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ABSTRACT

Background:  Telavancin is a lipoglycopeptide with rapid bactericidal activity against a broad spectrum of gram-positive
thogens. The purpose of this study was to assess the activity of telavancin and comparators against gram-positive cocci
obtained from Canadian hospital rt of the or i

Methods: From January 2007 through December 2009, sentinel hospitals representing 8 of 10 provinces in Canada submitted

Jsltasfom paterts tendig hosptal e, emergency rooms, medialsurgca warce, and nanaie care U, Each caire
ked to submit pathogens (consecutive, one per patient per infection site) from blood, respiratory specimens, urine,

ound see 18536 soten were cotocied i o ol ey posivsleoca el s e perormed

against 5290 pathogens by broth microdiution using CLST mparator agents a panels

for telavancin.

Results: MIC, and MICy, values for telavancin, vancomycin, daptomycin and linezolid are shown below:

5 Telavancin Vancomyein Daplomycin Tinezold
EIE0E) MICs/MICos | MICs/MICss |  MICi/MICs MICss/ MICop
MSSA (2697) 71 0127025 272
MRSA (839) 111 012/025 212

- HAMRSA (643) 111 012/025 212

- CAMRSA (225) 111 025/025 212
MSSE (268) 112 012/025 05/1
uRSE 45 2/2 0.12/025 111

S. pneumoniae - All (1391) 025/025 006/012 0511

~PenS (1117) 025/025 0,06/006 101

- Pen (200) 025/05 006/0.12 101

- PenR (56) <0.06/<0.06 025105 006/012 0511
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MRSA; M; epidermidis; MRSE, methicilin-resistant S. epidermidis.
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BACKGROUND

Antibiotic

among g P uch as
aureus and epldermldls |s a growmg ooncern. The global
in both and is
threatening our ability to effectively treat patients by slgnlf icantly Ilmltlng the therapeutic
options available to clinicians and increasing the risk of treatment failures. Management of
infections caused by these difficult-to-treat is often ig further by the fact
that many of these strains are multidrug: istant. These the need
for continued surveillance, more judicious antibiotic prescribing practices and new treatment
alternatives.

Telavancin is a semisynthetic lipoglycopeptide with a dual mechanism of action against a
broad speclrum of clinically relevan( gram-posil ve bacteria, including both susceptible and

g i and i (1-4). The rapid bactericidal activity of
telavancin is derived from its ability to inhibit synthesis of the bacterial cell wall as well as to
disrupt bacterial membrane integrity and increase cell membrane permeability (1-4).

PURPOSE

The purpose of this study was to assess the activity of telavancin and comparators against
gram-positive cocci obtained from Canadian hospitals in 2007-2009 as part of the ongoing
national CANWARD surveillance study.

—

Table 1. Activity of and against g positive cocci from CANWARD 2007-2009
CANWARD Study Design
Aol . " rganism (n), Antibjotie  —-01Solates per Gategory . Renge Renge janism (n). Antibiotic 0 onoe Renge janism (n), Antibiotic: n0s Range
Between January 2007 and December 2007, 18538 clinical isolates, including 7956 gram- oo s i B MO MO :"; O s 1 B MO MO wn wa :"’ - ‘ﬂ“ bler s i MO MO x
= g H 4 e menmanas e
positive cocci, were collected as part of the ongoing CANWARD study assessing pathogen MSSA (2697) Al (139) MSSE (268)
prevalence and antibiotic resistance in Canadian hospitals. Isolates were received from e o] 0z e ) L A e Hed O 5 LA S -
tertiary-care medical centres (12 in 2007, 10 in 2008, 15 in 2009) that were geographically u_“mm 33: 0 o) :255 ;Uﬂ:ﬁ A cmm:m gfg 2; 2 oI §3$§ )432 g‘e_':ﬂ"mw ;gg 22 o )'ﬁ )‘“ ;nﬂ‘; )gz
istributed in a population-based fashion in eight of the ten Canadian provinces. Each study Gindamycin 918 06 77 s025 5025 s02s  >8 Gindamycin 935 06 sor2  sor2  soi2 > Clindamycin 623 04 573 s02s  »8  so12  »8
site was asked to submit clinical isolates (consecutive, one per patient per infection site) from e & m 48 8 s Em L o 5 4 3R L) L I o SRS O N
inpatients and outpatients with respiratory, urine, wound and bloodstream infections. Isolates L"*::::B = R h e M u o o i B Se T- o 2 il p - A 05 i o &
were collected from patients attending hospital clinics, emergency rooms, medical/surgical Moo ws 05 o1 5005 Iom  w it 01 d 4 R T e pr i a7 ®4 o2 8 so08 o
B H o . it pree PipTaz 599 o=t <1 2 Toecycine NoBP 005 00 003 006 PpTaz0 a8 D] 2 <1 16
wards and intensive care units. All organisms were identified by the submitting centre and Tigecycline® %08 025 125 <003 1 TMPISMX 856 63 81 s012 1 <012 >8 Tigecyciine. NoBP 025 05 £003 1
i Fan : A R : f Tup/SX 503 07 sor  sor  soi  -s e/ 64 ss1 o3 5 <o s
were deemed clinically significant using local site criteria. Isolates were shipped on Amies s ) e
semi-solid transport media to the coordinating laboratory (Health Sciences Centre, Winnipeg, ey o} o gz o2k g e ez ELE T 2 e sl b= @ 01z g
Canada) where they were subcultured onto appropriate media and stocked in skim milk at - otz S S Cofvasons 100 for <o sor2 oz Sy w0 e 128 12
o Caritvomycin wooer w2z e e s o Clarirvamycn s1 33 75 <03 05 so;  am Giantrom 1 St > 502 16
. Gindarn A - Y Cinamyen s os 15 o son Zom s Cindarn 3 W s e iom
80°C E & el
plomycin 100 o o 0w 1 i NoBP <025 s02 <025 a8 00 02 oz 0w o5
Antimicrobial Susceptibiity Testing Levofoxacin 141 w9 em e o e Levoforacn @2 02 o0s T o @ Levotoraci 2 22 w6  sm  sm 1 %
Linozold 100 2 sor2 4 Lo 100 05 sor2 2 Unezoid 100 ' 025
Meropenem w8 0 ow %9 o1 <005 <005 5006 05 3 >
Following two subculturesl from froz;en Is(ock thg in vitro actlvltles of telavancln and s ?ou e ! s o R s ":;: Nog? 200 0o com 05 Moxifloxacin @ I < 2 2 & 22
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inezoli s 603 o7 sor sz s i 7 m R g % =
L ChMRSA (225 PSP (200)
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Vancomycin 100 1 05 jancomycin 5 05 =025 05 soz 2 NoBP, o breakpoiis defined.
end) 2gain=tg5200 JpathogensRoyArothiiniclodiiongi fazoin o e T Cotvarone % 05 05 o 02 o 4 MSSE, mehiciln-suscopibe S, cpidermids
accordance with Cllnlcal and Laboratory Standards Institute (CLSI) guidelines (5-6). Clarithromycin 269 0s 727 =16 »16 <025 >16 Clartromycin 493 w02 401 05 >3 so03 >3 MRSE. methicilin-resstant S. epidermids.
Cindamycin o1 1 <02 <025 8 Cidemycin 784 15 1 soiz 6 s012  »64
Antimicrobial minimum inhibitory concentrations (MICs) were determined using 96-well Daptomycin 100 025 025 012 1 Doxyeycine NoBP 5025 16 5025 >16
custom designed microtitre panels for comparator agents and FDA-approved dry-form panels i) £ o1 o o % s ey 2 & T N
for telavancin. Quality control was performed using the following ATCC organisms: S. i) 208 s gg' 2 oIz D e N 1 L5 o gD 1 CONCLUSIONS
pneumoniae ATCC 49619 and S. aureus ATCC 29213. MIC interpretive standards were Pip-Tazo 1000° 16 32 2 6 Tigecycine NoBP 003 006 5003 006
defined according to CLSI breakpoints (7). The following interpretive breakpoint (FDA) was e o Th o oen 8 THPISIX os e oo e s e
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* Interprtive breakpaints dafined by FOA.
*Based on oxacilin susceptibity.

CAMRSA, communiy-associated

el resistant S, aureus.

HAMRSA, healtncare assocated methiciln.resisant S aureus.

s, susceptble 1, ntomodate; R,
NoBP, no breakpoints defned.

resitant. * Penillin resistance defined as an MIC 22 g/

No B, o breakpoins defin.

FoSP st susepte S preuronise
vcllivintermediate S preumoniae.
FREE pericio sesant 5 pamonan

s, suscopible; |, intormdiate; R rsisant

Table 2. MIC distribution of against gi positive cocci from CANWARD 2007-2009
T each MIC

Organis (no. tested) 5% oz oS = i
[Velhicilin-susceptble S. aureus (1980) 15(0.8) 544 (282) 798 (68.5) 525 (95.1) 58 (100)
[Methicilin-resistant S. aureus (631) 128 (203) 264 (62.1) 202 (94.1) 37 (100)

nity-associated MRSA (173) 34 (19.7) 71(60.7) (94.2) 10 (100)
Healthcare-associated MRSA (433) 89(206) 180 (62.1) 137 (93.8) 27 (100)
Methicilin-susceptible . epidermidis (202) 5@25) 73 (38.6) 78(77.2) 39(96.5) 7(100)
[Methiclin-resistant S. epidermidis (34) 8(235) 20 (82.4) ©12 3(100)
. pneumoniae (1391) 1389 (99.9) 2(100)
[Penicillin-susceptible S. pneumoniae (1114) 1112 (99.8) 2(100)
Penicilin-intermediate S. pneumoniae (200) 200 (100)
Penicilin-resistant . pneumoniae (61) 62 (100)

MIC, minimum inhibtory concentration (ugimi).
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Against S. pneumoniae, telavancin was more active than
vancomycin, linezolid and p in. Telavancin was the most
potent agent tested against pemclllm -resistant S. pneumoniae.

REFERENCES

Zhanel GG et al. Drugs 2010;70:859-886
Leonard SN, Rybak MJ. Phamocotherapy 2008;4:458-468.

Zhanel GG et al. Expert Rev Anti Infect Ther 2008:6:67-81.

Laohavaleeson S et al. Expert Opin Investig Drugs 2007;16:347-357.

Gl i o L e ) e Ly i o i U
aerobically. M7-A7. Wayne, P 2006,

CLSI. Methods for diution anummmhlal susceptiilty tests for bacteria that grow
aerobically. M7-AS. Wayne, PA. CLSI 2009.

CLSI. Performance standards for antimicrobial suscepibilty testing; 20th informational
supplement. M100-520. Wayne, PA. CLS! 2010.

o wm




	Slide Number 1

