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Background: Oritavancin has been developed for
the treatment of serious Gram-positive infections.

This study investigated oritavancin in vitro activity

against staphylococcal and streptococcal

Oritavancin is a semisynthetic bactericidal lipoglycopeptide recently
approved by the Food and Drug Administration (FDA) for the
treatment of adults with acute bacterial skin and skin structure
infections (ABSSSI). The oritavancin activity originates from multiple

Oritavancin showed MIC., and MICy, results
agalnst S. aureus of 0.03 and 0.06 ug/ml,

respectively, regardless of methicillin Organisme (no. tested) MIC (gD
susceptibility phenotype, and inhibited all isolates 50%  90%

 Oritavancin demonstrated potent in vitro activity
against S. aureus, including MRSA clinical isolates
displaying decreased susceptibility to currently
prescribed antibiotics for serious infections, such as

Table 1. Antimicrobial activity and MIC distribution for oritavancin against a contemporary collection (2012 — 2013) of clinical
Isolates from US medical centers.

Number (cumulative %) inhibited at oritavancin MIC (ug/ml)®

<0.002 0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5
pathogens in the United States. _mtechinlsmz pfha}g_ttl_on c?r;fllsttlng of Idlsrupltlcz_n of ba(ljc;[erlal me:_ndbr?ne at <0.25 ug/ml (Table 1). S. aureus (7.268) 505 006 24 03) 50.4) 196(G1)  1001(304) 2070(7L3) 1642(038) 3L 0LF 64 (1000) vancomycin and daptomycin.
Integrity, and innioruon o e transglycosyiation and transpeptdation : : . : : : ) : . —
- gy : JYLosy Pep - Slightly higher oritavancin MIC results (MICxq,, MSSA (3,789) 0.0 0.06 12(0:3) 7(05) 124(38)  1036(31.1)  1529(r1.5)  872(945)  180(%9.2)  29(100.0) - Oritavancin had in vitro activity similar to or greater
Methods: 9,213 clinically relevant (7,268 S. steps of cell wall synthesis. The efficacy and safety of a single-dose of 0.06/0.12 pg/ml) were noted for those MRSA MRSA (3,479) 0.03  0.06 12 (0.3) 1(0.4) 72(2.4)  945(29.6)  1447(712)  770(933)  197(99.0)  35(100.0) than comparator agents when tested against
aureus. 492 coaqulase-neqative staphviococci intravenous oritavancin therapy compared with twice-daily doses of | -+ 1Y ) Vancomycin MIC, 1 ug/ml (3,410)  0.03  0.06 10 (0.3) 1(0.3) 72 (2.4) 942 (30.1)  1430(72.0)  739(93.7)  184(99.1) 32 (100.0) P ) 9 . 9
’ 9 9 pny : : : with vancomycin MIC values of 2 ug/ml streptococcal isolates responsible for documented
[CONS] and 1,453 streptococci) pathogens were vancomycin (7 =10 days) for the treatment of patients with ABSSSI compared with a subset displaving vancormvein Vancomycin MIC, 2 pg/ml (69) 0.06 0.12 2 (2.9) 0 (2.9) 0 (2.9) 3(7.2) 17 (31.9) 31 (76.8) 13 (95.7) 3 (100.0) fections
included. Identification was performed by standard were assessed in Phase 3 clinical trials (SOLO-I and SOLO-II). Data M| CF\)/ | F < u i Mlg y % 03/0 06y Daptomycin MIC, <0.5 ug/ml (3,443) ~ 0.03  0.06 12 (0.3) 1(0.4) 72 (2.5) 941(29.8)  1432(71.4)  759(93.4)  192(99.0)  34(100.0) '
was based on CLSI guidelines (MO7-A9 and M100- vancomycin. ng/ml; Table 1-)' O rtavancin MiCs va_llues (0.03 CONS (492) 008 098 019 18 55) 59(23.9) 70390y 139(67.8) 139 B55) 22 (100.0) oritavancin against a contemporary (2012-2013)
. ) ug/ml) were similar when tested against MRSA Vancomycin MIC, <1 pg/ml (274) 0.015 0.06 9 (3.3) 18 (9.9) 87 (41.6) 68 (66.4) 60 (88.3) 29 (98.9) 3 (100.0) )
SZ.ZC?' thl)C Ilznlﬂecr&rse;atg)onl];?r codmgalilrsa}tozr Sf’fnts‘ was Gram-positive isolates, mainly methicillin-resistant Staphylococcus with daptomycin MIC results at <0.5 or 21 pug/ml. Vancomycin MIC, 22 ug/ml (218) 0.06  0.06 0(0.0) 0 (0.0) 2 (0.9) 8 (4.6) 79 (40.8) 110(91.3)  19(100.0) collﬁ ction of staphy!glco;:ca_l ?nd _strept0ﬁoccgl lized
guided by ( ) an ( ) aureus (MRSA), continue to challenge the management of _ BHS (987) 0.03  0.12 18 (1.8) 6 (2.4) 133(15.9)  292(455)  247(705)  119(82.6)  81(90.8)  55(96.4) 35 (99.9) pathogens responsible for infections in hospitalize
breakpoints. community- and hospital-associated infections. Additional therapeutic - Comparator agents, such as vancomycin S. dysgalactiae (43) 0.06 025 0(0.0) 0(0.0) 3(7.0) 5 (18.6) 8 (37.2) 8 (55.8) 10 (79.1) 6 (93.0) 3 (100.0) patients in the United States.
options with different pharmacokinetic profiles such as the prolonged (MICcgp90, 1/1 pg/ml), tetracycline (MIC.; g0, S. pyogenes (423) 0.03  0.25 12 (2.8) 3 (3.5) 72 (20.6) 116 (48.0) 73 (65.2) 55 (78.3) 48 (89.6) 27 (96.0) 16 (99.8)¢
Results: Methicillin-resistant S. aureus (MRSA) terminal half-life of oritavancin allowina for the administration of a 0.25/1 pg/ml), daptomycin (MICgyq0, 0.25/0.5 S. agalactiae (452) 0.03  0.06 0 (0.0) 0 (0.0) 50 (11.1) 167 (48.0) 156 (82.5) 42 (91.8) 18 (95.8) 11 (98.2) 8 (100.0)
inhibi ' ' < . : .. J . ' ' VGS (466) 0.008  0.06 104 (22.3) 52 (33.5) 135 (62.4) 75 (78.5) 46 (88.4) 37 (96.4) 16 (99.8) 1 (100.0)
/ml dl lid (MIC 1/1 pg/ml
were inhibited by oritavancin at <0.25 ug/ml. single dose could provide specific advantages over traditionally pg/ml) and linezolid (MICsq/q0, 1/1 pg/ml) _

available agents. In this study, the in vitro activity of oritavancin was
investigated against a contemporary (2012—2013) collection of
staphylococcal and streptococcal pathogens responsible for infections
in hospitalized patients in the United States. - Oritavancin MIC values (MIC;q,, 0.06/0.12
ug/ml) were at least 4-fold lower than
daptomycin (MICggq0, 0.5/1 pg/ml), tetracycline
(MICy90, 0.25/2 pg/ml) or linezolid (MICgg,q0,

fold hlgher than oritavancin (M |C50/90, 0.03/0.06 a. MSSA = methicillin-susceptible S. aureus; MRSA = methicillin-resistant S. aureus; CoNS = coagulase-negative staphylococci; BHS = B-hemolytic streptococci; VGS = viridans group streptococci.

: b. Modal MIC values are shown in bold.
Mg/ml) agalnSt M RSA (Table 2) . c. Underline values represent percentage of susceptible isolates according to FDA-approved criteria.
d. One isolate displayed a MIC of 1 ug/ml.
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Kng/ml against isolates with elevated MIC results to
vancomycin (MIC, 2 pug/ml) or daptomycin (MIC, 1-
2 pg/ml). Oritavancin MICs (MICgy,qy, 0.06/0.12
ng/ml) were at least 4-fold lower than daptomycin
(MICy90, 0.5/1 pg/ml), tetracycline (MICgg,q0, 0.25/2
Hg/ml) or linezolid (MICgj,q0, 0.5/1 pg/ml) against

Table 2. Antimicrobial activity of oritavancin and comparator agents against a contemporary collection of clinical isolates from
US medical centers.

: : — : : Organisma (no. Range MIC (ug/ml) % Organisma (no. Range MIC (ng/ml) %
- Al ; — . Antimicrobial agent 50% 90% CLSI EUCAST Antimicrobial agent 50% 90% CLSI EUCAST
showed coverage (291.4% susceptible) against _ _ _ o :c,rgzlcee g;lbmty to vancomyein (MIC =2 pg/mk MRSA (3,479) : : S. pyogenes (423) : :
MRSA with decreased susceptibility to vancomycin Bacterial strain collection. A t(?ta| of 9,213 C“n'(_33”y relevant (7,268 ' Oritavancin <0.002-0.25 003 0.6 99.0°/-/ - d/-- Oritavancin <0.002-1 003 025 96.0/- /- I-1- References
or daptomycin. Oritavancin (MICzgq,, 0.03/0.06 S. aureus, 492 coagulase-negative staphylococci [CONS] and 1,453 - The majority of CONS (70.5%) were oxacillin- Vancomycin 0.25-2 1 1 100.0/0.0/0.0  100.0/0.0/0.0  Penicillin <0.06-0.12 <0.06 <0.06 100.0/ -/ - 100.0/0.0/0.0 \ Ciinical and Lab Standards Ins J012) MO7-AS
. 1 1 1 1 . . . i < — i < — -/ - -
ug/ml) was the most potent agent against CoNS, streptococci) pathogens were included in the study. These isolates resistant; oritavancin (MICxyq0, 0.03/0.06 pg/mi) Erythromygm <0.12 - >16 >16  >16 10.8/2.0/87.2 11.0/ 0.4/ 88.6 Vancomycw.] <0.12-0.5 025 05 100.0/ -/ 100.0/0.0/0.0 : Inical and La o_ratory_ tgn ards nstltutt_a ( ). :

i d f : iated with clinical infecti . Clindamycin <0.25->2 <0.25 >2 72.710.1/27.2 72.3/0.4/27.3 Erythromycin <0.12->16  <0.12 4 83.6/0.5/15.9 83.6/0.5/15.9 Methods for dilution antimicrobial susceptibility tests for
followed by daptomycin (MICsgyq4, 0.25/0.5 pg/ml), WETE Tecovered Irom Specimens assoclated with clinical intections, per was the most potent agent tested against these Tetracycline 006->32 025 1 951/03/46  931/17/52  Clindamycin <025->2 <025 <025 948/02/50  95.0/0.0/50 bacteria that grow aerobically; Approved Standard: Ninth
vancomycin (MICxye0, 1/2 pg/ml) and linezolid local guidelines, in hospitalised patients from 27 sites In the USA isolates, followed by daptomycin (MICgye0, Levofloxacin <0.12 - >4 4 >4 324/15/66.1  324/15/66.1  Tetracycline 0.06->32 025 16 837/09/154  83.7/0.0/16.3 edition. Wayne, PA, USA. ' '
(MICsq90, 0.5/1 pg/ml). Oritavancin (MICgy,q, betV\{eeh 2012 and 2013. Selected IS_OIateS Were_Submltted to the 0.25/0.5 ug/ml), vancomycin (MIC.g,qq, 1/2 png/ml) Daptomycin <0.06 — 2 025 05 99.9/-/- 99.9/0.0/0.1  Levofloxacin 0.25-2 0.5 1 100.0/0.0/0.0  94.3/57/0.0 - L |
0.03/0.12 pg/ml), penicillin (MICg/q, <0.06/<0.06 monitoring laboratory (JMI Laboratories; North Liberty, lowa, USA) as and linezolid (MIC.y 0, 0.5/1 pug/ml; Table 2). Linezolid 012->6 11 99.9/00/01  99.9/0.0/0.1 D.aptorlr?ycm <0.06-025 <005 s0.05 100.0/- /- 100.0/0.0/0.0 2. Clinical and Laboratory Standards Institute (2014). M100-

. t of the SENTRY Antimicrobial Surveillance Proaram. Isolates were TMP/SMX <0.5->4 <0.5 <05 97.8/0.0/2.2 97.8/0.1/2.1 Linezolid <0.12-2 1 1 100.0/-/- 100.0/0.0/0.0 S24. Performance standards for antimicrobial susceptibility
ug/ml) and daptomycin (MICsy, <0.06/<0.06 part of the S=% crobial = gram. 1solate Overall. orit - " hen tested MRSA (vancomycin MIC, 2 pg/ml) (69) TMP/SMX 05->4 <05 <05 -1 97.6/05/1.9 testing: 24" Informational Supplement. Wayne, PA, USA
ug/ml) had the lowest MICs against S. pyogenes, prlm_arlly identified by the participating laboratory and 'de_nt'f'cat'on veral, gritavancin was active when e_S € Oritavancin <0.002-025 006 0.12 95.7/-/- “1-]- S. agalactiae (452) J PP - vayne, Fa, '
while oritavancin (MICgy,e0, 0.03/0.06 pg/ml) and confirmed by the reference monitoring by standard algorithms and against B-hemolytic streptococci (BHS; MICqq, Vancomycin 2 2 2 100.0/0.0/00  100.0/0.0/0.0  Oritavancin 0.008-05 003  0.06 98.2/- - - f-1- 3. Corey GR, Kabler H, Mehra P, Gupta S, Overcash JS,
penicillin (MIC <0.06/<0.06 pg/ml) were the supported by MALDI-TOF-MS (Bruker Daltonics, Bremen, Germany). 0.03/0.012 ng/ml), with MICc,4, results agalr_lst Erythromycin 0.25->16 >16  >16 7.2/15/91.3 7.2/15/91.3 Penicillin <0.06-0.12 <0.06 <0.06 100.0/- /- 100.0/0.0/0.0 Porwal A, Giordano P, Lucasti C, Perez A, Good S, Jiang H,

et 50{90’t S actiae. Penicill S. agalactiae, S. pyogenes and S. dysgalactiae Clindamycin <0.25 - >2 >2  >2 40.6/0.0/59.4  39.1/15/59.4  Vancomycin 025-1 05 05 100.0/- /- 100.0/0.0/0.0 Moeck G, O'Riordan W, Investigators SI (2014). Single-
most active against . agalactiae. =eniciilin Antimicrobial susceptibility test methods. Isolates were tested for £0.03/0.06. 0.03/0.25 and 0.06/0.25 ua/ml Tetracycline 0.06 — >32 025 2 92.8/1.4/58 85.5/7.3/7.2 Erythromycin <0.12 - >16 2 >16 455/1.1/53.4  455/1.1/53.4 ) o ) .
(MIC <0.06/<0.06 pg/ml) and daptomycin e - TR - o O L. e 22 and . 22 pgimy, Levofloxaci <0.12 — >4 >4 >4 13.0/0.0/87.0  13.0/0.0/87.0  Clindamyci <025->2 <025  >2 67.0/0.6/32.4  67.6/0.0/32.4 dose oritavancin in the treatment of acute bacterial skin
50/90, =V-VO/=U.U0 U ptomy susceptibility by broth microdilution following the Clinical and ivelv (Table 1 evorioxacin =l SEmRrel imRier ndamyein =020~ = SIS s DFRAS s infections. N Enal J Med 370: 2180-2190.
(MIC <0.06/0.12 ug/ml) had the lowest MICs : . respectively (Table 1). Daptomycin 0.25-2 05 1 95.7 /- /- 95.7/00/4.3  Tetracycline 012->32 32  >32 136/1.1/853  13.2/0.4/86.4 9
A air?gitgcg _d 'S alécti;eg whereas oritavancin Laboratory Standards Institute (CLSI) MO7-A9 document. Testing was . . . Linezolid <0.12 -2 1 2 100.0/0.0/0.0  100.0/0.0/0.0  Levofloxacin <012->4 05 1 98.5/0.6/0.9  96.9/1.6/15 4 Corev R. Perez A. Moeck G. Jiana H. Good S. Investigators
9 . dysg ) performed using panels manufactured by Thermo Fisher Scientific Oritavancin (MICsq9, 0.03/0.12 ug/ml), penicillin TMP/SMX <05->4 <05 <05  942/00/58  942/00/58  Daptomycin €0.06-05 025 025 100.0/-/-  100.0/0.0/0.0 e 2%’13’ A sinale-dose of orlt Vgn s comparabl ? 7.
(MICsgyq0, <0.008/0.015 pg/ml) had lowest MICs (Cleveland, Ohio, USA). These validated panels provide MIC results (MICs0/90, =0.06/<0.06 pg/ml) and daptomycin CONS (492) Linezolid 0.25-1 11 100.0/- /- 100.0/0.0/0.0 10(d )'f sihgie-tose Otl’? ta at c tS ?0 pta?) et ° |
against the S. anginosus group. equivalent to the CLSI-approved broth microdilution method which (MICcp99, £0.06/<0.06 pg/ml) had the lowest MIC Oritavancin <0.002-0.12 0.03 0.06 /-1 - -/-1- TMP/SMX <0.5 - >4 <05 <05 -/-1- 99.6/0.2/0.2 |days of vancomycin in the trealment o 6}CU € bacteria
°d PP . o | inst S Orit : Oxacillin <0.25 - >2 1 >2  295/00/70.5  295/00/705  VGS (466) skin and skin structure infections (ABSSSI): The SOLO |
Conclusions: Oritavancin had greater in vitro 'nClU(_jeS 0-002%_p0|y50rbate'80 in the broth. Bacterial inoculum values against . pyogenes. Lritavancin Vancomycin 05-4 1 2 100.0/0.0/00  100.0/0.0/0.0  Oritavancin <0.002-0.25 0.008 0.06 100.0/- /- 1] - study. 53¢ ICAAC, September 10-13, 2013, Denver, CO,
potency than comparators against streptococci and density was monitored by colony counts to assure an adequate (MIC¢q99, 0.03/0.06 pg/ml) and penicillin Erythromycin <0.12->16  >16 >16  38.6/1.8/59.6  39.0/1.0/60.0 Penicillin <006->8 <0.06 0.5 76.8/20.8/2.4  84.8/12.8/2.4 USA.
staphylococci, including MRSA with decreased number of cells for each testing event. Quality of the MIC values was (MIC¢p99, £0.06/<0.06 pg/ml) were the most Clindamycin <025->2 <025 >2 69.3/2.4/283  68.1/1.2/30.7  Vancomycin <0.12-1 0.5 1 100.0/ -1/ - 100.0/0.0/0.0 _ o o _
oo ) - : i i i Tetracycline <0.03->32 025 16 86.2/1.0/12.8  80.9/4.9/142  Erythromycin <012->16 025 16 50.4/3.5/46.1 - 5. European Committee on Antimicrobial Susceptibility Testing
assured by concurrent testing of CLSI-recommended quality control active against S. agalactiae (Table 2). y ythromy . | .
susceptibility to currently prescribed drugs for ) Levofloxacin <012 - >4 05 >4 57.7/1.4/409  57.7/14/40.9  Clindamycin <025->2 <025 2 89.0/0.4/106  89.4/0.0/10.6 (2014). Breakpoint tables for interpretation of MICs and
serious infections. These results confirm the potent (QC) refe_rence strains (S. aureus ATCC 29213, a_nd_StrePt_OCOCCUS Viridans group streptococci (VGS) exhibited low Daptomycin <0.06 -1 025 05 100.0/- /- 100.0/0.0/0.0  Tetracycline <003->32 05  >32 64.7/3.8/315 /-1 zone diameters. Version 4.0, January 2014. Available at:
activity of oritavancin against Gram-positive pneumoniae ATCC 49619). All QC _resuItS were within published MIC values for oritavancin (MICeyq0, 0.008/0.06 Linezolid 0.25->8 0.5 1 99.2/0.0/0.8 99.2/0.0/0.8 Levofloxacin <0.12 - >4 1 2 93.8/0.8/5.4 /-1 http://www.eucast.org/clinical_breakpoints/. Accessed
pathogens’ including those responsib|e for serious acceptable ranges (M100'824) Oritavancin MIC values were Mg/ml) including a subset of isolates from the S. TMP/SMX <0.5->4 <0.5 >4 69.1/0.0/30.9 69.1/15.9/15.0 D.apton.1yC|n <0.06 —1 0.25 1 100.0/ -1/ - /-1 January 1, 2014.
skin and skin structure infections interpreted based on FDA-approved breakpoint criteria. MIC anginosus group (MIC.qeq, 0.008/0.015 pg/ml: Hinezolid S012-4 050 1 99.81-1- - o | |
: interoretations for comparators were based on the CLSI| M100-S24 g 9 P M s50/90) Y- : pg/mi, TMP/SMX <0.5->4 <0.5 4 /-1 - /-1 6. Orbactiv™ (oritavancin) Package Insert (2014). Available at
”;O].E])- d E g tt A t i b | S tblt Table 1) OrltavanCIn was at leaSt 4_f0|d more a. MRSA = methicillin-resistant S. aureus; CoNS = coagulase-negative staphylococci; VGS = viridans group streptococci. http:/lWWWDrbaCtiV'Com' Accessed 7 August 2014.
( _ ) an uropean Lommitiee _On n ”T_Hcro la -Uscep 1Dty active than COmparatorS when tested against all b. Breakpoint criteria for comparator agents were those from CLSI (M100-S24, 2014) and/or EUCAST (2014), as available.
Tesung (EUCAST’ 2014) breakpo|nt Cnte“a’ as ava||ab|e_ VGS or the S anginosus group 8 CB):gz\klggicr:Pnborteg\lf;)icl);rétlgriteria according to the product package insert, as available. Interpretation against VGS used the S. anginosus group criterion.
e. Trimethoprim/sulfamethoxazole.
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