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Clinical Performance Guideline Medical
Neonatal Resource Services Necessity
Synagis® (palivizumab) Guideline

Purpose: To provide an evidence-based guideline for utilization of Synagis in infants and young children.

Goal: Immunization of select high risk infants with Synagis provides immunity against Respiratory
Syncytial Virus (RSV) infections which can cause significant clinical illness resulting in readmission to the
hospital.

Target Client Population: Infants and young children less than 24 months who are at high risk for
contracting respiratory syncytial virus (RSV).

Background Palivizumab is a humanized murine monoclonal immunoglobulin produced by
recombinant DNA technology which has neutralizing and fusion-inhibitory activity
against RSV.

Children with certain co-morbidities are at increased risk of severe RSV disease
relative to children without these co-morbidities. Chronologic age is the single most
important risk factor for RSV hospitalization on the basis of the observation that more
than 58% to 64% of pediatric RSV hospitalizations occur in the first 5 months after
birth. Most of these hospitalizations occur in the first 90 days after birth. Certain
subgroups of infants with co-morbidities such as prematurity, CLD, or
hemodynamically significant CHD have increased risks for RSV hospitalization. Infants
in the second month after birth experience the highest RSV hospitalization rate, a rate
that is almost twice that of the next highest risk group (infants in the first month after
birth). Most host and environmental factors increase the risk for RSV hospitalization by
only a small magnitude, so their contribution to overall disease burden is limited.

Among children under the age of 5 in the United States, RSV infection accounted for
24% of an estimated 5.5 million hospitalizations for lower respiratory tract illness
among children <5 years of age during the 10 study years from 1997-2006. It has been
estimated that 132,000 to 172,000 RSV-associated hospitalizations occurred annually
in this population. Although the rate of hospitalization is greatest in children < 3 months
of age, more than 40 percent of total hospitalizations in the < 5 years of age group
occur in children > 1 year of age.

From July 2007 to January 2013 the median duration of the RSVAiseasono r
13 to 23 weeks with the median peak activity from mid-December to early February,
with the exception of Florida and Alaska. For analysis of National Respiratory and
Enteric Virus Surveillance System (NREVSS)* reports in the CDC Morbidity and
Mortality Weekly Report, season onset is defined as the first of 2 consecutive weeks
during which the mean percentage of spe
10% and RSV season offset is defined as the last of 2 consecutive weeks during which
the mean percentage of positive speci me

* NREVSS is a laboratory-based system that monitors geographical and temporal trends for various
respiratory and enteric viruses, including RSV activity, to the CDC.

Treatment Clinical evidence in the medical literature supports the following:
Criteria

Palivizumab (Synagis®) is medically necessary to prevent serious respiratory syncytial
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virus disease (RSV) in high risk infants and young children when all of the following
are met: (AAP, 2014; Perrin, 2014)

1 Administered during RSV season as defined by the Centers for Disease and
Prevention (CDC) surveillance reports
(http://www.cdc.gov/surveillance/nrevss/rsv/) or state or local health
departments to confirm the start of the respiratory syncytial virus (RSV)
fis easANDO,

Monthly dose of palivizumab does not exceed 15 mg/kg per dose, AND

Monthly doses of palivizumab do not exceed 5 doses per single RSV
ifseasono

0 Infants in a neonatal intensive care unit who qualify for prophylaxis
may receive the first dose 48 to 72 hours before discharge to home or
promptly after discharge. If the first dose is administered in the
hospital, this dose will be considered the first dose of the maximum 5
dose series for the season. Any subsequent doses received in the
hospital setting are also considered as part of the maximum 5 dose
series. For infants born during
doses will be needed.

AND
1 One of the following clinical situations:

o0 Infants born prematurely before 29 weeks, 0 days gestation who are
< 12 months of age at .the start

o Infants and young children with chronic lung disease (CLD):

A Age 0 to < 12 months: Prophylaxis may be considered during
t he RSV Ofsdeuarsiomg the first ye
infants who develop CLD of prematurity defined as gestational
age < 32 weeks, 0 days and a requirement for > 21% oxygen
for at least the first 28 days after birth.

A Age O 12 t o:Palivizuhabismoverhfer use in
preterm infants born at < 32 weeks, 0 days gestation who are
O 12 to < 24 months of age wlk
oxygen after birth and who continue to require supplemental
oxygen, diuretics or chronic systemic corticosteroid therapy
within 6 months of the start of the second RSV season.

o Infants and young children with hemodynamically significant
congenital heart disease (CHD):

A Age 0 to < 12 months: Infants born within 12 months of the
onset of RSV fiseasono whm wil
immunoprophylaxis include:

1 Infants with acyanotic heart disease that are receiving
medication to control congestive heart failure and will
require cardiac surgical procedures.

1 Infants with moderate to severe pulmonary
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hypertension.

1 Documentation that decisions regarding palivizumab
prophylaxis for infants with cyanaotic heart defects in
the first year of life were made in consultation with a
pediatric cardiologist.

Age < 24 months: A post-operative dose for young children
who still require prophylaxis and who have undergone surgical
procedures should be administered palivizumab prophylaxis
after cardiac bypass or at the conclusion of extracorporeal
membrane oxygenation.

1 Children who undergo cardiac transplantation during
the RSV fiseasond mrgpglivizumabc
prophylaxis.

o Infants with congenital abnormalities of the airway or
neuromuscular disease:

Age 0 to < 12 months: Infants with neuromuscular disease or
congenital anomaly that impairs the ability to clear secretions
from the lower airway because of an ineffective cough may be
considered for prophylaxis during the first year of life.

0 Young children < 24 months of age who are immunocompromised:

Palivizumab may be administered for prophylaxis in young
children who are receiving cancer chemotherapy or are
severely immunocompromised. The efficacy of prophylaxis in
this population (e.g., children receiving chemotherapy,
undergoing hematopoietic stem cell transplantation or solid
organ transplantation) is unknown however.

o0 Infants and young children with cystic fibrosis (CF) who have the
following qualifying indications:

Age 0 to < 12 months: Infants with CF with clinical evidence of
CLD and/or nutritional compromise in the first year of life may
be considered for prophylaxis

9 Failure to thrive is defined as weight for length less
than the 10™ percentile on a pediatric growth chart.

Age O 12 t o:Gontiudd useofrpalivizemab
prophylaxis in the second year of life may be considered for
young children with manifestations of severe lung disease
including:

1 Previous hospitalization for pulmonary exacerbation in
the first year of life

1 Abnormalities on chest radiography or chest
computed tomography that persist when stable

1 Weight for length less than the 10" percentile on a
pediatric growth chart.
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There is insufficient clinical evidence to support the use of palivizumab for:

il

(AAP, 2014, Perrin, 2014)

Infants with CLD who do not continue to require medical support in the second
year of life.

Infants and children with hemodynamically insignificant heart disease (e.g.,
secundum atrial septal defect, small ventricular septal defect, pulmonic
stenosis, uncomplicated aortic stenosis, mild coarctation of the aorta, and
patent ductus arteriosus).

Infants with cardiac lesions adequately corrected by surgery, unless they
continue to require medication for congestive heart failure.

Infants with cardiomyopathy sufficiently mild that they do not require
pharmacotherapy.

Children in the second year of life unless otherwise indicated as medically
necessary above.

Routine use of prophylaxis in children with Down syndrome [unless qualifying
heart disease, CLD, airway clearance issues (the inability to clear secretions
from the upper airway because of ineffective cough or prematurity (<29 weeks,
0 days gestation) is present].

Routine use of prophylaxis in children with CF (unless noted in medically
necessary indications above.

Administration of monthly palivizumab prophylaxis after an infant or child who
had met the criteria for palivizumab experienced a breakthrough RSV
hospitalization during the current season.

Prophylaxis for primary asthma prevention or to reduce subsequent episodes
of wheezing in infants and children.

Prophylaxis for prevention of nosocomial disease.
Prophylaxis administered in any of the following scenarios:
0 Outside of the RSV fiseasono

0 In doses greater than needed to provide protection in the RSV
iseasono

o In excess of 5 doses per single
0 To persons other than those at defined high risk as specified above

Treatment of symptomatic RSV disease

Additional Information:

In most of North America the peak RSV activity typically occurs between November
and March, usually beginning in November or December, peaking in January or
February, and ending by the end of March or sometime in April. Communities in the
southern United States, particularly some communities in the state of Florida, tend to
experience the earliest onset of RSV. Data from the Centers for Disease Control and
Prevention (CDC) have identified variations in the onset and offset of the RSV
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