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Dalbavancin is an intravenous lipoglycopeptide with activity against Gram-positive pathogens and an MIC90 for Staphylococcus
aureus of 0.06 �g/ml. With a terminal half-life of >14 days, dosing regimens with infrequent parenteral administration become
available to treat infectious diseases such as osteomyelitis and endocarditis that otherwise require daily dosing for many weeks.
In order to support a rationale for these novel regimens, the pharmacokinetics over an extended dosing interval and the distri-
bution of dalbavancin into bone and articular tissue were studied in two phase I trials and pharmacokinetic modeling was per-
formed. Intravenous administration of 1,000 mg of dalbavancin on day 1 followed by 500 mg weekly for seven additional weeks
was well tolerated and did not demonstrate evidence of drug accumulation. In a separate study, dalbavancin concentrations in
cortical bone 12 h after infusion of a single 1,000-mg intravenous infusion were 6.3 �g/g and 2 weeks later were 4.1 �g/g. A two-
dose, once-weekly regimen that would provide tissue exposure over the dalbavancin MIC for Staphylococcus aureus for 8 weeks,
maximizing the initial exposure to treatment while minimizing the frequency of intravenous therapy, is proposed.

Osteomyelitis is an infection of the bone associated with either
hematogenous dissemination or direct inoculation as a con-

sequence of trauma or infection from contiguous tissues. Its pre-
sentation may be either acute or chronic. The most common
pathogen responsible for acute infection in adults is Staphylococ-
cus aureus, with Pseudomonas aeruginosa, Serratia marcescens, and
Escherichia coli also involved in traumatic infections and chronic
presentations. Infection in children occurs less frequently and is
predominantly a result of bacteremia with S. aureus and infection
in the growth plate (1). Treatment regimens extend for 4 to 6
weeks, with durations as long as 8 weeks recommended for treat-
ment of infection due to methicillin-resistant S. aureus (MRSA)
(2). Commonly used therapies include cefazolin, oxacillin, or van-
comycin for coverage of Gram-positive pathogens and cephalo-
sporins, carbapenems, and the �-lactamase inhibitor agents for
treatment of Gram-negative pathogens (2, 3). No other therapies
in recent times have received FDA approval.

Because the incidence of MRSA in the community in the
United States is as high as 40% (4), empirical treatment of osteo-
myelitis now requires consideration of antimicrobial coverage of
this organism, typically with vancomycin. Vancomycin has been
demonstrated to be active in animal models of osteomyelitis (5).
Concentrations in bone from 2.7 to 9.3 �g/ml have been docu-
mented (6, 7), exceeding the vancomycin MIC90 for S. aureus of 1
�g/ml (8). Because of the wide variety of underlying etiologies and
comorbidities associated with osteomyelitis, it is difficult to gen-
eralize the rates of clinical success from clinical trials, but one
study documented a clinical response in 10/15 patients after con-
tinuous intravenous (i.v.) infusion of vancomycin (9). Long-term
dosing with vancomycin typically requires placement of a periph-
erally inserted central catheter (PICC), monitoring of serum drug
levels to avoid toxicity, and logistical constraints involving deliv-
ery of twice-daily dosing in an outpatient setting for extended
periods of time.

Dalbavancin is a novel lipoglycopeptide with a terminal half-
life of 14.4 days that inhibits peptidoglycan cross-linking in the
cell wall. The MIC90 of dalbavancin for S. aureus is 0.06 �g/ml,
with 99.9% of organisms inhibited at a concentration of 0.12

�g/ml (8). The mean bactericidal concentrations in plasma are
achievable at therapeutically achievable concentrations (10, 11).
Dalbavancin has been studied in the treatment of acute bacterial
skin and skin structure infections and has received regulatory ap-
proval for that indication with a dosing regimen of 1,000 mg i.v.
over 30 min followed 1 week later by a 500-mg infusion (12).

The long half-life of dalbavancin, activity against MRSA, and
animal drug distribution studies (13) with promising bone pene-
tration suggest that it might be considered for treatment of pa-
tients with osteomyelitis. The potential for infrequent dosing and
the generally favorable emerging safety profile are encouraging in
this regard. In order to evaluate the pharmacokinetics of dalba-
vancin in bone and articular tissue and model a potential dosing
regimen suitable for longer-term dosing, two phase I studies in
healthy volunteers were conducted.

MATERIALS AND METHODS
Two phase I studies were conducted: a bone penetration study (DUR001-
105) done in 30 patients enrolled in six separate cohorts of five patients
each and an extended-duration dosing study (DUR001-104) in 18 sub-
jects divided into three cohorts of six patients each. Data derived from the
bone penetration study were included in a pharmacokinetic (PK) model-
ing analysis. Both studies were approved by the institutional review
boards (IRBs) at the participating centers, including, for DUR001-104,
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the PRACS Institute, Ltd., IRB, and, for DUR001-105, Western IRB,
Olympia, WA, the Sharp HealthCare IRB, San Diego, CA, and the Liberty
IRB, Deland, FL.

Bone and articular tissue penetration. The bone penetration study
was an open-label, single-dose, safety, tolerability, and PK study of bone,
synovium, synovial fluid, skin, and plasma concentrations of dalbavancin.
Thirty subjects with five enrolled into each of six cohorts received 1,000
mg of dalbavancin, infused for 30 min at 0.5, 1, 3, 7, 10, or 14 days before
elective orthopedic surgery. Subjects were aged 18 years or older and were
scheduled for an elective orthopedic procedure unrelated to infection
from which an adequate sample of bone and adjacent tissues could be
obtained. Subjects were assigned to treatment groups to populate the
cohorts. Plasma pharmacokinetic sampling for all subjects who received
dalbavancin was performed 1 h, 4 h, 12 h, 336 h, 720 h, and 1,080 h
postdose, regardless of the cohort.

The dalbavancin plasma, bone, and concomitant skin and synovium
concentrations were measured using a validated liquid chromatography-
tandem mass spectrometry method.

Bioanalytical methods were used according to the bioanalytical labor-
atory’s standard operating procedures (ICON Development Solutions,
Whitesboro, NY) and Food and Drug Administration guidance. A full
validation of a sensitive assay for the appropriate analytes in each biolog-
ical matrix, including precision, accuracy, reproducibility, limit of quan-
titation, recovery, and selectivity, was completed and approved prior to
sample analysis. In plasma, the analysis methodology was validated from
1.00 to 100.0 �g/ml, with a lower limit of quantification of 1.00 �g/ml. For
dalbavancin quality control samples, the overall precision was �7.35%, as
measured by the percent coefficient of variation, and their overall accu-
racy (percent deviation from nominal) ranged from �5.67% to �4.67%,
as measured by percent relative error. The precision and accuracy for
the 10-fold dilution integrity quality control samples were 7.49% and
�3.83%, respectively.

For bone, the validation range was 0.20 to 25.0 �g/mg of tissue, and
the assay precision and accuracy were similar to those for plasma.

Extended-duration dosing. An open-label, multiple-dose study was
performed to assess the safety, tolerability, and pharmacokinetics of dal-
bavancin delivered over increasing weekly dosing durations. The total
duration of the study, from screening through study exit, was up to 15
weeks with at least a 7-day period between doses. Six subjects were en-
rolled into each of three cohorts: subjects in cohort I received 4 weekly
doses of dalbavancin, subjects in cohort II received 6 weekly doses of
dalbavancin, and subjects in cohort III received 8 weekly doses of dalba-
vancin. Subjects reported to the clinical site at least 20 h prior to each
dosing and were required to stay for 1 h after each dosing. Blood sample
collections on day 1 were obtained at the end of the infusion and at 1, 2, 3,
4, 6, 8, 10, and 12 h after the start of the infusion. On days 8 and 15, blood
samples were obtained within 15 min prior to each subject’s scheduled

dose time (0 h) and at the end of the infusion (approximately 0.5 h). Blood
samples were also obtained within 15 min prior to each subject’s last
scheduled dose time (0 h), at the end of the infusion (approximately
0.5 h), and at 1, 2, 3, 4, 6, 8, 10, and 12 h after the start of the last
infusion. The last such schedule of blood draws occurred on day 22 for
cohort I, day 36 for cohort II, and day 50 for cohort III. A single blood
draw was performed an additional 4 weeks after the conclusion of the
intense PK sampling.

Pharmacokinetic analyses. (i) Population pharmacokinetic analysis
of bone and articular tissues. The PK analysis for dalbavancin was con-
ducted using the plasma and bone concentration-time data obtained from
the subjects enrolled in the bone penetration study. The population PK
analysis was conducted using the nonlinear mixed-effects modeling soft-
ware NONMEM, version 7.2 (ICON Development Solutions, Ellicott
City, MD).

In the first analysis stage, the PK of dalbavancin in plasma was evalu-
ated. Both two- and three-compartment structural population PK models
were evaluated in the current analysis to describe the time course of dal-
bavancin concentrations in plasma in this population following i.v. infu-
sion of dalbavancin (1 g) over 30 min as a single dose prior to surgery. The
model parameters total clearance (CL), central volume of distribution
(Vc), peripheral volume of distribution for both the first and second pe-
ripheral compartments (Vp1 and Vp2, respectively), and distribution
clearance between the central and either the first or second peripheral
compartment (CLd1 and CLd2, respectively) were all estimated in the
three-compartment model. Interindividual variability (�2) was modeled
for CL and Vc using exponential error models. Residual variability (�2)
was estimated using a constant coefficient of variability (CCV) model.

After an acceptable base structural population PK model was derived,
a formal covariate analysis was performed in NONMEM using stepwise
univariate forward selection (� � 0.01) and backward elimination (� �
0.001) procedures. The following subject covariates were evaluated as
potential predictors of dalbavancin plasma PK: age, gender, height, body
weight, ideal body weight, body mass index (BMI), body surface area
(BSA), albumin, and creatinine clearance (CLcr) normalized to a BSA
of 1.73 m2 to help account for body size differences in the estimation of
renal function.

In the second analysis stage, the population PK model developed to
characterize the time course of dalbavancin concentrations in plasma was
expanded by one additional compartment (e.g., the three-compartment
model was modified to be a four-compartment model) in order to simul-
taneously characterize the PK of dalbavancin in plasma and distribution
into bone. The assayed bone dalbavancin concentrations (in �g/g bone
tissue) were converted to mg amounts in total body bone for use in this
analysis. An allometric relationship between bone mass and total body
weight, which was obtained from the literature, was used to determine the
bone mass for each subject (14). The amount of dalbavancin in bone (the
dependent variable for the population PK model) was then calculated
using the observed bone concentration and the estimated bone mass. In
addition to the PK parameters described previously to characterize the

TABLE 1 Dalbavancin PK parameters after multiple dosinga

Parameter

Results in:

Cohort I
(4th infusion)

Cohort II
(6th infusion)

Cohort III
(8th infusion)

AUC0–	 (�g · h/ml) 10,203 (14.9) 12,292.79 (17.8) 12,173 (17.7)
Cmax (�g/ml) 160.0 (14.0) 187.0 (13.1) 179.7 (11.0)
Cmin (�g/ml) 33.0 (19.3) 42.9 (17.4) 40.2 (20.0)
Tmax (median

[range]) (h)
0.5 (0.5–1.0) 0.5 (0.5–0.5) 0.5 (0.5–1.0)

Accumulation
ratio (R)

0.89 (10.7) 0.96 (12.5) 0.91 (17.0)

a On day 1, subjects received 1,000 mg of dalbavancin i.v. over 30 min, followed by 500
mg i.v. over 30 min weekly for a total of 4 weekly infusions (cohort I), 6 weekly
infusions (cohort II), or 8 weekly infusions (cohort III). Results are means (standard
deviations [SD]) unless otherwise indicated.

TABLE 2 Minimum serum concentrations on day of weekly dose

Day

Cmin (mean �g/ml [% CVa]) in:

Cohort I Cohort II Cohort III

8 33.0 (18.5) 38.1 (10.7) 40.4 (18.7)
15 31.9 (16.3) 39.7 (15.4) 38.7 (16.8)
22 33.1 (18.9) 39.0 (16.4) 36.5 (17.7)
29 NAb 38.7 (13.9) 38.2 (17.7)
36 NA 43.2 (17.9) 38.0 (16.2)
43 NA NA 38.5 (18.3)
50 NA NA 40.6 (19.7)
a CV, coefficient of variation.
b NA, not applicable.
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plasma dalbavancin concentrations, this expanded structural PK model
estimated the first-order transfer rate constants from plasma to bone (kcb)
and from bone to plasma (kbc). Interindividual variability was addition-
ally modeled for kbc using an exponential error model. Residual variability
was estimated separately for the plasma and bone PK data using sepa-
rate CCV models. With the final population PK model from this stage

of the analysis, the area under the curve (AUC) was generated in
plasma and bone using numerical integration and used to calculate a
bone/plasma total-drug area under the curve penetration ratio for
each patient.

In order to better understand the importance of the variability in
plasma and bone PK on the time course of bone concentrations after
various dalbavancin dosing regimens, simulations were conducted to gen-
erate plasma and bone concentration-time profiles for 1,000 subjects with
typical CLcr and BSA values. The variability in the simulated profiles was
therefore completely dependent on the interindividual variability in the
population PK parameters (CL, Vc, and kbc).

(ii) Extended-duration study pharmacokinetics. For the subjects en-
rolled in the extended-duration study, the maximum and minimum
plasma dalbavancin concentrations (Cmax and Cmin, respectively) were
determined by direct inspection of the plasma concentration-time
profiles for every intensive sampling period. Tmax was defined as the

FIG 1 Mean dalbavancin plasma concentrations on day 1 (a) and at steady state (b).

TABLE 3 Summary of treatment-emergent adverse events

TEAEa

Results (no. [%] of patients) in:

Cohort I
(n � 6)

Cohort II
(n � 6)

Cohort III
(n � 6)

Total
(n � 18)

At least 1 2 (33.3) 2 (33.3) 3 (50.0) 7 (38.9)
Related to the study drug 1 (16.7) 1 (16.7) 0 (0) 2 (11.1)
a Treatment-emergent adverse events.
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time after the start of infusion at which Cmax occurred. The AUC from
the start of the infusion to the time of the next dose (AUC0 –	) for every
intensive sampling period was calculated using the trapezoidal rule.
The accumulation ratio (R) was calculated as (AUC0 –	 [cohort I/days
22 to 29; cohort II/days 36 to 43; and cohort III/days 50-57] over
AUC0 –	 days 1 to 8).

RESULTS
Extended-duration dosing. Eighteen patients were enrolled, with
six patients in each of the three cohorts. The mean age was 38.1
years (range, 21 to 55 years) and 50% of subjects were male. The
mean BMI was 27 kg/m2 (range, 22 to 32 kg/m2).

Cmin, Cmax, and AUC0 –	 were slightly higher, even at day 8, in
cohorts II and III than in cohort I, reflecting some minor variabil-
ity among the populations of these three groups (Tables 1 and 2).
The Cmin at day 22 was similar to the Cmin at day 8 within each of
the three cohorts. The accumulation ratios were comparable be-
tween all cohorts, and no apparent accumulation was observed.
There were no significant differences observed for Cmin, Cmax, and
AUC0 –	 in comparing the administration of 6 and 8 total weekly
infusions in cohorts II and III. For all three cohorts, the observed
predose plasma concentrations (Cmin) were consistent with steady
state being achieved by day 8 (Table 2). A display of the concen-
trations in serum for the first 12 h after dosing, by cohort, is pro-
vided for day 1 and the last day of dosing (Fig. 1a and b, respec-
tively).

Adverse events occurred in 2 or 3 patients per cohort (Table 3).
Among all 18 subjects, two adverse events possibly related to the
drug were reported: one episode of transient urticaria and one of
mild pain in the forearm.

Bone penetration. Thirty-five patients were screened, and 31
received dalbavancin. The mean age was 66.7 years (range, 47 to 82
years), 45% of subjects were male, and the mean BMI was 32.1
kg/m2 (range, 22.4 to 43.4 kg/m2). Bone samples were taken from
22 patients receiving knee replacements and 8 patients receiving
hip replacements.

Dalbavancin concentrations in cortical bone 12 h after infu-
sion of a single 1,000-mg intravenous infusion were 6.3 �g/g and
2 weeks later were 4.1 �g/g. Levels at 12 h postinfusion and 2 weeks
postdose, respectively, in synovial tissue were 25.0 �g/g and 15.9
�g/g, in synovial fluid were 22.9 �g/ml and 6.2 �g/ml, in skin were
19.4 �g/g and 13.8 �g/g, and in plasma were 85.3 �g/ml and 15.3
�g/ml (Table 4). Semilog scatterplots of dalbavancin concentra-
tions in plasma, bone, synovium, synovial fluid, and skin are pro-
vided in Fig. 2.

A three-compartment population PK model with zero-order
i.v. input and first-order elimination best described the time

course of dalbavancin in plasma. The covariate analysis identified
CLcr and BSA as statistically significant predictors of dalbavancin
CL and Vc, respectively. The three-compartment model used to
describe the time course of dalbavancin in plasma was expanded
to a four-compartment model to account for the transfer of dal-
bavancin between plasma and bone tissue when the PK data from
these matrices were simultaneously fitted. This model provided a
robust fit to the bone concentration data. The mean bone/plasma
area under the curve penetration ratio was subsequently deter-
mined to be 13.1%. A linear plot of the population mean predicted
amount of dalbavancin in serum versus time, overlaid upon the
observed data, is provided in Fig. 3. A similar plot for bone, over-
laid upon the observed data, is provided in Fig. 4. Figure 5 pro-
vides the simulated median (90% confidence interval) plasma and

TABLE 4 Dalbavancin tissue concentrations (safety population)

Tissue

Dalbavancin concn (mean [SD]; no. of samples) at hours (days) postdose that samples were collected:

12 (0.5) 24 (1) 72 (3) 168 (7) 240 (10) 336 (14)

Plasma (�g/ml)a 85.3 (18.9); 31 NDb ND ND ND 15.3 (4.1); 31
Synovium (�g/g)c 25.0 (0); 3 17.9 (7.8); 3 19.5 (4.9); 3 19.2 (8.9); 4 25.0 (0); 2 15.9 (7.9); 3
Synovial fluid (�g/ml)c 22.9; 1 27.4 (10.8); 4 19.2 (4.9); 3 11.6 (3.3); 2 13.9 (1.0); 3 6.2 (1.7); 2
Bone (�g/g) 6.3 (3.1); 5 5.0 (3.5); 5 4.6 (3.8); 5 3.8 (2.7); 5 3.7 (2.2); 5 4.1 (1.6); 5
Skin (�g/g)c 19.4 (7.9); 2 12.5 (6.5); 3 13.8 (1.4); 2 15.7 (1.0); 2 21.6; 1 13.8 (2.1); 2
a Mean (SD) plasma concentrations in 31 subjects at 772 and 1,080 h were 6.2 (2.4) and 3.4 (1.7), respectively.
b ND, not detected.
c Concentrations above the upper limit of quantification are reported as 25 �g/unit.

FIG 2 Dalbavancin concentrations in plasma, bone, and related tissues. Semi-
log scatterplots: one skin concentration and eight synovial tissue concentra-
tions were greater than the upper limit of quantification of the assay and do not
appear in these plots.
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bone dalbavancin concentration-time profiles after a 1,500-mg
infusion on day 1 and day 8 in adults as well as the profiles result-
ing from a 1,000-mg infusion on day 1 followed by four weekly
500-mg infusions.

In total, 18 subjects experienced at least 1 treatment-emergent
adverse event, and 1 subject experienced a treatment-related ad-
verse event of dizziness. There were no treatment-related serious
adverse events, treatment-emergent adverse events leading to
withdrawal, or serious adverse events resulting in early discontin-
uation.

DISCUSSION

The most common Gram-positive pathogen associated with os-
teomyelitis is S. aureus, and typical treatment durations for this
infection are recommended to be at least 4 weeks but as long as 8
weeks if the pathogen is MRSA (2). Concentrations in bone of an
antibiotic used for treatment of osteomyelitis would be expected
to be at or above the MIC for a significant proportion of the treat-
ment period.

Two studies in healthy subjects have provided data to help
inform a dose regimen of dalbavancin for treatment of osteomy-

FIG 3 Linear plot of the population mean predicted amount of dalbavancin in serum versus time, overlaid upon the observed data.

FIG 4 Linear plot of the population mean predicted amount of dalbavancin in bone versus time, overlaid upon the observed data.
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elitis by examining the safety and serum pharmacokinetics of ex-
tended durations of dosing and then measuring the concentra-
tions in serum as well as in bone and articular tissue. After
administration of a single 1,000-mg dose, serum concentrations of

3 �g/ml were observed through day 45. In the extended-dura-
tion dosing study, 500-mg weekly administrations of dalbavancin
following an initial 1,000-mg infusion achieved minimum total
dalbavancin concentrations that were 
30 �g/ml from day 8
through day 50. A steady state was reached by day 8 without ac-
cumulation through day 50, likely as a result of the loading dose of
1,000 mg given on day 1. The level in bone 14 days after a single
1,000-mg i.v. infusion of dalbavancin was 4.1 �g/ml. The pro-
posed dosing regimen of two 1,500-mg intravenous infusions 1
week apart, derived from these data and population PK modeling,
should result in dalbavancin exposure at or above the S. aureus
MIC99.9 for dalbavancin of 0.12 �g/ml for the entire treatment
duration.

While drug concentrations above the MIC are reassuring, the
PK/pharmacodynamic (PD) parameter most likely to predict the
efficacy of dalbavancin is the AUC/MIC (15). A regimen of 1,500

mg i.v. given on day 1 and again on day 8 is expected to achieve an
AUC similar to that for a 1,000-mg initial dose, followed by four
subsequent 500-mg weekly doses. Although the same total AUC
should provide similar outcomes, experimental data suggest that
the efficacy of drugs with a long half-life, such as dalbavancin, is
enhanced by providing higher doses earlier in the course of ther-
apy. This finding has been observed in animal studies with dalba-
vancin in which better outcomes were observed when the same
total dose was delivered in larger amounts earlier and less fre-
quently (15). With translation of these animal data to humans, we
anticipate that the two-dose 1,500-mg regimen would be more
likely to achieve clinical success.

A 1,500-mg single dose of dalbavancin is expected to be well
tolerated. The safety of a single 1,500-mg dose was studied in 50
patients in the course of conducting a thorough QT interval study
and found to have an adverse-event profile similar to that of the
1,000-mg single infusion (16). In addition, the safety profile of the
weekly regimen for 4 weeks of dosing in 18 subjects and 8 weeks of
dosing in 6 subjects was also well tolerated, suggesting that longer-
term exposures can be safely studied.

FIG 5 Simulated mean concentration-time profiles with 1,500 mg i.v. on days 1 and 8 in plasma and bone (upper panels) and with 1,000 mg i.v. on day 1 and
500 mg i.v. weekly in plasma and bone (lower panels).
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The concentrations of dalbavancin in bone are expected to be
relevant to treatment of osteomyelitis. Dalbavancin in the serum is
93% protein bound, mostly to albumin, and the bone/plasma ra-
tio is 13%. The drug levels measured in bone are very similar to the
calculated simultaneous free drug concentrations of dalbavancin
in serum, and as a result, the bone concentrations are expected to
be free and available for antimicrobial activity. In addition, the
concentrations of dalbavancin in bone were from cortical bone in
uninfected subjects with degenerative joint disease. Concentra-
tions in infected bone and potentially in medullary bone may be
higher than those measured in these otherwise healthy patients
(12, 17, 18).

The concentrations of dalbavancin in other tissues were also
assessed. In synovium and synovial fluid, the levels of the drug
were even higher than those in bone. Due to the limited number of
samples of evaluable synovial fluid, synovial tissue, and skin con-
centrations, it was not possible to model the time course of dalba-
vancin concentrations or the penetration ratio for these matrices.
However, patients who provided samples for these matrices ex-
hibited significant dalbavancin concentrations, suggesting that
dalbavancin does penetrate into these fluids/tissues. The proposed
dalbavancin dosing regimens would be anticipated to provide
drug in the joint space that would be above the MIC for S. aureus
over a 6- to 8-week treatment duration. Similarly, the level in skin
at 2 weeks was 13.8 �g/ml, providing additional support for the
efficacy of dalbavancin demonstrated in recent clinical trials of
acute bacterial skin and skin structure infections (19).

There are limitations to the pharmacokinetic modeling. It
should be noted that there were not sufficient data to clearly depict
the removal of dalbavancin from bone, given the sparse PK sam-
pling strategy utilized, and, thus, the model parameters should be
interpreted with caution. Also, the number of patients at each
sampling point for the skin and articular tissues was small. Even
so, redistribution of drug from the synovial fluid over time was
expected, and the consistency across the measurements in the sy-
novium and skin at each time point was reassuring. Although the
study provides evidence of the penetration of dalbavancin into
bone, it does not provide evidence of pharmacodynamic activity
of dalbavancin in the bone.

These data provide evidence that dalbavancin distributes in the
bone, skin, and articular tissue at concentrations that are expected
to exceed the MIC for S. aureus for extended periods of time after
a significantly shortened dosing regimen. Pharmacokinetic mod-
eling provides direction to the selection of a therapeutic dosing
regimen for treatment of infections in these tissues and justifies
further study in prospective clinical trials.
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