 11(86.4) 3(100.0)
. . o . movement of people or contaminated materials. Several organ|sms’ (MIC5O1 0.5 Mg/ml_, Table 1) MRSA (22) Daptomycin 1 2 NT 1(4.6) 1(9.2) 2(18.2) 0(18.2) 2(27.3) 9(68.2) 5(90.9) 2(100.0)
faecium isolates have challenged the antimicrobial A _ SP2078 0.06 0.06 0(0.0) 1(4.6) 19(90.9) 2(100.0) Linezolid 1 2 NT  0(00) 00.0) 000) 000) 146 16(77.3) 5(100.0)
: . - : such as methicillin-resistant Staphylococcus aureus (MRSA), o _ o Vancomycin 05 1 NT 0(0.0) 0(0.0) 0(0.0) 0(0.0) 13(59.1) 9(100.0) ol MG valios are T Botd N7 comeortaton o toored.
therapies available. The activity of a new glycopeptide Staphylococcus epidermidis and Enterococcus faecium continue to « Similarly, all hVISA and VISA strains were inhibited by SP2078 at Teicoplanin 0.5 0.5 NT 0(0.0) 0(0.0) 0(0.0) 7(31.8) 15(100.0) :
. _ " . . - o _ _ _ . i Daptomycin 0.25 0.5 NT 0(0.0) 0(0.0) 0(0.0) 13(59.1) 8(95.5) 1(100.0)
was assessed against Gram-positive strains, including be a clinical and therapeutic problem and have been increasingly <0.12 pug/mL (MIC50_ values of 0.06 and 0.12_ ug/mL, respectively; Linezolid 1 1 NT 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(9.1) 20(100.0) Table 5. MIC distributi f SP2078 and t s e EEEE e
MDR subsets. - : o : ST Table 1). SP2078 displayed MIC., values eight-fold lower than hVISA (10) apie o. IStribution o and comparator compounds wnen tested agains
associated with nosocomial infections, especially in the treatment of ) S 5 5 0(0.0) 1(10.0) 8(90.0) 1(100.0) B-hemolytic streptococci and S. pneumoniae
Critica”y ill patients found in intensive care units. daptomycm (MIC507 0.5-1 Hglml—) and 16- to 64-fold lower than Vancomycin 1 1 NT 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 10(100.0) ' .
Methods: 262 clinical Gram-positive strains were vancomycin (MICs, 1-4 pg/mL) and teicoplanin (MICs,, 2-8 el g 22 T o o o ey o e 8(100.0) Organism (notesteay - _MIC <u9;n;;> __ Oglll;nber <cu(;n§;at've %)gf(;zo'ates sztd at ea;hzgmc <ug/mot>;’ 1
selected for this study. Susceptibility testing for Vancomycin has been the agent of choice for infections caused by ug/mL) when tested against hVISA and VISA, respectively. Linezolid 1 1 NT 0(0.0) 0(0.0) 0(0.0) 1(10.0) 1(20.0) 8(100.0) oo ST O ° ° = - : : : : :
MRSA and other Gram-positive bacteria, and until recently, all VIsE ) _ SP2078 003 006  000) 000 18(783) 4©957)  1(100.0)
CLSI methods (MO?-Ag and MlOO-SZZ) SP2078 was o . N C . . i i i i Teicoplanin 8 - NT 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(20.0) Teicoplanin 0.12 0.25 NT NT 0(0.0) 2(8.7) 15(73.9)  6(100.0)
h q bil | I against VRSA strains (MIC,, 2 ug/mL), while daptomycin P
tested in 96-well plat taini | bate-80 with intermediate susceptibility or resistance to teicoplanin, as well as ) . . _ Daptomycin 1 - NT 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(60.0) 2(100.0) Daptomycin 012 025 NT NT 00.0) 8348  5(565) 10(100.0)
ested In Jo-well plates containing polysorbate- vancomycin, has now been reported with increasing frequency. In remained in vitro active (MICg,, 0.25 pg/mL; Table 1). Linezolid 1 - NT 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(20.0) 3(80.0) 1(100.0) Linezolid 1 1 NT NT 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(43)  22(100.0)
Q ' ' 9 ' o . e VRSA (6) Wildtype S. iae (11
(BHR0ZY), W T vivelte )Ll Erssuiee) Lsiing (e addition, more than 70% of E. faecium isolates in USA hospitals are : SP2078 2 - 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(33.3) 3(83.3) 1(100.0) '835578 preumoniae ( 3015 0.03 000)  7(636)  4(100.0)
strains. MIC interpretations for comparators were : , : , * SP2078 (MICsqq, 0.03/0.06 pg/mL) was eight-fold more potent Daptomycin 0.25 - NT 0(0.0) 0(0.0) 0(0.0) 4(66.7) 2(100.0) . ' ' ' ' '
' resistant to glycopeptides. Studies have suggested that vancomycin than dant in (MIC 0.25/0.5 ua/mL). and 32- to 64-fold Linezolid 1 _ NT 8(0.0) 8(0.0) 8(0.0) 6(0.0) 2@3.5) 4(16010) Vancomycin 025 05 NT NT 000) 000 191  7(727)  3(100.0)
based on CLSI (MlOO-SZZ) and EUCAST (2012) . . . .. . an aaptomycin ( 50/90" V- O pugim )1 an - 10 -10 . . ' ’ ’ ’ ' ’ Teicoplanin 0.12 0.12 NT NT 0(0.0) 3(27.3) 8(100.0)
may not be the best therapeutic option for treating certain infections, tent th in (MIC 1/2 ua/mL) and S. epidermidis (43) Dentomc 012 028 NT NT 0(0.0 0100 oBLE)  2100.0
criteria due to suboptimal efficacy. A novel glycopeptide agent (SP2078; see more potent than vancomycin (MICsggo, 1/2 ng/mL,) an Spaors I 2@ 2205.8) 190.00.0) Lnorolid 11 NT 000 oeo o0e oeo  sera  sooo
P ~acy. A Jyeopep Jen ’ teicoplanin (MICzqq0, 2/4 pg/mL) tested against S. epidermidis vancomycin 1 2 NT 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 30(69.8) 12(97.7) 1(100.0) VDR 5. ameumoniae (11) (00) 00 00) 00 3(273)  8(1000)
poster F_1510 for addltlonal Informatlon) IS INn pre_cllnlcal Telcoplanlp 2 4 NT 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(4.7) 12(32.6) 12(60.5) 13(90.7) -p
. / o (Table 1). Daptomycin 0.25 0.5 NT 0(0.0) 0(0.0) 0(0.0) 30(69.8) 13(100.0) SP2078 0.015 0.03 1(9.1) 5(54.5)  5(100.0)
Results: SP2078 showed potent activity when tested development for the treatment of complicated Gram-positive Linezolid 0.5 1 NT 0(0.0) 0(0.0) 0(0.0) 2(4.6) 33(81.4) 8(100.0) Vancomycin 025 0.25 NT NT 0(0.0) 1(9.1) 0(9.1)  9(90.9)  1(100.0)
against methicillin-resistant (MRSA) and -susceptible infections. In this study, the in vitro spectrum of activity of SP2078 » Overall, the SP2078 compound exhibited higher MIC results b. Modal MIC.values are i bold, NT, concentration natteaed, o CEIEOENEOUS VARCOMYEIINIEIMERRIe S, ureus: VISA, Yeneomyenermelale S, auieus; and vaneomyeessian s auews ;‘:ggﬂ,ﬁ 812 822 EI EI 8§8§§ 25(10852)) 9;(1801050)) 2(100.0)
S. aureus (MSSA; MIC¢;q0, 0.06/0.06 pug/mL, for both was assessed against Gram-positive species, including MDR (MICyq,90, 8/8 ng/mL) when tested against vancomycin-resistant Linezolid 05 1 NT NT 0(0.0) 0(0.0) 0(0.0) 000)  8(727)  3(100.0)
S : subsets. VanA-type E. faecalis (Table 2)’ while daptomycin (|\/||C 1 1/2 a. MDR, multidrug-resistant strains. All S. pneumoniae showed a resistance phenotype to penicillin (MIC, >0.25 ug/mL), erythromycin (MIC, >8 pg/mL) and
grOL.lpS). Similar SP2078 MIC Valu.eS. were Ob.talned g/mL) and linezolid (M|C 11 g/mL) emained Ver»':;;)/g%tive Table 2. MIC distribution of SP2078 and Comparator Compounds when tested against E. faecalis. ﬁg?g]igngggl(xgcf:loigcﬁlr?/(ﬂ% vﬂlﬁg?riﬁ) ?;gfpzzSVSelly.S% of strains were also non-susceptible to ceftriaxone (MIC, >0.5 ug/mL), tetracycline (MIC, >8
against heterogeneous vancomycin-intermediate H 50/90 H ' Organism (o, tested) MIC (ugimL) Number (cumulaiive %) of isolates inhibited ot Sach MIC (u3imL)e b. Modal MIC values are in bold. NT, concentration not tested.
. rganism (no. teste 0
= aureus. (RVISA; MICspg0, 0.06/0.06 g/ mL? and MATER IA I_ S A N D M ETH O DS * When tested against vancomycin-resistant VanB-type E. faecalis, Compound _ 50%  90% 0.03 0.06 0.12 0.25 0.5 1 2 4 8 16 282
VISA strains (MICy, 0.12 ug/mL). SP2078 displayed SP2078 (MICxyq0, 0.12/0.12 pg/mL) demonstrated in vitro activity vansomyen-suseepble 23 | o O N Y —— CONCLUSIONS
higher MIC values when tested against vancomycin- Bacterial strain collection. Isolates included in this investigation are comparable to the wildtype vancomycin-susceptible control strains Vancomycin 1 2 0(0.0) 0(0.0) 0(0.0) 0(0.0) 7(30.4)  11(783)  5(100.0)
. . Y . Tei i 0.5 0.5 0(0.0 0(0.0 0(0.0 10(43.5 13(100.0
resistant S. aureus (VRSA; MIC.,, 2 ng/mL). SP2078 as follows: S. aureus (22 wildtype methicillin-susceptible [MSSA]; 22 (MICy90, 0.06/0.12 png/mL; Table 2). D(:;tc:)‘:na;/r::l; 1 2 oEo.o; oEo.o; 154.4; 128.8)) 6E34.8)) 12(87.0)  3(100.0) 0O Il SP2078 exhibited in vit timicrobial activit ter th i
was at least 4- and 8-fold more potent than MRSA; 10 heterogeneous vancomycin-intermediate S. aureus Linezolid -~ 1 1 0(0.0) 0(0.0) 0(0.0) 1(44) 6(304)  16(100.0) verai, exnibited In Vitro antimicrobial activity greater than comparator
: : : . : - - - Vancomycin-resistant VanA (11) agents when tested against clinically relevant and contemporary Gram-positive
comparators when tested against MRSA and MSSA [hVISA]; five VISA and six vancomycin-resistant S. aureus [VRSA));  SP2078 was active when tested against vancomycin-susceptible SP2078 8 8 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(182)  9(100.0) . : . :
P 9 ' . . . o . MIC 0.03/0.03 ua/mL) and istant (VanB) E. faeci Vancomycin >64  >64 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 00.0)  11(100.0) isolates, including MDR challenge subsets. SP2078 was less active when tested
d hVISA and VISA velv. Low MIC Staphylococcus epidermidis (21 wildtype methicillin-susceptible; and (MICsqq, 0.03/0.03 pg/mL) and -resistant (VanB) E. faecium neomyc i : .
an an , respectively. Low 50/90 _ Teicoplanin 64 >64 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 11(100.0) against S. aureus (VRSA) and enterococci carrying vanA.
sl e ez for SR207E v iesies] eeais 22 methicillin-resistant); E. faecium (21 wildtype; 10 vancomycin- (MICs090, 0.015/0.03 png/mL; Table 3). However, SP2078 was less Daptomycin 1 2 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4364) 6909  1(100.0)
S e (TG GRS wiL I resistant VanA- and 10 vancomycin-resistant VanB-type strains); active against vancomycin-resistant (VanA) E. faecium strains Vaneomanresistant Vang (12) O « These in vitro data for SP2078 warrant further investigations for establishing
> E{pERITIE S ( Capoun 0:0/0:061g/m ) as well as E. faecalis (23 wildtype; 11 vancomycin-resistant VanA- and 12 (MICsq/90, 4/8 png/mL). SP2078 012 012 1(8.3) 4(41.7)  7(100.0) additional clinical and pharmacological parameters to determine if the findings
against vancomycin-susceptible _E' faecalls. (MICs090, vancomycin-resistant VanB-type strains); E. gallinarum (11); . o . ey A 6 06 15 e D °e0 °e0 P00 100 described in this study reflect important therapeutic advantages.
0.06/0.12 pug/mL) and vancomycin-susceptible E. casseliflavus (11); S. pneumoniae (11 wildtype and 11 MDR);  Enterococcal isolates intrinsically harboring the vanC gene were Daptomycin 05 1 0(0.0) 1(8.3) 0(8.3) 0(8.3) 5(50.0) 6(100.0)
E. faecium (MIC 0.03/0.03 pg/mL). VanB-E ' . N yP ’ very susceptible to SP2078 (MICyg9, 0.06/0.25 pg/mL; Table 4). Linezolid L L 000.0) 00.0) 00.0) 000.0) 4333)  §(1000)
: 50/907 * Vo 1g ' : B-hemolytic streptococci (11 Streptococcus pyogenes and 12 In addition, teicoplanin and daptomycin (MIC 1/2 ugimL for a. Modal MIC values are in bold.
(MIC 0.015/0.03 pg/mL) were also susceptible to P g ) both) showed MIC., values 16-fold higher than SP2078, whereas ACK N OWI— EDG M E NTS
50/907 = U ug P i i Table 3. MIC distribution of SP2078 and comparator compounds when tested against E. faecium.
L : . : . the vancomycin MIC., value obtained (MICyq,, 4/4 ng/mL) was P P g
SP2078, while higher MIC results were obtained Antimicrobial susceptibility test methods. Isolates were tested for - . . . — The study experiments were conducted at IMI Laboratories (North Liberty, lowa, USA) and supported by an
. . iility by broth microdiluti hods following the Clinical and 64-fold higher than SP2078. Organism (no. tested)/ MIC (ug/mL) Number (cumulative %) of isolates inhibited at each MIC (ug/mL)® Educational/Research Grant from Seachaid Pharmaceuticals, Inc. (Durham, North Carolina, USA). JMI Laboratories
against VanA enterococcl (MIC50/90’ 4-8/8 pg/mL). susceptibility by brot mlcr_o lution methods following the Clinical an C°mp°9”d : S0%  90% 0.015 0.03 0.06 0.12 0.25 0-5 1 2 4 8 16 232 received compensation fees for services in relation to preparing the abstract/poster, which was funded by Seachaid
Potent SP2078 MIC values were noted against Laboratory Standards Institute (CLSI; MO7-A9, 2012) document. « SP2078 (MICsy 4, 0.03/0.06 ng/mL) was four-fold more potent Vag‘;"zn(‘))?’g”'suscept'b'e (21) 003 003 @76 10052  1(100.0) Pharmaceuticals. The authors thank the Network on Antimicrobial Resistance in Staphylococcus aureus (NARSA)
S. pneumoniae, including MDR strains (MICxyq0, Solvent, diluents and dilution procedures utilized for SP2078 than teicoplanin (MICgqq0, 0.12/0.25 png/mL) and daptomycin Vancomycin 0.5 1 NT 0(0.0) 0(0.0) 0(0.0) 14.8)  14(714) 5(95.2)  1(100.0) Etriﬁgézr?nil#i)spgtrltjzilﬂunder NIAID/NIH Contract No. HHSN272200700055C for providing the VISA and VRSA strains
0.015/0.03 ug/mL) and B-hemolytic streptococci investigational compound followed the CLSI recommendations for (MICsy/90, 0.12/0.25 pg/mL), and eight-fold more active than ;Z's;%m ; ; m 888; ggggg ggggg 888; 90(?025) Zggg 136((11000603)
(MICsy0, 0.03/0.06 pg/mL). water-insoluble agents (Table 7B; M100-S22, 2012). Susceptibility vancomycin (MICgy,40, 0.25/0.5 pg/mL) when tested against Linezolid 1 2 NT 0(0.0) 0(0.0) 0(0.0) 0(0.0) 148)  15(762)  5(100.0) R E F E R E N C ES
i i i _ i _i _ _ : : Vancomycin-resistant VanA (10)
testing W-aS perform_ed In cation adJUSted Mueller-Hinton broth (CA B hemOIytIC streptococci (Table 5)' SP2078 4 8 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(10.0) 1(20.0) 6(80.0) 2(100.0)
. _ . MHB) using customized frozen-form 96-well panels. CA-MHB was Vancomycin >64  >64 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)  10(100.0)
Concl SP2078 sh d potent activit - -
onclusions: snhowed potent activities Supplemented with a surfactant polysorbate-80 (final well e S. pneumoniae clinical isolates were very suscepnble to SP2078 Teicoplanin 64 >64 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 10(100.0) 1. Clinical and Laboratory Standards Institute (2012). M07-A9. Methods for dilution antimicrobial susceptibility tests for
against Gram-positive strains, including MDR . . Daptomycin 2 2 NT 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(40.0) 6(100.0) bacteria that grow aerobically; approved standard: ninth edition. Wayne, PA: CLSI.
9 P . J . . concentration, 0.002%). Quality assurance was performed by (MIC5O/90’ 0.015/0.03 Hg_/ml‘)’ regardless of MDR phenOtYpe Linezolid 1 1 NT 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 9(90.0) 1(100.0) 2. Clinical and Laboratory Standards Institute (2012). M100-S22. Performance standards for antimicrobial susceptibility
challenge subsets. This drug was less active against concurrent testing of CLSI-recommended (M100-S22, 2012) quality (Table 5). When the activity of SP2078 was compared with those Vancomycin-resistant VanB (10) testing: 22nd informational supplement. Wayne, PA: CLSI.
i A\ ) . . ’ . : - : SP2078 0.015  0.03 5(50.0) 5(50.0) 3. Hawkey PM, Jones AM (2009). The changing epidemiology of resistance. J Antimicrob Chemother 64 Suppl 1: i3-
VRSA and VanA enterococci. These in vitro data control (QC) strains: E. faecalis American Type Culture Collection of teicoplanin (MICs, (_)'12 ng/mL), daptomycin (MICsy, 0_'12 Vancomycin 64 >64 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 000.0)  10(100.0) 10. Y (2009) Jng ep ¥ PP
warrant further investigations for potential clinical (ATCC) 29212 and S. aureus ATCC 29213. Interpretation of MIC ng/mL) and vancomycin (MICsg, 0.25 pug/mL) tested against ;eicfp'a”i_” ; ; ::I'I 858'8; 858'8; 858'8; 10((1006(;) Zo(foob? igig'gi (13888'8; 4. Kollef MH (2005). Antibiotic management of ventilator-associated pneumonia due to antibiotic-resistant Gram-
, . : : S. pneumoniae, SP2078 displayed MIC., results eight- to 16-fold aptomycin : : : ' ' ' ' positive bacterial infection. Eur J Clin Microbiol Infect Dis 24: 794-803.
development of this compound. .results obtained .for comparator agents tested aga.lns'.[ QC strains was I P han th t play 50 9 Linezolid . 1 : NT 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(10.0)  9(100.0) 5. Woodford N, Livermore DM (2009). Infections caused by Gram-positive bacteria: a review of the global challenge. J
in accordance with pUbIlShed CLSI (M 100-822) criteria. ower than tnose comparators. a. Modal MIC values are in bold. NT, concentration not tested. Infect 59 Suppl 1: S4-S16.
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