PRACTICE

HEALTH AND DRUG ALERTS

Propofol: contraindicated for sedation of pediatric
intensive care patients

Reason for posting: Propofol — an
anesthetic agent' — may cause life-
threatening adverse events when used
to sedate critically ill children.” The
problem was first noted in 1992, when
a report was published of 5 children
with croup or bronchiolitis in an in-
tensive care unit (ICU) who were se-
dated with propofol and subsequently
died of metabolic acidosis and myocar-
dial failure.’

Subsequently termed “propofol syn-
drome,” sporadic cases were described
in the literature, including a report in
1998 of 18 critically ill pediatric pa-
tients who experienced bradycardia,
asystole, severe metabolic acidosis,
lipemia, hepatomegaly and rhabdo-
myolysis.* In 2001 the US Food and
Drug Administration communicated
that pediatric ICU patients given the
drug for sedation as part of a random-
ized controlled trial had higher death
rates than those who received standard
anesthetic agents.”® Health Canada re-
cently reported that 6 serious postmar-
keting adverse events, including 3
deaths, had occurred in children re-
ceiving propofol in an ICU setting.? All
patients experienced metabolic acido-
sis, hemodynamic instability and car-
diac conduction abnormalities.” Cana-
dian product monographs for propofol
infusions are now being updated to in-
dicate that the agent is contraindicated
for the sedation of children receiving
intensive care.

The drug: Propofol is a chemically dis-
tinct hypnotic agent administered in-
travenously for the induction and
maintenance of general anesthesia or
for sedation in both adults and chil-
dren.' The rapid onset and offset of ac-
tion and the relative lack of cumulative
effects have made it popular.” The
2002 Compendium of Pharmaceuticals
and Specialties states that propofol is in-
dicated for anesthesia in children 3
years of age and older but that it is not
recommended for sedation in children

under the age of 18 years, either during
surgical or diagnostic procedures or in
the ICU.!

Results of biochemical analyses
throughout the clinical course of a pe-
diatric patient who experienced propo-
fol syndrome and recovered after he-
modialysis suggest that impaired fatty
acid oxidation at the level of the mito-
chondria may be responsible for this
syndrome.® However, patient-specific
factors predicting this adverse effect,
and the reason for its relative absence in
adults, are not yet known.

What to do: The propofol syndrome
has occurred in critically ill children re-
ceiving the drug for sedation. In such
patients, alternative sedatives should be
used. The syndrome may be less com-
mon when the drug is used in less criti-
cally ill pediatric patients for short peri-
ods (e.g., for procedural sedation or for
the induction and maintenance of gen-
eral anesthesia).”"” Unfortunately, large
randomized controlled trials evaluating
the drug’s safety for this indication are
lacking." The known and theoretical
risks of propofol should be explained to
parents.

Many drugs licensed for use in
adults are used “off label” in chil-
dren.” The serious, life-threatening
postmarketing adverse events seen
with propofol reinforce that signifi-
cant harm can come from off-label use
of agents whose pediatric safety pro-
file is incomplete.

Eric Wooltorton
CMA7
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Canadian Adverse
Reaction Newsletter

Bulletin canadien
des effets indésirables

To receive the Newsletter and health
product Advisories by email, join Health
Canada’s Health_Prod_Info mailing list.

Go to www.hc-sc.gc.ca/hpb-dgps
[therapeut/htmleng/adr.html
and click on "subscribe."

Inscrivez-vous a la liste
Info_Prod_Santé de Santé Canada
pour recevoir par courriel le Bulletin et
les Avis au sujet des produits de santé.
Rendez-vous a I'adresse
www.he-sc.ge.ca/hpb-dgps/therapeut
/htmlfrn/adr.html et cliquez sur
« abonnement ».

Report adverse reactions toll free to
Health Canada ° Signaler sans frais des
effets indésirables 2 Santé Canada

Tel./Tél. : 866 234-2345
Fax/T¢éléc. : 866 678-6789

Email/Courriel: cadrmp@hc-sc.ge.ca
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