Activity of Dalbavancin Against S. aureus, S. epidermidis, Enterococcus spp. and S. pneumoniae
Isolated from Canadian Hospitals: Results of CANWARD 2007-2008
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ABSTRACT

Health Sciences Centre, Winnipeg, Canada and University of Manitoba, Winnipeg, Canada

Table 1. Methicillin-susceptible S. aureus (MSSA, n=1826) Table 4. Hospital-associated MRSA (HA-MRSA, n=477)

Table 2. Methicillin-resistant S. aureus (MRSA, n=657) Table 3. Community-associated MRSA (CA-MRSA, n=149)

"o of Isolates per Category Range Range % of Isolates per Category Range Range % of Isolates per Category Range Range % of Isolates per Category Range Range
_ . . . . Antibiotic §° | R MICs, MICy,, Min  Max Antibiotic S | R MICs, MIC,, Min  Max Antibiotic S | R MICs, MIC,, Min  Max Antibiotic S | R MICs, MICyy, Min  Max
:.3 aCklgm""dt'_ dDalpahvant(f”?t(DAL.) N 2”9‘” te'?ﬁpla”'”'re,lated Cefazolin 99.9 01 05 1 <05 32 Cefazolin 100° 128 >128 1 >128 Cefazolin 100° 16 64 1 >128 Cefazolin 100° 128 >128 1 >128
Ipoglycopeptide with activity against Gram-positive organisms. Clarithromycin 745 04 251 025 >16 <025 >16 Clarithromycin 10.8 0.2 89.0 >16 >16 <0.25 >16 Clarithromycin 26.2 0.6 732 >32 >32 <0.03 >32 Clarithromycin 4.2 958 >32 >32 <0.03 >32
The purpose of this study was to assess the activity of DAL, Clindamycin 916 06 78 5025 =025 5025 >8 Clindamycin 406 02 592 >8  >8 <025 >8 Clindamycin  84.6 154 <012 >8 <0.12 >8 Clindamycin 258 02 740 >8  >8 S0.12 >8
linezolid (LIN) and vancomycin (VAN) against Gram-positive Dalbavancin  no BP” 0.06 006 <0.03 0.25 Dalbavancin no BP” 0.06 0.06 <0.03 0.12 Dalbavancin  no BP” 0.06 0.06 <0.03 0.12 Dalbavancin  no BP” 0.06 0.06 <0.03 0.12
pathogens isolated from Canadian hospitals. Daptomycin 100 012 025 =0.06 1 Daptomycin 100 012 0.25 0.06 1 Daptomycin 100 012 05 0.12 1 Daptomycin 100 012 0.25 0.06 1
Levofloxacin ~ 90.5 0.3 9.2 0.25 1 <0.06 >32 Levofloxacin  12.0 88.0 >32 >32 012 >32 Levofloxacin  36.2 63.8 4 8 012 32 Levofloxacin 2.7 97.3 >32 >32 012 >32
Methods: From January 2007 through December 2008,12 Linezolid 100 2 2 <0.12 4 Linezolid 100 2 2 <0.12 4 Linezolid 100 2 2 q 4 Linezolid 100 2 4 <0.12 4
sentinel hospitals (10 centres - 2008) across Canada submit- Meropenem 100 012 =012 1 Meropenem 100° 8 >32 0.12 >32 Meropenem 100° 1 4 012 16 Meropenem 100° 8 >32 0.25 >32
ted pathogens from patients attending all hospital wards. A Pip-Tazo 100 =1 =1 =1 8 Pip-Tazo 100 64 128 <1 512 Pip-Tazo 100 16 32 2 64 Pip-Tazo 100¢ 64 256 <1 512
total of 5238 Gram-positive pathogens were collected and Tigecycline ~ 100° 025 025 5003 0.5 Tigecycline  100° 025 0.5 006 05 Tigecycline 1007 025 025 0.06 0.5 Tigecycline  100° 025 05 012 05
susceptibility testing was performed using CLSI broth microdi- YMPISMX 991 09 =042 =042 =012 >8 TMP/SMX  88.6 114 042 8 <012 >8 TMP/SMX 100 <02 042 S012 2 TMPISMX 845 155 S042 >8 S012 >8
ution methods Vancomycin _ 100 1 1 =025 2 Vancomycin  99.8 0.2 1 1 <025 4 Vancomycin 100 1 1 0.5 1 Vancomycin _ 99.8 02 1 1 5025 4
Organism (n) DAL _IN VAN Table 5. Methicillin-susceptible S. epidermidis (MSSE, n=185) Table 6. Methicillin-resistant S.epidermidis (MRSE, n=28) Table 7. S. pneumoniae (n=1182) Table 8. Penicillin-resistant S. pneumoniae (n=56)
SPN- PenS (931) <0.03/<0.03 1/ <0.25/<0.25
SPN- Penl (181) <0.03/<0.03 1/ <0.25/0.5 % of Isolates per Category Range Range % of Isolates per Category Range Range % of Isolates per Category Range Range - % of Isolates per Category Rapge Range|
SPN- PenR (56) <0.03/<0.03 1/ <0.25/0.5 Antibiotic S ] R  MIC;;, MICy, Min  Max Antibiotic S ] R  MIC;, MICy, Min  Max Antibiotic S | R  MIG, MIC, Min  Max Antibiotic S | R MG, MIG, Min  Max
MSSA (1832) 0.06/0.06 919 1/ Cefazolin 100 1 4 <0.5 8 Cefazolin 100 64 128 32 128 Ceftriaxone 99.5 0.3 02 <0.06 012 <0.06 4 Ceftriaxone  91.1 5.3 3.6 0.5 1 <0.06 4
CAMRSA (149) 0.06/0.06 2/ 1/ Clarithromycin 32.4 1.6 66 >16 >16 <0.25 >16 Clarithromycin 7.1 929 >16 >16 0.25 >16 Clarithromycin 80.7 44 149 <0.03 2 <0.03 >32 g:jc\r:;hrom_ycm g:-g 3.6 21-8 <; N >?;2 fg-gg >?;2
i il Clindamycin  63.2 36.8 =<0.25 >8 =0.25 >8 Clindamycin  10.7 89.3 >8 > =0.25 >8 Clindamycin  93.0 0.3 6.7 <012 =012 =0.12 >8 Indamycin : .7 =0. > =0. >
|I\-|/|g-g/||§(s1g1(;177 ) <06006:;?0'0066 OZé% ,;2 Dalbavancin  no BP” =0.03 0.06 =0.03 1 Dalbavancin  no BP” =0.03 0.06 =0.03 0.06 Dalbavancin  no BP” £0.03 =0.03 =0.03 0.12 Dalbavancin  no BPZ <0.03 =0.03 =0.03 =0.03
MRSE (28 20.03/0.06 1'/1 2 Daptomycin 100 0.12 0.25 =0.06 1 Daptomycin 100 012 0.25 =0.06 0.5 Doxycycline  no BP® <0.25 1 <0.25 >16 Doxycycline no BP 1 4 <0.25 >16
(28) =Y. UIIU. Levofloxacin  49.7 1.6  48.7 2 32 012 >32 Levofloxacin 100 >32  >32 4 >32 Levofloxacin  99.0 0.2 0.8 1 1 <0.06 32 Levofloxacin 100 1 1 0.25 z
E. faecalis (254) 0.06/0.06 212 1/2 Linezolid 100 0.5 1 <012 2 Linezolid 100 1 1 025 1 Linezolid 100 1 1 <012 2 Linezolid 100 0.5 1 025 2
E. faecium (107) 0.06/2 2/12 0.5/>32 Meropenem 86.0 7.0 7.0 1 8 <012 32 Meropenem 100° 32 32 16 64 Meropenem 962 29 09 <0.06 <0.06 <0.06 2 Meropenem  37.5 446 179 0.5 1 <0.06 2
Enterococcus spp.(409)|  0.06/0.06 2/4 1/2 Pip-Tazo 98.9 1.1 <1 2 <1 16 Pip-Tazo 100° 32 64 8 128 Penicillin 798 154 48 <0.03 025 <0.03 >8 Penicillin 100 2 4 2 >8
VRE (18) 2/1>16 214 >32/>32 Tigecycline  no BP” 025 0.5 =0.03 1 Tigecycline  no BP” 025 0.25 0.06 0.5 Tigecycline  no BP” <0.03 0.06 <0.03 0.5 Tigecycline  no BP” £0.03 0.06 =0.03 0.12
TMP/SMX 62.2 37.8 0.25 8 <0.12 >8 TMP/SMX 28.6 1.4 4 8 <0.12 >8 TMP/SMX 84.7 7 8.3 <0.12 2 <0.12 >8 TMP/SMX 21.4 8.9 69.7 4 >8 <0.12 >8
SPN=S.pneumoniae, PenS=penicillin-susceptible, Penl=penicillin- Vancomycin 100 1 2 =025 4 Vancomycin 100 2 2 1 2 Vancomycin 100 £0.25 =0.25 =0.25 1 Vancomycin 100 025 05 =025 1
intermediate, PenR=penicillin-resistant, MSSA=methicillin-suscepti- _ _ S _ _ B _
ble S. aureus, MR=methicillin-resistant, CA=community-associated, Table 9. E. faecalis (n=254) Table10. E. faecium (n=107) Table 13. MIC distribution of dalbavancin against gram-positive cocci
HA=healthcare-associated, SE=S. epidermidis, VRE=vancomycin- % of Isolates per Category Range Range % of Isolates per Category Range Range | MIC ( Minimal Inhibitory Concentration pug/mL)
resistant enterococci. Antibiotic S | R  MICs, MICy,, Min  Max Antibiotic S | R  MICs, MICy Min  Max U EITE _ SEEES TN SO R Wil2 Uza? Uiz 1 2 4 8 16 >16
o | o Ciprofloxacin 417 228 355 2 >16 025 >16 Ciprofloxacin 84 47 869 >16 >16 05  >16 Methicillin-susceptible S. aureus 1826 448 1343 32 3
Conclusions: Dalbavancin is more active than linezolid and vanco- Clarithromycin no BP” 5 516 <025 >16 Clarithromycin no BP” >16 S16 012  >16 Methicillin-resistant S. aureus 657 126 513 18
mycin versus S. pneumoniae, MRSA, MRSE and Enterococcus spp. Clindamycin  no BP” >8 >8  <0.12 >8 Clindamycin  no BP” >8 >8 £0.25 >8 CeEHnityeas SO CIICUIS o8 149 20 127 2
Dalbavancin  no BP” 0.06 0.06 <0.03 0.25 Dalbavancin  no BP” 006 2 <003 >16 ;°f:_'ti'ljass°°'atet‘f'b':"RzA S il 2k Je 16
Daptomycin 100 0.5 1 <0.06 4 Daptomycin 100 1 2 <0.03 4 e*hiciin-susceptible <. epidermidis 185 125 52 7 - - 1
MATERIALS AND METHODS Ertapenem no BP® 8 16 0.25 >32 Ertapenem no BP” >4 >4 4 >4 Methicillin-resistant S. epidermidis 28 23 5 _
Levofloxacin 66.5 1.2 32.3 2 >32 0.25 >32 Levofloxacin 13.1 1.8 85.1 >32 >32 1 >32 S. pneumoniae 1182 1164 15 3
_ Linezolid 99.2 0.8 2 2 0.5 4 Linezolid 95.3 4.7 2 2 0.5 4 Penicillin-resistant S. pneumoniae 56 56
Bacterial Isolates Meropenem no BP” 4 8 <0.06 >32 Meropenem no BP® >32 >32 2 >32 E. faecalis 254 69 172 12
In 2007 and 2008, each participating Canadian hospital submitted Pip-Tazo no BP” 4 8 <1 512 Pip-Tazo no BP” >512 >512 2 >512 E. faecium 107 16 40 31 6 3 - 2 1 2 6
consecutive bacterial isolates collected from four specimen sources: Tigecycline 98.4¢ 0.12 0.25 0.06 0.5 Tigecycline no BP” 0.12 012 =0.03 2 Enterococcus spp. 407 143 230 32 1 1 -
urines (100/100, respectively), lower respiratory tract (200/150) Vancomycin 100 1 2 0.5 4 Vancomycin 84.1 15.9 0.5 >32 S0.25 >32 VRE 18 ] 1 2 3 2 1 2 6
wound/iv mfectlonls (50/50) and. blood cultures (30/ ?O Per month for Table 11. Non-speciated Enterococcus (n=407) Table 12. Vancomycin-resistant Enterococcus spp. (VRE, n=18)
12 months). Total isolates submitted from each hospital site were 730
Antibiotic S | R MIC5, MICyy Min  Max Antibiotic S | R MICs, MICy Min  Max REFERENCES CONCLUSIONS
.. : L epeg Ciprofil ' 37.4 21.6 41.0 2 >16 =0.06 >16 Ciprofl ' 100 >16 >16 >16 >16 : C : : -
Antimicrobial Susceptibilities C:::i(:h::rz?cnin o BP” 16 16 <025 >16 C:Z:ﬁh::r::,':in "o BP 16 16 " 16 1. Weshnoweski et al. ICAAC 2008. 1. Dalbavancin is more active than comparators against methicillin-
A custom microtitre panel was prepared in accordance with Clinical Clindamycin  no BP’ >3 58 <025 >8 Clindamycin  no BP’ 58 58 <025 >8 2. DgCorby et al. ICAAC 2007.. o susceptible and methicillin-resistant S.aureus, community-associated and
and Laboratory Standards Institute guidelines(CLSI, M100-S18, Dalbavancin  no BP” 0.06 006 <0.03 0.5 Dalbavancin  no BP” 2 >16 <0.03 >16 3. Biedenbach et al. 2007. J.Clin Microbiol. 45:998-1004. healthcare-associated.
2008). Polysorbate 80 (0.002% final concentration) was added to Daptomycin 100 0.5 1 0.06 4 Daptomycin 100 1 2 <0.06 2
both the stock solution of dalbavancin and cation-adjusted broth Ertapenem no BP” 16 32 =0.06 >32 Ertapenem no BP” >4 >4 >4 >4 2. Dalbavancin is more active than comparators against methicillin-
used for panels. The following interpretive breakpoints (FDA) were t?voﬂ‘l’,’;acm gg'g gg 38.3 2 >§’2 fg'gg >:12 ::_e"°ﬂ‘|’_’;a°i" s80 111 100 >§’2 >:2 325 >:2 ACKNOWLEDGEMENTS susceptible and methicillin-resistant S. epidermidis.
i i _ InNezoll . . =U. > Inezoll . . .
used for tigecycline (pg/ml): Staphylococcus aureus (MSSA a_nd Meropenem no BP® 4 16 <0.06 >32 Meropenem no BP” >32 >32 >32 >32 _ _ _ L . _ ,
MRSA) < 0.5 (S); Enterococcus spp., < 0.25 (S). MIC interpretive Pip-Tazo no BP” 4 8 <1 5519 Pip-Tazo no BP 5512 5512 5512 5512 The authors would like to thank the investigators and 3 Dallbavanc!n. IS more actl\_/e than comparators against S. pneumoniae,
standards for the remaining antimicrobials agents were defined ac- Tigecycline  no BP’ 012 025 <0.03 1 Tigecycline no BP 012 012 006  0.25 Iaborelltory staff .at each of the CANWARD sites for they including penicillin-resistant isolates.
cording to CLSI breakpoints (M100-S18, 2008). Vancomycin ___ 99.8 0.2 1 2 0.25 >32 Vancomycin 100 >32 >32 32 >32 submission of isolates. CANWARD was supported in

ag, susceptible; I, intermediate; R, resistant; o No BP, no breakpoint defined, ¢ based on oxacillin susceptibilty, d FDA breakpoints
MIC, minimum inhibitory concentration (ug/mL); Pip-Tazo, piperacillin-tazobactam; TMP-SMX, trimethoprim-sulfamethoxazole

part by Abbott, Astellas, Bayer, Cerexa, Janssen Ortho,
Merck, Pfizer, Targanta and Wyeth.
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4. Dalbavancin is more active than comparators against E.faecalis,
E. faecium and non-speciated Enterococcus.




