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Recommendations for the use of palivizumab as prophylaxis
against respiratory syncytial virus in infants with congenital
cardiac disease
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Abstract New data are emerging on the use of palivizumab as prophylaxis against infection with the respiratory
syncytial virus in infants with congenital cardiac disease. Following a 4-year multicentre randomised trial, it
was shown that prophylactic injections with palivizumab were effective and safe for such children. Prophylaxis
consists of 5, monthly, intramuscular injections of palivizumab, at a dose of 15 mg/kg, given during the season
for infection with the respiratory syncytial virus. Timing is at the discretion of the physician, depending on the
onset of the season locally. It is suggested that, in the United Kingdom, this should be commenced in mid-
September. To help clinicians to identify appropriate candidates for palivizumab, a working group of the British
Paediatric Cardiac Association has developed recommendations.

Infants, namely those under 1 year old, with congenital cardiac disease likely to benefit from prophylaxis
include those with haemodynamically significant lesions, particularly increased pulmonary blood flow with or
without cyanosis; pulmonary venous congestion, pulmonary hypertension or long-term pulmonary complications,
residual haemodynamic abnormalities following medical or surgical intervention (patients who have undergone
cardiopulmonary bypass should receive an injection as soon as they are medically stable), cardiomyopathy
requiring treatment, and congenital cardiac disease likely to need hospital admission for medical or surgical
intervention during the season of infection with the virus. Prophylaxis with palivizumab may also be indicated,
at the discretion of the physician, in some children with complex cardiac disease over the age of 1 year. Children
less likely to benefit from prophylaxis are those with haemodynamically insignificant disease, or those with
lesions adequately corrected by medical or surgical intervention.
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healthy babies, this infection usually results in mild
respiratory illness. In contrast, premature babies, and

OST CHILDREN WILL HAVE AT LEAST ONE
episode of infection by the respiratory syncy-

tial virus by the age of 2 years. The seasonal-
ity of such infections is well recognised,' generally
starting in October in the United Kingdom, with vari-
ation regionally and from year to year.”® In otherwise
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those with chronic lung disease, congenital cardiac
disease or immunodeficiency, may suffer more serious
illness,” often resulting in infections of the lower respi-
ratory tract, and increased rates of hospitalisation™® and
death,>* with the possibility of serious long-term res-
piratory sequelae.” Amongst infants with congenital
cardiac disease who are hospitalised with respiratory
syncytial viral infection, up to one-third will require
management in the paediatric intensive care unit,’
though there is a significant decrease in the frequency
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of infection of the lower respiratory tract, and hospi-
talisation in children older than 1 year.”® Patients
with symptomatic infection undergoing cardiac sur-
gery are at high risk of postoperative complications,
especially postoperative pulmonary hypertension.’

The IMpact-RSV study, a randomised, double-
blind, placebo-controlled study conducted between
1996 and 1997 in 139 centres across North America
and the United Kingdom, demonstrated that
palivizumab can be administered safely and effectively
to children at high risk for serious infections of the
lower respiratory tract, and results in reduced hospi-
talisation.'® This study informed the development of
guidelines, including those of the American Academy
of Pediatrics'"!'? and the European Consensus
Guidelines."?

In November 2002, at the request of the United
Kingdom National Institute of Clinical Excellence,
the Department of Health Joint Committee on
Vaccination and Immunisation considered the use of
the monoclonal antibody, palivizumab, in protecting
groups at risk of infection with the respiratory syncy-
tial virus. Their recommendations ' comprise the cur-
rent guidelines issued by the National Health Service
of the United Kingdom. One of the groups considered
to be at risk of infection was: “Babies with rare condi-
tions such as severe multiple congenital abnormalities
or severe immunodeficiency; this would include
severe congenital cardiac disease”. The recommenda-
tion from the Joint Committee on Vaccination and
Immunisation is that treatment with palivizumab
should be recommended on a case-by-case basis,
depending on the likelihood of a child being admitted
to hospital during the respiratory syncytial season.

The findings of a 4-year randomised, placebo-
controlled trial of prophylaxis with palivizumab
against the respiratory syncytial virus in children 2
years of age or younger with serious conzgenital cardiac
disease have recently been reported.''® In all, 1287
children from 76 centres in the United States of
America, Canada, Sweden, Germany, Poland, France
and the United Kingdom were randomised. The
groups were balanced for demographic factors, risk fac-
tors for infection with the respiratory syncytial virus,
and cardiac parameters such as pulmonary hyper-
tension, congestive cardiac failure, cyanotic heart dis-
ease, and use of cardiac medications. This study showed
that palivizumab given intramuscularly during the sea-
son of infection with the respiratory syncytial virus is
well tolerated, and effective in reducing hospitalisation.
Compared with placebo, prophylaxis with palivizumab
is associated with a reduction of almost half in hospital-
isation of babies with haemodynamically significant
congenital cardiac disease. It should be noted that, in
previously treated patients, levels of palivizumab in the
serum fell by 58% following cardiopulmonary bypass.
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In the light of these data, and advice from the Joint
Committee on Vaccination and Immunisation, the
British Paediatric Cardiac Association convened this
Working Group to provide recommendations as to
which infants with congenital cardiac disease are most
likely to benefit from prophylaxis with palivizumab
against the respiratory syncytial virus. With the next
season for infection with the virus upon us, the
Group feels that these recommendations will help cli-
nicians working with infants to consider their practice,
and to identify those infants in whom palivizumab
will be most cost-effective.!” The recommendations
are as follows.

Recommendations from the Working Group
of the British Paediatric Cardiac Association
for the use of palivizumab as prophylaxis
against the respiratory syncytial virus in
children with congenital cardiac disease

Education is important

® The parents, families, and carers of children at high
risk should be educated about respiratory syncytial
virus, the aim of prophylaxis against it, and the pre-
ventative measures that can be taken to avoid infec-
tion. They can be taught how to help keep these
children free from infection by the virus at home."!

® Hospital staff should be educated about the impor-
tance of strict observance of practices for control
of infection.!!

Appropriate timing of prophylaxis

® Prophylaxis consists of 5, monthly, intramuscular
injections of palivizumab at 15 mg/kg during the
season of infection. It is possible that some babies
may need more than 5 injections, while others may
not need all 5 injections.

® The season in the United Kingdom extends from
October to March, but there are regional and
annual variations. The season peaks during
December to January. Timing of prophylaxis is at
the discretion of the physician, depending on the
onset of the season locally.

Children most likely to benefit from prophylaxis

® Infants aged 1 year or younger with documented
haemodynamically significant congenital cardiac
disease.

— Includes: conditions with increased pulmonary
blood flow; those with cyanotic heart disease;
pulmonary venous congestion; pulmonary hyper-
tension; long-term pulmonary complications;
unoperated or partially corrected complex con-
genital cardiac disease.
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— Excludes: children with uncomplicated small
atrial or ventricular septal defects or patency of
the arterial duct, and other mild forms of struc-
tural cardiac disease.

® Infants who have residual haemodynamically
significant congenital cardiac disease following
medical or surgical intervention. Patients in this
category who have undergone cardiopulmonary
bypass should receive an injection as soon as they
are medically stable.
Infants with pulmonary hypertension.
Infants receiving treatment for cardiomyopathy.
Infants with congenital cardiac disease under the
age of 1 year who are expected to need admission
to hospital for medical or surgical intervention
during the season of infection by the virus should
be considered for prophylaxis.
® In some children aged over one year, and hav-
ing complex cardiac disease, prophylaxis with
palivizumab may be indicated at the discretion of
the physician.

Children who are less likely to benefit from prophylaxis

® Children with haemodynamically insignificant
congenital cardiac disease.

® Children with lesions adequately corrected by
medical or surgical intervention.

Funding for prophylaxis

® Currently, there are no defined routes to obtain-
ing funding for prophylaxis in babies with con-
genital cardiac disease in the various regions of
the United Kingdom. It is suggested that funding
is discussed at a local level with agencies respon-
sible for commissioning healthcare.

® Bodies commissioning healthcare, such as Primary
Care Trusts and specialist commissioning groups in
the United Kingdom, will need to be persuaded of
the benefits to the individual patient, their families,
and to hospital resources, of protecting groups at
high risk from this potentially serious illness. The
evaluation of cost-benefit, by analysis of subgroups
from existing studies and prospective studies, with
measurement of benefits for health, is still required.
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Note for prescribers: Currently, palivizumab is not
licensed for the management of infants with con-
genital cardiac disease. Supportive data now exist,' !¢
nonetheless, and the manufacturer expects a licence
to be granted during 2003.
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