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Abstract Methods Results - 3

QbiECtiveS: TO assess the activity O_f _oritavancin, a Bacterial strain Coll.ection. S_‘ agreus iS(_)IateS (_9’274) collected Table 2. Antimicrobial activity of oritavancin and comparator agents tested against
lipoglycopeptide under late-stage clinical development (2008-2011) from unigue hospitalized patients with documented S. aureus (overall), resistant subsets and a wildtype susceptible control group as
for the treatment of acute bacterial skin and skin Infections in 38 hospitals in 14 European countries, including part of the 2008 — 2011 international oritavancin surveillance program.

structure infections (ABSSSI). Oritavancin potency Turkey and Israel, were included in this study. Isolates included in Organisma MIC (mgL)
has been continuously monitored against Gram- this evaluation were mostly from SSSI (37.9%) and bacteraemia (number tested)

L . s . ) imicrobi 90% R cLsl EUCAST
positive clinical organisms from hospitals in the USA (35.7%), and were submitted to a central monitoring laboratory Aﬁrzgr'z“;j;’b'a' agent s

and Europe for four years. The aim of this study was (JMI Laboratories, North Liberty, lowa, USA) following previously Oritavancin 0.06 <0.008 — 0.5 Ry -
to compare the activity of oritavancin with that of other established protocols. Bacterial species identification was Oxacillin - >2 <0.25 - >2 74.3/25.7 74.3125.7

: - L L®D R > Vancomycin 1 <0.12-2 100.0/0.0 100.0/0.0
marketed ABSSSI agents tested against performed by using an automated system (Vitek®2; bioMeérieux, Teicoplanin < < _ g 100.0/0.0 99.6 /0.4

Staphylococcus aureus from Europe. Hazelwood, Missouri, USA) or conventional biochemical Daptomycin | 0.5 <0.06 — 2 >99.9 /- >99.9/<0.1

_ . algorithms, as required. Linezolid 2 0.12-4 100.0/0.0 100.0/0.0
Methods: S. aureus isolates (9,274) were collected Erythromycin 5 <025 — 52 2101975 1671280

(2008-2011) from 38 hospitals in 14 European . - TRE Clindamycin >2 <0.25 - >2 89.6/10.2 89.1/10.4
Antimicrobial susceptibility test methods. Isolates were tested Tetracycline - ey o8 077166 073176

countries, including Turkey and Israel, as part of the for susceptibility by broth microdilution methods following the Levofloxacin >4 <0.5— >4 730/26.4  73.0/26.4
SENTRY Antimicrobial Surveillance Program. Isolates Clinical and Laboratory Standards Institute (CLSI; M07-A9, 2012) TMP/SMX¢ <0.5 <0.5—>2 99.1/0.9 99.1/0.8

were submitted to a central laboratory where bacterial document. Susceptibility testing was performed in cation-adjusted Multidrug-susceptible (2,588)

: PR : : ) _ Oritavancin <0.008 - 0.25 — /- — /-
dentifications were confirmed using standard Mueller-Hinton broth (CA-MHB) using dry-form panels Oxacillin . . <0.25-2 100.0/0.0  100.0/0.0

algorithms and Vitek 2. Isolates were tested tor manufactured by ThermoFisher Scientific (formerly TREK Vancomycin 0.25-2 100.0/0.0 100.0/0.0

susceptibility against oritavancin and comparators b - - " - Teicoplanin <2-2 100.0/0.0 100.0/0.0
publlity ag p y Diagnostics Systems/Sensititre) (Cleveland, Ohio, USA). These Daptomycin _ | o1 o0 o 10007 0.0

CLSI methods (MO7-A9, 2012). EUCAST (2012) and panels provide results equivalent to the CLSI-approved broth Linezolid 0.25—2 100.0/00  100.0/0.0
CLSI (2012) interpretative criteria were applied, when microdilution method supplemented with 0.002% polysorbate-80. Erythromycin <0.25-05 100.0/0.0 100.0/0.0

available. Isolates displaying resistance to oxacillin, i i _ Clindamycin <0.25 100.0/0.0 100.0/0.0
Quality assurance was performed by concurrent testing of CLSI Tetracycline 081 1000700 1000700

erythromycin, clindamycin, levofloxacin and recommended (M100-S22, 2012) strains: Enterococcus faecalis | evofloxacin <051 100.0/0.0 100.0/0.0
tetracycline were considered multidrug-resistant ATCC 29212 and S. aureus ATCC 29213. Interpretation of TMP/SMX <0.5-2 100.0/0.0 100.0/0.0

(MDR). comparator MIC results was in accordance with published CLSI Mgtr?t:\il'gﬂgiisma”t (2.384) <0008 — 0.5 e g

Results: Isolates were mostly from SSSI (37.9%) and (M100-522) and European Committee on Antimicrobial Vancomycin 0.25 -2 100.0/0.0 100.0/0.0

% Susceptible/Resistant?

Conclusions

bloodstream infections (35.7%). The potent activity of Susceptibility Testing (EUCAST, 2012) criteria. [T)igi’opr:‘;;i”n 2-8 1000700 989/1.1
oritavancin (MIC 0.03/0.06 mg/L) was consistent . . . . el ' o . A
(MICs0100, glL) was . S. aureus isolates were stratified based on the antimicrobial Linezolld 0-25—4 1000/0.0° 100.0/0.0

across all subsets analyzed. Moreover, oritavancin . . o . Erythromycin <0.25 - >2 32.9/65.6 33.6/65.9
. susceptibility profile, as follows: wildtype (WT) multidrug- Clindamvcin <095 — 52 66.3 / 33.5 65.4 / 33.7
Inhibited 99.1% of S. aureus at <0.12 mg/L. . . o . y - - - - -
Vancomycin (100% susceptible: EUCAST) and susceptible (control group), methicillin (oxacillin)-susceptible and Tetracycline <2 ->8 85.9/13.1 85.3/14.4

. s -resistant, and MDR isolates. The multidrug-susceptible group is Levofloxacin 0.5—->4 12.1/87.0 12.1/87.0
daptomycin (>99.9% susceptible) also showed stable . . . TMP/SMX <0.5 <0.5 —>2 98.0/2.0 98.0/1.9

. . represented by wildtype isolates susceptible to all comparator Multidrug-resistant (151)
MIC.,9o results, except for daptomycin, which had a . . : 1TLg-TS
. . . . agents tested, while the MDR group is comprised of those Oritavancin 0.06  <0.008 - 0.25 —/- —/ -
MIC;, value against MDR strains slightly higher (two- . . . -~ L . Oxacillin 2 >0 2 0.0/100.0 0.0/100.0
. . i displaying resistance to oxacillin, erythromycin, clindamycin, | - - - -
fold) than that obtained against the susceptible control levofloxacin and tetracycline Vancomycin 1 1 0.5-2 100.0/0.0 100.0/0.0
group. Overall, comparator agents showed adequate ' g‘zgﬁfrf;;?n ;é ;é 05122‘_81 1(1)860 é /0;0 1905640//4660
antimicrobial coverage (290% susceptible) when Linezolid 1 2 0.25 -2 100.0/0.0  100.0/0.0
tested against all S. aureus. However, erythromycin Erythromycin >2 >2 >2 0.0/100.0 0.0 /100.0
(71.6% susceptible), clindamycin (89.1% susceptible), %‘S;ﬁ%ﬁ? Zé Z§ iiié (1)2 ; 23'2 8'8;188'8
levofloxacin (73.0% susceptible) and §-lactams Results - 1 Levofloxacin >4 >4 4->4 0.0/100.0  0.0/100.0
(oxaclllin, 74.3% susceptible) displayed suboptimal TMP/SMX | 2 >2  sS05->2 76.8/23.2 76.8/23.2
coverage when EUCAST criteria were applied. When Oritavancin (MICqgqe0, 0.03/0.06 mg/L) was highly active against o e oo ey et eSed. Ml seistant ins ar epresened
tested against methicillin-resistant S. aureus and all S. aureus. When tested against MRSA and MDR clinical | Breakpaints notavalable, o AnAEIEAST O
MDR strains, oritavancin was at least eight-fold more isolates this agent demonstrated modal MIC results (47.6 - - Trimethoprimisulfamethoxazole.
potent than daptomycin, and at least 16-fold more 52.3% of MIC values at 0.03 mg/L) equivalent to that observed
potent than both vancomycin and linezolid. for the WT susceptible control group (41.6% of MIC values at
Vancomycin (100% susceptible), teicoplanin (95.4% 0.03 mg/L; Table 1).
susceptible), daptomycin (100% susceptible) and ; _
linezolid (100% susceptible) were active (EUCAST) Ov_erall, 25.7, 28._0_, .10.4 and 26.4@ of S aureus strains were
against MDR isolates. IreSISﬂtamt to metthllllt_n, elrythromé/_cm,tcllgtli%gxgn a_rt‘d a (Tabl = Qritavancin (MIC.y4,, 0.03/0.06 mg/L) demonstrated potent activity
evofloxacin, respectively, according to criteria (Table i - _ - i
Conclusions: Oritavancin continues to demonstrate espe Yy g1lo EU _ _agalnst this contemporary (200&_3 201_1) collection of S. aureus clinical
- — - - 2). Vancomycin, teicoplanin, daptomycin, linezolid and isolates collected from Europe, including a subset of MDR strains. In
otent in vitro activity when tested against a : - - N _ rom EUrope, 9 '

p _ trimethoprim/sulfamethoxazole demonstrated highest coverage 0 <
_ addition, oritavancin inhibited 99.1% of S. aureus at <0.12 mg/L (all
contemporary (2008-2011) collection of S. aureus (299.1% susceptible; EUCAST). strains inhibited at <0.5 mg/L)
recovered from European hospitals. In addition, ’ NS INNID! =Y.0 MY/L).

oritavancin exhibited activity greater (2eight-fold) than Vancomycin (MIC,40, 1/1 mg/L; 100% susceptible), teicoplanin

comparator agents, including when tested against (MICsq00, £2/=2 mg/L; 295.4% susceptible), daptomycin

selected MDR strains. (MICg90, 0.25 - 0.5/0.5 mg/L; >99.9% susceptible) and
linezolid (MICg;,99, 1/2 mg/L; 100% susceptible) demonstrated
high susceptibility rates when tested against subsets of MRSA

and MDR clinical strains (Table 2). Oritavancin continues to exhibit potent antimicrobial activity against S.

I . . . aureus, the main pathogen responsible for ABSSSI. These in vitro
Introduction i)/rllt?r\\/g?/t():lgrflc\lﬂlliﬁgzsg)l,i do.((Iz/?llggg,jo,ml%/ZI_zr’\:;/?Lr;Csohngxérc]l (Sl\t/lall(b:ISeO/%, surveillance results will provide a lt_)enchmark for orit_avancin agains_.t |
Oritavancin is a semisynthetic bactericidal MIC., results when tested against MRSA and MDR isolates glé:/reelr;tprsﬁeanutreus pathogens as this drug continues in late-stage clinical
lipoglycopeptide in late-stage clinical development. compared with the multidrug-susceptible control group (Table '
This drug has demonstrated broad in vitro activity 2). In contrast, daptomycin tested against MDR isolates
against Gram-positive pathogens, including multidrug- exhibited MICs, values (MICgqq, 0.5/0.5 mg/L) slightly higher
resistant (MDR) strains of methicillin-resistant (two-fold) than that obtained against the WT control group References
Staphylococcus aureus (MRSA), other staphylococci (MICsq/90, 0.25/0.5 mg/L).
and streptococci associated with skin and

The In vitro data presented here demonstrated that oritavancin has an
antimicrobial activity eight- to 32-fold greater than marketed anti-gram-
positive agents currently available for managing serious infections caused
by S. aureus.

. : Arhin FF, Moeck G, Draghi DC, Pillar CM, Sahm DF (2010). Longitudinal analysis of the in vitro activity profile of
A total of 38 (0-4%) S. aureus exhibited a resistance phenOtype oritavancin and comparator glycopeptides against Gram-positive organisms from Europe: 2005-2008. Int J Antimicrob

bloodstream infections, and Enterococcus spp. strains to teicoplanin (MIC values, >2 mg/L) according to the EUCAST Agents 36: 474-476.

inC|Udin9 those strains resistant to VancomyCin- criteria. When tested against this select group of strains, Belley A, McKay GA, Arhin FF, Sarmiento |, Beaulieu S, Fadhil I, Parr TR, Jr., Moeck G (2010). Oritavancin disrupts

" " P " i i membrane integrity of Staphylococcus aureus and vancomycin-resistant enterococci to effect rapid bacterial killing.
Oritavancin possesses three distinct mechanisms of oritavancin (MICgyq,, 0.03/0.06 mg/L) demonstrated MIC., and vt Age?\tsyChemol'?hgr o E300. 571 y P J

action, WhIC-h COH-SIS'[ of (1) .dI.S-I’UptIOn of bacterial IV”C9O values equivalent to those obtained againSt the W1 Belley A, Neesham-Grenon E, Arhin FF, McKay GA, Parr TR, Jr., Moeck G (2008). Assessment by time-kill methodology
membrane Integrity; (2) Inhibition of the control group (|\/||C50/90’ 0.03/0.06 mg/L; data not ShOWﬂ). of the synergistic effects of oritavancin in combination with other antimicrobial agents against Staphylococcus aureus.

. : Antimicrob Agents Ch ther 52: 3820-3822.
transglycosylation step of the bacterial cell wall c:? 'fm'fm d gel:s en;o Zr e Itite (20121, MO7-A9. Methods for ilion antimicrobia A
. : ey : : When tested against the MRSA and MDR group Of strains Inical and Laboratory Standards Institute 12). MO7-A9. Methods for dilution antimicrobial susceptiblility tests for
synthesis; and (3) inhibition of the transpeptidation ’

_ _ _ bacteria that grow aerobically; approved standard: ninth edition. Wayne, PA: CLSI.
oritavancin (MICg;,95, 0.03/0.06 mg/L) was eight- to 16-fold . | o o
: Clinical and Laboratory Standards Institute (2012). M100-S22. Performance standards for antimicrobial susceptibility
maore potent than daptomycm (|\/||C50/90, 0.25-0.5/0.5 mg/L), testing: 22nd informational supplement. Wayne, PA: CLSI.

and 16- to 32-fold more pOtent than both VanCOmyCin (M|C5o/9o, European Committee on Antimicrobial Susceptibility Testing (2012). Breakpoint tables for interpretation of MICs and

1/1 mg/L) and linezolid (|\/||C50/90 1/2 mg/L) zone diameters. Version 2.0, January 2012. Available at: http://www.eucast.org/clinical_breakpoints/. Accessed: January
’ ' 1, 2012.

step of cell wall synthesis. The multiple mechanisms
of action confer on oritavancin a potent,
concentration-dependent bactericidal activity against
Gram-positive pathogens.

The efficacy and safety of a single-dose of

Intravenous oritavancin therapy compared with

multiple doses of vancomycin for the treatment of Results - 2
patients with acute bacterial skin and skin structure

Infections (ABSSSI) is currently being assessed Table 1. MIC distribution of oritavancin tested against S. aureus (overall), resistant subsets and a wildtype susceptible control group as part of the 2008 — 2011
through Phase 3 clinical trials (SOLO-1 and SOLO-2). international oritavancin surveillance program.

Moreover, oritavancin in vitro activity has been MIC (mg/L) Number (cumulative %) inhibited at each oritavancin MIC (mg/L)?

: : : : Organism (number tested)?
continuously monitored since 2008 against Gram- | ( ) 50% 90% <0.008 0.015 0.03 0.06 0.12 0.25 0.5

positive clinical isolates collected from United States All (9,274) - - 262(2.8) 2292(27.5) 4321(74.1) 1880(94.4) 440(99.1) 78(>99.9) 1(100.0)
(USA) and European hospitals as part of the SENTRY Methicillin-susceptible (6,890) . . 1712(27.8) 3187(74.1) 1424(94.7) 302(99.1) 61(100.0)
Antimicrobial Surveillance Program. This study Methicillin-resistant (2,384) . . . 580(26.8) 1134(74.3) 456(93.5) 138(99.2) 17(>99.9)

: : .. . _ Wildtype multidrug-susceptible (2,588) : : : 520(22.1) 1077(63.8) 690(90.4) 197(98.0) 51(100.0)
reports the in vitro activity of oritavancin and other

_ Non-wildtype/non-multidrug-resistant (6,535) : : 204(3.1) 1728(29.6 3165(78.0) 1174(96.0) 237(99.6) 26(>99.9) 1(100.0)
marketed ABSSSI agents tested against S. aureus Multidrug-resistant (151) | | 5(3.3) 44(32.5) 79(84.8) 16(95.4) 6(99.3) 1(100.0) -

from Eu rOpe i a. Multidrug-susceptible group is represented by wildtype isolates susceptible to all comparator agents tested. Multidrug-resistant (MDR) strains are represented by isolates displaying resistance to oxacillin, erythromycin, clindamycin, levofloxacin and tetracycline.
b. Modal MIC results are in bold.

22"d ECCMID, London, UK, March 31 — April 03 2012.
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