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Executive Summary:1-3 
· Telavancin is a lipoglycopeptide that received FDA approval (September 2009) for the treatment of adult patients with complicated skin and skin structure infections (cSSSI) caused by susceptible Gram-positive bacteria.

· Telavancin displays in vitro activity against Gram-Positive organisms including multi-drug resistant isolates such as methicillin-resistant Staphylococcus aureus.

· Two pivotal, Phase III clinical trials were conducted to evaluate the efficacy and safety of telavancin in the treatment of cSSSI.  The study designs of these two clinical trials were identical and designed to establish noninferiority of telavancin and vancomycin.  In addition, a prespecified, pooled analyses from both phase III clinical trials in patients infected with MRSA was performed to test for superiority of telavancin over vancomycin.

· Telavancin demonstrated noninferiority to vancomycin for treatment of cSSSI. However, in a subanalysis of pooled cSSSI studies, clinical cure rates in the telavancin treatment group were lower in patients with impaired renal function (CrCl≤50 ml/min) than compared to those with a CrCl>50 ml/min.  Similar findings of lower cure rates were also seen in elderly patients compared to those <65 years old treated with telavancin.  The product information labeling indicates to exercise caution with use of telavancin in patients with renal impairment.  Telavancin did not demonstrate superiority to vancomycin in patients with MRSA at baseline in the prespecified, pooled analyses.
· The most common adverse events included taste disturbance, nausea, vomiting, and foamy urine.  Other potential adverse events include nephrotoxicity, QT prolongation, and infusion-related reactions (ie red-person syndrome).  In addition, telavancin has boxed warning for fetal risk (ie Pregnancy Category C). 

· Telavancin interferes with certain coagulation monitoring tests as well as urine protein dipstick tests.

Introduction

The purposes of this monograph are to (1) evaluate the available evidence of safety, tolerability, efficacy, cost, and other pharmaceutical issues that would be relevant to evaluating telavancin for possible addition to the VA National Formulary; (2) define its role in therapy; and (3) identify parameters for its rational use in the VA.

Pharmacology/Pharmacokinetics 1-3
Telavancin, a semi-synthetic derivative of vancomycin, appears to possess a dual mechanism of action of inhibiting bacterial cell wall synthesis and disrupting bacterial plasma membrane.  It exhibits concentration-dependent, bactericidal activity against Gram-positive organisms.

Table 1.  Pharmacokinetics of Telavancin

	Parameter
	Telavancin

	Metabolism
	No metabolites were detected in vitro studies.

	Elimination
	Primarily eliminated by the kidneys 

	Half-life
	8.0  ± 1.5 (single dose); 8.1 ± 1.5 (multiple doses)

	Protein Binding
	~90%

	Bioavailability
	Not applicable 


Microbiology4-6
Telavancin displays in vitro activity against Gram-Positive organisms including multi-drug resistant isolates such as methicillin-resistant Staphylococcus aureus.  The in vitro activity of telavancin and other agents targeting Gram-Positives against a select group of pathogens is provided in Table 2.  The table presents the minimum concentration (mcg/mL) of antibiotic required to inhibit growth of 90% of tested strains (MIC90).

As shown in Table 2, telavancin displays activity against vancomycin-susceptible Enterococcus spp.; however, it lacks in vitro activity against Enterococcus spp. harboring the VanA gene, which is the predominant gene circulating amongst E. faecium in the United States.  Of note, telavancin exhibits in vitro activity against VanB containing Enterococcus strains.  Despite structural similarities of telavancin and vancomycin, telavancin may retain in vitro activity against vancomycin-intermediate S. aureus (MICs ranged from 0.5 – 1.0 mcg/mL against 6 isolates).  Higher MICs of telavancin have been reported against vancomycin-resistant S. aureus (MIC ranged 1 – 4 mcg/mL against 3 isolates).  
Table 2.  In vitro MIC90 for telavancin and comparators against select Gram-Positive bacteria4
	Bacteria (no. of isolates)
	MIC90 (µg/mL)

	
	Telavancin
	Vancomycin
	Linezolid
	Daptomycin
	Quinupristin-dalfopristin

	S. aureus 

methicillin susceptible (n=1217)
	0.5
	1
	2
	0.5
	0.5

	S. aureus 

methicillin resistant (n=1082)
	0.25


	1
	2
	0.5
	0.5

	Coagulase-negative staphylococci

methicillin susceptible (n=100)
	0.5
	2
	1
	1
	0.25

	Coagulase-negative staphylococci 

methicillin resistant (n=272)
	0.5
	2
	1
	1
	0.25

	E. faecalis 
vancomycin susceptible (n=429)
	1
	2
	0.25
	1
	1

	E. faecalis  harboring VanA gene (n=22)
	16
	>512
	2
	1
	N/A

	E. faecium
vancomycin susceptible (n=92)
	0.25
	1
	2
	4
	2

	E. faecium harboring VanA gene (n=223)
	8
	512
	2
	4
	1

	E. faecium harboring VanB gene (n=17)
	2
	0.5
	1
	4
	4

	S. pyogenes (n=68)
	0.06
	0.5
	1
	0.06
	N/A

	S. agalactiae (n=45)
	0.06
	0.5
	1
	0.25
	N/A

	Viridans group streptococci (n=102)
	0.12
	0.5
	1
	1
	N/A

	S. pneumoniae

penicillin susceptible (n=204)
	0.03
	0.5
	1
	N/A
	N/A

	S. pneumoniae
penicillin nonsusceptible (n=72)
	0.015
	0.5
	1
	N/A
	N/A


Table adapted from reference 4

FDA Approved Indication(s)1 and Off-label Uses8-9
Telavancin received FDA approval for the treatment of adult patients with complicated skin and skin

structure infections (cSSSI) caused by susceptible Gram-positive bacteria (ie, Staphylococcus aureus (methicillin susceptible and methicillin-resistant isolates), Streptococcus pyogenes, Streptococcus agalactiae,

Streptococcus anginosus group (S. anginosus, S. intermedius, S. constellatus) or Enterococcus faecalis
(vancomycin-susceptible isolates only).

The manufacturer has submitted a new drug application for treatment of telavancin for nosocomial pneumonia.

The two, phase III clinical trials evaluating telavancin and vancomycin for treatment of hospital-acquired

pneumonia due to methicillin-resistant S. aureus (ATTAIN1 and ATTAIN 2) have been completed. Recently, the FDA issued a complete response letter indicating that the company needs to submit additional data and analyses to support efficacy and safety of telavancin for this indication.  At this time, the results of the nosocomial pneumonia clinical trials have only been published in abstract form and will not be reviewed in this monograph.    

Current VA National Formulary Alternatives

Parenteral anti-MRSA agents on VANF include vancomcyin, daptomycin, linezolid, tigecycline, and quinupristin-dalfopristin.  The PBM/MAP/VPEs have issued Recommendations for Use for daptomycin, linezolid, tigecycline, and quinupristin-dalfopristin.

Dosage and Administration1,10
The recommended dose of telavancin is 10 mg/kg administered by intravenous infusion once every 24 hours for 7 to 14 days.  Telavancin should be intravenously administered over a 60 minute period to reduce the risk of infusion-related reactions.  Similar to vancomycin, symptoms associated with “red-person syndrome” (e.g., flushing of the upper body, urticaria, pruritis, or rash) may occur with rapid infusion of telavancin.

Renal Impairment:  Dosage adjustments are recommended in renal impairment (Table 3).  Of note, telavancin contains hydroxypropyl-beta-cyclodextrin, an ingredient to increase solubility, which is excreted in urine and may accumulate in patients with renal impairment.  The clinical significance of this accumulation is unknown.  

Table 3.  Dosage Adjustments in Renal Impairment

	Creatinine Clearance (mL/min)
	Telavancin Dosage Regimen

	>50
	10 mg/kg every 24 hours

	30-50
	7.5 mg/kg every 24 hours

	10- < 30
	10 mg/kg every 48 hours

	End-stage renal disease on hemodialysis
	Insufficient information to provide recommendation.


Hepatic Impairment:  No dosage adjustments recommended in patients with mild or moderate hepatic impairment.  Because the pharmacokinetics of telavancin have not been evaluated in patients with severe hepatic impairment, no recommendations are available at this time.  
Efficacy 1-3
Two pivotal, Phase III clinical trials were conducted to evaluate the efficacy and safety of telavancin in the treatment of cSSSI.  The study designs of these two clinical trials were identical and designed to establish noninferiority of telavancin and vancomycin using noninferiority margin of 10% .  In addition, a prespecified, pooled analyses from both phase III clinical trials in patients infected with MRSA was preformed to test for superiority of telavancin over vancomycin.  Post-hoc analysis for various subgroups (US vs non-US trial site, history of diabetes, baseline creatinine clearance, wound type, and age) were also performed in the clinically evaluable (CE) population.  
Co-primary efficacy endpoints:

· Clinical response at test-of-cure (TOC) defined as visit 7-14 days after last dose in all-treated (AT) population 

· Clinical response at test-of-cure (TOC) in CE population 

Secondary endpoints:

· Clinical response at test-of-cure (TOC ) in patients with MRSA in pooled all-treated population from both phase III clinical trials
· Clinical Response at TOC in the Microbiology Evaluable Population 
Summary of efficacy findings 

· In the phase III clinical studies, telavancin was found to be noninferior to vancomycin in the AT and CE populations. 

· In the pooled analyses, telavancin did not demonstrate statistical superiority to vancomycin in patients infected with MRSA.

· In subgroup, post-hoc analyses, telavancin-treated patients with renal impairment showed a lower rate in clinical response compared to vancomycin-treated patients with renal impairment.  Similarly, lower rate in clinical response was seen in elderly patients treated with telavancin compared to vancomycin.  Limitations of these data include small number of patients in the analyses and post hoc analyses were performed.  The warning section of the product information indicates to use caution in patients with renal impairment based upon these findings.
For further details on the efficacy results of the clinical trials, refer to Appendix A (page 9).

Adverse Events (Safety Data)1-3
Incidence of adverse events was assessed in 929 patients treated with telavancin in two, pivotal phase III clinical trials. Refer to Table 4 for treatment-emergent adverse drug reactions in these two pivotal trials.  There were 7.8% (72/929) of telavancin-treated and 5.7% (53/938) vancomycin-treated patients that were discontinued from medication secondary to adverse-events.
Table 4: Incidence of Treatment-emergent Adverse Drug Reactions Reported in ≥2%

of Telavancin or Vancomycin Patients Treated in two Phase III clinical Trials
	
	Telavancin

(N=929)
	Vancomycin

(N=938)

	Taste disturbance 

(ie, metallic or soapy taste)
	33%
	7%

	Nausea
	27%
	15%

	Vomiting
	14%
	7%

	Foamy urine
	13%
	3%

	Diarrhea
	7%
	8%

	Pruritis
	6%
	13%

	Dizziness
	6%
	6%

	Rash
	4%
	5%

	Infusion site pain
	4%
	4%

	Rigors
	4%
	2%

	Generalized pruritus
	3%
	6%

	Infusion site erythema
	3%
	3%

	Decrease appetite
	3%
	2%

	Abdominal pain
	2%
	2%


Table adapted from product information; P-values not reported

Deaths and Other Serious Adverse Events (Sentinel Events)
In the two Phase III cSSSI clinical trials, <1% (8/929) of telavancin-treated patients died and 7% (69/929) experienced a serious adverse event (ie, most commonly renal, respiratory or cardiac events).  In comparison, <1% (8/938) of vancomycin-treated patients died and 5% (43/938) experienced a serious adverse event (ie, most commonly cardiac, respiratory or infectious events).  
Common Adverse Events

As shown in Table 4, the most common adverse events observed in telavancin-treated patients were taste disturbance, nausea, vomiting, and foamy urine.

Other Adverse Events

Other potential adverse events include nephrotoxicity, QT prolongation, and infusion-related reactions (ie red-person syndrome).  
QTc interval prolongation:1,3,11
In a healthy volunteer study, QTc interval prolongation was evaluated in 160 adults randomized to receive telavancin (7.5 mg/kg or 15 mg/kg), moxifloxacin or placebo.  The mean change of QTcF interval (corrected to placebo) was 4.1 msec, 4.5 msec, and 9.2 msec for those that received telavancin 7.5 mg/kg, telavancin 15 mg/kg, and moxifloxacin 400 mg, respectively.  None of the subjects experienced a QTc interval ( 450 msec or significant ECG abnormalities. 
Three clinical trials monitored ECG as a safety parameter; in these trials, a portion of telavancin-treated [21% (214/1029)] and vancomycin-treated patients [16% (164/1033)] were also receiving concomitant medications that are known to prolong QTc interval.  Overall, the incidence of QTc prolongation >60 msec was 1.5% (15/1029 patients) for telavancin-treated and 0.6% (6 patients) for vancomycin-treated patients.

Nephrotoxicity: 

Telavancin-treated patients experienced higher renal adverse rates compared to vancomycin-treated patients.

· In patients with baseline normal renal function, 15% of telavancin-treated patients and 7% of vancomycin-treated patients experienced elevations in serum creatinine 1.5 times baseline.

· Renal adverse events occurred in 30/929 (3.1%) of telavancin-treated patients compared to 10/938 (1.1%) of vancomycin-treated patients.

· Serious renal adverse events occurred in 11/929 (1.2%) of telavancin-treated patients compared to 3/398 (0.3%) vancomycin-treated patients.  
· Discontinuation of study medication secondary to renal impairment occurred in 12 telavancin-treated patients compared to 2 vancomycin-treated patients.

· Higher renal adverse events were seen in patients who were elderly (8.6% (15/174) in ≥ 65 years of age compared to 1.9% (16/755) in <65 years of age), with comorbidities affecting kidney function (ie, pre-existing renal disease, diabetes mellitus, congestive heart failure, or hypertension) or receiving concomitant medications (ie, non-steroidal antinflammatory drugs, ACE inhibitors  and loop diuretics) that can affect kidney function.  
Tolerability

Taste disturbance is the most common adverse event followed by gastrointestinal related adverse events, nausea and vomiting (Table 4).
Warnings/Precautions1
· Women of Childbearing Potential:  Telavancin has a boxed warning; a serum pregnancy test is recommended prior to the administration of telavancin and effective method of contraceptive use during therapy (if pregnant test result was negative).  
· Pregnancy Category C:  Telavancin has a boxed warning; potential risk of fetal development toxicity if pregnant female exposed to telavancin.  Women should avoid the use of telavancin during pregnancy unless potential benefit to the patient outweighs potential risk for the fetus.  
· Nursing:  It is unknown whether telavancin is excreted in human milk.  
· Telavancin is a semi-synthetic derivative of vancomycin; it is unknown if patients with hypersensitivity reactions to vancomycin will experience cross-reactivity to telavancin.  Telavancin should be avoided in patients with known hypersensitivity to vancomycin.  

· Nephrotoxicity: Monitor renal function; if renal function decreases, consider benefit versus risk of continuing telavancin or changing to alternative agent. 

· Decreased efficacy in patients with moderate to severe renal impairment (CrCl ≤50mL/min) compared to patients with CrCL ≥ 50mL/min; use with caution in patients with renal impairment

· Infusion-related reactions: Infuse telavancin over 60 minutes to avoid infusion-related reactions (e.g., flushing of the upper body, urticaria, pruritis, or rash) secondary to rapid infusion.  

· Clostridium difficile-associated diarrhea (CDAD) has been reported with nearly all antibiotics and may range in severity from mild diarrhea to fatal colitis. Consider CDAD in all patients with diarrhea following antibiotic use.

· QTc prolongation:  Avoid use in patients with a history of congenital QT syndrome, known prolongation of the QTc interval, uncompensated heart failure, or severe left ventricular hypertrophy, caution is warranted in patients concomitantly receiving other drugs knows to prolong the QTc interval.

· Coagulation test interference:  Telavancin does not affect coagulation or platelet aggregation, but may interfere with some labs used to monitor anticoagulation.  

Contraindications

None

Look-alike / Sound-alike (LA / SA) Error Risk Potential

As part of The Joint Commission standard, LASA names are assessed during the formulary selection of drugs.  Based on clinical judgment and an evaluation of LASA information from four data sources (Lexi-Comp, USP Online LASA Finder, First Databank, and ISMP Confused Drug Name List), the following drug names may cause LASA confusion:

LA/SA for generic name <Telavancin>:  <Telithromycin>

LA/SA for trade name <Vibativ>:  <Viactiv®, Vibra-Tabs®, Vibramycin®, vigabatrin>

Drug Interactions1
Drug-Drug Interactions

The product information of telavancin does not identify pharmacokinetic drug-drug interactions with telavancin.  In vitro studies found that telavancin inhibits CYP 3A4/5 at potentially clinically relevant concentrations; however, pharmacokinetic effects were not noted with the concomitant use of midazolam, a CYP3A4/5 substrate, and telavancin. 

Drug-Lab Interactions

Effects of Telavancin on Coagulation Test Parameters:12
Telavancin binds to the artificial phospholipid surfaces added to common anticoagulation tests and interferes with the ability of the coagulation complexes to assemble on the surface of phospholipids and promote clotting in vitro. Thus, an increase prothrombin time (PT), international normalized ratio (INR), activated partial thromboplastin time (aPTT), activated clotting time (ACT) and coagulation based factor Xa tests may occur following administration of telavancin depending on the type of reagent used in commercial assays.  The interaction is concentration-dependent and impacts these laboratory monitoring tests for up to 18 hours following once daily administration of telavancin. In general, the degree of interaction between telavancin and reagent varies. With telavancin concentrations of 100mcg/mL, PT reagents may increase by 6-295% from baseline and aPTT reagents may increase by 44-76% from baseline.  It is recommended to obtain blood samples immediately within 6 hours prior to patient’s next dose of telavancin (preferably as close as possible prior to a patient’s next dose of telavancin).
Effects of Telavancin on Urine Protein Tests:

Telavancin interferes with the urine qualitative dipstick protein assays and quantitative dye methods; however, no interference was seen with concomitant use of telavancin and microalbumin assays.

Acquisition Costs

Table 5. Drug Acquisition Costs 

	Drug
	Dosage Regimen a,b
	Cost/Day/patient ($)
	Cost/14 day therapy ($)

	Telavancin
	10 mg/kg IV q 24 hours
	1 (750 mg) + 1 (250mg) vial =  $131.60/day
	$1842.40

	Vancomycin
	15 mg/kg IV q 12 hours
	3 (1000 mg) vials =

$12.15/day 
	$170.10 

	Daptomycin
	4mg/kg IV q 24 hours 
	1 (500 mg) vial = $129.82/day
	$1817.48

	Linezolid
	600 mg IV q 12 hours
	2 (600 mg) vials = $115.76/day
	$1620.64

	Quinupristin-dalfopristin
	7.5 mg/kg IV q 12 hours 
	3 (500 mg) vials = $267.99/day
	$3751.86

	Tigecycline 
	Loading dose of 100 mg x 1 then 50 mg IV q 12 hours 
	2 (50 mg) vials = $75.20/day
	$1090.40


aAssumes patient is a 80 kg individual with normal creatinine clearance

Prices obtained Jan 2010
Conclusions

Telavancin is a lipoglycopeptide that received FDA approval for the treatment of cSSSIs.  Telavancin displays in vitro activity against many Gram-Positive organisms including MRSA.  In the phase III clinical trials, telavancin was shown to be non-inferior to vancomycin for the treatment of cSSSI.  However, telavancin did not achieve superiority in patients with MRSA compared to vancomycin.  In post-hoc analyses, lower clinical cure rates were seen in telavancin-treated patients with renal impairment (creatinine clearance ≤50mL/min) as well as elderly compared to vancomycin-treated patients.  Thus, caution should be exercised in using telavancin in patients with renal impairment and/or the elderly.  The most common adverse events included taste disturbance, nausea, vomiting, and foamy urine.  Other potential serious adverse events include nephrotoxicity, QT prolongation, and infusion-related reactions (ie red-person syndrome).  Renal function should be monitored closely in patients receiving telavancin particularly elderly as well as patients with co-morbidities or concomitant medications that affect kidney function.  
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	Study Goals
	1) Evaluate if telavancin is non-inferior to vancomycin for the treatment of cSSSI, including those infected with methicillin resistant S. aureus.

2) If non-inferiority is established in both phase III clinical trials, a secondary goal is to test for superiority of telavancin to vancomycin in patients infected with MRSA for the treatment of cSSSI in pooled analyses.

	Methods
	Study Design 

The two, Phase III studies (0017 and 0018) have identical study designs.  These were randomized, double-blind, active-controlled parallel group, multicenter, multinational trials.  Patients were randomized to treatment with telavancin (10mg/kg IV every 24 hours) or vancomycin (1 gram IV every 12 hours) for 7-14 days in 1:1 ratio with stratification by geographic region and presence of diabetes  mellitus.  Individualized vancomycin dosing was allowed per standard practice at facilities.  Concomitant antibiotics (ie, aztreonam, metronidazole) were allowed in patients with proven or suspected polymicrobial infections.  Treatment arms were not permitted to switch to oral therapy.  Surgical therapy was allowed but interventions that were more significant than routine debridement and that were performed > 2 occasions after initiation of study medication indicated clinical failure of medical treatment.

Efficacy

Co-primary endpoints: 

-Clinical response at test-of-cure (TOC) in all-treated and clinically evaluable populations

Secondary endpoints:

-Pool efficacy data to assess the superiority of telavancin to vancomycin in MRSA infected patients 

	Criteria
	INCLUSION:

-Age ( 18 years 

-Diagnosis of complicated soft skin tissue infection (ie, cellulitis, major abscess requiring surgical drainage, infected wound or ulcer, infected burn).

- Need parenteral antibiotic for at least 7 days

- Purulent drainage and/or collection or ( 3 of the following signs:  erythema, heat and/or localized warmth, fluctuance, swelling and/or induration, pain and/or tenderness to palpation, fever (temperature > 38 degrees Celsius), WBC > 10,000 cells/mm3, or  >15% bands.

EXCLUSION:

-Prior antibiotic for > 24 hours within 7 days of enrollment

-Osteomyeltitis, necrotizing fasciitis, chronic diabetic foot ulcer, gangrene, burns >20% of body surface (or third-degree and/or full thickness burns) or mediastinitis

-Concomitant use with agents that have cyclodextrin

-Uncomplicated SSSI

-ANC < 500 cells/mm3

-HIV infection (CD4 count < 100 cells/mm3)

-Uncompensated heart failure

-QT corrected (QTc) interval > 500 msec

	Results
	Baseline Patient Characteristics in Pooled Analyses

Telavancin 

N=928

Vancomycin

N=939 

Age, mean years ± SD

48.8 ± 16.6

48.7 ± 16.6

Age >65 years

174 (19)

179 (19)

Predisposing conditions 
  Diabetes

  Trauma

  Prior surgery

231 (24.9)

182 (19.6)

101 (10.9)

233 (24.8)

197 (21)

93 (9.9)

Renal Impairment at Baseline (estimated creatinine clearance ≤50 mL/min)
114 (12)

111 (12)

Concomitant therapy with 

  Aztreonam

  Metronidazole

297 (32)

213 (23)

313 (33)

205 (22)

Clinical Response Rates for AT and CE Populations

Telavancin success

Vancomycin 

success

Difference in success

(telavancin- vancomycin)

Population

n/N (%)

n/N (%)

% (95% CI)

All treated

Study 0017

309/426 (72.5)

307/429 (71.6)

1.0 (-5.3,7.2)

Study 0018

342/458 (74.7)

356/481 (74.0)

0.7 (-5.1, 6.5)

Clinically evaluable

Study 0017

289/343 (84.3)

288/348 (82.8)

1.5 (-4.3, 7.3)

Study 0018

302/360 (83.9)

315/359 (87.7)

-3.8 (-9.2, 1.5)

Clinical Response at TOC in the Microbiology Evaluable Population 
Study 0017

Study 0018

Telavancin
Vancomycin
Telavancin
Vancomycin
MRSA

90/109 (82.6)

107/126 (84.9)

118/130 (90.8)

118/136 (86.8)

MSSA

70/81 (86.4)

66/79 (83.5)

61/79 (77.2)

65/75 (86.7)

E. faecalis

12/12 (100)

11/14 (78.6)

10/11 (90.9)

17/21 (81.0)

S. pyogenes

9/10 (90.0)

9/10 (90.0)

7/9 (77.8)

10/11 (90.9)

S. agalactiae

8/9 (88.9)

3/3 (100)

6/10 (60.0)

10/12 (83.3)

S. anginosus 

7/8 (88.0)

5/5 (100)

6/8 (75.0)

4/4 (100)

Clinical Response Rates for the AT Population with MRSA Isolated at Baseline

Telavancin success

Vancomycin success

Difference in success percents (telavancin-vancomycin)

Population

n/N (%)
n/N (%)
% (95% CI)

Study 0017

92/135 (68.1)

110/151 (72.8)

-4.7 (-15.3, 5.9)

Study 0018

135/166 (81.3)

132/172 (76.7)

4.6 (-4.1, 13.2)

Pooled data

227/301 (75.4)

242/323 (74.9)

0.9 (-5.8, 7.6)

p-value=0.18

Clinical Response Rates for Renal Impairment and Age Sub-Groups within CE Populations (Post-hoc Analysis)
Telavancin success
n/N (%)
Vancomycin 

Success
n/N (%)
Difference in success

(telavancin- vancomycin)
% (95% CI)
Baseline Creatinine Clearance

>80 mL/min
403/451 (89.4)
394/458 (86.0)
3.3 (-1.0, 7.5)
>50-80 mL/min
130/164 (79.3)
142/167 (85.0)
-5.9 (-14.1, 2.4)
30-50 mL/min
43/62 (69.4)

51/62 (82.3)
-12.6 (-27.7, 2.5)
<30 mL/min
15/25 (60.0)
16/20 (80.0)
-21.1 (-47.5, 5.2)
Age

< 65 years old
503/581 (86.6)

492/570 (86.3)
NA
≥65 years old
88/122(72.1) 

111/137 (82.0)
NA
NA=not available

	Conclusions
	Telavancin demonstrated noninferiority to vancomycin in treatment of cSSSI.  In pooled analyses with patients with infected with MRSA, telavancin did not demonstrate superiority to vancomycin. 
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