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From JAMA

trategies to limit periprocedural
bleeding in percutaneous coronary
interventions are effective, particu-
larly in the patients at highest risk for
bleeding, according to a study of a na-
tionwide database.
Unfortunately, these strategies are un-
derused, and the very patients most like-
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ly to benefit are the least likely to receive
them, reported Dr. Steven P. Marso of
Saint Luke’s Mid America Heart Insti-
tute, Kansas City, Mo., and his associates.

Targeting bleeding complications
“holds great potential for improving the
safety and cost-effectiveness of PCI,” since
more than 1 million of the procedures are
performed in the United States every year
and bleeding complications occur in 2%-
6% of them. Major bleeding events raise

the risks for early and late mortality, MI,
and stroke, and also “result in an average
4- to 6-day increase in length of stay and,
on average, increase hospital costs by
$6,000-$8,000,” the investigators noted.
They studied bleeding complications
using the National Cardiovascular Data
Registry, a nationwide database of
catheterization and PCI procedures at
more than 1,100 medical centers. They
assessed data on more than 1.5 million
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Strategies to Limit Bleeding in PCI Underused

patients who underwent PCI via the
femoral artery approach during the pe-
riod from Jan. 1, 2004, to Sept. 30, 2008.

To mitigate bleeding, vascular closure
devices such as Angio-Seal (St. Jude Med-
ical) and Perclose A-T (Abbott Vascular),
the drug bivalirudin (Angiomax), or both
were used in 24%, 23%, and 18% of pa-
tients, respectively. Manual compression,
used in 35% of patients, served as the
control strategy.

ZYVOX® linezolid injection, tablets and for oral suspension
Brief summary of prescribing information.

INDICATIONS AND USAGE ZYVOX formulations are indicated in the treatment of the
following infections caused by susceptible strains of the designated microorganisms
(see PRECAUTIONS, Pediatric Use). Vancomycin-Resistant Enterococcus faecium
infections, including cases with concurrent bacteremia. Nosocomial pneumonia
caused by Staphylococcus aureus (methicillin-susceptible and -resistant strains), or
Streptococcus pneumoniae (including multidrug-resistant strains IMDRSP*1). Complicated
skin and skin structure infections, including diabetic foot infections, without
concomitant osteomyelitis, caused by Staphyiococcus aureus (methicillin-susceptible
and -resistant strains), Streptococcus pyogenes, Or Streptococcus agalactiae. ZYVOX has
not been studied in the treatment of decubitus ulcers. Uncomplicated skin and skin
structure infections caused by Staphyiococcus aureus (methicillin-susceptible only)
or Streptococcus pyogenes. Community-acquired pneumonia caused by Streptococcus
pneumoniae (including multidrug-resistant strains IMDRSP*]), including cases with
concurrent bacteremia, or Staphylococcus aureus (methicillin-susceptible strains only).
To reduce the development of drug-resistant bacteria and maintain the effectiveness
of ZYVOX and other antibacterial drugs, ZYVOX should be used only to treat or prevent
infections that are proven or strongly suspected to be caused by susceptible bacteria.
When culture and susceptibility information are available, they should be considered
in selecting or modifying antibacterial therapy. In the absence of such data, local
e?ittliqemiology and susceptibility patterns may contribute to the empiric selection
of therapy.

CONTRAINDICATIONS ZYVOX formulations are contraindicated for use in patients who
have known hypersensitivity to linezolid or any of the other product components.
ZYVOX should not be used in patients taking any medicinal product which inhibits
monoamine oxidases A or B (e.g. phenelzine, isocarboxazid) or within 2 weeks of taking
any such medicinal product. Unless patients are monitored for potential increases
in blood pressure, ZYVOX should not be administered to patients with uncontrolled
hypertension, pheochromocytoma, thyrotoxicosis and/or patients taking any of the
following types of medications: directly and indirectly acting sympathomimetic agents
(e.9. pseudoephedrine), vasopressive agents (e.g. epinephrine, norepinephrine), and
dopaminergic agents (e.g. dopamine, dobutamine). Unless patients are carefully
observed for signs and/or symptoms of serotonin syndrome, ZYVOX should not be
administered to patients with carcinoid syndrome and/or patients taking any of
the following medications: serotonin re-uptake inhibitors, tricyclic antidepressants,
serotonin 5-HT1 receptor agonists (triptans), meperidine, or buspirone.
WARNINGS Myelosuppression (including anemia, leukopenia, pancytopenia, and
thrombocytopenia) has been reported in patients receiving ZYVOX. In cases where
the outcome is known, when ZYVOX was discontinued, the affected hematologic
parameters have risen toward pretreatment levels. Complete blood counts should be
monitored weekly in patients who receive ZYVOX, particularly in those who receive
ZYVOX for longer than two weeks, those with pre-existing myelosuppression, those
receiving concomitant drugs that produce bone marrow suppression, or those with
a chronic infection who have received previous or concomitant antibiotic therapy.
Discontinuation of therapy with ZYVOX should be considered in patients who
develop or have worsening myelosuppression. In adult and juvenile dogs and rats,
myelosuppression, reduced extramedullary hematopoiesis in spleen and liver, and
lymphoid depletion of thymus, lymph nodes, and spleen were observed. Mortality
Imbalance in an Investigational Study in Patients With Catheter-related Bloodstream
Infections, Including Those With Catheter-site Infections. ZYVOX is not approved and
should not be used for the treatment of patients with catheter-related bloodstream
infections or catheter-site infections. In an open-label investigational study in seriously
ill patients with intravascular catheter-related infections, an imbalance in mortality was
seen in patients treated with ZYVOX compared with vancomycin/dicloxacillin/oxacillin.
While causality has not been established, mortality was higher in patients treated
with ZYVOX who were infected with Gram-negative organisms alone, with both Gram-
positive and Gram-negative organisms, or who had no infection when they entered
the study. Patients with Gram-positive infections had no difference in mortality. ZYVOX
has no clinical activity against Gram-negative pathogens and is not indicated for the
treatment of Gram-negative infections. It is critical that specific Gram-negative therapy
be initiated immediately if a concomitant Gram-negative pathogen is documented or
suspected. Clostridium difficile-associated diarrhea (CDAD) has been reported with the
use of nearly all antibacterial agents, including ZYVOX, and may range in severity from
mild diarrhea to fatal colitis. Treatment with antibacterial agents alters the normal
flora of the colon leading to overgrowth of C difficile. C difficite produces toxins A and
B, which contribute to the development of CDAD. Hypertoxin-producing strains of C
difficite cause increased morbidity and mortality, as these infections can be refractory
to antimicrobial therapy and may require colectomy. CDAD must be considered in all
patients who present with diarrhea following antibiotic use. Careful medical history
is necessary since CDAD has been reported to occur more than 2 months after the
administration of antibacterial agents. If CDAD is suspected or confirmed, ongoing
antibiotic use not directed against C difficile may need to be discontinued. Appropriate
fluid and electrolyte management, protein supplementation, antibiotic treatment of C
difficile, and surgical evaluation should be instituted as clinically indicated.
PRECAUTIONS General Lactic acidosis has been reported with the use of ZYVOX. In
reported cases, patients experienced repeated episodes of nausea and vomiting.
Patients who develop recurrent nausea or vomiting, unexplained acidosis, or a low
bicarbonate level while receiving ZYVOX should receive immediate medical evaluation.
Spontaneous reports of serotonin syndrome associated with the co-administration of
ZYVOX and serotonergic agents, including antidepressants such as selective serotonin
reuptake inhibitors (SSRIS), have been reported (see PRECAUTIONS, Drug Interactions).
Where administration of ZYVOX and concomitant serotonergic agents is clinically
appropriate, patients should be closely observed for signs and symptoms of serotonin
syndrome such as cognitive dysfunction, hyperpyrexia, hyperreflexia and
incoordination. If signs or symptoms occur physicians should consider discontinuation
of either one or both agents. If the concomitant serotonergic agent is withdrawn,
discontinuation symptoms can be observed (see package insert of the specified
agent(s) for a description of the associated discontinuation symptoms). Peripheral
and optic neuropathy have been reported in patients treated with ZYVOX, primarily
those patients treated for longer than the maximum recommended duration of 28
days. In cases of optic neuropathy that progressed to loss of vision, patients were
treated for extended periods beyond the maximum recommended duration. Visual
blurring has been reported in some patients treated with ZYVOX for less than 28 days.
If patients experience symptoms of visual impairment, such as changes in visual acuity,
changes in color vision, blurred vision, or visual field defect, prompt ophthalmic
evaluation is recommended. Visual function should be monitored in all patients taking
ZYVOX for extended periods (>3 months) and in all patients reporting new visual
symptoms regardless of length of therapy with ZYVOX. If peripheral or optic
neuropathy occurs, the continued use of ZYVOX in these patients should be weighed
against the potential risks. Convulsions have been reported in patients treated with
ZYVOX. In some of these cases, a history of seizures or risk factors for seizures was
reported. The use of antibiotics may promote the overgrowth of nonsusceptible
organisms. Should superinfection occur during therapy, appropriate measures should
be taken. ZYVOX has not been studied in patients with uncontrolled hypertension,
pheochromocytoma, carcinoid syndrome, or untreated hyperthyroidism. The safety
and efficacy of ZYVOX formulations given for longer than 28 days have not been
evaluated in controlled clinical trials. Prescribing ZYVOX in the absence of a proven or

strongly suspected bacterial infection or a prophylactic indication is unlikely to provide
benefit to the patient and increases the risk of the development of drug-resistant
bacteria. Information for Patients Patients should be advised that: ZYVOX may be
taken with or without food. They should inform their physician if they have a history of
hypertension. Large quantities of foods or beverages with high tyramine content
should be avoided while taking ZYVOX. Quantities of tyramine consumed should be less
than 100 mg per meal. Foods high in tyramine content include those that may have
undergone protein changes by aging, fermentation, pickling, or smoking to improve
flavor, such as aged cheeses (0 to 15 mg tyramine per ounce); fermented or air-dried
meats (0.1 to 8 mg tyramine per ounce); sauerkraut (8 mg tyramine per 8 ounces); soy
sauce (5 mg tyramine per 1 teaspoon); tap beers (4 mg tyramine per 12 ounces); red
wines (0 to 6 mg tyramine per 8 ounces). The tyramine content of any protein-rich food
may be increased if stored for long periods or improperly refrigerated. They should
inform their physician if taking medications containing pseudoephedrine HCI or
phenylpropanolamine HCI, such as cold remedies and decongestants. They should
inform their physician if taking serotonin re-uptake inhibitors or other antidepressants.
Phenylketonurics: Each 5 mL of the 100 mg/5 mL ZYVOX for Oral Suspension contains 20
mg phenylalanine. The other ZYVOX formulations do not contain phenylalanine.
Contact your physician or pharmacist. They should inform their physician if they
experience changes in vision. They should inform their physician if they have a history
of seizures. Diarrhea is a common problem caused by antibiotics, which usually ends
when the antibiotic is discontinued. Sometimes after starting treatment with
antibiotics, patients can develop watery and bloody stools (with or without stomach
cramps and fever) even as late as two or more months after having taken the last dose
of the antibiotic. If this occurs, patients should contact their physician as soon as
possible. Patients should be counseled that antibacterial drugs including ZYvOX should
only be used to treat bacterial infections. They do not treat viral infections (e.g., the
common cold). When ZYVOX is prescribed to treat a bacterial infection, patients should
be told that although it is common to feel better early in the course of therapy, the
medication should be taken exactly as directed. Skipping doses or not completing the
full course of therapy may (1) decrease the effectiveness of the immediate treatment
and (2) increase the likelihood that bacteria will develop resistance and will not be
treatable by ZYVOX or other antibacterial drugs in the future. Drug Interactions
Monoamine Oxidase Inhibition: Linezolid is a reversible, nonselective inhibitor of
monoamine oxidase. Therefore, linezolid has the potential for interaction with
adrenergic and serotonergic agents. Adrenergic Afgents: Some individuals receiving
ZYVOX may experience a reversible enhancement of the pressor response to indirect-
acting sympathomimetic agents, vasopressor or dopaminergic agents. Commonly
used drugs such as phenylpropanolamine and pseudoephedrine have been specifically
studied. Initial doses of adrenergic agents, such as dopamine or epinephrine, should
be reduced and titrated to achieve the desired response. Serotonergic Agents: CO-
administration of linezolid and serotonergic agents was not associated with serotonin
syndrome in Phase 1, 2 or 3 studies. Spontaneous reports of serotonin syndrome
associated with co-administration of ZYVOX and serotonergic agents, including
antidepressants such as selective serotonin reuptake inhibitors (SSRIS), have been
reported. Patients who are treated with ZYVOX and concomitant serotonergic agents
should be closely observed as described in the PRECAUTIONS, General Section. Drug-
Laboratory Test Interactions There are no reported drug-laboratory test interactions.
Pregnancy Teratogenic Effects. Pregnancy Category C: Linezolid was not teratogenic
in mice, rats, or rabbits at exposure levels 6.5-fold (in mice), equivalent to (in rats), or
0.5-fold (in rabbits) the expected human exposure level, based on AUCs. However,
embryo and fetal toxicities were seen (see Non-teratogenic Effects). There are no
adequate and well-controlled studies in pregnant women. ZYVOX should be used
during pregnancy only if the potential benefit justifies the potential risk to the fetus.
Non-teratogenic Effects In mice, embryo and fetal toxicities were seen only at doses
that caused maternal toxicity (clinical signs and reduced body weight gain). A dose of
450 mg/kg/day (6.5-fold the estimated human exposure level based on AUCS)
correlated with increased postimplantational embryo death, including total litter loss,
decreased fetal body weights, and an increased incidence of costal cartilage fusion. In
rats, mild fetal toxicity was observed at 15 and 50 mg/kg/day (exposure levels 0.22-fold
to approximately equivalent to the estimated human exposure, respectively based on
AUCs). The effects consisted of decreased fetal body weights and reduced ossification
of sternebrae, a finding often seen in association with decreased fetal body weights.
Slight maternal toxicity, in the form of reduced body weight gain, was seen at 50 mg/
kg/day. In rabbits, reduced fetal body weight occured only in the presence of maternal
toxicity (clinical signs, reduced body weight gain and food consumption) when
administered at a dose of 15 mg/kg/day (0.5-fold the estimated human exposure based
on AUCs). When female rats were treated with 50 mg/kg/day (approximately equivalent
to the estimated human exposure based on AUCs) of linezolid during pregnancy and
lactation, survival of pups was decreased on postnatal days 1 to 4. Male and female
pups permitted to mature to reproductive age, when mated, showed an increase in
preimplantation loss. Nursing Mothers Linezolid and its metabolites are excreted in the
milk of lactating rats. Concentrations in milk were similar to those in maternal plasma.
It is not known whether linezolid is excreted in human milk. Because many drugs are
excreted in human milk, caution should be exercised when ZYVOX is administered to a
nursing woman. Pediatric Use The safety and effectiveness of ZYVOX for the treatment
of pediatric patients with the following infections are supported by evidence from
adequate and well-controlled studies in adults, pharmacokinetic data in pediatric
patients, and additional data from a comparator-controlled study of Gram-positive
infections in pediatric patients ranging in age from birth through 11 years (see
INDICATIONS AND USAGE): nosocomial pneumonia, complicated skin and skin structure
infections, community-acquired pneumonia (also supported by evidence from an
uncontrolled study in patients ranging in age from 8 months through 12 years),
vancomycin-resistant Enterococcus faecium infections. The safety and effectiveness of
ZYVOX for the treatment of pediatric patients with the following infection have been
established in a comparator-controlled study in pediatric patients ranging in age from
5 through 17 years: uncomplicated skin and skin structure infections caused by
Staphylococcus aureus (methicillin-susceptible strains only) or Streptococcus pyogenes.
Pharmacokinetic information generated in pediatric patients with ventriculoperitoneal
shunts showed variable cerebrospinal fluid (CSF) linezolid concentrations following
single and multiple dosing of linezolid; therapeutic concentrations were not
consistently achieved or maintained in the CSF. Therefore, the use of linezolid for the
empiric treatment of pediatric patients with central nervous system infections is not
recommended. The Cmax and the volume of distribution (Vss) of linezolid are similar
regardless of age in pediatric patients. However, linezolid clearance is a function of
age. Excluding neonates less than a week of age, clearance is most rapid in the
youngest age groups ranging from >1 week old to 11 years, resulting in lower single-
dose systemic exposure (AUC) and shorter half-life as compared with adults. As age of
pediatric patients increases, the clearance of linezolid gradually decreases, and by
adolescence, mean clearance values approach those observed for the adult population.
There is wider inter-subject variability in linezolid clearance and in systemic drug
exposure (AUC) across all pediatric age groups as compared with adults. Similar mean
daily AUC values were observed in pediatric patients from birth to 11 years of age
dosed a8h relative to adolescents or adults dosed g12h. Therefore, the dosage for
pediatric patients up to 11 years of age should be 10 mg/kg q8h. Pediatric patients 12
years and older should receive 600 mg 012h. Recommendations for the dosage
regimen for pre-term neonates less than 7 days of age (gestational age less than 34
weeks) are based on pharmacokinetic data from 9 pre-term neonates. Most of these
pre-term neonates have lower systemic linezolid clearance values and larger AUC
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Periprocedural bleeding, the primary
outcome for this study, occurred in more
than 30,000 patients (2%). This was de-
fined as bleeding that required a blood
transfusion or a prolonged hospital stay,
or bleeding that was associated with a
greater than 3-g/dL decline in hemo-
globin level.

Bleeding events occurred in 2.1% of pa-
tients in whom vascular closure devices
were used, 1.6% who received bivalirudin,
and 0.9% who received both preventive
strategies. In comparison, bleeding events
occurred in 2.8% of patients who re-

Independently of preprocedural risk of
bleeding, vascular closure devices were as-
sociated with 6.7 fewer bleeding events per
1,000 patients,
bivalirudin was
associated with
8.5 fewer events
per 1,000, and the
combination of
both devices and
bivalirudin was
associated with
14.2 fewer events,
compared with manual compression.

Targeting bleeding complications
‘holds great potential for
improving the safety and cost-
effectiveness’ of percutaneous
coronary interventions.
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were stratified according to their esti-
mated risk for bleeding before the proce-
dure began. As bleeding risk increased, dif-
ferences in actual
bleeding rates
between the four
strategies  be-
came more pro-
nounced.
Among the
highest-risk pa-
tients, “the use
of vascular clo-
sure devices plus bivalirudin was associ-
ated with an absolute 3.8% lower bleed-

ceived manual compression.

In a further analysis of the data, patients

values than many full-term neonates and older infants. Therefore, these pre-term
neonates should be initiated with a dosing regimen of 10 mg/kg g12h. Consideration
may be given to the use of a 10 mg/kg a8h regimen in neonates with a sub-optimal
clinical response. All neonatal patients should receive 10 mg/kg q8h by 7 days of life. In
limited clinical experience, 5 out of 6 (83%) pediatric patients with infections due to
Gram-positive pathogens with MICs of 4 pg/mL treated with ZYVOX had clinical cures.
However, pediatric patients exhibit wider variability in linezolid clearance and systemic
exposure (AUC) compared with adults. In pediatric patients with a sub-optimal clinical
response, particularly those with pathogens with MIC of 4 pg/mL, lower systemic
exposure, site and severity of infection, and the underlying medical condition should
be considered when assessing clinical response. Geriatric Use Of the 2046 patients
treated with ZYVOX in Phase 3 comparator-controlled clinical trials, 589 (29%) were 65
years or older and 253 (12%) were 75 years or older. No overall differences in safety or
effectiveness were observed between these patients and younger patients.

ADVERSE REACTIONS Adult Patients The safety of ZYVOX formulations was evaluated in
2046 adult patients enrolled in seven Phase 3 comparator-controlled clinical trials, who
were treated for up to 28 days. In these studies, 85% of the adverse events reported
with ZYVOX were described as mild to moderate in intensity. The incidence (%) of
adverse events reported in at least 2% of patients treated with either ZYVOX (n=2046)
or all comparatorst (n=2001) in these trials were as follows: diarrhea 8.3 and 6.3;
headache 6.5 and 5.5; nausea 6.2 and 4.6; vomiting 3.7 and 2.0; insomnia 2.5 and 1.7;
constipation 2.2 and 2.1; rash 2.0 and 2.2; dizziness 2.0 and 1.9; and fever 1.6 and 2.1
respectively. The most common adverse events in patients treated with ZYVOX were
diarrhea (incidence across studies: 2.8% to 11.0%), headache (incidence across studies:
0.5% to 11.3%), and nausea (incidence across studies: 3.4% to 9.6%). The percent of
drug-related adverse events in at least 1% of adult patients in a trial involving the
treatment of uncomplicated skin and skin structure infection comparing ZYVOX 400 mg
012h (n=548) to clarithromycin 250 mg 012h (n=537) were 25.4 and 19.6 respectively. The
percent of patients discontinuing drug due to drug-related adverse events* were 3.5
and 2.4 respectively. The incidence of drug-related adverse events occurring in >1% of
adult patients were diarrhea 5.3 and 4.8; nausea 3.5 and 3.5; headache 2.7 and 2.2; taste
alteration 1.8 and 2.0; vaginal moniliasis 1.6 and 1.3; fungal infection 1.5 and 0.2;
abnormal liver function tests 0.4 and 0.0; vomiting 0.9 and 0.4; tongue discoloration 1.1
and 0.0; dizziness 1.1 and 1.5; and oral moniliasis 0.4 and 0.0 respectively. The percent of
drug-related adverse events in at least 1% of adult patients in all other indications of
ZYVOX 600 mg q12h (n=1498) versus all other comparatorss (n=1464) with at least 1 drug-
related adverse event was 20.4 and 14.3 respectively. The percent of adult patients
discontinuing due to drug-related adverse events* was 2.1 and 1.7 respectively. The
incidence of drug-related adverse events occurring in >1% of adult patients were
diarrhea 4.0 and 2.7; nausea 3.3 and 1.8; headache 1.9 and 1.0; taste alteration 0.9 and
0.2; vaginal moniliasis 1.0 and 0.4; fungal infection 0.1 and <0.1; abnormal liver function
tests 1.3 and 0.5; vomiting 1.2 and 0.4; tongue discoloration 0.2 and 0.0; dizziness 0.4 and
0.3; and oral moniliasis 1.1 and 0.4. Other adverse events reported in Phase 2 and Phase
3 studies included oral moniliasis, vaginal moniliasis, hypertension, dyspepsia, localized
abdominal pain, pruritus, and tongue discoloration. Pediatric Patients The safety of
ZYVOX formulations was evaluated in 215 pediatric patients ranging in age from birth
through 11 years, and in 248 pediatric patients aged 5 through 17 years (146 of these
248 were age 5 through 11 and 102 were age 12 to 17). These patients were enrolled in
two Phase 3 comparator-controlled clinical trials and were treated for up to 28 days. In
these studies, 83% and 99%, respectively, of the adverse events reported with ZYVOX
were described as mild to moderate in intensity. In the study of hospitalized pediatric
patients (birth through 11 years) with Gram-positive infections, who were randomized
2 to 1 (linezolid:vancomycin), mortality was 6.0% (13/215) in the linezolid arm and 3.0%
(3/101) in the vancomycin arm. However, given the severe underlying illness in the
patient population, no causality could be established. The incidence of adverse events
reported in >2% of pediatric patients treated for uncomplicated skin and skin structure
infections! with ZYVOX (n=248) or cefadroxil (n= 251) were fever 2.9 and 3.6; diarrhea 7.8
and 8.0; vomiting 2.9 and 6.4; rash 1.6 and 1.2; headache 6.5 and 4.0; upper respiratory
infection 3.7 and 5.2; nausea 3.7 and 3.2; trauma 3.3 and 4.8; pharyngitis 2.9 and 1.6;
cough 2.4 and 4.0; generalized abdominal pain 2.4 and 2.8; localized abdominal pain 2.4
and 2.8; loose stools 1.6 and 0.8; localized pain 2.0 and 1.6; skin disorder 2.0 and 0.0
respectively. The incidence of adverse events reported in >2% of pediatric patients
treated for all other indications" with either ZYVOX (n=215) or vancomycin (n=101) in
comparator-controlled trials were fever 14.1 and 14.1; diarrhea 10.8 and 12.1; vomiting
9.4and 9.1; sepsis 8.0 and 7.1; rash 7.0 and 15.2; headache 0.9 and 0.0; anemia 5.6 and 7.1;
thrombocytopenia 4.7 and 2.0; upper respiratory infection 4.2 and 1.0; nausea 1.9 and
0.0; dyspnea 3.3 and 1.0; reaction at site of injection or of vascular catheter 3.3 and 5.1;
trauma 2.8 and 2.0; pharyngitis 0.5 and 1.0; convulsion 2.8 and 2.0; hypokalemia 2.8 and
3.0; pneumonia 2.8 and 2.0; thrombocythemia 2.8 and 2.0; cough 0.9 and 0.0; generalized
abdominal pain 0.9 and 2.0; localized abdominal pain 0.5 and 1.0; apnea 2.3 and 2.0;
gastrointestinal bleeding 2.3 and 1.0; generalized edema 2.3 and 1.0; loose stools 2.3
and 3.0; localized pain 0.9 and 0.0; and skin disorder 0.9 and 1.0. The percent of pediatric
patients treated for uncomplicated skin and skin structure infections! with either
ZYVOX (n=248) or cefadroxil (n=251) and with >1 drug-related adverse event occurring
in more than 1% of patients were 19.2 and 14.1 respectively. The percent of pediatric
patients discontinuing due to a drug-related adverse event was 1.6 and 2.4 respectively.
The incidence of drug-related adverse events reported in more than 1% of pediatric
patients (and more than 1 patient) were diarrhea 5.7 and 5.2; nausea 3.3 and 2.0;
headache 2.4 and 0.8; loose stools 1.2 and 0.8; vomiting 1.2 and 2.4; generalized
abdominal pain 1.6 and 1.2; localized abdominal pain 1.6 and 1.2; eosinophilia 0.4 and 0.4;
rash 0.4 and 1.2; vertigo 1.2 and 0.4 and pruritus at non-application site 0.4 and 0.0
respectively. The percent of pediatric patients treated for all other indications with
either ZYVOX (n=215) or vancomycin (n=101) and with >1 drug-related adverse event
occurring in more than 1% of patients were 18.8 and 34.3 respectively. The percent of
patients discontinuing due to a drug-related adverse event were 0.9 and 6.1
respectively. The incidence of drug-related adverse events reported in more than 1%
of pediatric patients (and more than 1 patient) were diarrhea 3.8 and 6.1; nausea 1.4 and
0.0; loose stools 1.9 and 0.0; thrombocytopenia 1.9 and 0.0; vomiting 1.9 and 1.0; anemia
1.4 and 1.0; eosinophilia 1.4 and 0.0; rash 1.4 and 7.1; oral moniliasis 0.9 and 4.0; fever 0.5
and 3.0; pruritus at non-application site 0.0 and 2.0; and anaphylaxis 0.0 and 10.1*
respectively. Laboratory Changes ZYVOX has been associated with thrombocytopenia
when used in doses up to and including 600 mg every 12 hours for up to 28 days. In
Phase 3 comparator-controlled trials, the percentage of adult patients who developed
a substantially low platelet count (defined as less than 75% of lower limit of normal
and/or baseline) was 2.4% (range among studies: 0.3 to 10.0%) with ZYVOX and 1.5%
(range among studies: 0.4 to 7.0%) with a comparator. In a study of hospitalized
pediatric patients ranging in age from birth through 11 years, the percentage of
patients who developed a substantially low platelet count (defined as less than 75% of
lower limit of normal and/or baseline) was 12.9% with ZYVOX and 13.4% with
vancomycin. In an outpatient study of pediatric patients aged from 5 through 17 years,
the percentage of patients who developed a substantially low platelet count was 0%
with ZYVOX and 0.4% with cefadroxil. Thrombocytopenia associated with the use of
ZYVOX appears to be dependent on duration of therapy, (generally greater than 2
weeks of treatment). The platelet counts for most patients returned to the normal
range/baseline during the follow-up period. No related clinical adverse events were

identified in Phase 3 clinical trials in patients developing thrombocytopenia. Bleeding

events were identified in thrombocytopenic patients in a compassionate use program

for ZYVOX; the role of linezolid in these events cannot be determined (see WARNINGS).

Changes seen in other laboratory parameters, without regard to drug relationship,

revealed no substantial differences between ZYVOX and the comparators. These

changes were generally not clinically significant, did not lead to discontinuation of
therapy, and were reversible. The percent of adult patients with at least one
substantially abnormal hematologic™ value in patients treated with ZYVOX 400 mg g12h
or clarithromycin 250 mg g12h for uncomplicated skin and skin structure infections

were as follows: hemoglobin (g/dL) 0.9 and 0.0; platelet count (x 10mm?) 0.7 and 0.8;

WBC (x 10>/mm?) 0.2 and 0.6; neutrophils (x 10%mm? 0.0 and 0.2 respectively. The

percent of adult patients with at least one substantially abnormal hematologic™ value

in patients treated with ZYVOX 600 mg g12h or a comparators were as follows:
hemoglobin (g/dL) 7.1 and 6.6; platelet count (x 10*mm?) 3.0 and 1.8; WBC (x 10°/mm?)

2.2 and 1.3 and neutrophils (x 10%mm?) 1.1 and 1.2 respectively. The percent of adult

patients with at least one substantially abnormal serum chemistry™ value in patients

treated with ZYVOX 400 mg g12h or clarithromycin 250 mg g12h for uncomplicated skin

and skin structure infections were as follows: AST (U/L) 1.7 and 1.3; ALT (U/L) 1.7 and 1.7;

LDH (U/L) 0.2 and 0.2; alkaline phosphatase (U/L) 0.2 and 0.2; lipase (U/L) 2.8 and 2.6;

amylase (U/L) 0.2 and 0.2; total bilirubin (mg/dL) 0.2 and 0.0; BUN (mg/dL) 0.2 and 0.0; and

creatinine (mg/dL) 0.2 and 0.0 respectively. The percent of adult patients with at least

one substantially abnormal serum chemistry* value in patients treated with ZYVOX 600

mg g12h or a comparators were as follows: AST (U/L) 5.0 and 6.8; ALT (U/L) 9.6 and 9.3;

LDH (U/L) 1.8 and 1.5; alkaline phosphatase (U/L) 3.5 and 3.1; lipase (U/L) 4.3 and 4.2;

amylase (U/L) 2.4 and 2.0; total bilirubin (mg/dL) 0.9 and 1.1; BUN (mg/dL) 2.1 and 1.5; and

creatinine (mg/dL) 0.2 and 0.6 respectively. The percent of pediatric patients with at
least one substantially abnormal hematologic* value in patients treated with ZYVOX or
cefadroxil for uncomplicated skin and skin structure infections! were as follows:
hemoglobin (g/dL) 0.0 and 0.0; platelet count (x 10mm?) 0.0 and 0.4; WBC (x 10°/mm?)

0.8 and 0.8; neutrophils (x 10:/mm?) 1.2 and 0.8 respectively. The percent of pediatric

patients with at least one substantially abnormal hematologic** value in patients

treated with ZYVOX or vancomycin for any other indication' were as follows:

hemoglobin (g/dL) 15.7 and 12.4; platelet count (x 10%/mm?) 12.9 and 13.4; WBC (x 10/

mm?) 12.4 and 10.3 and neutrophils (x 10°%/mm?) 5.9 and 4.3 respectively. The percent of

pediatric patients with at least one substantially abnormal serum chemistry? value in

patients treated with ZYVOX or cefadroxil for uncomplicated skin and skin structure
infections! were as follows: ALT (U/L) 0.0 and 0.0; lipase (U/L) 0.4 and 1.2; and creatinine

(mg/dL) 0.4 and 0.0 respectively. The percent of pediatric patients with at least one

substantially abnormal serum chemistry? value in patients treated with ZYVOX or

vancomycin for any other indication® were as follows: ALT (U/L) 10.1 and 12.5; amylase

(U/L) 0.6 and 1.3; total bilirubin (mg/dL) 6.3 and 5.2; and creatinine (mg/dL) 2.4 and 1.0

respectively. Postmarketing Experience Myelosuppression (including anemia,

leukopenia, pancytopenia, and thrombocytopenia) has been reported during
postmarketing use of ZYVOX (see WARNINGS). Peripheral neuropathy, and optic
neuropathy sometimes progressing to loss of vision, have been reported in patients
treated with ZYVOX. Lactic acidosis has been reported with the use of ZYVOX (see

PRECAUTIONS). Although these reports have primarily been in patients treated for

longer than the maximum recommended duration of 28 days, these events have also

been reported in patients receiving shorter courses of therapy. Serotonin syndrome
has been reported in patients receiving concomitant serotonergic agents, including
antidepressants such as selective serotonin reuptake inhibitors (SSRIS) and ZYVOX (see

PRECAUTIONS). Convulsions have been reported with the use of ZYVOX (see

PRECAUTIONS). Anaphylaxis, angioedema, and bullous skin disorders such as those

described as Stevens Johnson syndrome have been reported. These events have been

chosen for inclusion due to either their seriousness, frequency of reporting, possible
causal connection to ZYVOX, or a combination of these factors. Because they are
reported voluntarily from a population of unknown size, estimates of frequency
cannot be made and causal relationship cannot be precisely established. OVERDOSAGE

In the event of overdosage, supportive care is advised, with maintenance of glomerular

filtration. Hemodialysis may facilitate more rapid elimination of linezolid. In a Phase 1

clinical trial, approximately 30% of a dose of linezolid was removed during a 3-hour

hemodialysis session beginning 3 hours after the dose of linezolid was administered.

Data are not available for removal of linezolid with peritoneal dialysis or hemoperfusion.

Clinical signs of acute toxicity in animals were decreased activity and ataxia in rats and

vomltlrgg elind tremors in dogs treated with 3000 mg/kg/day and 2000 mg/kg/day,

respectively.

*MDRSP refers to isolates resistant to 2 or more of the following antibiotics: penicillin,
second-generation cephalosporins, macrolides, tetracycline, and trimethoprim/
sulfamethoxazole.

*Comparators included cefpodoxime proxetil 200 mg PO q12h; ceftriaxone 1 g IV
q12h; clarithromycin 250 mg PO q12h; dicloxacillin 500 mg PO g6h; oxacillin 2 g IV géh;
vancomycin 1.g IV g12h.

*The most commonly reported drug-related adverse events leading to discontinuation
in patients treated with ZYVOX were nausea, headache, diarrhea, and vomiting.

$ Comparators included cefpodoxime proxetil 200 mg PO g12h; ceftriaxone 1 g IV q12h;
dicloxacillin 500 mg PO géh; oxacillin 2 g IV géh; vancomycin 1 g IV g12h.

I'Patients 5 through 11 years of age received ZYVOX 10 mg/kg PO g12h or cefadroxil
15 mg/kg PO q12h. Patients 12 years or older received ZYVOX 600 mg PO q12h or
cefadroxil 500 mg PO q12h.

TPatients from birth through 11 years of age received ZYVOX 10 mg/kg IV/PO ggh or
vancomycin 10 to 15 mg/kg IV 6-24h, depending on age and renal clearance.

#These reports were of 'red-man syndrome,” which were coded as anaphylaxis.

**<75% (<50% for neutrophils) of Lower Limit of Normal (LLN) for values normal
ag |Igasell_ine; <75% (<50% for neutrophils) of LLN and of baseline for values abnormal
at baseline.

2 x Upper Limit of Normal (ULN) for values normal at baseling; >2 x ULN and >2 x
baseline for values abnormal at baseline.

#<75% (<50% for neutrophils) of Lower Limit of Normal (LLN) for values normal at
baseline; <75% (<50% for neutrophils) of LLN and <75% (<50% for neutrophils, <90%
for hemoglobin if baseline <LLN) of baseline for values abnormal at baseline.

#>2 x Upper Limit of Normal (ULN) for values normal at baseline; >2 x ULN and >2 (>1.5
for total bilirubin) x baseline for values abnormal at baseline.
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ing rate, which translates into an esti-
mated number needed to treat of 33 to
prevent 1 bleeding event, as compared
with manual compression,” Dr. Marso
and his colleagues wrote (JAMA 2010;
303:2156-64).

A total of 40.3% of patients at high-
est risk received manual compression,
compared with 30.8% of those with the
lowest risk. However, 14.4% of the high-
est-risk patients received bivalirudin plus
vascular closure, compared with 21.0%
of the lowest-risk patients.

Translating these study findings into
change in clinical practice will be “chal-
lenging” for several reasons, the re-
searchers noted.

“First, assessing the risk for bleeding
in clinical practice is neither inherently
intuitive nor commonly used. Second,
physicians have more experience using
bivalirudin in lower-risk patients, since it
was first studied in patients undergoing
elective PCI and only recently in higher-
risk patients,” they said.

In addition, some patients are not
suited to one or the other of these strate-
gies. Bivalirudin is not recommended in
those taking anticoagulants or those
who have a chronic total occlusion, and
closure devices are not recommended in
patients with certain anatomical limita-
tions such as severe calcification or pe-
ripheral artery disease. [ ]

Disclosures: Dr. Marso and his associates
reported receiving support from many
sources, including The Medicines
Company (maker of bivalirudin), Amylin
Pharmaceuticals, Boston Scientific,
Volcano Corp., Terumo Corp., Abbott
Vascular, and NovoNordisk.

Hospital Quality
Data Application

he Agency for Healthcare Research
and Quality is offering a free,
Microsoft Windows-based software ap-
plication to help hospitals compile, ana-
lyze, and post hospital quality data.
MONAHRQ (My Own Network Pow-
ered by AHRQ) can be used to create cus-
tom Web sites that include information
about patient safety, mortality rates, dis-
charges, costs, length of stay, and more.
For more information, call AHRQ Public
Affairs at 301-427-1859 or 301-427-1855.1
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