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Call for Manuscripts:
The Role of the Environment in Infection Prevention

Infection Control and Hospital Epidemiology (ICHE) is pleased to
announce that it will publish a peer-reviewed, special topic issue
devoted to the role of the environment in infection prevention and
healthcare epidemiology. This issue will be published in conjunction
with the spring meeting of the Society for Healthcare Epidemiology

of America (www.shea-online.org) to be held in Atlanta, Georgia,

May 2013. This conference will include a forum on the role of

the environment that will bring together leaders from a variety of
healthcare settings to discuss current research effectwe strategles
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“An accessible and gripping narrative on a serious
topic that manages to explain, in plain English, how
viruses are changing the world.”—NATHAN WOLFE,
founder and CEO of Global Viral Forecasting
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INDICATION AND USAGE

TEFLARO is indicated for the treatment of community-acquired bacterial
pneumonia (CABP) caused by susceptible isolates of the following Gram-
positive and Gram-negative microorganisms: Streptococcus pneumoniae
(including cases with concurrent bacteremia), Staphylococcus aureus
(methicillin-susceptible isolates only), Haemophilus influenzae, Klebsiella
pneumoniae, Klebsiella oxytoca, and Escherichia coli.
To reduce the development of drug-resistant bacteria and maintain the
effectiveness of TEFLARO and other antibacterial drugs, TEFLARO should be
used to treat only CABP that is proven or strongly suspected to be caused by
susceptible bacteria. Appropriate specimens for microbiological examination
should be obtained in order to isolate and identify the causative pathogens and
to determine their susceptibility to ceftaroline. When culture and susceptibility
information are available, they should be considered in selecting or modifying
antibacterial therapy. In the absence of such data, local epidemiology and
susceptibility patterns may contribute to the empiric selection of therapy.

IMPORTANT SAFETY INFORMATION (continued)

Clostridium difficile-associated Diarrhea

Clostridium difficile-associated diarrhea (CDAD) has been reported for nearly
all systemic antibacterial agents, including TEFLARO, and may range in severity
from mild diarrhea to fatal colitis. Careful medical history is necessary because
CDAD has been reported to occur more than 2 months after the administration
of antibacterial agents. If CDAD is suspected or confirmed, antibacterials not
directed against C. difficile should be discontinued, if possible.

Direct Coombs’ Test Seroconversion
Seroconversion from a negative to a positive direct Coombs’ test result
occurred in 120/1114 (10.8%) of patients receiving TEFLARO and 49/1116
(4.4%) of patients receiving comparator drugs in the four pooled Phase 3
trials. No adverse reactions representing hemolytic anemia were reported
in any treatment group. If anemia develops during or after treatment with
TEFLARO, drug-induced hemolytic anemia should be considered. If drug-
induced hemolytic anemia is suspected, discontinuation of TEFLARO should
be considered and supportive care should be administered to the patient
if clinically indicated.

Development of Drug-Resistant Bacteria
Prescribing TEFLARO in the absence of a proven or strongly suspected
bacterial infection is unlikely to provide benefit to the patient and increases
the risk of the development of drug-resistant bacteria.

Please see brief summary of Prescribing Information on following page.
Please also see full Prescribing Information at www.TEFLARD.com.

ﬁ Forest Pharmaceuticals, Inc.
Subsldlary of Forest Laboratories, Inc.
St Louls, Missouri 63045

©2011Forest Laboratories, Inc. 69-12000198-C 11/11

Adverse Reactions
In the four pooled Phase 3 clinical trials, serious adverse events occurred
in 98/1300 (7.5%) of patients receiving TEFLARO and 100/1297 (7.7%)
of patients receiving comparator drugs. Treatment discontinuation due to
adverse events occurred in 35/1300 (2.7%) of patients receiving TEFLARO
and 48/1297 (3.7%) of patients receiving comparator drugs with the most
common adverse events leading to discontinuation being hypersensitivity
for both treatment groups at a rate of 0.3% in the TEFLARO group and
0.5% in the comparator group.
No adverse reactions occurred in greater than 5% of patients receiving
TEFLARO. The most common adverse reactions occurring in >2% of
patients receiving TEFLARO in the pooled Phase 3 clinical trials were
diarrhea, nausea, and rash.

Drug Interactions
No clinical drug-drug interaction studies have been conducted with
TEFLARO. There is minimal potential for drug-drug interactions between
TEFLARO and CYP450 substrates, inhibitors, or inducers; drugs known to
undergo active renal secretion; and drugs that may alter renal blood flow.

Use in Specific Populations
TEFLARO has not been studied in pregnant women. Therefore, TEFLARO
should only be used during pregnancy if the potential benefit justifies
the potential risk to the fetus.
It is not known whether ceftaroline is excreted in human milk. Because
many drugs are excreted in human milk, caution should be exercised
when TEFLARO is administered to a nursing woman.
Safety and effectiveness in pediatric patients have not been established.
Because elderly patients, those >65 years of age, are more likely to have
decreased renal function and ceftaroline is excreted primarily by the
kidney, care should be taken in dose selection in this age group and it
may be useful to monitor renal function. Dosage adjustment for elderly
patients should therefore be based on renal function.
Dosage adjustment is required in patients with moderate (CrCl >30 to
<50 mL/min) or severe (CrCl >15 to <30 mL/min) renal impairment and
in patients with end-stage renal disease (CrCl <15 mL/min).
The pharmacokinetics of ceftaroline in patients with hepatic impairment
have not been established.

Teflaro @

(ceftaroline fosamil) for injection

600mg - 400 mg
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TEFLARQ® (ceftaroline fosamil) injection for intravenous (IV) use
Brief Summary of full Prescribing Information
Initial U.S. Approval: 2010

INDICATIONS AND USAGE: Teflaro® (ceftaroline fosamil) is indicated for the treatment of
patients with the following infections caused by susceptible isolates of the designated
microorganisms. Acute Bacterial Skin and Skin Structure Infections - Teflaro is indicated for
the treatment of acute bacterial skin and skin structure infections (ABSSSI) caused by
susceptible isolates of the following Gram-positive and Gram-negative microorganisms: Staphy-
fococeus aureus (including methicillin-susceptible and -resistant isolates), Streptococcus
pyogenes, Streptococcus agalactias, Escherichia coli, Klebsiella pneumoniae, and Klebsiella
oxytoca. Community-Acquired Bacterial Pneumonia - Teflaro is indicated for the treatment
of community-acquired bacterial pneumonia (CABP) caused by susceptible isolates of the
following Gram-positive and Gram-negative microorganisms: Streptococcus pneumoniag
(including cases with concurrent bacteremia), Staphylococcus aureus (methicillin-susceptible
isolates only), Haemophilus influenzae, Klebsiella pneumoniae, Klebsiella oxytoca, and
Escherichia coli, Usage - To reduce the development of drug-resistant bacteria and maintain the
effectiveness of Teflaro and other antibacterial drugs, Teflaro should be used to treat only
ABSSS| or CABP that are proven or strongly suspected to be caused by susceptible bacteria.
Appropriate specimens for microbiological examination should be obtained in order to isolate
and identify the causative pathogens and to determine their susceptibility to ceftaroline. When
culture and susceptibility information are available, they should be considered in selecting
or modifying antibacterial therapy. In the absence of such data, local epidemiology and
susceptibility patterns may contribute to the empiric selection of therapy.
CONTRAINDICATIONS: Teflaro is contraindicated in patients with known serious hypersensiti-
vity to ceftaroline or other members of the cephalosporin class. Anaphylaxis and anaphylactoid
reactions have been reported with ceftaroline.

WARNINGS AND PRECAUTIONS: Hypersensitivity Reactions - Serious and occasionally fatal
hypersensitivity (anaphylactic) reactions and serious skin reactions have been reported in
patients receiving beta-lactam antibacterials. Before therapy with Teflaro is instituted, careful
inquiry about previous hypersensitivity reactions to other cephalosporins, penicillins,
or carbapenems should be made. If this product is to be given to a penicillin- or other beta-
lactam-allergic patient, caution should be exercised because cross sensitivity among beta-
lactam antibacterial agents has been clearly established. If an allergic reaction to Teflaro occurs,
the drug should be discontinued. Serious acute hypersensitivity (anaphylactic) reactions
require emergency treatment with epinephring and other emergency measures, that may
include airway management, oxygen, intravenous fluids, antihistamines, corticosteroids, and
vasopressors as clinically indicated. Closfridium difficile-associated Diarrhea - Clostridium
difficile-associated diarrhea (CDAD) has been reported for nearly all systemic antibacterial
agents, including Teflaro, and may range in severity from mild diarrhea to fatal colitis. Treatment
with antibacterial agents alters the normal flora of the colon and may permit overgrowth of
C. difficile. C. difficife produces toxins A and B which contribute to the development of CDAD.
Hypertoxin-producing strains of C. difficile 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 antibictic use. Careful medical
history is necessary because CDAD has been reported to occur more than 2 months after the
administration of antibacterial agents. If CDAD is suspected or confirmed, antibacterials not
directed against C. difficile should be discontinued, if possible. Appropriate fluid and electrolyte
management, protein supplementation, antibiotic treatment of C. difficife, and surgical
evaluation should be instituted as clinically indicated /see Adverse Reactions]. Direct Coombs’
Test Seroconversion - Seroconversion from a negative to a positive direct Coombs’ test result
occurred in 120/1114 (10.8%) of patients receiving Teflaro and 49/1116 (4.4%) of patients
receiving comparator drugs in the four pooled Phase 3 trials. In the pooled Phase 3 CABP
trials, 51/520 (9.8%) of Teflaro-treated patients compared to 24/534 (4.5%) of ceftriaxone-
treated patients seroconverted from a negative to a positive direct Coombs’ test result.
No adverse reactions representing hemolytic anemia were reported in any treatment group.
If anemia develops during or after treatment with Teflaro, drug-induced hemolytic anemia should
be considered. Diagnostic studies including a direct Coombs’ test, should be performed. If drug-
induced hemolytic anemia is suspected, discontinuation of Teflaro should be considered and
supportive care should be administered to the patient (i.e. transfusion) if clinically indicated.
Development of Drug-Resistant Bacteria - Prescribing Teflaro in the absence of a proven or
strongly suspected bacterial infection is unlikely to provide benefit to the patient and increases
the risk of the development of drug-resistant bacteria.

ADVERSE REACTIONS: The following serious events are described in greater detail in the
Warnings and Precautions section: Hypersensitivity reactions; Clostridium difficile-associated
diarrhea; Direct Coombs’ test seroconversion. Adverse Reactions from Clinical Trials -
Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in clinical trials of a drug cannot be compared directly to rates from clinical trials of
another drug and may not reflect rates observed in practice. Teflaro was evaluated in four
controlled comparative Phase 3 clinical trials (two in ABSSS! and two in CABP) which included
1300 adult patients treated with Teflaro (600 mg administered by IV over 1 hour every 12h)
and 1297 patients treated with comparator (vancomycin plus aztreonam or ceftriaxone) for a
treatment period up to 21 days. The median age of patients treated with Teflaro was 54 years,
ranging between 18 and 99 years old. Patients treated with Teflaro were predominantly
male (63%) and Caucasian (82%). Serious Adverse Events and Adverse Events Leading to
Discontinuation - In the four pooled Phase 3 clinical trials, serious adverse events occurred in
98/1300 (7.5%) of patients receiving Teflaro and 100/1297 (7.7%) of patients receiving com-
parator drugs. The most common SAEs in both the Teflaro and comparator treatment groups
were in the respiratory and infection system organ classes (SOC). Treatment discontinuation due
to adverse events occurred in 35/1300 (2.7%) of patients receiving Teflaro and 48/1297 (3.7%)
of patients receiving comparator drugs with the most common adverse events leading to
discontinuation being hypersensitivity for both treatment groups at a rate of 0.3% in the Teflaro
group and 0.5% in comparator group. Most Common Adverse Reactions - No adverse
reactions occurred in greater than 5% of patients receiving Teflaro. The most common adverse

Rx Only
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reactions occurring in > 2% of patients receiving Teflaro in the pooled phase 3 clinical trials
were diarrhea, nausea, and rash. Table 4 in the full prescribing information lists adverse
reactions occurring in > 2% of patients receiving Teflaro in the pooled Phase 3 clinical trials
{two in ABSSSI and two in CABP). The first value displays the percentage of patients in the
pooled Teffaro triafs (N=1300) and the second shows the percentage in the Pooled Comparators?
trials (N=1297). Gastrointestinal disorders: Diarrhea (5%, 3%), Nausea (4%, 4%),
Constipation (2%, 2%), Vomiting (2%, 2%); Investigations: Increased transaminases (2%,
3%); Metabolism and nutrition disorders: Hypokalemia (2%, 3%); Skin and subcutaneous
tissue disorders: Rash (3%, 2%); Vascular disorders: Phlebitis (2%, 1%)  Comparators
included vancomycin 1 gram IV every 12h plus aztreonam 1 gram IV every 12h in the Phase 3
ABSSS| trials, and ceftriaxone 1 gram IV every 24h in the Phase 3 CABP trials. Other Adverse
Reactions Observed During Clinical Trials of Teflaro - Following is a list of additional adverse
reactions reported by the 1740 patients who received Teflaro in any clinical trial with incidences
less than 2%. Events are categorized by System Organ Class. Blood and lymphatic system
disorders - Anemia, Eosinophilia, Neutropenia, Thrombocytopenia; Cardiac disorders -
Bradycardia, Palpitations; Gastrointestinal disorders - Abdominal pain; General disorders and
administration site conditions - Pyrexia; Hepatobiliary disorders - Hepatitis; Immune system
disorders - Hypersensitivity, Anaphylaxis; Infections and infestations - Ciostridium difficile
colitis; Metabolism and nutrition disorders - Hyperglycemia, Hyperkalemia; Nervous system
disorders - Dizziness, Convulsion; Renal and urinary disorders - Renal failure; Skin and
subcutaneous tissue disorders - Urticaria.

DRUG INTERACTIONS: No clinical drug-drug interaction studies have been conducted with
Teflaro. There is minimal potential for drug-drug interactions between Teflare and CYP450
substrates, inhibitors, or inducers; drugs known to undergo active renal secretion; and drugs
that may alter renal blood flow [sse Clinical Pharmacology].

USE IN SPECIFIC POPULATIONS: Pregnancy Gategory B. - Developmental toxicity studies
performed with ceftaroline fosamil in rats at [V doses up to 300 mg/kg demonstrated
no maternal toxicity and no effects on the fetus. A separate toxicokinetic study showed that
ceftaroling exposure in rats (based on AUC) at this dose level was approximately 8 times the
exposure in humans given 600 mg every 12 hours. There were no drug-induced malformations
in the offspring of rabbits given IV doses of 25, 50, and 100 mg/kg, despite maternal toxicity.
Signs of maternal toxicity appeared secondary to the sensitivity of the rabbit gastrointestinal
system to broad-spectrum antibacterials and included changes in fecal output in all groups and
dose-related reductions in body weight gain and food consumption at > 50 mg/kg; these were
associated with an increase in spontaneous abortion at 50 and 100 mg/kg. The highest dose was
also associated with maternal moribundity and mortality. An increased incidence of a common
rabbit skeletal variation, angulated hyoid alae, was also observed at the maternally toxic doses
of 50 and 100 mg/kg. A separate toxicokinetic study showed that ceftaroline exposure in
rabbits (based on AUC) was approximately 0.8 times the exposure in humans given 600 mg
every 12 hours at 25 mg/kg and 1.5 times the human exposure at 50 mg/kg. Ceftaroline
fosamil did not affect the postnatal development or reproductive performance of the offspring
of rats given IV doses up to 450 mg/kg/day. Results from a toxicokinetic study conducted in
pregnant rats with doses up to 300 mg/kg suggest that exposure was > 8 times the exposure
in humans given 600 mg every 12 hours. There are no adequate and well-controlled trials in
pregnant women. Teflaro should be used during pregnancy only if the potential benefit justifies
the potential risk to the fetus. Nursing Mothers - It is not known whether ceftaroline is excreted
in human milk. Because many drugs are excreted in human milk, caution should be exercised
when Teflaro is administered to a nursing woman. Pediatric Use - Safety and effectiveness in
pediatric patients have not been established. Geriatric Use - Of the 1300 patients treated with
Teflaro in the Phase 3 ABSSSI and GABP trials, 397 (30.5%) were > 65 years of age. The clini-
cal cure rates in the Teflaro group (Clinically Evaluable [CE] Population) were simifar in patients
> 65 years of age compared with patients < 65 years of age in both the ABSSSI and CABP
trials. The adverse event profiles in patients > 65 years of age and in patients < 65 years of age
were similar. The percentage of patients in the Tefiaro group who had at least one adverse event
was 52.4% in patients > 65 years of age and 42.8% in patients < 65 years of age for the two
indications combined. Ceftaroling is excreted primarily by the kidney, and the risk of adverse
reactions may be greater in patients with impaired renal function. Because elderly patients are
more likely to have decreased renal function, care should be taken in dose selection in this age
group and it may be useful to monitor renal function. Elderly subjects had greater ceftaroline
exposure relative to non-elderly subjects when administered the same single dose of Teflaro.
However, higher exposure in elderty subjects was mainly attributed to age-related changes
in renal function. Dosage adjustment for elderly patients should be based on renal function [see
Dosage and Administration and Clinjcal Pharmacology]. Patients with Renal Impairment -
Dosage adjustment is required in patients with moderate (CrCl > 30 to < 50 mL/min} or severe
(CrCl > 15 to < 30 mL/min) renal impairment and in patients with end-stage renal disease (ESRD
— defined as CrCl < 15 mL/min), including patients on hemodialysis (HD) [see Dosage and
Administration and Clinical Pharmacology].

OVERDOSAGE: In the event of overdose, Teflaro should be discontinued and general supportive
treatment given. Ceftaroline can be removed by hemodialysis. In subjects with ESRD adminis-
tered 400 mg of Teflaro, the mean total recovery of ceftaroline in the dialysate following a 4-hour
hemodialysis session started 4 hours after dosing was 76.5 mg (21.6% of the dose). However,
no information is available on the use of hemodialysis to treat overdosage [see Clinical
Pharmacology].

Distributed by:

Forest Pharmaceuticals, Inc.

Subsidiary of Forest Laboratories, Inc.

St. Louis, MO 63045, USA

Teflaro is a registered trademark of Forest Laboratories, Inc.
IF35USCFRO5

Revised: May 2012

© 2010, 2011 Forest Laboratories, Inc. Al rights reserved.

Please also see full Prescribing Information at www.teflaro.com.
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Clinical Governance: An International Journal aims to
address the doubts, queries, triumphs and practical
applications of introducing quality assurance
mechanisms into the delivery of care.

The journal takes an international stance and covers key
developments worldwide which can inform best practice
in health care. Efficiency, effectiveness and economics
are the main factors in the assessment of best practice
and all are addressed in the research- audit- and
evidence-based papers published. All papers are peer
reviewed to ensure their validity and value to current
debates.
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To submit a paper visit:
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Special issues on topical themes
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Join SHEA

Access to the information you need to meet the infection prevention

challenges ahead.

SHEA

The Society for Healthcare
Epidemiology of America

o One year subscription to Infection Control & Hospital Epidemiology

o Online access to Infection Control & Hospital Epidemiology

e Monthly newsletter with abstracts of scientific journal articles and current events

e Online job board

e Online member search

o Continuing Medical Education (CME) and Continuing Nursing Education (CNE) opportunities

About SHEA

The Society for Healthcare Epidemiology of America (SHEA) was founded in 1980 to advance the science of
healthcare epidemiology and infection prevention. SHEA works to maintain the utmost quality of patient care
and healthcare worker safety in all healthcare settings, applying epidemiologic principles and prevention strategies
to a wide range of quality-of-care issues. SHEA is strengthened by its active membership in all branches of
medicine, public health, and healthcare epidemiology. The Society’s expertise is sought by healthcare regulatory
and accrediting agencies, and its scientific voice is influential in guiding decision-making bodies towards rational,
effective, cost-conscious policies.

Mission

SHEA’s mission is to prevent and control healthcare-associated infections and advance the field of healthcare
epidemiology.

Core Values

SHEA as an organization:

o Advances the science of healthcare epidemiology through research and education

o Translates knowledge into effective policy and practice

e Mentors, trains and promotes professional development in healthcare epidemiology

o Collaborates and shares expertise with other organizations

o Adheres to high ethical standards and promotes honesty and ethical principles in the practice of epidemiology

Areas of Focus

o Epidemiologic research and laboratory investigation

o Applying the best evidence for protecting patients and reporting data

e Risk reduction programs focused on device and procedure management
e Policy development and implementation

e Education and information

Please contact info@shea-online.org with membership inquiries.

Join SHEA at www.shea-online.org
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You have enough to worry about. Choose 3M™ Tegaderm™ CHG Chlorhexidine Gluconate V. Securement
Dressings, with all-in-one antimicrobial protection and advanced securement, and be confident you're giving
your patients the best possible V. site care.

For over 30 years, 3M has collaborated with health care professionals around the world to develop products
that simplify and improve care practices. To learn more about Tegaderm™ CHG Dressings or the full line of
Tegaderm™ Brand I.V. Site Dressings, go to 3M.com/TegadermCHG
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