%€ prci

iatric Respiratory
Care Initiative ™

Release Date: October 2007
Valid Through: December 2007

This educational activity is conducted as a part of
the Pedliatric Respiratory Care Initiative™
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Participants who wish to receive CME credit for
this educational activity should do the following:
(1) read the current issue; (2) complete the post-
test and evaluation form. To apply for CME credit,
you may complete the post-test and evaluation
form on our website, www.PediatricRespiratory.org
and click “Clinical Insights.” You may also return
the completed post-test and evaluation via fax to
1(201) 430-1441 or via mail to:
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Secaucus, NJ 07094-2304

If you have any questions, please call
1(800) 606-6106 Ext. 8892.

Applicants will receive a certificate of participation
from PPS by return mail within 6 to 8 weeks of the
date of receipt of the completed evaluation form
and post-test.

Learning Objectives
After studying the literature presented in this issue,
participants should be able to

o Describe the impact of treatment of premature
infants with palivizumab on the occurrence of
subsequent wheezing

o Assess the efficacy of dexamethasone in the
treatment of pediatric bronchiolitis

Target Audience

This educational activity is designed for pediatri-
cians, primary care physicians, pediatric and family
nurse practitioners, neonatologists, infectious
disease specialists, allergists, pulmonologists,
immunologists, and other healthcare professionals
involved in the care and management of pediatric
respiratory patients.
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is accredited by the Accreditation Council for
Continuing Medical Education to provide
continuing medical education for physicians.
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designates this educational activity for a maximum
of 0.50 AMA PRA Category 1 Credit™. Physicians
should only claim credit commensurate with the
extent of their participation in the activity.

This CME activity is supported by an educational
grant from Medimmune, Inc.

Clinical Insights, Pedliatric Respiratory Care
Initiative, and PRC| are trademarks used herein
under license.

Off-Label Disclosure

Some of the drug treatments discussed in this
issue may note uses not approved by the
Food and Drug Administration. Articles
containing such uses will be noted at the end
of the article.
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in Preterm Infants

ower respiratory tract infection (LRTI) with

respiratory syncytial virus (RSV) in early life

has been epidemiologically associated with
the subsequent development of recurrent
wheezing and asthma later in childhood. Addi-
tional studies have demonstrated that children
who developed LRTI with RSV in early life exhibit
airway reactivity 50% to 100% greater when
compared with uninfected controls. Further-
more, recurrent wheezing has been observed up
to 11 years postinfection suggesting that it may
continue even further into early adulthood.
Among children at high-risk, preterm infants,
regardless of chronic lung disease (CLD) status,
may develop serious RSV infections within the
first year of life, are at higher risk for developing
recurrent wheezing or asthma, and demonstrate
persistent abnormal lung function.

In the current report, Simoes and colleagues
examined the ability of the humanized mono-
clonal anti-RSV antibody palivizumab to reduce
later recurrent wheezing by ameliorating or
preventing early RSV LRTI in preterm infants
(<36 weeks gestational age) without CLD or
other high risk medical conditions. In this study,
a cohort of preterm infants (n=191) who had
received at least three doses of palivizumab in
the first 12 months of life or who had never
received palivizumab (n=230; 76 who were
hospitalized for RSV and 154 who were not) was
prospectively followed for 2 years beginning at a
mean age of 19 months. Recurrent wheezing
was assessed by either a caretaker or recorded in
a physician’s report.

PEDRO A. PIEDRA, MD,* EDITOR-IN-CHIEF; ROBERT B. BELSHE, MD, REVIEWER; KATHLEEN M. MAJOR,* SENIOR MANAGING EDITOR;

Impact of Palivizumab Prophylaxis on Respiratory
Syncytial Virus and Subsequent Recurrent Wheezing

Treatment with palivizumab resulted in
significant decreases in both recurrent wheezing
(13% vs 26%, P=0.001) and physician-diagnosed
recurrent wheezing (16% vs 8%, P=0.11) when
compared with untreated patients. These data
correspond to relative reductions of 49% and
51%, respectively. This decrease was also ob-
served for the 154 nonhospitalized untreated
subjects (13% vs 23%, P=0.022 and 13% vs 16%,
P=0.027, respectively). Furthermore, regression
models indicated that greater gestational age
was associated with a reduced risk of a wheezing
event, with an 11% to 21% reduction in the
odds of an event per 1 week increase in age.
Kaplan-Meier estimates of time to onset of any
wheezing event demonstrated palivizumab
treatment resulted in significantly longer times
to onset of the first episode of either recurrent
wheezing (HR=0.46; 95% CI=0.29 to 0.74) or
physician-diagnosed recurrent wheezing
(HR=0.46; 95% CI=0.25 to 0.83) when compared
with the untreated group. Similar results were
obtained when treated subjects were compared
with untreated non-RSV hospitalized individuals.

The results of this study suggest that
prevention of RSV LRTI with palivizumab may
protect against subsequent recurrent wheezing
in premature infants without CLD.

Simoes EAF et al. Palivizumab prophylaxis, respiratory
syncytial virus, and subsequent recurrent wheezing.
J Pediatr. 2007;151(1):34-42.
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&
To participate in a quick
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educational needs, visit
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go to Respiratory Care.

COMMENTARY

ROBERT B. BELSHE, MD, Diane and J. Joseph Adorjan Endowed Professor of Infectious
Diseases and Immunology, Professor of Medicine, Pediatrics and Molecular Microbiol-
ogy, Saint Louis University School of Medicine, St. Louis, Missouri.

Acute viral respiratory infection is believed to trigger wheezing events and predispose children to asthma.
Furthermore, the prevalence of hospitalization from bronchiolitis and asthma is increasing. Preventive meas-
ures that reduce the occurrence of viral respiratory disease may lead to a reduction in wheezing episodes and
long-term benefits by reducing asthma. The results of the study by Simoes et al indicate that prevention of
RSV leads to long-term benefits such as reducing the occurrence of asthma. In the absence of an RSV
vaccine, passive administration of antibodies (palivizumab) has had significant benefits in infants at risk for
severe RSV disease. The key to the study conducted by Simoes et al is the selection of controls. Because it
would be unethical to conduct a placebo-controlled study in the United States, given the benefit of passive
antibodies, the authors turned to statistical methods to select controls who were untreated infants and
matched for gestational age. The results were quite spectacular and demonstrate a substantial benefit to the
health of the child in preventing RSV infection. While the result is not unexpected, it is dependent on the
assumptions of the trial, provided the appropriate controls can be selected using statistical methods. Moving
forward with vigor to help prevent RSV infection using currently available therapy (palivizumab), future
improved antibodies, and the possibility of future vaccines will be important to reduce the burden of RSV
and its complications, including asthma.

Are Corticosteroids an Effective Treatment for
Bronchiolitis in Infants?

Bronchiolitis conveys a significant health and
socioeconomic impact. Although numerous
pharmacologic therapies, including corticoster-
oids and bronchodilators, have been used in the
treatment of bronchiolitis,
to date there has been no
demonstrable or consistent
benefit from any of these
agents. Recently, both
experts and reviews have
called for an adequately
sized trial that is rigorously
designed to address the use
of corticosteroids as a
treatment modality for
bronchiolitis. The recent
report by Corneli and
colleagues describes a
double-blind, randomized,
controlled trial examining
the efficacy of a single oral
dose of dexamethasone in the treatment
of bronchiolitis.

Infants (n=600), aged 2 to 12 months with
a first episode of wheezing diagnosed as moder-
ate-to-severe (Respiratory Distress Assessment
Instrument score >6) during an emergency de-
partment (ED) visit were randomized to receive
one dose equaling 1 mg per kilogram of body
weight of oral dexamethasone or placebo. In-
fants were excluded if they were preterm, or

had lung, heart, or immune disorder, received
corticosteroids in the previous 14 days, or recent
varicella infection. Patients were enrolled at

20 EDs between November and April, over a
3-year period. The primary
outcome was hospital ad-
mission following a 4-hour ED
observation. The secondary
outcome was the Respiratory
Assessment Change Score
(RACS).

Dexamethasone treatment
of infants exhibiting moderate-
to-severe bronchiolitis did not
significantly alter the rate of

. hospital admission, respiratory
hours Of observatzon, length status after 4 hours of observa-

of hospital stay, later medical 1o 'ength of hospital stay,
later medical visits, or

readmissions. These findings
are in agreement with
numerous other studies which demonstrate a
lack of efficacy regarding corticosteroids in the
treatment of bronchiolitis. The investigators
suggest that other treatments and preventive
strategies for bronchiolitis be evaluated.

Dexamethasone treatment
of infants exhibiting moder-
ate-to-severe bronchiolitis
did not significantly alter the
rate of hospital admission,
respiratory status after 4

visits, or readmissions.

Corneli HM et al. A multicenter, randomized, controlled
trial of dexamethasone for bronchiolitis. N Engl J Med.
2007;357(4):331-339.
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1. Palivizumab treatment of preterm infants without chronic lung disease resulted in which of
the following outcomes?

a. Decreased recurrent wheezing and increased physician-diagnosed recurrent wheezing
b. Increased recurrent wheezing and increased physician-diagnosed recurrent wheezing
c. Decreased recurrent wheezing of any type

d. Increased recurrent wheezing and decreased physician-diagnosed recurrent wheezing

2. Which of the following is true with respect to corticosteroid treatment?
a. All corticosteroids have been proven effective for the treatment of bronchiolitis
b. Dexamethasone is the only corticosteroid proven effective for the treatment
of bronchiolitis
¢. No corticosteroid has been proven effective for bronchiolitis treatment

All corticosteroids, with the exception of dexamethasone, have proven effective for
the treatment of bronchiolitis
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For more information about upcoming PRCI® CME activities,
visit us at www.PediatricRespiratory.org.

You have received this email because we believe it may be of interest to you. If you
would like your name to be removed from the PRCI Clinical Insights® in Pediatric

PRCI MISSION Respiratory Care newsletter email list, please click on the following prci@ppscme.com.

STATEMENT

The PRCl is a multicomponent
educational program on
pediatric respiratory disorders

If you have any friends or colleagues who would like to receive this newsletter via email, please fill
in their information on the lines below and fax this page to us at 1 (201) 430-1295 so they can be
added to our subscriber list.

designed for pediatricians, Name:

primary care physicians, pediatric

and family nurse practitioners, Specialty:
neonatologists, infectious disease

specialists, allergists, pulmonolo- Email Address:

gists, immunologists, and other

healthcare professionals involved

in ﬂ_‘e care a”_d management of REGISTER NOW FOR A TWO-PART, LIVE CME/CE WEBCAST SERIES
pediatric respiratory patients. Preventing and Managing RSV Disease and Influenza Disease
PRCI programs address issues in Your Pediatric Practice

concerning asthma, respiratory

syncytial virus, and other Updated: Current Strategies in the Prevention and Management of RSV
respiratory tract infections Updated: New Perspectives in the Prevention and Treatment of Influenza
and disorders. Methods to . .

prevent, control, and treat Series runs until October 24, 2007

respiratory illnesses in children Visit www.PediatricRespiratory.org/webcasts

are also evaluated.

EM-T314-10-PHYCME-1007-30K



CLINICAL INSIGHTS® IN PEDIATRIC RESPIRATORY CARE

Activity Code: T314-10

| |

o Issue Date: October 2007

o Valid through: December 2007
Pediatric Respiratory
Care Initiative™

CME Activity Evaluation/Registration Form

Participants who wish to obtain CME credit, please complete the contact information below, sign this
form, and fax it with the completed post-test to 1 (201) 430-1441 or mail to PPS, CME Dept. T314,

150 Meadowlands Parkway, Secaucus, NJ 07094-2304. You may download previous issues of Clinical
Insights® in Pediatric Respiratory Care e-newsletters by visiting us online at www.PediatricRespiratory.org.

| completed this activity as designed:

(Signature) (Date)
PLEASE PRINT CLEARLY:

vame: [ L LIIC IO DC O OO OO DO OO O]
aaaress: [ [ ][ LI IO IO OO DO DD DO O]
L | = O
S | = | |

email address: ||| [ ][ [ 1[I JL L JC A T I E T T I

Professional Classification: [ MD O pbo I NP RN [ phD
[] other
Specialty: [] Family Practice [ pediatrics [ General Practice [ Neonatal
[ other

Overall Program

Strongly Strongly
1. The activity met the stated objectives in such a way that | am better able to: Disagree Disagree Agree Agree
a. Describe the impact of palivizumab treatment on survival of post-bone marrow
transplant, pediatric patients 1 2 3 4 5 6
b. Assess the tolerability, toxicity, and therapeutic potential of prophylaxis with
oseltamivir for influenza infection in hematopoietic stem cell transplantation
recipients 1 2 3 4 5 6
2. Overall, the activity was presented in a fair-balanced manner. [ Yes [ No*
* If you checked “No,” please explain.
3. Overall, the activity was free of commercial bias. [ Yes [ No*

* If you checked “No,” please explain.

4. In reflecting on your practice, what type of impact will this educational activity have?
[0 Understand that prophylaxis with palivizumab in preterm infants may reduce the risk of developing subsequent wheezing
[0 Recognize that corticosteroid agents have not been proven efficacious for the treatment of infant bronchiolitis

I will:
[0 Consider prophylactic treatment with palivizumab for preterm infants
[ Limit use of corticosteroids as a treatment approach for infant bronchiolitis

5. What topics should be dealt with in more detail? (List topics.)

Thank you for your participation.
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