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Bacterial strain collection. Atotal of 16,340 S. aureus,
1,313 coagulase-negative staphylococci (CoNS), 1,861
Enterococcus faecalis, 1,037 Enterococcus faecium, 2,505

* Oritavancin inhibited 99.9% (17,633/17,653) of all
staphylococci, 97.4% (2,824/2,898) of all enterococci and
99.4% (3,552/3,572) of all streptococci at the S. aureus

» Other comparator agents such as daptomycin (MICs,, 1 ng/ml; 100.0% susceptible), linezolid (MICg,, 1 pg/ml; 299.7%
susceptible), vancomycin (MIC;,, 1 pg/ml; 295.6% susceptible) and ampicillin (MICg,, 1 pg/ml; 299.7% susceptible) also
showed consistent activity over time against E. faecalis, while daptomycin (MICy,, 2 pg/ml; 298.9% susceptible) and

Background: Oritavancin is approved in the USA and
European Union for the treatment of acute bacterial skin and
skin structure infections caused by Gram-positive pathogens.

Table 1. Antimicrobial activity and MIC distribution for oritavancin against
contemporary (2010 — 2014) surveillance isolates.

. . . . . . . . i a i 0] i ihi I i .
This study evaluated oritavancin activity over time against B-hemolytic streptococci (BHS) and 1,067 viridans group linezolid (MICs,, 1 pg/ml; 297.8% susceptible) remained consistently active against E. faecium (Table 2). organism MIC (ug/m) Humber (cumulative %) inhibited at oritavancin MIC (ug/m} ot <0.12 ua/ml - ible E. f lis (<0.12
G tive isolat lected from USA hosnitals in 2010 rept VGS ' cluded. These isolat bmitted Year 50% 90% <0.008 0.015 0.03 0.06 0.12 0.25 0.5 (=0.12 pg/ml), vancomycin-susceptible E. faecalis (<0.
ram-positive 1Solates collected from ospials in - streptococci (VGS) were included. These isolates were submitte - The yearly oritavancin MIC distributions against BHS were very similar, as they were for VGS (Table 1 and Figure 1), S. aureus ug/ml) and streptococcal (<0.25 pg/ml) breakpoints
2014. to the monitoring laboratory (JMI Laboratories; North Liberty, lowa, f inal | : i hich _fold hiaher th h for th 2010 0.03 0.06 156 (4.8) 1329 (45.9) 1332(87.1) 326(97.1)  78(99.5) 15 (100.0) ] e L
=< _ : except for a single MIC., value observed against BHS in 2010, which was two-fold higher than those noted for the respectivelv. Moreover. no significant vear-to-vear variations
_ USA) as part of the SENTRY Antimicrobial Surveillance Program. collections of 2011-2014 2011 0.03 0.12 24(0.8)  265(9.5  1230(50.0) 1114(86.6) 406 (100.0) P Y- ! 3 gn Y yeary
Methods: A total of 16,340 S. aureus, 1,313 coagulase- Isolates were primarily identified by the participating laboratory | 2002 003 006 el el o Eadeted P were noted in oritavancin activity against these clinical
Peg?-tlve StaphleCOCr?I (C?NS)1 1’861 E. fa_lecalls, 1,037 E. and identification was confirmed by the reference monitoring . Daptomyc?n (M|C50, 0.06-0.12 ug/ml, 100.0% susceptible), linezolid .(M|C5O, 0.5-1 pg/ml; 100.0% Suscepti.ble), 2014 0.03 0.06 77 (3.1) 876 (34.4) 1100 (73.6) 600 (95.1) 136 (99.9) 2 (100.0) iSOIateS.
aecium, 2,505 beta-hemolytic streptococci (BHS) and 1,067 laboratory (JMI Laboratories) by standard algorithms and vancomycin (MICs,, 0.25-0.5 ug/ml; 100.0% susceptible), levofloxacin (MICs, 0.5 pg/ml; 299.8% susceptible) and Cons 008 o6 oy NN oo RORE o0 T . . _
wggs?dse?\;ﬁi%%i[resﬂ?ﬁggfoll ;Y%ﬁix;eahnﬂgfai&;qregé supported by Matrix Assisted Laser Desorption lonization Time-of- penicillin (MIC,,, 0.03-0.06 pg/ml; 100.0% susceptible) also showed consistently high activity over time against BHS. 2011 0.03 0.06 39(213)  29(37.2)  38(57.9)  63(92.3)  13(99.5 1 (100.0) » Other comparator agents such as daptomycin and linezolid
Susceptibility tes%ing was perf%rmed by CLSI methods: ' Flight (MALDI-TOF) (Bruker Daltonics, Bremen, Germany). « VGS were highly susceptible to oritavancin (100.0%) with consistent MIC results between 2010 and 2014, as was the o oo oo o gijg po Eggjii 2 §§§§§ o Egg% 175((11000%(;) alsq demﬁnstrat.ed ConS'Stentf'n vitro activity over time
) ) LU o _ o _ _ _ _ _ _ _ against all species or group of species. Vancomycin was
interpretation of MIC results used CLSI (2016) criteria. case for other comparator agents (Table 2). 2014 0.03 0.00 ghisso)  colied) Mb(E0d] 5515wy o fiL00) ) ) ) . :
g (2016) Antimicrobial susceptibility test methods. Isolates were E. faecalis consistently active against staphylococci, E. faecalis and
Results: Oritavancin had MICg, and MIC,, values of 0.03 tested for susceptibility by broth microdilution following the Clinical : : - — : - : : 2011 Q@ 66 e EE N oo BB 200 B0 streptococci, and levofloxacin was active against
and 0.06 pg/ml, respectively ag5a°inst S au?‘éus (99.5 - 100.0% and Laboratory Standards Institute (CLSI) MO7-A10 document. Figure 1: Oritavancin MIC distributions obtained against surveillance isolates. Data presented as the ol oone o os - ((21-.5)) 160((76.6)) e ((91_-1)) > §95:4§ 5(26.-9)) 5598_5-)> 5 (100.0) P . 9
susceptible), the methicillin-resistant (MRSA) subset (99.8 - Testing was performed using panels manufactured by Thermo cumulative percentage of isolates inhibited at each MIC (ug/ml) per year. 2013 0015 003 100(325) 139 (740) 62(925)  9(952)  8(97.6)  6(994)  2(100.0) streptococci.
100.0% susc’:eptible) and CoNS during the study period 'The Fisher Scientific (Oakwood Village, Ohio, USA). These panels . . - fazséim 0.015 0.03 103 (33.4)  153(83.1) 40 (96.1) 6 (98.1) 2 (98.7) 1 (99.0) 2 (99.7) . This studv alSo renorts on the MDR nature of CoNS and E
only exception was noted in the 2011 sampling year that provide oritavancin results equivalent to the CLSI-approved broth S. aureus Coagulase-negative staphylococci 2010 0.03 0.06 118(318) 46(442) 88(67.9)  83(903)  27(976)  8(%97)  1(100.0) oot y a1so Teport hich only a limited number of
showed slightly higher MIC., and MIC. values (MIC microdilution method supplemented with 0.002% polysorbate-80. o 100 - O 100 - 2011 0.03 0.12 54(29.2)  22(411)  39(622)  40(838)  23(%6.2)  7(100.0) aecium species, against which only a limited number of -
gntly nig . 50 90 50/90: Bacterial inoculum densitvy was monitored bv colonv counts to S s 2012 0.03 0.12 46 (28.4) 19 (40.1) 31(59.3) 41 (84.6) 21(97.5) 4(100.0) agents show antimicrobial activity. In contrast, sustained in
0.06/0.12 ug/m') aga|nst S. aureus and MRSA. Daptomyc|n y y s y = = 2013 0.03 0.06 58 (36.0) 17 (46.6) 37 (69.6) 33 (90.1) 14 (98.8) 2 (100.0) ) o Lo . )
(MIC<o/0, 0.25/0.5 pg/ml), linezolid (MIC.ye0, 1/1 ug/ml) and assure an adequate number of cells for each testing event. T 80 S 80 2014 0.03 0.12 48(304) 22(443) 30(633)  41(89.2)  13(975)  4(100.0) vitro activity of penicillins was observed over time against E.
/90 . . ) /90 . . . © © . .. . .
vancg(;riglcin (MICs0/90, 1/1 pg/ml) also h;do SZE)OHSiS'[en'[ MICs Validation of the MIC values was performed by concurrent testing 2 2 BHS2010 0.06 0.12 38(7.5)  50(17.4)  109(38.9) 164 (71.2) 109(927)  35(99.6) 2 (100.0) faecalis and BHS clinical isolates from USA hospitals.
against S. aureus or MRSA over the study period. Similar of CLSI-recommended quality control (QC) reference strains 2 60 2 60 2011 0.03 0.12 71(14.9)  148(458) 151(77.4)  52(88.3)  34(954)  21(99.8)  1(100.0)
" o ) : N : S ATCC 29213 E. f lis ATCC 29212 and c = 2012 0.03 0.12 52 (14.5) 144 (43.1) 122(67.4)  73(81.9)  43(90.5)  39(98.2) 9 (100.0)
(1 doubling dilut t MIC btained t (S. aureus , E. faecalis an £ £
=+ g dilution) oritavancin s were obtained agains Strent e ATCC 49619). All OC " = o 2013 0.03 0.12 81(17.4)  152(48.8) 133(76.2) 50(86.6)  43(955)  19(99.4)  3(100.0)
E. faecalis and E. faecium over time. Amp|C|”|n, daptomycin’ rre]p Ocobcl:_CLI{'S gneumonlbale ( ) (g) resulits were i) 40 - i) 40 A 2014 0.03 0.12 62 (13.3) 139 (39.4) 120 (61.9) 88 (78.4) 70 (91.6) 40 (99.1) 5 (100.0)
linezolid and vancomycin showed consistent MIC, values within published acceptable ranges (M100-526). 2 = ves
MIC iy ycins _ VIIL 50 _ MIC interpretations were based on the CLSI (M100-526) z | g 2010 <0.008 0.06 100 (61.0) 25(76.2)  16(86.0)  15(95.1)  8(100.0)
50/90» -2 ug/ml) against E. faecalis, while daptomycin breakpoint criteri iabl E 20 E 2011 <0.008 0.06 103 (52.8) 29 (67.7) 22 (79.0) 24 (91.3) 14 (98.5) 3 (100.0)
(MICsg/90, 2/2-4 pg/ml) and linezolid (MIC5p90, 1/1-2 pg/ml) had reaxpoint criteria, as avallable. z 3 2012 0008 009 o760 | B89 2@E72)  AE89  suwg | |
consistent MICs against E. faecium (80.1% VRE) over the 01— : : : : : : 0ol — : : : : : : 2014 iy g 144 (56.9)  30(723)  32(850)  23(941)  15(100.0) ' * This study was sponsored by an educational/research grant from the
periOd. VGS were hlghly Susceptible to oritavancin (1000%) <0.008 0.015 0.03 0.06 0.12 0.25 0.5 <0.008 0.015 0.03 0.06 0.12 0.25 0.5 a. CoNS-coagulase-negative staphylococci; BHS=B-hemolytic streptococci; VGS=viridans group streptococci. I\S/led|C|neS Compang (II:)grSIpp.ﬁnys New ‘Jerseyr IUrf“tEd StateS) via the
with consistent MICs between 2010 and 2014. Similar MICs MIC(ug/ml) MIC(ug/ml) ENTRY Antimicrobial Surveillance Program platform.
were obtained for oritavancin against BHS (99.1 - 99.8% m 2010 2011 2012 2013  ===2014 2010 2011 2012 2013  ===2014 Table 2. Antimicrobial activity of oritavancin and comparator agents against
susceptible) over the study period. surveillance isolates (2010 — 2014).
extensive longitudinal USA collection of clinically important 2010 through 2014 against S. aureus (Table 1), and against the 100 100 Organism? 2t A0 22 e 20 Overall References
” i entire S. aureus population (99.5 - 100.0% susceptible; Table Q o S. aureus
Grqm.—posnlve pathoge_ns. !\IO Slgn_lflcan_t _year—to_—year 2). The oritavancFi)n Flz/IIC distfibution a0ainst S aurpeus isolates of = = Oritavancin 0.03/0.06 995 0.03/0.12 1000 0.03/0.6 100.0 0.03/0.06 >99.9 0.03/0.06 99.9 0.03/0.06 99.9 1. Clinical and Laboratory Standards Institute (2016). M100-S26.
variations were noted in oritavancin activity against these ' ) ) 9 ' T 80 T 80 A Daptomycin 0.25/05 >99.9 0.25/0.5 999 02505 >99.9 02505 999 02505 99.8 0.2505  99.9 Performance standards for antimicrobial susceptibility testing: 26"
inical i the 2011 sampling year was slightly different from those o o - : '
clinical isolates. D D Vancomycin 1/1 100.0 1/1 100.0 1/1 100.0 1/1 100.0 1/1 100.0 1/1 100.0 Informational S lement. Wavne. PA. USA
observed from 2010 and 2012-2014 (Table 1 and Figure 1). = = Linezolid 11 100.0 1/2 >99.9 11 >99.9 11 99.9 11 >99.9 11 >99.9 ! upp - vvayne, Fa, '
. . . = 60 = 60 1 TMP-SMX <0.5/=0.5 98.5 <0.5/<0.5 98.6 <0.5/=0.5 98.6 <0.5/<0.5 98.7 <0.5/=0.5 98.2 <0.5/<0.5 98.5 2. Clinical and Laboratory Standards Institute (2015) MO7-A10.
Daptomycin (MICsq99, 0.25/0.5 pg/ml), linezolid (MICgy/90, 1/1 < = CONS Methods for dilution antimicrobial susceptibility tests for bacteria that
ug/ml) and vancomycin (MICxye0, 1/1 pg/mi) also had consistent i 40 i 40 | Oritavancin 003/0.06 - 003006 - 003006 - 003006 - 003006 - 003006 - ‘ow aerobicallv: aporoved standard - Tenth edition Wavne. PA. USA
B ack rou nd : : S S Daptomycin 0.25/0.5 100.0 0.25/05 100.0 0.5/0.5 100.0 0.25/0.5 100.0 0.25/0.5 100.0 0.25/0.5  100.0 g y; app yne, , .
MIC values against the S. aureus population over the study = = : _ _ _
: _ _ _ = = Vancomycin 2/2 100.0 1/2 100.0 1/2 100.0 1/2 100.0 1/2 100.0 1/2 100.0 3. EUCAST (2016). Breakpoint tables for interpretation of MICs and
period. These agents were also highly active against the S. S 20 S 20 A Linezolid 0.5/1 99.9 0.5/1 1000 0.5/ 98.9 0.5/1 995  05/05  99.4 0.5/1 99.3 ' di .V . p6 0 ] 2016 pA 1able at-
Oritavancin (ORBACTIV®, oritavancin for injection) is approved aureus isolates in this collection (99.8 - 100.0% susceptible; £ £ E. faecalis Zon_e lameters. ersion ©.U, January < - Avallable at:
by the Food and Drug Administration (FDA) and European Table 2). o L | | | | | | | o | | | | | | | ggr)at\;/amnyc;r; 0.0115;/10.06 1906670 0.31/5)2.12 1907610 0.0115;/20.03 1906690 0.01153/10.03 1907660 0.0115;/20.03 1908670 0.0115//20.06 1907640 http://www.eucast.org/clinical_breakpoints/. Accessed January 2016.
Medicines Agency for the treatment of adults with acute <0.008 0.015 0.03 0.06 012 025 05 1 <0.008 0.015 003 006 012 025 05 Vancomvel ' ' : ' ' : 4. European Medicines Agency (2015). Summary of product
: _ _ _ _ : . . ycin 1/2 95.6 1/2 97.4 1/2 95.7 1/2 96.4 1/2 98.1 1/2 96.5 'Vl _
bacterial skin and skin structure infections (ABSSSIs). Potent The CoNS population showed similar yearly MIC distributions MIC(pg/ml) MIC(pg/ml) Ampicillin 112 100.0 12 100.0 12 99.7 112 100.0 11 100.0 112 99.9 characteristics (Annex |). Available at
in vitro oritavancin activity has been demonstrated against for oritavancin with consistent MICg, and MICq, results of 0.03 2010 2011 2012 2013  ===2014 2010 2011 2012 2013  ==—=2014 Linezolid 1/2 99.8 11 1000 12 1000 11 1000 141 99.7 11 99.9 http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_ -
staphylocacci, enterococci and streptococel. This activity zl?/lr:g o (;l %/I/TC]:I (Tableltl ?C? g?lj a udr?) %))6 ECI/UI\SJllent O”tba'tvancclin Eéii:\l:rrlm 0.03/0.06 0.03/0.12 0.03/0.12 0.03/0.06 0.03/0.12 0.03/0.12 _Product_Information/human/003785/WC500186343.pdf. Accessed
originates from multiple mechanisms of action, including cell- s0 N 9o FESUILS (U.Us5and U.Uo Lg/imi) were obtaine : : . . oa . A X o X R ) A ) R ) A X November 2015.
JTT T . : : - } ptomycin 2/2 99.7 2/4 98.9 2/2 100.0 2/2 100.0 2/2 100.0 2/2 99.7
wall S_ynthes_ls |nh|b|F|on ar_ld pertl_era_tlon of_membrane b_arrler year over year against the CoNS population (Table 2). . B hemolytlc streptococcil . Viridans group streptococci \L/_ancor%ycin >1$16 ;3.2 >1$Zl6 Sg.g >1$16 1204670 >1iﬁl6 SS.Z >1Z;16 32.3 >1i;:16 32.2 5. Karavasilis V, Zarkotou O, Panopoulou M, Kachrimanidou M,
function, which pr_m_nde orlt_ayancm_Wlth rapid concentration- The CoNS population (61.4% oxacillin-resistant) showed high Q Q — ' ' ' ' : : Themeli-Digalaki K, Stylianakis A, Gennimata V, Ntokou E,
dependent bactericidal activity against Staphylococcus aureus resistance rates to most antimicrobial classes tested (15.6 - > > Bg?itavancin 006/0.12 996 003012 998 003012 982 003012 994 003012 991 003012 992 Stathopoulos C, Tsakris A, Pournaras S; Greek Study Group on
and enterococci. 60.9% resistant to macrolides, lincosamides, fluoroquinolones, 5 = 80 Daptomycin ~ 0.06/0.25 100.0 0.06/0.25 100.0 0.12/0.25 100.0 0.12/0.25 100.0 0.12/0.25 100.0 0.12/0.25 100.0 Staphylococcal Linezolid Resistance (2015). Wide dissemination of
The in vitro activity of oritavancin was monitored during its tetracyclines and folate pathway inhibitors; data not shown). 2 60 2 60 Penicillin 0.03/0.06 1000 0.06/0.06 100.0 0.06/0.06 100.0 0.06/0.06 100.0 0.06/0.06 100.0 0.06/0.06 100.0 : : >taphy P -
development as part of the global SENTRY Antimicrobial Daptomycin (MICgq,99, 0.25/0.5 pg/ml), vancomycin (MICxgp,q0, < < Linezolid i L i L i L e 1000 HEE R L 00,0 associated with a linezolid-dependent ST22 clone. J Antimicrob
Surveillance Program platform. The monitoring for 1/2 pg/ml) and linezolid (MICgq/90, 0.5/1 pg/ml) had high © 40 < 40 Levofloxacin 0.5/1 99.6 0.5/1 99.0 0.5/1 98.8 0.5/1 99.4 0.5/1 99.6 0.5/1 99.3 Chemother 70: 1625-1629.
i - i : : susceptibility rates (98.9 - 100.0% susceptible) against CONS & 1 o | VGS
antimicrobial activity and resistance has cor_mnued after (TablepZ) Y ( pible) ag = = Oritavancin ~ <0.008/0.06 100.0 <0.008/0.06 100.0 <0.008/0.06 100.0 <0.008/0.06 100.0 <0.008/0.06 100.0 <0.008/0.06 100.0 6. Me_ndes RE, Sgd_er HS'_ Flamm RK, Farrell DJ, Jones RN (2914)' _
regulatory approval as part of a postmarketing surveillance . %S 20 | %S 20 | Daptomycin 02505 1000 0251 1000 0251 1000 0251 1000 02505 1000 0251  100.0 Oritavancin activity against Staphylococcus aureus causing invasive
and risk management strategy framework. In this study, the in - : : = = Vancomycin 0.5/05 1000  0.5/1 1000 051 1000 0.5/0.5 100.0 05/05  100.0 0.5/1 100.0 infections in USA and European hospitals. A five-year international
: L : ) : ' In general, oritavancin MIC., values were consistent year over - ; o
vitro activity of oritavancin was evaluated over time against J : : >0 . y , 3 3 Penicillin 0061 695 0.06/05 /54 = 00611 739  006/05 804 00605 794  0.06/05 100.0 surveillance program. Antimicrob Agents Chemother 58: 2921-2924.
A year against E. faecalis (0.015 pg/ml; one value of 0.03 pg/ml in 0 -— ' - - - - - 0 - - : : : : Linezolid 11 100.0 11 100.0 11 1000 051 995 051 1000 051  >99.9
Gram-positive clinical isolates collected from a network of USA : .
hosDi p| | din nine C ions during th 2011) and E. faecium (0.03 pg/ml) and the oritavancin MICg, for =0.008 5 0.015 50,0588 0.00 0428025 05 <0.008 0.015  0.03 0.06 0.12 0.25 Levofloxacin 1/2 915 1/2 91.8 1/2 93.8 1/2 93.8 1/2 94.5 1/2 93.2 7. Orbactivi™ Package Insert (2016). The Medicines Company,
OSpIFa S located In nine Census regions during the each SpeCieS varied by no more than one doub”ng dilution MIC(ug/ml) MIC(pug/ml) a. TMP-SMX = trimethoprim-sulfamethoxazole; CoNS = coagulase-negative staphylococci; BHS=B-hemolytic streptococci; VGS=viridans group streptococci. _ _ Parsippany, NJ. Available at http://www_orbactiv_com_ Accessed
Survemance program for 2010 - 2014 . b. Breakpomt criteria for comparators ac_cordlng to thg CLSI M100 document (201(_3). Oritavancin breakpoints as follows: S. aureus at <0.12 pg/r_nl for susceptible; vancomycm—suscep_tlble
(Tab | el and Fi g ure 1) 2010 2011 2012 2013 )14 2010 2011 2012 2013 (014 E. faecalis at <0.12 pg/ml for susceptible was applied for the E. faecalis population (3.5% VRE); S. agalactiae, S. pyogenes and S. dysgalactiae at <0.25 pug/ml for susceptible applied November 2015

for BHS; S. anginosus group at <0.25 pg/ml for susceptible applied for VGS. "-" = breakpoint not available.
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