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Title: Efficacy and Safety of Intranasal Fentanyl in neonates: a Systematic Review

Centre: Aligning Health Needs and Evidence for Transformative Change (AH-NET-C): A JBI Centre of Exce

Primary Reviewer

Name: Helen McCord Email: hmccord@dal.ca

Question: In neonates undergoing painful procedures, how does the use of intranasal fentanyl, compared
* to the standard pain management protocol or placebo, affect the safety and efficacy in pain
relief

PICO

Population: will focus on infants born both preterm and at term gestation until the age of 6 months
corrected who have received fentanyl via IN route of administration as treatment for
procedural pain. All studies documenting the usage of IN fentanyl in pediatric patients will be
examined to ascertain whether any part of their study population comprised infants aged 6
months or younger. Infants will be excluded if simultaneously receiving fentanyl by other
routes (e.g. intravenous).

Intervention: |ntervention (quantitative - effectiveness)

Intranasal Fentanyl for procedural pain in hospitalized neonates

Comparator: comparator (quantitative - effectiveness)

Standard pain management protocol or placebo

Outcome: outcome (quantitative)

Safety and efficacy in pain relief.

Types of outcome measures:

Primary outcomes:

a) Safety:

Safety will be assessed through patients who received opioid reversal (naloxone), and the frequency of
respiratory depression as an oxygen saturation < 85%, or apnea with or without intervention to recover,
hypotension, chest wall rigidity, airway support, such as stimulation for respiratory depression or bag—mask
ventilation. Occurrence of any of the following adverse events associated with IN fentanyl within 24 hrs of
dosing will be recorded: death, hypotension, bradycardia, worsening respiratory status, and chest wall
rigidity. Hypotension will be defined as the need for fluid bolus resuscitation or vasopressor therapy
(dopamine, epinephrine, vasopressin); bradycardia as a documented HR < 100 beats per minute; worsening
respiratory status as difficulty breathing requiring immediate intervention or escalating respiratory support;
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Types of outcome measures:
Primary outcomes:
a)	Safety: 
Safety will be assessed through patients who received opioid reversal (naloxone), and the frequency of respiratory depression as an oxygen saturation < 85%, or apnea with or without intervention to recover, hypotension, chest wall rigidity, airway support, such as stimulation for respiratory depression or bag–mask ventilation. Occurrence of any of the following adverse events associated with IN fentanyl within 24 hrs of dosing will be recorded: death, hypotension, bradycardia, worsening respiratory status, and chest wall rigidity. Hypotension will be defined as the need for fluid bolus resuscitation or vasopressor therapy (dopamine, epinephrine, vasopressin); bradycardia as a documented HR < 100 beats per minute; worsening respiratory status as difficulty breathing requiring immediate intervention or escalating respiratory support; and chest wall rigidity as need for neuromuscular blockade.

b)	Effectiveness: 
Reduction in pain scores or intensity assessed by validated age‐appropriate pain scores and the frequency of repeated dosing of any additional opioid analgesia, IV or IN. For the purposes of this  review, if a patient received a dose of IN fentanyl initially but was subsequently given a dose of IV, it was classified as a repeated dose of opioid analgesia. Pain scores will be measured using a validated pain score such as the PIPP-R (B. Stevens et al., 1996; B. J. Stevens et al., 2014) or the FLACC (face, legs, activity, cry, consolability) scale score (Merkel et al., 1997). 

c)	Other: examine additional factors associated with the infant, including demographics such as age, sex, unit, dose, and concentration of medication administered, and heart rates (HR), respiratory rates (RR), and mean arterial pressures (MAP) before and after each IN dose; and respiratory support at time of drug administration.

Secondary Outcomes:
a)	Parental satisfaction as defined by study authors.
b)	Mortality
c)	Participant tolerance of IN fentanyl including the incidence of nausea, vomiting, or reported discomfort.



