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Abstract M Resuts _______________ WNConclusions

« QOritavancin exhibited potent in vitro activity
relative to comparator agents against this
contemporary collection of Gram-positive
Isolates causing SSSI in USA medical
centers during 2014.

Background: Oritavancin was approved in the USA (2014) for the treatment of acute bacterial skin and skin Staphylococci: « Overall, oritavancin (MICgq,, 0.03/0.12 pg/mL), daptomycin (MICgqq0, £0.06/0.25 ng/mL) and
structure infections (SSSI) caused by Gram-positive pathogens. This study provides an updated in vitro activity for « Oritavancin (99.9% susceptible) showed modal MIC, MIC,, and MIC, results of 0.03, 0.03 and 0.06 ug/mL, respectively, penicillin (MICsq90, <0.06/=0.06 pg/mL) were similarly active against the entire population of
oritavancin against indicated species collected in 2014. against all S. aureus, with similar activity results for methicillin-susceptible (MSSA) and MRSA isolates (Table 1). B-hemolytic streptococci (Table 2).

: : - TORE - - « Oritavancin MIC results were at least eight-fold lower than those obtained for daptomycin (MICgy9y, 0.25/0.5 pg/mL), Oritavancin (MICgy/q0, 0.03/0.12 ng/mL), penicillin (MICgq,q0, £0.06/<0.06 ng/mL) and daptomycin
Methods: 1,774 isolates were collected from documented SSS| in 27 sites in the nine USA Census regions, as vancomycin (MICxyee 1/1 ng/mL), or linezolid (MICey0, 1/1 ng/mL) against MRSA (Table 2). (MICqyya, <0.06/0.12 ng/mL) were the most active agents tested against S. pyogenes. Linezolid,
part of the SENTRY Antimicrobial Surveillance Program for 2014. Bacteria were identified by standard algorithms _ _ _ _ clindamycin and levofloxacin were also active against S. pyogenes (292.8% susceptible; Table 3)
and MALDI-TOF. Susceptibility testing was performed by CLSI methods (M07-A10); interpretation of MIC results » Tetracycline (MICsq95, <0.5/1 ug/mL; 90.6 - 93.4% susceptible) and trimethoprim-sulfamethoxazole (MICsg90, <0.5/<0.5 ' e ! ' _ T o
used FDA (oritavancin), CLSI (2015) and/or EUCAST (2015) criteria. ng/mL; 98.2% susceptible) were also active against the collection of MRSA (Table 2). « Oritavancin (MICsgqq, 0.015/0.06 pg/mL) and penicillin (MICyy,40, <0.06/<0.06 pg/mL) were the most  QOritavancin inhibited 99.8% of indicated

 Oritavancin demonstrated MICs, results against coagulase-negative staphylococci (MICsgy,, 0.015/0.06 ug/mL) two-fold &Céi\/se gggmggﬁgtggoﬂg?ﬁ:glg-36)1961'30“3@ and oritavancin was the most active agent tested against pathogens at or below the FDA- and
lower than that obtained against S. aureus (MICgg,qo, 0.03/0.06 pg/mL; Tables 1 and 2). : : EUCAST-approved breakpoint criteria.

Results: Oritavancin had MIC. 4, values of 0.03/0.06 ung/mL against S. aureus (99.9% susceptible). Oritavancin
MICs were 28-fold lower than those obtained for vancomycin, daptomycin or linezolid against S. aureus, regardless
of methicillin (oxacillin) susceptibility. E. faecalis (one VanA-phenotype) had oritavancin MIC.,, values of 0.015/0.03
ug/mL; ampicillin, vancomycin, daptomycin and linezolid had MIC,4, Values (1/1-2 ug/mL) that were 32- to 64-fold
higher than those of oritavancin. Oritavancin, daptomycin and penicillin (MICgg,9y, £0.06/<0.06 pg/mL) were similarly
active against S. pyogenes; these agents had MICy, values that were =four-fold lower than vancomycin. Linezolid,
clindamycin and levofloxacin were also active against S. pyogenes (292.8% susceptible). Oritavancin and penicillin
(MIC5q,69, £0.06/=0.06 ng/mL) were the most active agents tested against S. agalactiae and oritavancin was the
most active agent tested against the S. anginosus group. Penicillin (MICgy,90, =<0.06/<0.06 ng/mL), oritavancin,
daptomycin, vancomycin and clindamycin (MIC.,,,, <0.12/<0.25 ng/mL) were active against S. dysgalactiae.

 Penicillin (MICgp,90, =0.06/<0.06 pg/mL), oritavancin (MICgg,q,, 0.12/0.25 pg/mL), daptomycin

(MICs0/90, =0.06/0.12 pg/mL), vancomycin (MICsq, 0.25/0.25 pg/mL) and clindamycin » This study provides a susceptibility
< < : . . . . .
(MICy90, £0.12/=0.25 pg/mL; data not shown) were active against S. dysgalactiae (Table 3). benchmark for oritavancin against indicated

clinical species and other pathogens causing
SSSI as it enters clinical use in the USA.

E. faecalis:

 E. faecalis (one VanA-phenotype) had oritavancin MIC., and MIC,, values of 0.015 and 0.03 pg/mL, while ampicillin,
vancomycin, daptomycin and linezolid had MICg, and MICy, results of 1 and 1-2 ug/mL, respectively against these
isolates. These comparator MIC results were 32- to 64-fold higher than those of oritavancin (Table 2).

Table 2. Antimicrobial activity of oritavancin and comparator agents against
contemporary (2014) clinical isolates from USA medical centers causing
skin and skin structure infections.

Streptococci:

 Oritavancin, daptomycin, linezolid and vancomycin (all 100.0% susceptible) were the most potent antimicrobial agents
tested against viridans group streptococci, inhibiting all isolates at <0.12, <1, <1 and <1 ug/mL, respectively (Table 2).

7 C . . . ) . MIC (ug/mL % S ible/%s! diate/%Resistant?

_ Penicillin was also active against most isolates (MICgq, <0.06/0.25 pg/mL; 89.9 - 94.9% susceptible). Organism (No. tested ] — (10 ZOZ/ ::L;S‘:ept' ehbintermediater” e;’j?:tST Disclosures

. i i i i i i i i _ iti . . . . . . . ntimicrobial agent? ange () ()
Conclusmns, Oritavancin had potent'm \(ltro activity against this contemporary collection of Gram-positive _ - Among indicated streptococcal isolates, oritavancin had lowest MIC, value against the S. anginosus group (MIC., MRSA (672) This stud db ducational/ h ¢
|solate_s causing SSSI. Moreover, these in vitro potency results were greater than comparators currently prescribed 0.008 pg/mL), followed by S. agalactiae (MICg,, 0.015 ng/mL), S. pyogenes (MIC.,, 0.03 ug/mL) and S. dysgalactiae Oritavancin <0.0005— 012  0.03 0.06 100.0 — - 100.0 _ IS stuay Wa§ §ponsore yane upa lonal/research gran
for serious SSSI. (MIC,,, 0.12 pug/mL; Tables 1 and 2). Clindamycin <0.25 — >2 <0.25 >2 80.2 0.1 19.7 80.2 0.0 19.8 from The Medicines Company (Parsippany, New Jersey,
Daptomycin 0.12—2 0.25 0.5 99.9 - - 99.9 - 0.1 i i mi i i
Erythromycin <0.12 —>16 >16 >16 12.9 1.9 85.1 13.1 0.6 86.3 gnlted Sta;[etsf) via the SENTRY Antimicrobial Surveillance
. . . . . . . . . . Levofl i <0.12 — >4 4 4 39.7 0.6 59.7 39.7 0.6 59.7 rogram platrorm.
Table 1. Antimicrobial activity and MIC distribution of oritavancin against contemporary (2014) ool 025 — 2 ) B 1060 : 00 1060 : 00 gramp
Backg round clinical isolates from USA medical centers causing skin and skin structure infections. Tetracycline 05— s L 934 0.6 6.0 206 LS o
- s0.o—> =0. =0. . - . . . .
MIC (ng/mL) Number of isolates (cumulative %) inhibited at oritavancin MIC (ug/mL) Vancomycin 0.5—2 1 1 100.0 0.0 0.0 100.0 - 0.0
Acute bacterial skin and skin structure infections (ABSSSIs) are often caused by aerobic Gram-positive cocci, most Organisma (No. tested) 50% 90% <0.004 0.008 0.015 0.03 0.06 0.12 0.25 05 COC')\'ri a(\?:r)]cm e _ _ _ _ _ _ References
often Staphylococcus aureus and 3-hemolytic streptococci. The epidemiology of S. aureus has been represented by S. aureus Clind i <0.25 — >2 <0.25 >0 76.7 1.2 221 721 4.7 23.3
_ PN _ _ el _ _ . (1,374) 0.03 0.06 5 (0.4) 31(2.6)  436(34.4) 526(72.6) 302(94.6) 73(99.9)  1(100.0) indamycin <0. <0. : : : : : : - : )

several waves, and the latest comprises the emergence of methicillin-resistant (MRSA) isolates causing infections in Ssn 700 o oo 2o s 200 are 1ol 163(5s 33t 101000 Daptomycin <0.06 — 1 025 05 100.0 : : 100.0 : 0.0 L E/l“er:'h‘::(; s?c?r bﬁgﬁgﬁ(gztisrﬁﬁ:?ggirglsshn;ggu?bi(|i2t01t2)s't£/lfgz Al0.
community settings. This scenario has added further difficulties to empiric therapy. Therefore, the Infectious Diseases (702) | | ©4) (28) (32.6) (71.9) (95.2) (99.9)  1(1000) EnArromy/cin - o8 m— o8- T bacteria that grow aerobically: approvedpstangllard- renth
Society of America established a new treatment algorithm for ABSSSI, which focuses on antimicrobial therapies MRSA (672) 0.03 0.06 2(0.3) 14(24)  227(36.2) 250(73.4) 139(94.0) 40 (100.0) Linezolid 025 —1 05 05 100.0 ) 0.0 100.0 ) 0.0 edition. Wayne, PA, USA. ’
against Streptococcus spp. and S. aureus, and particularly when suspected of MRSA infection. CONS (86) 0.015 0.06 12 (14.0)  24(41.9) 12(558) 21(80.2)  14(96.5)  3(100.0) Oxacillin <0.25 —>2 1 >2 57.0 - 43.0 57.0 - 43.0 L

_ o _ _ o _ - _ | Tetracycline =0.5—>8 =0.5 >8 87.1 1.2 11.8 81.2 24 16.5 2. Clinical and Laboratory Standards Institute (2015). M100-S25.
Oritavancin is a semisynthetic bactericidal lipoglycopeptide approved by the Food and Drug Administration (FDA, E. faecalis (75) 0.015 0.03 3 (4.0) 24 (36.0)  35(82.7) 9 (94.7) 3(98.7) 0(98.7) 0(98.7)  1(100.0) \T/g/lnifrmin Sg-g: 24 501-5 ‘2‘ 1809650 = 10065 1809650 8;1 g-g Performance standards for antimicrobial susceptibility testing:
gu_gust 20.1‘2 an(cj:l European (I;/Iedicine_s Agency (.EMA’bM"’IIrCh .29.15) for Fhe t(r;eatment c_)f adults W?th ABSS?}" VGS* (59) 0.008 0.06 21(356) 17(644) 12(84.7) 3(89.8) 2(93.2)  4(100.0) E. faecalis (75) | | ' ' ' | 25th informational supplement. Wayne, PA, USA.

ritavancin has demonstrated potent in vitro antimicrobial activities against Gram-positive organisms, such as S. anginosus group (38) 0008 0.015 18(474)  14(862)  6(100.0) Oritavancin 0.004—05 0015 0.3 98.7¢ ; ; ; ; 3. EUCAST (2015). Breakpoint tables for interpretation of MICs
staphylococci, enterococci and streptococci, including organisms with decreased susceptibility to vancomycin. This Ampicillin 0.5—2 1 1 100.0 0.0 100.0 0.0 0.0 - : - :

: o o . . . : BHS (287 0.03 012 4(14 29 (115 79 (39.0 61 (60 3 45 (76.0 45 (91 6 22 (99.3 2 (100.0 Daptomycin <0.06 — 2 1 2 100.0 i _ ) _ ) and zone diameters. Version 5.0, January 2015. Available at:
study provides an in vitro susceptibility benchmark for oritavancin and comparator agents against pathogens causing (287) : : (1.4) (11.5) (39.0) (60.3) (76.0) (91.6) (99.3) (100.0) Levofloxacin 055 . o4 5 v 0.5 0.0 903 hitp://www.eucast.org/clinical_breakpoints/. Accessed January
SSSis in USA medical centers during the SENTRY surveillance program for 2014. S. pyogenes (152) 0.03 0.12 2 (1.3) 15(11.2)  34(33.6) 27(51.3)  31(71.7)  30(91.4)  13(100.0) Linezolid 025 —1 1 1 100.0 0.0 0.0 2015.

Tetracycline <0.5—>8 >8 >8 26.7 1.3 72.0 - -
S. agalactiae (96) 0.015 0.06 1 (10) 10 (11.5) 44 (57.3) 27 (85.4) 9 (948) 4 (990) 1 (1000) Vancomycin 0.25 — >16 1 2 08.7 0.0 1.3 08.7 1.3 4 EUCAST Addendum (2015) C||n|Ca| breaprIntS and QC
S. dysgalactiae (39) 0.12 0.25 1 (2.6) 4 (12.8) 1 (15.4) 7 (33.3) 5 (46.2) 11 (74.4) 8 (94.9) 2 (100.0) VGOS‘?t(59) _ o ooE— 0155008 505 T, o, recommendations for the new agents dalbavancin, oritavancin
rtavancin sU. — U. . . . - - . - H H ; . . : :
a. MSSA = methicillin-susceptible S. aureus; MRSA = methicillin-resistant S. aureus; CoNS = coagulase-negative staphylococci; VGS = viridans group streptococci; BHS = 3-hemolytic streptococci. Clindamycin <0.25 — >2 <0.25 >2 78.0 0.0 220 78.0 220 and FedIZOIId' Avallable at http.//WWW.eucaS'[.Org/flleadmln/SI‘C/
b. All vancomycin-susceptible E. faecalis were susceptible to oritavancin (i.e. all inhibited below breakpoint; i.e. <0.12 pg/mL). One E. faecalis displaying a VanA-phenotype (i.e. vancomycin and teicoplanin MIC values of >4 and >8 pg/mL, respectively) had Daptomycin <0.06 — 1 0.25 1 100.0 _ _ _ _ medIa/PDFS/EUCAST_fI|eS/BreaprInt_tab|eS/Addenda/N eW_
an oritavancin MIC result of 0.5 ng/mL. - : ' H .
. . . L. L. . . . . c. Includes S. canis (four isolates),usg. constellatus (eight), S. gordonii (three), S. anginosus group (five), S. mitis group (two), S. mitis/oralis (two), S. parasanguinis (two), S. salivarius group (one), S. anginosus (20), S. intermedius (five), S. oralis (seven). Erythromycin <0.12 —>16 0.5 >16 49.2 5.1 45.8 EUCAST—breaprIntS—flnal'pdf' Accessed AUQUSt 2015
Bacterial strain collection. A total of 1,774 Gram-positive clinical isolates responsible for SSSI, per local guidelines, Levofloxacin <0.12 — >4 0.5 1 98.3 0.0 1.7 5 Orbactiv™ Pack | ¢ (2015). Available at
in 27 medical centers located in the nine USA Census regions were included. Selected isolates were submitted to the Linezold sot2—1 08 1 000 ors G e ' ht:pifvwi or%gc%%econrﬁe,&c(cessgd Avuagl]l?ste7a2015
reference monitoring laboratory (JMI Laboratories; North Liberty, lowa, USA) as part of the SENTRY Antimicrobial Table 3. Summary of antimicrobial activity of oritavancin and comparator agents tested against Tetracycline <0.5— >8 ‘ >8 492 102 407 : : : | | |
Surveillance Program. Isolates were primarily identified by the participating laboratory and identification was contemporary (2014) B-hemolytic streptococcal clinical isolates from USA medical centers TMP-SMX <0.5 —>4 <0.5 <0.5 - - - - - 6. Stevens DL, Bisno AL, Chambers HF, Dellinger EP, Goldstein
confirmed by the monitoring laboratory by standard algorithms and supported by Matrix Assisted Laser Desorption >mp " ry 4 skin struct Yyl : tp BQ’;”‘;‘;?VC'” s012—1 0.5 1 100.0 100.0 0.0 EJ, Gorbach SL, Hirschmann JV, Kaplan SL, Montoya JG,
lonization Time-of-Flight (MALDI-TOF) (Bruker Daltonics, Bremen, Germany). causing sSKin ana sKin structure intections. Orit;van)cin T o5 o 55 _ _ o3 _ Wade JC (2014). Practice guidelines for the diagnosis and
o : I — . ) : iind : <02 5 <02 & : : management of skin and soft tissue infections: 2014 update by
Antimicrobial susceptibility test methods. Susceptibility of isolates to oritavancin and comparator agents was Oritavancin Vancomycin Daptomycin Linezolid Penicillin Levofloxacin g;';t;r:;/gr? e 250 03 147 253 _ e the Infectious Diseases Society of America. Clin Infect Dis 59:
determined by broth microdilution following the Clinical and Laboratory Standards Institute (CLSI) MO7-A10 MIC Erythromycin <012 —>16 <012  >16 71.4 10 275 71.4 1.0 275 10-52.
document. Susceptibility testing was performed centrally using panels manufactured by Thermo Fisher Scientific Organisma MIC (ug/mL) MIC (ug/mL) MIC (ug/mL) MIC (ug/mL) MIC (ug/mL) (ng/mL) Levofloxacin 0.25 — >4 0.5 1 99.3 0.0 0.7 98.3 1.0 0.7 | <hnad _ hei imb
(Cleveland, Ohio, USA). These panels provide oritavancin results equivalent to the CLSI-approved broth microdilution (No. tested) 500 90% %S* 50% 90% 9%S®  50% 90% 9S® 50% 90% %S®  50% 90%  9%S®  50% 90%  9S° Linezolid Lol 05 1 100.0 : : 1000 00 00 . ga Krbgﬁhf\r}sM%?agsgg‘ gO?f;ngrﬁJéESSn o GE, Limbago
method supplemented with 0.002% polysorbate-8_0. Bacterial inoculum density was monitored by colony counts to S. pyogenes (152) 0.03 0.2 1000 025 05 1000 <0.06 0.12 1000 05 1 1000 <0.06 <0.06 100.0 05 1 99.3/97.4 Tetracycline <05—>8 <05  >8 58.2 21 39.7 575 0.7 418 S”[aphyl 0COCOUS aureus from skin andpsoft-tissu e infections in
assure an adequate number of cells for each testing event. S. agalactiae (96) 0.015 0.06 100.0 05 05 100.0 025 0.25 1000 05 1 100.0 <0.06 <0.06 100.0 05 1 99.0 \T/',Z'ni'osrr'\]%n 5_%‘5 :5_‘; 392'2 30955 100.0 - - 19070'_60 0.0 (2):3 US emergency department patients, 2004 and 2008. Clin
Vaflldatlon Otf the I\?ISC Values '\&V_?égezr;%rge%b%/ Concurrenft teStIIng:_lfgészlg-rzelczomrgesntdedtquallty ContrOI (QC) ATCC S. dysga|actiae (39) 0.12 025 949 0.25 0.25 100.0 <0.06 0.12 100.0 0.5 1 100.0 <0.06 <0.06 100.0 05 1 100.0 a. MRSA = methicillin-resistant S. aureus; TMP-SMX = trimethoprim-sulfamethoxazole; CoNS = coagulase-negative staphylococci; VGS = viridans group streptococci; BHS = B-hemolytic streptococci. InfeCt DIS 53 144-149
re erence S ra|ns . aureus , n erOCOCCUS aeca |S an re OCOCCUS neumor"ae b. Breakpoint criyeriafor oritavan(_:in accordi_ng to the_FDA pacl_<age insert (CLSI column) and EUCAST, as aviilable. S. aureus at 50.1_2 ug/mITfor su_sceptible; E. f_aet_:alis at 0.12 pg/mL for suscep_tible
P g S. anginosus group® (38) 0.008 0.015 1000 05 1 1000 025 05 1000 05 1 1000 =<0.06 0.12 921/974 05 1  100.0 i 5. dysgalactine (<0.25 g/ for susceptbie) was applicc for BHS. Breakpoint itara for comparator agents wers those from CLaI (M100-S25, 201) and EUGAST (3015, a5 avalabie. - 8. Zervos MJ, Freeman K, Vo L, Haque N, Pokharna H, Raut M,

49619). All QC results were within published acceptable ranges (M100-S25). MIC interpretations for oritavancin were
based on the FDA and European Committee on Antimicrobial Susceptibility Testing (EUCAST; 2015) breakpoint
criteria. Interpretive criteria from CLSI and EUCAST were applied for comparator agents, as available.

o

%S = percentage susceptible according to oritavancin package insert, CLSI (2015) and EUCAST (2015). Percentage susceptible described if distinct breakpoints are available from regulatory agencies (i.e. S. pyogenes vs levofloxacin; and S. anginosus
group vs penicillin).
b. Consists of S. anginosus (25), S. constellatus (8), S. intermedius (5).
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c. Breakpoint not available.

d. 98.7% of all E. faecalis and 100.0% of vancomycin-susceptible E. faecalis were susceptible to oritavancin. One E. faecalis displaying a VanA-phenotype (i.e. vancomycin and teicoplanin MIC values of
>4 and >8 pg/mL, respectively) had an oritavancin MIC of 0.5 pg/mL.
e. Includes S. canis (four isolates), S. constellatus (eight), S. gordonii (three), S. anginosus group (five), S. mitis group (two), S. mitis/oralis (two), S. parasanguinis (two), S. salivarius group (one), S.
anginosus (20), S. intermedius (five), S. oralis (seven).

f. Includes S. pyogenes (152 isolates), S. agalactiae (96) and S. dysgalactiae (39).
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