Open Access

Research

BM) Open

To cite: Bellolio MF, Puls HA,
Anderson JL, et al. Incidence
of adverse events in
paediatric procedural sedation
in the emergency
department: a systematic
review and meta-analysis.
BMJ Open 2016;6:e011384.
doi:10.1136/bmjopen-2016-
011384

» Prepublication history and
additional material is
available. To view please visit
the journal (http://dx.doi.org/
10.1136/bmjopen-2016-
011384).

Received 4 February 2016
Revised 6 May 2016
Accepted 23 May 2016

@ CrossMark

For numbered affiliations see
end of article.

Correspondence to
Dr M Fernanda Bellolio;
Bellolio.fernanda@mayo.edu

Incidence of adverse events in
paediatric procedural sedation in the
emergency department: a systematic
review and meta-analysis

M Fernanda Bellolio,"? Henrique A Puls,® Jana L Anderson,’ Wagas | Gilani,’
M Hassan Murad,?*® Patricia Barrionuevo,>® Patricia J Erwin,® Zhen Wang,?°

Erik P Hess'*?

ABSTRACT

Objective and design: We conducted a systematic
review and meta-analysis to evaluate the incidence of
adverse events in the emergency department (ED)
during procedural sedation in the paediatric population.
Randomised controlled trials and observational studies
from the past 10 years were included. We adhere to the
Preferred Reporting Items for Systematic Reviews and
Meta-Analyses (PRISMA) statement.

Setting: ED.

Participants: Children.

Interventions: Procedural sedation.

Outcomes: Adverse events like vomiting, agitation,
hypoxia and apnoea. Meta-analysis was performed
with random-effects model and reported as incidence
rates with 95% Cls.

Results: A total of 1177 studies were retrieved for
screening and 258 were selected for full-text review. 41
studies reporting on 13 883 procedural sedations in
13 876 children (<18 years) were included. The most
common adverse events (all reported per 1000
sedations) were: vomiting 55.5 (Cl 45.2 to 65.8),
agitation 17.9 (Cl 12.2 to 23.7), hypoxia 14.8 (Cl 10.2
to 19.3) and apnoea 7.1 (Cl 3.2 to 11.0). The need to
intervene with either bag valve mask, oral airway or
positive pressure ventilation occurred in 5.0 per 1000
sedations (Cl 2.3 to 7.6). The incidences of severe
respiratory events were: 34 cases of laryngospasm
among 8687 sedations (2.9 per 1000 sedations, Cl 1.1
to 4.7; absolute rate 3.9 per 1000 sedations), 4
intubations among 9136 sedations and 0 cases of
aspiration among 3326 sedations. 33 of the 34 cases of
laryngospasm occurred in patients who received
ketamine.

Conclusions: Serious adverse respiratory events are
very rare in paediatric procedural sedation in the ED.
Emesis and agitation are the most frequent adverse
events. Hypoxia, a late indicator of respiratory
depression, occurs in 1.5% of sedations.
Laryngospasm, though rare, happens most frequently
with ketamine. The results of this study provide
quantitative risk estimates to facilitate shared decision-
making, risk communication, informed consent and

Strengths and limitations of this study

m This is a large systematic review and meta-ana-
lysis of current data on procedural sedation in
children and adheres to recommendations made
in the Preferred Reporting Items for Systematic
Reviews and Meta-Analyses (PRISMA) statement.

= We searched MEDLINE, EMBASE, EBSCO,
CINAHL, CENTRAL, the Cochrane Database of
Systematic Reviews, Web of Science and Scopus
from inception through June 2014 without lan-
guage restrictions.

= Randomised controlled trials and observational
studies of procedural sedations in the emergency
department were included. We did not search for
unpublished literature or ongoing trials.

m Restriction to paediatric population (younger
than 18 years of age).

= There was lack of standardisation and variation
in the definition of the outcomes.

resource allocation in children undergoing procedural
sedation in the ED.

INTRODUCTION

Procedural sedation and analgesia (PSA) in
the emergency department (ED) is fre-
quently performed for painful or potentially
agitating procedures performed on chil-
dren.' Several large paediatric studies have
investigated the use of PSA in a variety of set-
tings outside of the operating room.”* PSA
performed in the ED is distinctive from
other settings in that the procedures per-
formed are likely to be more painful and
urgent in nature.” Over the past decade, PSA
in the ED has been in a relative steady state
regarding the guidelines set forth and the
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monitoring performed.”” In addition, there has been a
move to standardise reporting of adverse sedation
events.” ¥ Despite the advance in monitoring and medi-
cation selection, there is no single ‘safe’ and ‘risk-free’
medication for PSA.'%!2

The behaviour and developmental stage of a child
makes PSA in children distinct from that of adults.
Although similar medications are frequently used, doses
are higher in children relative to body weight."”
Frequently, a deeper level of sedation is necessary to
perform a procedure on a child compared with an
adult." Children inherently have a habitus that is prone
to adverse events.'* They have a larger occiput, which
makes positioning of the airway more challenging. They
have a relatively larger tongue and upper airway soft
tissue that can occlude the airway.'” The airway of a
child also has higher resistance due to a funnel-shaped
glottis."® They have a higher metabolic demand, result-
ing in the rapid development of hypercarbia and
hypoxia after 21pnoea.17 All of these factors add to the
challenge of performing PSA safely in children.

Much of the current PSA literature has focused on the
use of medication combinations, comparison to a single
agent and/or use of different routes of administra-
tion."*” We conducted a systematic review and
meta-analysis to determine the incidence of adverse
events during PSA in children in the ED, including the
frequency of events associated with individual drugs and
different drug combinations. We anticipate that the
results of the review will provide useful information to
providers when performing procedural sedation in a
given patient, engaging in risk communication, shared
decision-making and in the informed consent process.

METHODS

Study design

This is a systematic review and meta-analysis of studies
reporting rates of adverse events for commonly used sed-
ation drugs in the ED. A protocol was written before
beginning the investigation. This report adheres to
recommendations made in the Preferred Reporting

Items for Systematic Reviews and Meta-Analyses
(PRISMA) statement.?!

Eligibility criteria

Types of studies

We included original research studies, including rando-
mised controlled trials (RCTs) and cohort studies, in
which procedural sedation (PSA) was performed on
children in the ED. Only studies with children younger
than 18 years of age were included. The study included
children younger than 18 years. We did not exclude any
studies based on language. Studies published in the past
10 years were included. This time restriction was based
on the availability of capnography and increased stand-
ardisation of PSA. Details of articles excluded on the
basis of publication date (from 1966 until 2004) are

available in online supplementary appendix la.
Information about the included studies can be found in
online supplementary appendix 1b.

Types of patients and procedures

Studies of patients younger than 18years of age who
underwent PSA in the ED were included. All types of
medications used for PSA were included. Procedures
included: orthopaedic joint or fracture reductions, lacer-
ation repairs, chest tube insertion, electrical cardiover-
sion, abscess incision and drainage, upper endoscopy,
feeding tube replacement, lumbar puncture, arthrocent-
esis, foreign body removal, burn wound care, hernia
reduction, stool disimpaction, urinary catheter place-
ment, central line placement, nasopharyngoscopy, peri-
tonsillar  abscess  drainage, pelvic examination,
paraphimosis reduction, prolapse reduction, bone
marrow aspiration, ophthalmological examination and
obtaining CT or MRIL

Types of interventions

To meet the inclusion criteria, sedation had to be per-
formed in the ED by emergency providers, including
emergency medicine residents, staff physicians and/or
advance practice providers (nurse practitioners or phys-
ician assistants). Any drug alone or in combination,
given by any route (intravenous, intramuscular, inhala-
tional, intranasal or oral), was included. Studies where
the aim was anxiolysis alone were not included. Only
studies in  which PSA  was attempted for
moderate-to-deep sedation were included.

Outcome measures

In determining which adverse events to abstract and
report, we followed previously reported outcomes in the
PSA literature. The following outcomes were included:
agitation, apnoea, aspiration, bradycardia, bag valve
mask (BVM)/positive pressure ventilation, hypotension,
hypoxia, intubation, laryngospasm, myoclonus, vomiting
and oral airway placement. Subclinical respiratory
depression was defined as a loss of end-tidal carbon
dioxide (ETCOs) waveform; change in ETCOy of
>10 mm Hg or as reported per each individual study was
recorded but not analysed as an outcome.

Search strategy

A senior expert librarian designed and conducted a
comprehensive search of eight electronic databases,
including Ovid MEDLINE, Ovid EMBASE, EBSCO
CINAHL, Ovid CENTRAL, the Ovid Cochrane Database
of Systematic Reviews, Web of Science and Scopus from
inception to June 2014. The Medline search strategy is
included in online supplementary appendix 2. We
searched for published conference abstracts. We did not
search the grey literature including reports or disserta-
tions, ongoing or unpublished research or expert
opinion. We did not apply any language restrictions to
the search strategy.
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Study selection

In phase I, two investigators, working independently,
screened all titles and abstracts for eligibility. Records
considered potentially relevant were retrieved in full text
and assessed for eligibility by two independent reviewers
in phase II. We used Cohen’s unweighted x to measure
chance corrected agreement between reviewers for
phase II of the study selection. Any disagreements were
discussed with the lead author and resolved by
consensus.

Data extraction

Data were extracted independently and in duplicate
using a standardised data form. Disagreements were
resolved by discussion and consensus. Data collected
included study design and the incidence of each
reported adverse event. Data were compared between
the two reviewers, and discrepancies were resolved
through discussion.

We collected details regarding medications used
including whether a single drug was used (eg, propofol)
or a combination of drugs (eg, propofol/ketamine). We
recorded the total number of patients experiencing
events and the total number of procedures performed.

Risk of bias assessment

For RCTs, we assessed the risk of bias using the
Cochrane Collaboration Bias Appraisal Tool.”* We
assessed the risk of bias for cohort studies using the
Newcastle-Ottawa Scale.??

Missing data

We collected the outcomes included in the published
reports. We contacted authors by email if data were
missing or unclear. If data were still missing after
attempting to contact the author, we classified the study
as unclear. If data were not reported for a particular
outcome, this was recorded in the data abstraction form.

Data synthesis
We wused the ‘OpenMetaAnalyst’ software®  for
meta-analyses using a random-effects model as described
by DerSimonian-Laird. 1* was used to quantify the
degree of statistical heterogeneity between studies. For
studies with a low frequency of events (zero events), we
used the modified Wald method to calculate Cls. We
estimated the incidence per 1000 patients with 95% Cls.
We measured the interobserver reliability of phase II of
the study selection process using Cohen’s unweighted x.
To account for the clinical and statistical heterogeneity
between studies, we used a random-effects model.
A randome-effects model uses a different formula to cal-
culate more conservative 95% ClIs. The effects of treat-
ment are assumed to vary around some overall average
treatment effect, as opposed to a fixed-effects model, in
which it is assumed that each study has the same fixed
common treatment effect.

We performed the following a priori sensitivity ana-
lysis: the incidence of adverse events reported in RCTs.

RESULTS

Description of included studies

Figure 1 shows the study selection process. The search
strategy identified 1177 studies for review. After screen-
ing the titles and abstracts and removing duplicates, we
identified 258 potentially relevant studies. After a full-
text review, 92 articles met the inclusion criteria. After
excluding studies published before 2004, 41 articles
including 13 883 sedations conducted in 13 876 children
were included. Interobserver agreement () for phase II
of the review was 0.99 (95% CI 0.98 to 1.0).

Study characteristics

Thirteen were RCTs and 28 were observational studies.
The studies included 13 883 PSAs conducted in 13 876
children, with <0.1% undergoing more than one PSA
(online supplementary appendix 1b).

Quality and risk of hias assessment

The quality of randomised trials using Cochrane
Collaboration’s tool for assessing the risk of bias is
included in online supplementary appendix 3, and the
quality of cohort studies using the Newcastle-Ottawa
Scale is included in online supplementary appendix
4. Most studies had a moderate risk of bias. We did not
exclude articles based on the quality assessment.

We assessed clinical heterogeneity by determining
whether the characteristics of participants, interventions,
outcome measures and timing of the outcome measure-
ment were similar across studies. Sources of clinical het-
erogeneity included variable sample size between studies
and different indications for sedation including: ortho-
paedic joint or fracture reductions, laceration repairs,
chest tube insertion, abscess incision and drainage,
upper endoscopy and lumbar puncture, among others.
We did, however, consider it reasonable to pool the data,
as these were all performed in the ED setting and
required the patients to be sedated to tolerate the pro-
cedure. The timing for measurement of the outcomes
was similar across studies, as sedation is a resource-
intensive and closely monitored procedure.

We found a range from low to high statistical hetero-
geneity, with low statistical heterogeneity in the out-
comes of aspiration, bradycardia and intubation (1> 0%),
hypotension (I 8%), apnoea (I* 25%), BVM/oral
airway/positive pressure ventilation (I* 47%) and laryn-
gospasm (I? 40%). There was moderate-to-high statistical
heterogeneity in the outcomes of agitation (I* 75%),
hypoxia (I* 76%) and vomiting (I* 85%).

Outcomes

A total of 13 883 procedural sedations in children were
included. Table 1 shows the incidence of adverse events
per 1000 procedural sedations. The most common
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Figure 1
eligible and included in the review. ED, emergency department.

adverse events (all reported per 1000 sedations) were:
vomiting 55.5 (95% CI 45.2 to 65.8), followed by agita-
tion 17.9 (95% CI 12.2 to 23.7), hypoxia 14.8 (95% CI
10.2 to 19.3) and apnoea 7.1 (95% CI 3.2 to 11.0). The
incidence of severe respiratory events was 0 cases of
aspiration among 3326 sedations, 4 intubations among
9136 sedations and 34 laryngospasms among 8687
sedations.

Agitation

There were 175 (18.2 per 1000 sedations; 95% CI 12.2
to 23.7) patients who developed agitation. A total of 6 of
1171 children received medication to treat agitation (3.1
per 1000 sedations). Studies using midazolam had the
highest incidence of agitation. Propofol, nitrous oxide
and etomidate had the lowest incidence of agitation
(table 2 and figure 2). There were two studies that
appear to be outliers in the plot. The study by Ghane
et al reported sedation with intramuscular injection of

Flow diagram of study selection process. From 1177 records identified through database searching, 41 articles were

midazolam in an ED in Iran. The authors report
euphoria in 66.6% of the children and, in their discus-
sion, acknowledge the high incidence of agitation and
report that could be due to the race of the patients. The
study by Oktay et al was performed in an ED in Turkey.
They report 34 cases of recovery agitation including agi-
tation, hallucinations, dysphoria, as well as pleasant and
unpleasant dreams. The incidence was similar in the
group with ketamine alone versus ketamine plus
midazolam.

Apnoea

There were 38 events of apnoea in 6215 sedations with
an incidence of 7.1 per 1000 sedations (95% CI 3.2 to
11.0). Studies using propofol had the highest rate of
apnoea, with an incidence of 34.3 for propofol/keta-
mine (95% CI 0 to 96.8) and 15.0 (95% CI 3.2 to 26.8)
for propofol alone (table 2 and figure 3).
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Table 1 Incidence of adverse events per 1000 sedations (meta-analysis)
Number of events per sedations Estimate per 1000 Lower CI Upper CI 12 (%)

Agitation 175/7226 17.9 12.2 23.7 75
Apnoea 38/6215 71 3.2 11.0 25
Aspiration 0/3326 0.0 0.0 1.4 0
Bradycardia 9/1315 4.5 0.9 8.1 0
BVM/oral airway/positive 50/8760 5.0 23 7.6 47
pressure ventilation

Hypotension 12/2128 22 0.0 4.3 8
Hypoxia 238/11 457 14.8 10.2 19.3 76
Intubation 4/9136 0.4 0.0 0.8 0
Laryngospasm 34/8687 2.9 1.1 4.7 40
Vomiting 498/7865 55.5 45.2 65.8 85

BVM, bag valve mask.

Aspiration
There were no reported aspirations within the 3326

sedations, with an incidence of 0 per 1000 sedations
(95% CI 0 to 1.4).

BVM ventilation, oral airway and positive pressure mask

The composite outcome of BVM/oral airway/positive
pressure ventilation was 50 events in 8760 patients with
an incidence of 5.0 per 1000 sedations (95% CI 2.3 to
7.6). Studies using propofol alone had the highest inci-
dence (10.2 per 1000 sedations). Ketamine alone had
an incidence of 6.9 per 1000 sedations. When propofol
and ketamine were used together, the incidence was 5.3
per 1000 (95% CI 0 to 13.4), shown in table 2 and
figure 4.

Bradycardia

A total of 1315 sedations reported the outcome of brady-
cardia. There were 9 (4.5 per 1000 sedations; 95% CI
0.9 to 8.1) events of bradycardia. Studies using etomi-
date (66.7 per 1000 sedations) had the highest inci-
dence of bradycardia (table 2 and figure 5).

Hypotension

There were 12 events of hypotension among 2128 seda-
tions (2.2 per 1000 sedations; 95% CI 0 to 4.3). Studies
using propofol (37.3 per 1000 sedations) and etomidate
(16.7 per 1000 sedations) had the highest incidence of
hypotension (table 2 and figure 6).

Hypoxia

Hypoxia was reported in most of the studies, comprising
238 events in 11 457 sedations. The overall incidence
was 14.8 per 1000 sedations (95% CI 10.2 to 19.3). The
highest incidence of hypoxia occurred with etomidate
(260.1 per 1000 sedations; 95% CI 122.1 to 398.2),
shown in table 2 and figure 7.

Intubation
There were 4 cases of intubation among 9136 sedations
(0.4 per 1000 sedations; 95% CI 0 to 0.8). Intubations

were more common in studies that used propofol (5.3
per 1000 sedations), shown in table 2 and figure 8.

Laryngospasm

A total of 8687 sedations reported the outcome of laryn-
gospasm. Laryngospasm was reported in 34 patients (2.9
per 1000 sedations; 95% CI 1.1 to 4.7). Thirty-three of
the 34 laryngospasms occurred in patients who received
ketamine. Ketamine with propofol had the highest inci-
dence at 4.6 per 1000, followed by ketamine alone at 4.2
per 1000 sedations (table 2 and figure 9).

Vomiting

Vomiting occurred in 498 of 7865 sedations, with an
incidence of 55.5 per 1000 sedations (95% CI 45.2 to
65.8). Ketamine had the highest incidence of vomiting
with 80.7 per 1000 sedations. When propofol and keta-
mine were used in combination, the incidence was 3.0
per 1000 sedations (Table 2 and figure 10).

Sensitivity analyses

When analysing the outcomes of RCTs, the incidence of
events per 1000 sedations (95% CI) was higher than the
overall meta-analysis (95% CI): hypoxia 42.5 (24.2 to
60.9); agitation 88.6 (39.7 to 137.4); apnoea 9.1 (1.8 to
16.4); hypotension 14.9 (0 to 36.5); laryngospasm 5.9 (0
to 14.4); and vomiting 100.2 (69.5 to 130.9). There were
no cases of bradycardia, intubations or aspirations
reported in any of the RCTs.

DISCUSSION

Procedural sedation for children in the ED setting is an
evolving process.25 The goal is to provide safe, effective
PSA with minimal adverse events. With specific guide-
lines set forth by the American Academy of Pediatrics
(AAP), the American College of Emergency Physicians

(ACEP), the American Society of Anesthesiologists
(ASA) and recommendations from the Joint
Commission of  Accreditation of  Healthcare

Organizations (JCAHO), there are set expectations on
patient selection, practitioner skills and patient
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Table 2 Incidence of adverse events per 1000 sedations by medication used (meta-analysis)

Ketamine/midazolam/ Ketamine/ Nitrous oxide
Etomidate Ketamine +/—Opioid propofol Midazolam or chloral hydrate Propofol

Agitation

Events 0/62 73/2639 24/598 11/286 24/119 35/2964 1/331

Estimate per 1000 0 241 63.6 41.4 181.4 7.9 3.0

95% ClI 0 to 69.8 13.3 to 34.9 10.4 to 116.8 0 to 83.7 2.4 t0 360.3 4.0t0 11.8 0to 8.9

12 (%) 0 70 84 48 94 16 0
Apnoea

Events 0/110 20/4910 1/108 7/286 0/50 0/207 10/544

Estimate per 1000 0 5.3 9.3 34.3 0 0 15.0

95% ClI 010 40.5 0.4t0 10.3 0to27.3 010 96.8 0to 85.2 0to21.9 3.2t026.8

12 (%) 0 16 NA 75 NA NA 15
Aspiration

Events 0/60 0/802 0/403 0/18 0/1918 0/125

Estimate per 1000 0 0 0 0 0 0

95% ClI 0to 72 0to 5.8 Oto11.4 0 to 206.7 Oto2.4 0to 35.8

1% (%) NA 0 NA NA 0 NA
Bradycardia

Events 4/60 1/299 1/158 2/219 0/248 1/331

Estimate per 1000 66.7 5.7 9.4 9.1 0 3.0

95% ClI 3.5t0 129.8 0to 14.3 0to24.4 0to 21.7 Oto 18.4 0to 8.9

12 (%) NA 0 0 NA 0 92
BVM/OA/PPV

Events 0/110 41/5375 1/403 1/306 0/68 0/1954 7/544

Estimate per 1000 0 6.9 2.5 5.3 0 0 10.2

95% ClI 0to 40.5 4.7 to 9.1 0to 7.3 0to 13.4 0to 64 0Oto24 Oto21.4

12 (%) 0 0 NA 0 0 0 24
Hypotension

Events 1/60 0/505 1/451 0/219 1/226 0/248 9/419

Estimate per 1000 16.7 0 1.4 0 2.7 0 37.3

95% ClI 0 to 49.1 0to 9.1 0to 4.8 0to 8.6 0t0 9.4 Oto 18.4 0to 108.5

12 (%) NA 0 0 NA 0 0 84
Hypoxia

Events 35/122 140/6363 20/791 8/306 12/480 4/2788 16/544

Estimate per 1000 260.1 18.9 341 32.0 12.6 1.7 26.2

95% ClI 122.1 to 398.2 11.1 to 26.7 10.9 to 57.3 0to 77.3 0to 28.4 0.2t0 3.3 12.8 to 39.6

12 (%) 65 64 56 59 57 0 0
Intubation

Events 0/110 1/5681 1/561 0/306 0/68 0/1954 2/456

Estimate per 1000 0 0.3 1.6 0 0 0 5.3

95% ClI 010 40.5 0t0 0.8 Oto5 0to 14.9 0 to 64 0Oto2.4 O0to11.9

12 (%) 0 0 0 0 0 0 0

Continued
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monitoring.” 7 2 2 The purpose of this review was to syn-

thesise existing data to provide incidence rates of events
that are infrequent when reported in individual studies.
In addition, it was our goal to focus on the past 10 years
of data in order to capture contemporary medication
trends and monitoring practices for PSA in the ED. We
included 41 different studies comprising nearly 14 000
sedations.

There were no reports of any paediatric deaths during
PSA in the ED in the included studies over the past
10 years. In 1983, there were three paediatric deaths in
the same dental office due to a combination of medica-
tions given for dental procedures. These deaths led to
the development of the first sedation guidelines pub-
lished by the AAP in 1985.2% In 2001, there was a report
of an infant who had been overdosed with demerol,
phenergan and thorazine (DPT) in the ED, went into
cardiac arrest and recovered subsequently.®’ The
Pediatric Sedation Research Consortium reported no
deaths in over 38 000 sedations performed by emer-
gency physicians.?’O Death from PSA in the ED is a rare
event; diligent monitoring performed by clinicians with
skills necessary to rescue from deeper levels of sedation
are important factors in performing PSA safely.

Agitation occurred in 1.8% of children undergoing
PSA in the ED. This was seen most frequently with mida-
zolam on nearly 20% of sedations. Midazolam has a
long history of causing ‘paradoxical reactions’ or agita-
tion.*! The mechanism is thought to be due to the
inhibition of the cortical restraint centres and decreased
serotonin that may precipitate aggressive behaviour.”
Previous reports of agitation from midazolam alone have
ranged from 6% to 42%.% 3* We found that ketamine/
midazolam and ketamine/propofol had similar inci-
dences of agitation (6% and 4%, respectively). Ketamine
alone had about half of the incidence of agitation at
24.1 per 1000 sedations or 2.4% (95% CI 1.3 to 3.5).
Green et al® reported severe agitation in 1.6% of
patients receiving intramuscular ketamine. In a study by
Sherwin et al® on agitation using ketamine with and
without midazolam, it was found that midazolam had no
additional benefit in decreasing recovery agitation. Our
study supports this finding with a higher incidence of
agitation with ketamine/midazolam than ketamine
alone. The lowest rates of agitation were seen with
nitrous oxide at 7.9 per 1000 sedations or 0.8% and pro-
pofol at 3.0 per 1000 sedations or 0.3%. Nitrous oxide is
known to have an opioid-like effect that occurs in add-
ition to the sedative effect.”” *® The majority of the pro-
pofol studies were performed for fracture reduction and
received opioids during their course. We found no
events of agitation with etomidate; however, the
meta-analysis included only two small studies. Other
studies on etomidate have reported 0-4% incidence of
agitation.” ** All medications used for PSA aim to
depress awareness, and in so doing, it may inhibit
control centres in the brain, resulting in agitation. In
addition, preprocedural agitation has been significantly
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7



Open Access 8

Studies Estimate (95% C.I.)

Koo/2013/Chloral Hydrate/66 mg/kg 0.0041 (-0.0072, 0.0153)
Koo/2013/Chloral Hydrate/85 mg/kg 0.0028 (-0.0049, 0.0105)
Jiminez /2012/Nitrous Oxide/ 0.0278 (-0.0481, 0.1037)
Heinrich/2014/Nitrous Oxide/ 0.0024 (-0.0043, 0.0091)
Jiminez/2012/F yl/Nitrous Oxide/Tr: »sal Fentanyl 0.0077 (-0.0135, 0.0289)
Koo/2013/Chloral Hydrate/48 mg/kg 0.0087 (-0.0083, 0.0257)
Koo/2013/Chloral Hydrate/55 mg/kg 0.0086 (-0.0082, 0.0254)
Koo0/2013/Chloral Hydrate/97 mg/kg 0.0100 (-0.0095, 0.0295)
Seith/2012/Fentanyl/Nitrous Oxide/ 0.0244 (-0.0228, 0.0716)
Koo/2013/Chloral Hydrate/(Standard) 76 mg/kg 0.0099 (-0.0038, 0.0236)
Babl/2008/Nitrous Oxide/ 0.0153 (-0.0057, 0.0363)
Bar-Meir/2006/Nitrous Oxide/ 0.0889 (0.0057, 0.1720)
Babl/2010/Nitrous Oxide/ 0.0142 (0.0084, 0.0199)
Subgroup CH/NO (1*2=16% , P=0.2810) 0.0079 (0.0040, 0.0118)
Di Liddo /2006/Etomidate/ 0.0098 (-0.0172, 0.0368)
Lee-Jayaram/2010/Etomidate/Fentanyl/ 0.0385 (-0.0661, 0.1430)
Subgroup Etomidate (12=0% , P=0.6029) 0.0116 (-0.0146, 0.0378)
Losek /2006/Ketamine/Midazolam/ 0.0303 (-0.0282, 0.0888)
Lee-Jayaram/2010/Ketamine/Midazolam/ 0.0909 (-0.0790, 0.2608)
Waterman /2006/Ketamine/Morphine/ 0.0025 (-0.0024, 0.0073)
Bleilberg/2007/Ketamine/Atropine/Midazolam/ 0.0278 (-0.0102, 0.0657)
Oktay/2005/Ketamine/Midazolam./ 0.3400 (0.2087, 0.4713)
Barkan/2013/Ketamine/Midazolam/ 0.0690 (-0.0233, 0.1612)
Subgroup KMO (1%2=84% , P=0.0000) 0.0636 (0.0104, 0.1168)
Treston/2009/Ketamine/IM 0.0185 (-0.0174, 0.0545)
Street/2014/Ketamine/ 0.0233 (-0.0218, 0.0683)
Kye/2012/Ketamine/Atropine/ 0.0147 (-0.0139, 0.0433)
Cudny/2013/Ketamine /IV 1.5 mg/kg 0.0769 (0.0222, 0.1317)
Treston/2009/Ketamine/IV 0.0217 (0.0108, 0.0326)
Cudny/2013/Ketamine /IM 4mg/kg 0.0204 (-0.0192, 0.0600)
Kye/2012/Ketamine/ 0.0278 (-0.0102, 0.0657)
Waterman /2006/Ketamine/ 0.0066 (-0.0008, 0.0141)
Babl/2010/Ketamine/ 0.0090 (-0.0011, 0.0190)
McQueen/2009/Ketamine/ 0.0095 (0.0002, 0.0187)
Asadi/2013/Ketamine/ 0.0400 (0.0016, 0.0784)
Asadi/2013/Ketamine/Atropine/ 0.0500 (0.0073, 0.0927)
Shah/2011/Ketamine/ 0.1304 (0.0510, 0.2099)
Oktay/2005/Ketamine/ 0.1868 (0.1067, 0.2669)
Subgroup Ketamine (142=70% , P=0.0000) 0.0241 (0.0133, 0.0349)
Babl/2010/Midazolam/ 0.0263 (-0.0457, 0.0983)
Di Liddo /2006/Midazolam/ 0.0600 (-0.0058, 0.1258)
Ghane/2012/Midazolam/ 0.6667 (0.4980, 0.8354)
Barkan/2013/Midazolam / 0.0476 (-0.0435, 0.1387)
Subgroup Midazolam (1*2=94% , P=0.0000) 0.1814 (0.0024, 0.3603)
Shah/2011/Ketamine/Propofol/ 0.0746 (0.0117, 0.1376)
Andolfatto/2010/Ketamine/Propofol/ 0.0274 (0.0058, 0.0490)
Subgroup Ketamine/Propofol (142=48% , P=0.1641) 0.0414 (-0.0009, 0.0837)
Lin/2010/Thiamylal/5mg/kg + 2.5mg/kg + 2.5mg/kg 0.0370 (-0.0342, 0.1083)
Lin/2010/Thiamylal/5mg/kg + 2.5mg/kg 0.0370 (-0.0133, 0.0874)
Lin/2010/Thiamylal/5mg/kg 0.0274 (0.0009, 0.0539)
Subgroup Other (1*2=0% , P=0.9281) 0.0302 (0.0080, 0.0525)
Wells/2012/Propofol/IV 0.0030 (-0.0029, 0.0089)
Subgroup Propofol (12=NA , P=NA) 0.0030 (-0.0029, 0.0089)
Overall (1*2=75% , P=0.0000) 0.0179 (0.0122, 0.0237)

Ev/Trt
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1/115
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Figure 2 Meta-analysis of the outcome of agitation by study medication. CH/NO, chloral hydrate/nitrous oxide; Ev, number of
events; IM, intramuscular; 1V, intravenous; KMO, ketamine/midazolam/opioid; NA, not applicable; Trt, total number of children/

sedations.

associated with recovery agitation.”® Medication selection
and patient predisposition are important factors in the
decision process for PSA.

Apnoea occurred in <1% and hypoxia in about 1.5%
of children undergoing PSA. The majority of children
were monitored with ETCOs monitoring. The ETCOq
monitoring has been shown to detect apnoea and hypo-
ventilation before hypoxia is detectable.*' The 2006 AAP

guidelines ‘encouraged’ capnography, whereas both the
ACEP and ASA have recommended routine use of cap-
nography during all PSAs performed.” 7 Hypoxia was an
adverse event that the majority of studies reported,
where apnoea was reported in only about half of the
studies. Ketamine was the medication used most fre-
quently for PSA. Ketamine is unique in that it is a dis-
sociative agent and does not follow the dose-dependent

Bellolio MF, et al. BMJ Open 2016;6:6011384. doi:10.1136/bmjopen-2016-011384



8 Open Access

Studies Estimate (95% C.I.) Ev/Trt |
Heinrich/2014/Nitrous Oxide/ 0.0024 (0.0000, 0.0091) 0/207 I—f
Asadi/2013/Ketamine/ 0.0050 (0.0000, 0.0186) 0/100 —I—
Asadi/2013/Ketamine/Atropine/ 0.0050 (0.0000, 0.0186) 0/100 —w——
Di Liddo /2006/Etomidate/ 0.0098 (0.0000, 0.0368) 0/50 —
Di Liddo /2006/Midazolam/ 0.0098 (0.0000, 0.0368) 0/50 —r———
Mandt/2012/Etomidate/Fentanyl/Overall 0.0082 (0.0000, 0.0308) 0/60 —
Kye/2012/Ketamine/Atropine/ 0.0072 (0.0000, 0.0273) 0/68 —1-7
Kye/2012/Ketamine/ 0.0068 (0.0000, 0.0258) 0/72 ——
Cudny/2013/Ketamine /IM 4mg/kg 0.0204 (0.0000, 0.0600) 1/49
Jasiak/2012/Propofol/IV 0.0114 (0.0000, 0.0335) 1/88 B T
Misra/2008/Ketamine/Midazolam/ 0.0093 (0.0000, 0.0273) 1/108 ——&%———
Andolfatto/2010/Ketamine/Propofol/ 0.0091 (0.0000, 0.0217) 2/219 ——&——
Roback/2006/Ketamine/IV 0.0183 (0.0000, 0.0435) 20109 —F——
Cudny/2013/Ketamine /IV 1.5 mg/kg 0.0330 (0.0000, 0.0697) 3/91 :
Shah/2011/Ketamine/ 0.0580 (0.0028, 0.1131) 4/69
Wells/2012/Propofol/IV 0.0121 (0.0003, 0.0239) 4/331 ——F®%——
Shah/2011/Ketamine/Propofol/ 0.0746 (0.0117, 0.1376) 5/67
Anderson/2007/Propofol/ 0.0400 (0.0056, 0.0744) 5/125 +
Melendez/2009/Ketamine/IV or IM 0.0024 (0.0009, 0.0038) 10/4252 =
Overall (1*2=25% , P=0.1499) 0.0071 (0.0032, 0.0110) 38/6215 <¢>
r - T T T T T 1
0 0.02 0.04 0.06 0.08 0.1 0.12
Proportion

Figure 3 Meta-analysis of the outcome of apnoea by study. Ev, number of events; IM, intramuscular; 1V, intravenous; Trt, total

number of children/sedations.

sedation spectrum of minimal, moderate, deep and
general anaesthesia.” Ketamine/propofol and propofol
alone had higher rates of apnoea than ketamine alone
(34% and 1.5% vs 0.5%, respectively). This did not
hold true for hypoxia, though, where ketamine/propo-
fol, ketamine and propofol had a fairly similar inci-
dence.” Etomidate was found to have the highest rate
of hypoxia at 26% of the PSAs. In all of the paediatric

Studies Estimate (95% C.I.)

Seith/2012/Fentanyl/Nitrous Oxide/ 0.0119 (0.0000, 0.0447)
Jiminez/2012/Fentanyl/Nitrous Oxide/Transmucosal Fentanyl 0.0077 (0.0000, 0.0289)
Heinrich/2014/Nitrous Oxide/ 0.0024 (0.0000, 0.0091)
Babl/2010/Nitrous Oxide/ 0.0003 (0.0000, 0.0012)
Jiminez /2012/Nitrous Oxide/ 0.0278 (0.0000, 0.1037)
Shah/2011/Ketamine/ 0.0071 (0.0000, 0.0269)
Cudny/2013/Ketamine /IV 1.5 mg/kg 0.0054 (0.0000, 0.0205)
Cudny/2013/Ketamine /IM 4mg/kg 0.0100 (0.0000, 0.0376)
Shah/2011/Ketamine/Propofol/ 0.0074 (0.0000, 0.0277)
Sharieff/2007/Ketamine/Propofol/IV 0.0238 (0.0000, 0.0890)
Babl/2010/Midazolam/ 0.0263 (0.0000, 0.0983)
Di Liddo /2006/Etomidate/ 0.0098 (0.0000, 0.0368)
Mandt/2012/Etomidate/Fentanyl/Overall 0.0082 (0.0000, 0.0308)
Di Liddo /2006/Midazolam/ 0.0098 (0.0000, 0.0368)
Babl/2010/Ketamine/ 0.0030 (0.0000, 0.0088)
Melendez/2009/Ketamine/IV or IM 0.0078 (0.0051, 0.0104)
Andolfatto/2010/Ketamine/Propofol/ 0.0046 (0.0000, 0.0135)
Waterman /2006/Ketamine/Morphine/ 0.0025 (0.0000, 0.0073)
Jasiak/2012/Propofol/IV 0.0114 (0.0000, 0.0335)
Roback/2006/Ketamine/IV 0.0183 (0.0000, 0.0435)
Asadi/2013/Ketamine/ 0.0200 (0.0000, 0.0474)
Asadi/2013/Ketamine/Atropine/ 0.0200 (0.0000, 0.0474)
Wells/2012/Propofol/IV 0.0060 (0.0000, 0.0144)
Anderson/2007/Propofol/ 0.0320 (0.0011, 0.0629)
McKee/2008/Ketamine/ 0.0037 (0.0000, 0.0109)
Overall (1*2=47% , P=0.0050) 0.0050 (0.0023, 0.0076)

Ev/Trt

etomidate studies, fentanyl was administered at 1 pg/
kg just prior to the PSA. Further investigation is most
likely needed to elucidate the role of adjunct opioids in
paediatric PSA. The lowest incidence of hypoxia was
seen with nitrous oxide at 0.2%. This is not surprising,
since the majority of nitrous oxide PSAs are in the
minimal-to-moderate range of PSA and administered
concomitantly with oxygen.
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2/109
2/100
2/100
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4/125
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Figure 4 Meta-analysis of the outcome of bag valve mask, oral airway and positive pressure ventilation by study. Ev, number of
events; IM, intramuscular; 1V, intravenous; Trt, total number of children/sedations.
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Studies Estimate (95% C.I.) Ev/Trt
Seith/2012/Fentanyl/Nitrous Oxide/ 0.0119 (0.0000, 0.0447) 0/41 : &
Heinrich/2014/Nitrous Oxide/ 0.0024 (0.0000, 0.0091) 0/207 J—
Roback/2006/Ketamine/lV 0.0045 (0.0000, 0.0171) 0/109 —‘I—
Oktay/2005/Ketamine/Midazolam./ 0.0098 (0.0000, 0.0368) 0/50
Roback/2006/Ketamine/IM 0.0050 (0.0000, 0.0188) 0/99 —M——
Wells/2012/Propofol/IV 0.0030 (0.0000, 0.0089) 1/331 li—
Oktay/2005/Ketamine/ 0.0110 (0.0000, 0.0324) 1/91 ———
Misra/2008/Ketamine/Midazolam/ 0.0093 (0.0000, 0.0273) 1/108 —:l—
Andolfatto/2010/Ketamine/Propofol/ 0.0091 (0.0000, 0.0217) 2/219 — @ ——
Mandt/2012/Etomidate/Fentanyl/Overall 0.0667 (0.0035, 0.1298) 4/60
Overall (1*2=0% , P=0.7563) 0.0045 (0.0009, 0.0081) 9/1315 <:>
: T d T T T 1
0.02 0.04 0.06 0.08 01 0.12
Proportion

Figure 5 Meta-analysis of the outcome of bradycardia by study. Ev, number of events; IM, intramuscular; 1V, intravenous; T,

total number of children/sedations.

Basic airway interventions and BVM/oral airway/posi-
tive pressure ventilation were needed in 5.0 per 1000
sedations or 0.5% of PSAs. Intubation was rare and per-
formed in 0.4 per 1000 sedations or 0.04% of PSAs.
Propofol was the medication that had the highest inci-
dence of basic and advanced airway interventions at 1%
and 0.5%, respectively. Interestingly, etomidate, which
had the highest rate of hypoxia in our study, did not
require any airway interventions other than supplemen-
tal oxygen.

Laryngospasm, which may require basic to advanced
airway intervention, occurred in 0.3% of PSAs. This is

similar to previous studies on ketamine that estimated
the risk at 0.4-0.7%.** *° Laryngospasm was treated most
frequently with BVM/positive pressure airway. In one
case, intubation was required. The majority of laryngos-
pasm cases occurred with the use of ketamine. In the
study with the highest incidence of laryngospasm, 20
(69%) of the 29 patients with laryngospasm received
intramuscular ketamine.?? Nonetheless, laryngospasm
does occur with other PSA medications such as propo-
fol.** In the largest study of paediatric propofol in a
variety of settings, the rate of laryngospasm was 0.2%.'?
Between 0.3% and 1.5% of children will have a

Studies Estimate (95% C.I.) Ev/Trt
Waterman /2006/Ketamine/Morphine/ 0.0012 (-0.0022, 0.0047) 0/403 j
Dilli’2008/Ketamine/Midazolam/IV 0.0208 (-0.0196, 0.0612) 1/48 -
Subgroup KMO (12=0% , P=0.3436) 0.0014 (-0.0020, 0.0048) 1/451 >
Waterman /2006/Ketamine/ 0.0011 (-0.0019, 0.0041) 0/454
Dilli/2008/Ketamine/IV 0.0096 (-0.0169, 0.0361) 0/51
Subgroup Ketamine (1%2=0% , P=0.5318) 0.0012 (-0.0018, 0.0042) 0/505
Seith/2012/Fentanyl/Nitrous Oxide/ 0.0119 (-0.0209, 0.0447) 0/41
Heinrich/2014/Nitrous Oxide/ 0.0024 (-0.0043, 0.0091) 0/207
Subgroup CH/NO (1%2=0% , P=0.5780) 0.0028 (-0.0037, 0.0093) 0/248
Andolfatto/2010/Ketamine/Propofol/ 0.0023 (-0.0040, 0.0086) 0/219
Subgroup Ketamine/Propofol (1*2=NA , P=NA) 0.0023 (-0.0040, 0.0086) 0/219
Lane/2008/Midazolam/IN 0.0024 (-0.0043, 0.0091) 0/205 :
Barkan/2013/Midazolam / 0.0476 (-0.0435, 0.1387) 1/21
Subgroup Midazolam (1*2=0% , P=0.3321) 0.0027 (-0.0040, 0.0094) 1/226 g
Mandt/2012/Etomidate/Fentanyl/Overall 0.0167 (-0.0157, 0.0491) 1/60
Subgroup Etomidate (I1*2=NA , P=NA) 0.0167 (-0.0157, 0.0491) 1/60 —i:}—
Wells/2012/Propofol/1V 0.0060 (-0.0023, 0.0144) 2/331 ——I—
Jasiak/2012/Propofol/IV 0.0795 (0.0230, 0.1361) 7/88 '
Subgroup Propofol (1*2=84% , P=0.0117) 0.0373 (-0.0340, 0.1085) 9/419
Overall (1*2=8% , P=0.3679) 0.0022 (0.0000, 0.0043) 12/2128
T 1
0 0.05 0.1
Proportion

Figure 6 Meta-analysis of the outcome of hypotension by study and medication. CH/NO, chloral hydrate/nitrous oxide; Ev,
number of events; IN, intranasal; IV, intravenous; KMO, ketamine/midazolam/opioid; NA, not applicable; Trt, total number of

children/sedations.
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Studies Estimate (95% C.I.) Ev/Trt

Waterman /2006/Ketamine/ 0.0066 (-0.0008, 0.0141) 3/454 -
Roback/2006/Ketamine/IM 0.0404 (0.0016, 0.0792) 4/99
McKee/2008/Ketamine/ 0.0222 (0.0046, 0.0398) 6/270 —-—
Roback/2006/Ketamine/IV 0.0826 (0.0309, 0.1342) 9/109 —_—
Babl/2010/Ketamine/ 0.0299 (0.0116, 0.0481) 10/335 i
Melendez/2009/Ketamine/IV or IM 0.0190 (0.0149, 0.0232) 81/4252 =
Langhan/2011/Ketamine/ 0.2759 (0.1608, 0.3909) 16/58
Street/2014/Ketamine/ 0.0233 (-0.0218, 0.0683) 1/43
Asadi/2013/Ketamine/ 0.0200 (-0.0074, 0.0474) 2/100
Chong/2013/Ketamine/Atropine/ 0.0122 (-0.0046, 0.0290) 2/164 T
Shah/2011/Ketamine/ 0.0290 (-0.0106, 0.0686) 2/69
Asadi/2013/Ketamine/Atropine/ 0.0200 (-0.0074, 0.0474) 2/100
Cudny/2013/Ketamine /IM 4mg/kg 0.0204 (-0.0192, 0.0600) 1/49
Cudny/2013/Ketamine /IV 1.5 mg/kg 0.0054 (-0.0096, 0.0205) 0/91 —-
Dilli/2008/Ketamine/IV 0.0096 (-0.0169, 0.0361) 0/51
Chong/2013/Ketamine/ 0.0084 (-0.0080, 0.0248) 1/119 T

0 0

Subgroup Ketamine (1*2=64% , P=0.0002) .0189 (0.0111, 0.0267) 140/6363

Di Liddo /2006/Midazolam/ 0.2200 (0.1052, 0.3348) 11/50

Ghane/2012/Midazolam/ 0.0161 (-0.0282, 0.0605) 0/30
Klein/2011/Midazolam/Oral 0.0083 (-0.0147, 0.0313) 0/59 —1—

Klein /2011/Midazolam/IN 0.0083 (-0.0147, 0.0313) 0/59 —r=—
Klein/2011/Midazolam/Buccal 0.0083 (-0.0147, 0.0313) 0/59 —t-—
Lane/2008/Midazolam/IN 0.0049 (-0.0047, 0.0144) 1/205 -
Babl/2010/Midazolam/ 0.0263 (-0.0457, 0.0983) 0/18

Subgroup Midazolam (142=57% , P=0.0311) 0.0126 (-0.0032, 0.0284) 12/480 >
Jasiak/2012/Propofol/IV 0.0341 (-0.0038, 0.0720) 3/88

Anderson/2007/Propofol/ 0.0480 (0.0105, 0.0855) 6/125 ——
Wells/2012/Propofol/IV 0.0211 (0.0056, 0.0366) 7/331 ——
Subgroup Propofol (142=0% , P=0.3917) 0.0262 (0.0128, 0.0396) 16/544 <>
Mandt/2012/Etomidate/Fentanyl/Overall 0.3833 (0.2603, 0.5064) 23/60

Di Liddo /2006/Etomidate/ 0.2000 (0.0891, 0.3109) 10/50
Lee-Jayaram/2010/Etomidate/Fentanyl/ 0.1667 (-0.0442, 0.3775) 2/12

Subgroup Etomidate (142=65% , P=0.0576) 0.2601 (0.1221, 0.3982) 35/122 —_——
Lee-Jayaram/2010/Ketamine/Midazolam/ 0.0417 (-0.0714, 0.1547) 0/11
Barkan/2013/Ketamine/Midazolam/ 0.0345 (-0.0319, 0.1009) 1/29

Losek /2006/Ketamine/Midazolam/Morphine/ 0.0312 (-0.0290, 0.0915) 1/32
Bleilberg/2007/Ketamine/Atropine/Midazolam/ 0.0417 (-0.0045, 0.0878) 3/72
Dilli’2008/Ketamine/Midazolam/IV 0.0625 (-0.0060, 0.1310) 3/48
Misra/2008/Ketamine/Midazolam/ 0.0278 (-0.0032, 0.0588) 3/108
Luhmann/2006/Ketamine/Midazolam/ 0.1091 (0.0267, 0.1915) 6/55

Waterman /2006/Ketamine/Morphine/ 0.0025 (-0.0024, 0.0073) 1/403 =

Losek /2006/Ketamine/Midazolam/ 0.0606 (-0.0208, 0.1420) 2/33

Subgroup KMO (1*2=56% , P=0.0209) 0.0341 (0.0109, 0.0573) 20/791 ==
Shah/2011/Ketamine/Propofol/ 0.0448 (-0.0047, 0.0943) 3/67
Sharieff/2007/Ketamine/Propofol/IV 0.1500 (-0.0065, 0.3065) 3/20
Andolfatto/2010/Ketamine/Propofol/ 0.0091 (-0.0035, 0.0217) 2/219 H—
Subgroup Ketamine/Propofol (12=59% , P=0.0877) 0.0320 (-0.0133, 0.0773) 8/306 —_—

Chun/2009/Methohexital/ 0.0476 (-0.0435, 0.1387) 1/21
Chun/2009/Pentobarbital/ 0.0476 (-0.0168, 0.1120) 2/42
Subgroup Other (142=0% , P=1.0000) 0.0476 (-0.0050, 0.1002) 3/63 _—
Babl/2010/Nitrous Oxide/ 0.0012 (-0.0005, 0.0029) 2/1625 [ - |
Heinrich/2014/Nitrous Oxide/ 0.0024 (-0.0043, 0.0091) 0/207 =
Jiminez /2012/Nitrous Oxide/ 0.0278 (-0.0481, 0.1037) 0/17
Koo/2013/Chloral Hydrate/66 mg/kg 0.0041 (-0.0072, 0.0153) 0/122 -
Koo/2013/Chloral Hydrate/85 mg/kg 0.0028 (-0.0049, 0.0105) 0/179 -
Koo/2013/Chloral Hydrate/48 mg/kg 0.0043 (-0.0076, 0.0162) 0/115 -
Koo/2013/Chloral Hydrate/55 mg/kg 0.0043 (-0.0075, 0.0161) 0/116 -
Koo/2013/Chloral Hydrate/97 mg/kg 0.0050 (-0.0087, 0.0186) 0/100 —-—
Seith/2012/Fentanyl/Nitrous Oxide/ 0.0119 (-0.0209, 0.0447) 0/41
Jiminez/2012/Fentanyl/Nitrous Oxide/Transmucosal Fentanyl 0.0156 (-0.0148, 0.0460) 1/64
Koo/2013/Chloral Hydrate/(Standard) 76 mg/kg 0.0050 (-0.0047, 0.0146) 1/202 -
Subgroup CH/NO (1*2=0% , P=0.9756) 0.0017 (0.0002, 0.0033) 4/2788
Overall (142=76% , P=0.0000) 0.0148 (0.0102, 0.0193) 238/11457
: T T T T 1
0 0.1 02 03 04 05
Proportion

Figure 7 Meta-analysis of the outcome of hypoxia by study and medication. CH/NO, chloral hydrate/nitrous oxide; Ev, number
of events; IM, intramuscular; IN, intranasal; IV, intravenous; KMO, ketamine/midazolam/opioid; Trt, total number of children/
sedations.
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Studies Estimate (95% C.I.)

Heinrich/2014/Nitrous Oxide/ 0.0024 (0.0000, 0.0091)
Cudny/2013/Ketamine /IM 4mg/kg 0.0100 (0.0000, 0.0376)
Cudny/2013/Ketamine /IV 1.5 mg/kg 0.0054 (0.0000, 0.0205)
Shah/2011/Ketamine/ 0.0071  (0.0000, 0.0269)
Shah/2011/Ketamine/Propofol/ 0.0074 (0.0000, 0.0277)
Babl/2010/Midazolam/ 0.0263 (0.0000, 0.0983)
Jiminez /2012/Nitrous Oxide/ 0.0278 (0.0000, 0.1037)
Seith/2012/Fentanyl/Nitrous Oxide/ 0.0119 (0.0000, 0.0447)
Jiminez/2012/Fentanyl/Nitrous Oxide/Transmucosal Fentanyl 0.0077 (0.0000, 0.0289)
Babl/2010/Nitrous Oxide/ 0.0003 (0.0000, 0.0012)
Sharieff/2007/Ketamine/Propofol/IV 0.0238 (0.0000, 0.0890)
Babl/2010/Ketamine/ 0.0015 (0.0000, 0.0056)
Di Liddo /2006/Etomidate/ 0.0098 (0.0000, 0.0368)
Di Liddo /2006/Midazolam/ 0.0098 (0.0000, 0.0368)
Mandt/2012/Etomidate/Fentanyl/Overall 0.0082 (0.0000, 0.0308)
Andolfatto/2010/Ketamine/Propofol/ 0.0023 (0.0000, 0.0086)
Waterman /2006/Ketamine/Morphine/ 0.0012 (0.0000, 0.0047)
Asadi/2013/Ketamine/ 0.0050 (0.0000, 0.0186)
Asadi/2013/Ketamine/Atropine/ 0.0050 (0.0000, 0.0186)
Anderson/2007/Propofol/ 0.0040 (0.0000, 0.0149)
Kye/2012/Ketamine/Atropine/ 0.0072 (0.0000, 0.0273)
Kye/2012/Ketamine/ 0.0068 (0.0000, 0.0258)
Waterman /2006/Ketamine/ 0.0011 (0.0000, 0.0041)
Oktay/2005/Ketamine/ 0.0054 (0.0000, 0.0205)
Oktay/2005/Ketamine/Midazolam./ 0.0098 (0.0000, 0.0368)
Melendez/2009/Ketamine/IV or IM 0.0002 (0.0000, 0.0007)
Misra/2008/Ketamine/Midazolam/ 0.0093 (0.0000, 0.0273)
Wells/2012/Propofol/IV 0.0060 (0.0000, 0.0144)
Overall (12=0% , P=0.9877) 0.0004 (-0.0000, 0.0008)

Ev/Trt

0/207
0/49
0/91
0/69
0/67
0/18
0/17
0/41
0/64
0/1625 I
0/20
0/335
0/50
0/50
0/60
0/219
0/403
0/100
0/100
0/125
0/68
0/72
0/454
0/91
0/50
174252 |
1/108
2/331

4/9136

T T T 1
0 0.02 0.04 0.06 0.08
Proportion

Figure 8 Meta-analysis of the outcome of intubation by study. Ev, number of events; IM, intramuscular; 1V, intravenous; Trt,

total number of children/sedations.

respiratory event during PSA. The majority will only
require supplemental oxygen and airway repositioning.
Advanced and basic airway skills will be required in up
to 0.5% of sedations.

Vomiting occurred in 5.6% of paediatric PSAs per-
formed in the ED. There were no occurrences of

aspiration reported in the nearly 14000 patients
reviewed. Recently, there was a report of laryngospasm
with subsequent aspiration with nitrous oxide PSA in the
ED.*® Ketamine did have a relatively high incidence of
vomiting at 8%, compared with all of the other medica-
tions, followed by nitrous oxide at 6.8%. In previous

Studies Estimate (95% C.I.) Ev/Trt
Babl/2010/Midazolam/ 0.0263 (0.0000, 0.0983) 0/18
Waterman /2006/Ketamine/Morphine/ 0.0012 (0.0000, 0.0047) 0/403 -&—
Waterman /2006/Ketamine/ 0.0011 (0.0000, 0.0041) 0/454 1+
Seith/2012/Fentanyl/Nitrous Oxide/ 0.0119 (0.0000, 0.0447) 0/41
Babl/2010/Nitrous Oxide/ 0.0003 (0.0000, 0.0012) 0/1625=
Heinrich/2014/Nitrous Oxide/ 0.0024 (0.0000, 0.0091) 0/207 —%—
Anderson/2007/Propofol/ 0.0040 (0.0000, 0.0149) 0/125 —@——
Lin/2010/Thiamylal/5mg/kg + 2.5mg/kg + 2.5mg/kg 0.0179 (0.0000, 0.0669) 0/27
Lin/2010/Thiamylal/5mg/kg + 2.5mg/kg 0.0091 (0.0000, 0.0342) 0/54
Lin/2010/Thiamylal/5mg/kg 0.0034 (0.0000, 0.0128) 0/146 —=—
Oktay/2005/Ketamine/ 0.0054 (0.0000, 0.0205) 0/91 —_——
Asadi/2013/Ketamine/Atropine/ 0.0050 (0.0000, 0.0186) 0/100 —F+—-——
Asadi/2013/Ketamine/ 0.0050 (0.0000, 0.0186) 0/100 ———"—
Roback/2006/Ketamine/IV 0.0092 (0.0000, 0.0271) 1/109
Andolfatto/2010/Ketamine/Propofol/ 0.0046 (0.0000, 0.0135) 1/219 —=——
Oktay/2005/Ketamine/Midazolam./ 0.0200 (0.0000, 0.0588) 1/50
Babl/2010/Ketamine/ 0.0030 (0.0000, 0.0088) 1/335 —&——
Wells/2012/Propofol/lV 0.0030 (0.0000, 0.0089) 1/331 —4—
Melendez/2009/Ketamine/IV or IM 0.0068 (0.0043, 0.0093) 29/4252 ——
Overall (1*2=40% , P=0.0361) 0.0029 (0.0011, 0.0047) 34/8687 <'>
r . T T 1
0 0.02 0.04 0.06

Proportion

Figure 9 Meta-analysis of the outcome of laryngospasm by study. Ev, number of events; IM, intramuscular; 1V, intravenous; Trt,

total number of children/sedations.
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Studies Estimate (95% C.I.) Ev/Trt
Babl/2010/Midazolam/ 0.0263 (-0.0457, 0.0983) 0/18
Lane/2008/Midazolam/IN 0.0024 (-0.0043, 0.0091) 0/205 =
Klein/2011/Midazolam/Oral 0.0169 (-0.0160, 0.0499) 1/59 — -
Klein /2011/Midazolam/IN 0.0169 (-0.0160, 0.0499) 1/59 —
Klein/2011/Midazolam/Buccal 0.0169 (-0.0160, 0.0499) 1/59 —T
Di Liddo /2006/Midazolam/ 0.0800 (0.0048, 0.1552) 4/50 —_————
Subgroup Midazolam (1%2=20% , P=0.2843) 0.0103 (-0.0021, 0.0226) 7/450 K>
Jiminez /2012/Nitrous Oxide/ 0.0278 (-0.0481, 0.1037) 0/17
Jiminez/2012/Fentanyl/Nitrous Oxide/Transmucosal Fentanyl 0.0469 (-0.0049, 0.0987) 3/64
Koo/2013/Chloral Hydrate/48 mg/kg 0.0261 (-0.0030, 0.0552) 3/115 -
Koo/2013/Chloral Hydrate/55 mg/kg 0.0431 (0.0061, 0.0801) 5/116 —_—
Bar-Meir/2006/Nitrous Oxide/ 0.1111 (0.0193, 0.2029) 5/45
Babl/2008/Nitrous Oxide/ 0.0534 (0.0149, 0.0919) 7/131 —
Seith/2012/Fentanyl/Nitrous Oxide/ 0.1951 (0.0738, 0.3164) 8/41
Koo/2013/Chloral Hydrate/97 mg/kg 0.0900 (0.0339, 0.1461) 9/100 —_——
Koo/2013/Chloral Hydrate/66 mg/kg 0.0820 (0.0333, 0.1306) 10/122 —_—
Luhmann/2006/Nitrous Oxide/ 0.2553 (0.1307, 0.3800) 12/47
Koo/2013/Chloral Hydrate/85 mg/kg 0.0782 (0.0389, 0.1175) 14/179 —T
Koo/2013/Chloral Hydrate/(Standard) 76 mg/kg 0.0891 (0.0498, 0.1284) 18/202 ——
Babl/2010/Nitrous Oxide/ 0.0640 (0.0521, 0.0759) 104/1625 -l
Subgroup CH/NO (142=56% , P=0.0071) 0.0680 (0.0500, 0.0861) 198/2804 <>
Andolfatto/2010/Ketamine/Propofol/ 0.0023 (-0.0040, 0.0086) 0/219 —]
Shah/2011/Ketamine/Propofol/ 0.0149 (-0.0141, 0.0440) 1/67 —1a—
Sharieff/2007/Ketamine/Propofol/IV 0.0500 (-0.0455, 0.1455) 1/20
Subgroup Ketamine/Propofol (12=0% , P=0.4428) 0.0030 (-0.0031, 0.0092) 2/306
Lin/2010/Thiamylal/5mg/kg + 2.5mg/kg + 2.5mg/kg 0.0179 (-0.0312, 0.0669) 0/27
Lin/2010/Thiamylal/5mg/kg + 2.5mg/kg 0.0091 (-0.0160, 0.0342) 0/54 —1—
Lin/2010/Thiamylal/5mg/kg 0.0205 (-0.0025, 0.0436) 3/146 ——
Subgroup Other (12=0% , P=0.8008) 0.0156 (-0.0004, 0.0316) 3/2217 <>
Cudny/2013/Ketamine /IV 1.5 mg/kg 0.0110 (-0.0104, 0.0324) 1/91 ——
Chong/2013/Ketamine/Atropine/ 0.0122 (-0.0046, 0.0290) 2/164 -+
Kye/2012/Ketamine/Atropine/ 0.0441 (-0.0047, 0.0929) 3/68
Chong/2013/Ketamine/ 0.0252 (-0.0030, 0.0534) 3/119 =
Lee/2012/Ketamine/IV 0.2143 (-0.0007, 0.4292) 3/14
Oktay/2005/Ketamine/ 0.0549 (0.0081, 0.1018) 5/91 .
Waterman /2006/Ketamine/ 0.0132 (0.0027, 0.0237) 6/454 E
Street/2014/Ketamine/ 0.1395 (0.0360, 0.2431) 6/43
Asadi/2013/Ketamine/Atropine/ 0.0700 (0.0200, 0.1200) 7/100 —_—
Kye/2012/Ketamine/ 0.0972 (0.0288, 0.1657) 7/72 I T —
McKee/2008/Ketamine/ 0.0259 (0.0070, 0.0449) 7/270 ——
Cudny/2013/Ketamine /IM 4mg/kg 0.1633 (0.0598, 0.2668) 8/49
Shah/2011/Ketamine/ 0.1159 (0.0404, 0.1915) 8/69 —_————
Asadi/2013/Ketamine/ 0.1100 (0.0487, 0.1713) 11/100 ——
Roback/2006/Ketamine/IV 0.1193 (0.0584, 0.1801) 13/109 —_—
Dilli/2008/Ketamine/IV 0.2745 (0.1520, 0.3970) 14/51
McQueen/2009/Ketamine/ 0.0592 (0.0367, 0.0818) 25/422 ——
Roback/2006/Ketamine/IM 0.2626 (0.1759, 0.3493) 26/99 —_—————
Babl/2010/Ketamine/ 0.1731 (0.1326, 0.2137) 58/335 —_—
Subgroup Ketamine (1*2=88% , P=0.0000) 0.0807 (0.0572, 0.1041) 213/2720 <
Lee-Jayaram/2010/Ketamine/Midazolam/ 0.0909 (-0.0790, 0.2608) 1/11
Misra/2008/Ketamine/Midazolam/ 0.0278 (-0.0032, 0.0588) 3/108
Barkan/2013/Ketamine/Midazolam/ 0.1034 (-0.0074, 0.2143) 3/29
Bleilberg/2007/Ketamine/Atropine/Midazolam/ 0.0417 (-0.0045, 0.0878) 3/72 =
Waterman /2006/Ketamine/Morphine/ 0.0099 (0.0002, 0.0196) 4/403 L3
Oktay/2005/Ketamine/Midazolam./ 0.0800 (0.0048, 0.1552) 4/50 —_———
Dilli/2008/Ketamine/Midazolam/IV 0.1458 (0.0460, 0.2457) 7/48
McKee/2008/Ketamine/Analgesia/Oral Analgesia 0.0498 (0.0197, 0.0798) 10/201 —.—
Luhmann/2006/Ketamine/Midazolam/ 0.2364 (0.1241, 0.3486) 13/55
McQueen/2009/Ketamine/Midazolam./ 0.1057 (0.0514, 0.1600) 13/123 ———
Subgroup KMO (1*2=80% , P=0.0000) 0.0686 (0.0365, 0.1007) 61/1100 T
Lee-Jayaram/2010/Etomidate/Fentanyl/ 0.0833 (-0.0730, 0.2397) 1/12
Mandt/2012/Etomidate/Fentanyl/Overall 0.0500 (-0.0051, 0.1051) 3/60
Di Liddo /2006/Etomidate/ 0.1000 (0.0168, 0.1832) 5/50 —_—
Subgroup Etomidate (1%2=0% , P=0.6030) 0.0667 (0.0226, 0.1108) 9/122 —_—
Misra/2008/Midazolam/Morphine/ 0.0357 (-0.0330, 0.1045) 1/28
McQueen/2009/Fentanyl/Midazolam/ 0.0370 (0.0014, 0.0727) 4/108 -
Subgroup Midazolam (142=0% , P=0.9733) 0.0368 (0.0051, 0.0684) 5/136 =
Overall (1*2=85% , P=0.0000) 0.0555 (0.0452, 0.0658) 498/7865 <.>
: T T T 1
[ 0.1 02 03 04

Proportion

Figure 10 Meta-analysis of the outcome of vomiting by study and medication. CH/NO, chloral hydrate/nitrous oxide; Ev, number of
events; IM, intramuscular; IN, intranasal; 1V, intravenous; KMO, ketamine/midazolam/opioid; Trt, total number of children/sedations.
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paediatric ketamine studies, vomiting was estimated at
6.1-18.8%."” *® Ondansetron has been found to
decrease ketamine associated vomiting from 12.6% to
4.7% in a double-blind placebo-controlled randomised
study.49 Although vomiting is not a serious adverse
effect, it is stressful for patients and families. This should
be considered when obtaining informed consent and
when involving the families and patients in shared
decision-making.

Hypotension occurred in 0.2% and bradycardia in
0.5% of PSAs performed in the ED. Hypotension
occurred most frequently with propofol and etomidate.
Propofol is known to cause transient hypotension but
rarely needs any intervention.”” *! Bradycardia was seen
infrequently and was more common with etomidate. All
but one of the episodes of bradycardia self-resolved. In a
study of PSA in children aged < 2 years by Misra et al’?
ketamine/midazolam was administered twice to a 2-
month old infant with recent bronchiolitis; the patient
developed apnoea and bradycardia and was intubated.

In summary, serious adverse events and a need for
advanced airway management are exceedingly rare in
paediatric PSA in the ED. We hope this information will
guide a physicians’ choices of medication selection in
PSA, facilitate risk communication at the time of
informed consent and create a stronger background for
shared decision-making.

Limitations

There are several potential limitations in our systematic
review. (1) The major limitation is variation in the defi-
nitions for the outcomes that were provided in the
studies. There is a lack of standardisation in the report-
ing of the outcomes by the original studies, and this
might have affected the estimates. (2) Not all studies
reported all the outcomes of interest in the
meta-analysis. For example, the need for intervention
after hypoxia, nausea and hypotension were not expli-
citly reported in each study. Multiple studies reported
the need for supplemental oxygen or airway reposition-
ing; however, we considered these as part of the sedation
procedure and not as outcomes. (3) The RCTs reported
higher incidences of adverse events; this is most likely
due to more rigorous data collection procedures than in
observational studies. Reporting pooled incidences of
both RCTs and observational studies strengthens the stat-
istical precision of the estimates and enhances the ability
to provide incidence rates of events that are infrequent
when reported in individual studies, which was one of
the goals of this review. (4) We did not search for
unpublished literature or ongoing trials. (5) We analysed
each treatment arm as a separate study to be able to
analyse by medication received; the cohorts did not
overlap, so the patients were not counted twice in the
analyses. Since each study arm received different medi-
cations and had different events, we included them as
separate cohorts. This can introduce study correlation
within the analyses. (6) This study is limited to

adverse events in children up to age 18, which could
have included children who are physiologically adults.
Data on adverse events in adults can be found in
Bellolio et al.®®

There are several possible sources of variability or het-
erogeneity among studies that are included in
meta-analyses. Variability in the participants, the types or
timing of outcome measurements, and intervention
characteristics may be termed clinical heterogeneity; vari-
ability in the trial design and quality is typically termed
methodological heterogeneity; variability in summary treat-
ment effects between trials is termed statistical heterogen-
eity  Methodological and clinical sources of
heterogeneity contribute to the magnitude and presence
of statistical heterogeneity. Significant statistical hetero-
geneity arising from methodological heterogeneity sug-
gests that the studies are not all estimating the same
effects due to different degrees of bias.

Clinical heterogeneity arises from differences in par-
ticipant characteristics (eg, sex, age, baseline disease
severity, ethnicity, comorbidities), types or timing of
outcome measurements and intervention characteristics
(eg, dose and frequency of dose). This heterogeneity
can cause significant statistical heterogeneity, inaccurate
summary effects and associated conclusions, misleading
decision-makers and others.

To decrease selection bias, we included all eligible
studies, including those with low numbers of partici-
pants. This introduces heterogeneity into the analyses.
We assessed clinical and statistical heterogeneity and
accounted for this in the statistical analyses. There was
moderate clinical heterogeneity and variable statistical
heterogeneity, meaning that there was some variability
in the intervention effects being evaluated in the differ-
ent studies. Low statistical heterogeneity is desirable in a
meta-analysis.

The outcomes chosen were those that were clinically
important and clearly defined in most of the studies.
Rigorous methodology was used in all steps of the data
review and extraction process, which was conducted in
duplicate by two independent reviewers.

CONCLUSIONS
Serious adverse events such as intubation and aspiration
are very rare in paediatric procedural sedation in the
ED. Before performing PSA, the clinician should discuss
the risks, benefits, alternatives of the procedure and the
planned sedation with the parent and patient, answering
any questions that arise. Data from this review will help
inform the clinician and the patient regarding the inci-
dence of complications and side effects of PSA. These
data provide quantitative risk estimates to facilitate
shared decision-making, risk communication and
informed consent as well as resource allocation for PSA
in the ED.

The safest and most effective medication or combin-
ation of medications for sedation is yet to be
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determined. No single drug is ideal for all situations.
Consensus for standardising definitions for reporting
adverse events in procedural sedation among paediatric
patients needs to be reached and implemented in order
to better determine optimal agents for specific clinical
indications.”
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