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The Use of a Pediatric Migraine Practice Guideline in an
Emergency Department Setting

Courtney R.J. Kaar, BS, James M. Gerard, MD, and Albert K. Nakanishi, MD, MPH

Objective: The aim of the study was to evaluate the safety and efficacy
of a standardized pediatric migraine practice guideline in the emergency
department (ED).

Methods: Migraine Clinical Practice Guideline (MCPG) was created in
collaboration with the Division of Pediatric Neurology and Pediatric
Emergency Medicine. The MCPG was established on evidence-based
data and best practice after a review of the literature. The MCPG was
implemented for patients with a known diagnosis of migraine head-
aches and a verbal numeric pain score (VPS) greater than 6 on a 0 to
10 scale. Patients received intravenous saline, ketorolac, diphenhydra-
mine, and either metoclopramide or prochlorperazine. After 40 minutes,
another VPS was obtained, and if no improvement, a repeat dose of me-
toclopramide or prochlorperazine was administered. If after 40 minutes and
minimal pain relief occurred, a consult to neurology was made. A chart re-
view of patients enrolled in the MCPG from April 2004 to April 2013
was conducted. We recorded demographic data, vital signs, ED length
of stay, initial VPS, last recorded VPS, adverse events, and admission
rate. Nonparametric statistics were performed.

Results: A total of 533 charts were identified with a discharge diag-
nosis of migraine headache of which 266 were enrolled in the MCPG
(179 females and 87 males). Mean (SD) age was 13.9 (3.1). Mean (SD)
initial VPS was 7.8 (2.0). Mean (SD) discharge VPS was 2.1 (2.8),
representing a 73% reduction of pain. Twenty patients (7.5%) were
admitted for status migrainosus; mean (SD) age was 14.0 (3.5) years
and mean (SD) VPS was 6.3 (2.8). Mean (SD) length of stay in ED
was 283 (107) minutes. No adverse events were identified.
Conclusions: Our MCPG was clinically safe and effective in treating
children with acute migraine headaches. Our data add to the dearth of
existing published literature on migraine treatment protocols in the
ED setting. We recommend additional prospective and comparative
studies to further evaluate the effectiveness of our protocol in this
patient population.
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M igraines are one of the most common causes of recurrent
pain in children.'”* Migraine headaches are a significant
source of disability, with a prevalence of 1% to 3% in ages 3 to
7 years, 4% to 11% in ages 7 to 11 years, and 8% to 23% by the
age of 15 years.>* Disabilities experienced by children include
the inability to get out of bed, poor performance in school, and
the failure to attend school.”” In addition, it has been suggested
that migraines play a role in childhood depression.® ™!

Despite sometimes effective outpatient treatment, many chil-
dren present to the emergency department (ED) after 2 to 3 days

From the Department of Pediatrics, Division of Emergency Medicine, Saint

Louis University School of Medicine, Saint Louis, MO.

Disclosure: The authors declare no conflict of interest.

Reprints Albert K. Nakanishi, MD, MPH, Saint Louis University School of
Medicine, Cardinal Glennon Children's Medical Center, 1465 S, Grand
Blvd, St. Louis, MO 63104 (e-mail: nakanimk@slu.edu).

Copyright © 2015 Wolters Kluwer Health, Inc. All rights reserved.

ISSN: 0749-5161

Pediatric Emergency Care o Volume 32, Number 7, July 2016

of headaches when home-based migraine abortive therapies have
failed.'? Migraine headaches do not always respond to treat-
ment in the ED, and intractable cases can require inpatient hospi-
tal admission for pain and other associated symptoms. Inpatient
admission rates for pediatric migraine patients are reported as
ranging from 3% to as high as 32%.%!3

In the ED, pain care for children with migraine headaches
is often varied and evidence-based treatment is inconsistently
applied.'>™'> To our knowledge, currently there is no universally
accepted treatment protocol for use in the ED setting.

We developed a migraine protocol at our institution as a
collaborative undertaking of the Departments of Pediatric Neurol-
ogy and Pediatric Emergency Medicine to standardize treatment
of pediatric migraines in our ED. We report our experience with
implementing the evidence-based clinical practice guideline for
a 4-year period. Our study's goal was to evaluate its safety
and efficacy. Our hypothesis was that our protocol would stan-
dardize migraine care and improve patients' pain scores, resulting
in low rates of hospital admission and few adverse effects.

METHODS

At our institution, a pediatric Migraine Clinical Practice
Guideline (MCPG) was established in collaboration between the
Divisions of Pediatric Neurology and Pediatric Emergency Medi-
cine at Cardinal Glennon Children's Medical Center/Saint Louis
University School of Medicine (Fig. 1). The protocol was first
implemented in April 2009. The protocol was used for any patient
who was treated in our ED with an established diagnosis of mi-
graine and a verbal numeric pain score (VPS) of greater than 6 on
a 0 to 10 scale. In our scale, 0 is no pain, 5 is moderate pain, and
10 is the worst possible pain.

Patients received intravenous (IV) normal saline (up to 1000 mL
bolus), ketorolac (0.5 mg/kg; max, 30 mg), diphenhydramine
(2 mg/kg; max, 50 mg), and either metoclopramide (0.2 mg/kg;
max, 20 mg) or prochlorperazine (0.1 mg/kg; max, 10 mg). The
choice between metoclopramide or prochlorperazine was left to
the discretion of the treating ED physician. After 40 minutes, an-
other VPS was obtained, and if no improvement, a repeat dose
of metoclopramide or prochlorperazine was administered. If
after another 40 minutes there was still no improvement in the
patients' VPS, a neurology consultation was obtained. With the
approval of the neurology consult service, IV dihydroergotamine
(0.2 mg/kg; max, 0.75 for 3 minutes) was infused with cardiac mon-
itoring. A repeat dose of dihydroergotamine (up to 0.5 mg) could be
administered after 30 minutes. If after this time the neurology
team felt that the patient required further monitoring, the patient
was admitted to the hospital on the inpatient neurology service.

A retrospective emergency medical record (ED-EMR, EPIC
systems) review was performed on all ED patients with a dis-
charge diagnosis of migraine headache from April 2009 through
April 2013. We obtained Saint Louis University School of Medi-
cine Institutional Review Board approval for our study. Inclusion
criteria were any ED patient with a discharge diagnosis of mi-
graine headache. We excluded any patient whose treatment did
not follow the MCPG's protocol. Data on each patient were
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Migraine Headache: ED Clinical Practice Guideline (CPG)

-Observe

-CT Head no contrast
-Consider pain meds

-Oral NSAID OR
IV Ketorolac 0.5

mg/kg (max 30 mg)

-HX: (Prior headache history? Risk factors?)
-PE and complete neurologic exam WITH fundoscopy
-Pain score

Normal exam

Abnormal exam

-History of migraine?
-Typical headache for patient?

A

‘ Pain scale 6 or greater? ‘

Yes

-IV: NS bolus (up to 1000ml)

-IV: Ketorolac (0.5 mg/kg, max 30mg)

-IV: Metoclopramide (0.2mg/kg, max
20mg) OR Prochlorperazine (0.1mg/kg),
max 10 mg), AND IV: Diphenhydramine (2
mg/kg, max 50mg)

-Observe 40 minutes, repeat pain score

l

Not significantly improved:
-Repeat IV Metoclopramide OR Prochlorperazine
-Observe 40 minutes, repeat pain score

;

-Page Neurology
-CT or MRI
-Consider pain meds

—

Better?
Discharge

Better?
Discharge

Not significantly improved:
-Consult Neurology

minutes

-With Neurology approval, give DHE (0.2mg/kg, max 0.75mg IV over 3 min)
WITH cardiac monitoring. This may be repeated ONCE (up to 0.5mg) after 30

FIGURE 1. Migraine headache: ED Clinical Practice guideline (CPG).

recorded and included demographics, vital signs, ED length of
stay, initial VPS, last recorded VPS, any adverse effects that were
identified (eg, akathisia, dystonia, or any evidence of medication
intolerance), and disposition status.

Summary data analysis was performed with SPSS Version
21.0 (SPSS Inc, Chicago, I1I). We calculated the mean (SD) age,
the mean (SD) initial and discharge VPSs, the percent of reduc-
tion of pain at discharge, and the mean (SD) length of stay in
the ED. The admission rate to the hospital was also calculated.

RESULTS

Between April 2009 and April 2013, a total of 533 ED pa-
tients were identified with the diagnosis of migraine headache.
Of'these, 271 patients were not treated according to the protocol's
guidelines and were excluded from the data analysis. Therefore,
266 patients were enrolled in the MCPG. There were 179 females
(67.3%) and 87 males (32.7%). Age of the patients ranged from 5
to 20 years with a mean (SD) age of 13.9 (3.1) years.
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The mean (SD) initial VPS was 7.8 (2.0) and the mean (SD)
discharge VPS was 2.1 (2.8). This represented a 73% reduction
of the patients' pain. The mean (SD) total length of stay in the
ED was 283 (107) minutes for patients not admitted. Thirty-
three patients required a second dose of metoclopramide or
prochlorperazine, 13 (0.05%) were comfortable enough for home
discharge with 20 patients admitted to the hospital neurology ser-
vice for status migrainosus, for an admission rate of 7.5%. The
mean (SD) age of this group of patients was 14 (3.5) years with
amean (SD) admission VPS of 6.3 (2.8). There were no recorded
medication-related complications in any of the 266 patients studied.

DISCUSSION

In our retrospective study, we found that our MCPG was
effective for decreasing pain in pediatric patients who presented
to our ED for migraine headache relief. Our MCPG included
treatment with IV saline, ketorolac, diphenhydramine, and either
metoclopramide or prochlorperazine and resulted in a large
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decrease in pain scores. There was a low hospital admission
rate involving patients with status migrainosus. We were unable
to identify any adverse medication-related events.

The assessment of headache intensity was essential in deter-
mining the choice of treatment in our patients.'® Patients with
known migraine headaches and a VPS greater than 6 were en-
rolled into our MCPG. There is controversy in the literature on
the accurate reportage of acute pain. Because VPSs have fewer
increments (ie, 1-10) versus a visual analogue scale (VAS,
0-100), they are often considered less sensitive.!”"'® However,
in a study by Herr et al,'"” VPS was determined to be superior
to VAS and faces pain scale when compared with internal validity,
reliability, sensitivity, and patient preference.'*?® Acute pain may
be more easily assessed by description than a mark on a continu-
ous scale without definitions or numbers. There is also greater
intraindividual agreement using VPS than using VAS for assessing
the subjective nature of pain.>°

Despite the commonality and disturbances in a child's life
due to migraines, few studies have been conducted to deter-
mine efficacy of treatments, especially in an ED setting,*5-2!
Many published studies focus on treatments in the outpatient
setting, for example, an outpatient clinic or at home*'>-*22
despite the estimates that migraines represent 8% to 18% of
all headaches seen in EDs.!>?%?” In addition, many guidelines for
the treatment of pediatric migraines are based on adult protocols.*!>

The prevalence of migraines in children may be underesti-
mated because of the fact that some children are likely treated out-
side the ED. These treatments commonly involve acetaminophen
and ibuprofen.!!>282% Other first-line therapies include the use
of sumatriptan.'*>%# In a study by Hamalainen et al,' ibuprofen
was more effective at reducing pain than acetaminophen. How-
ever, acetaminophen had a faster onset than ibuprofen. Both
were shown to be significantly more effective than a placebo.!
In our study, we used IV ketorolac, which has been previously
demonstrated to provide a 55% pain relief when used alone.>' In
addition, our patients received IV saline. Because renal function
is a concern with the usage of NSAIDS, the IV saline likely pro-
vided a measure of renal protection** and improved hydration
in nauseated and potentially dehydrated children.

Dopamine receptor antagonists (DRAs) such as prochlor-
perazine and metoclopramide treat nausea often accompanying
migraine headaches in addition to providing pain relief. In the
only randomized, double-blinded trial of pediatric migraine ther-
apy in the ED setting, IV prochlorperazine was effective when
outpatient treatment failed.'>?! Furthermore, prochlorperazine
was superior at providing pain relief than IV ketorolac. Pain relief
occurred after 1 hour in 85% of children given IV prochlorperazine
compared with only 55% treated with ketorolac.?! In an adult study
by Lane et al,** migraine patients were able to give themselves
repeated doses of chlorpromazine (0.1 mg/kg, up to 3 doses) for
their headache relief after receiving metoclopramide. No signi-
ficant hypotensive or dystonic reactions were reported.** In a
study comparing chlorpromazine and sumatriptan, patients could
receive up to 3 doses of chlorpromazine (12.5 mg) for their
pain relief, all patients received metoclopramide at baseline. No
adverse reactions were noted.*!

Failure rates of treatment, commonly defined as the need
for a second rescue drug, headache recurrence within 48 hours,
and readmission, range from 10% to 50% with the use of
DRAs 21113214745 The admission rates of pediatric patients
with migraine headaches are reported in the literature from 3%
to 32%.%!%> We had an admission rate of 7.5%, although we did
not evaluate the relapse rate or readmission rate for our patients
discharged from the ED. We believe that our low rate of admission
is due to the successful treatment of migraines with our MCPG.

© 2015 Wolters Kluwer Health, Inc. All rights reserved.

Significant adverse effects of DRAs include extrapyramidal
symptoms, such as akathisia and dystonia. In our study, no cases
of extrapyramidal symptoms were noted. However, other studies
demonstrate a higher prevalence of adverse effects. In a prospec-
tive cohort study using prochlorperazine and diphenhydramine,
5% had a definitive diagnosis of akathisias and 34% was sus-
pected to have akathisia.* In a study comparing the effectiveness
of chlorpromazine versus prochlorperazine and metoclopramide,
there was a rate of 12% of akathisia in patients treated with
prochlorperazine. However, with subsequent treatment with di-
phenhydramine, all of the patients' symptoms improved.'?

Recommendations exist for minimizing the possibility of
extrapyramidal symptoms with DRAs. They include the use of
diphenhydramine, which may be responsible for why we found
no cases of akathisias in our patient population.'>***” Another
recommendation is decreasing the DRA infusion rate. For meto-
clopramide, doing so decreases sedation and akathisias while
not affecting the treatment of nausea and headache.***-! In con-
trast, decreasing the infusion rate of prochlorperazine does not
decrease the prevalence of akathisias.*>>

Triptans have been studied in pediatric patients as an alter-
native to DRAs when treating migraines; however, no triptan is
approved by the US Food and Drug Administration for treatment
of adolescent migraines.*® Studies have shown that the tritpans,
most notably sumatriptan, may be successful at treating migraines
and there is a dose-dependent effect.>>373® Winner et al’!-3%-38
demonstrated that 20 mg of sumatriptan nasal spray was signifi-
cantly superior than placebo at 30 minutes and 2 hours after treat-
ment, but not for sustained headache relief. However, 5 mg of
sumatriptan was not superior to placebo. Sumatriptan is relatively
safe and the most commonly noted adverse effect was taste distur-
bance.>>3>38 Studies of rizatriptan show that it is more effective
than placebo,* but not significantly so until 3 hours postdose dur-
ing which time other medications may need to be administered.>’
The literature is not clear about the effectiveness of zolmitriptan.
In 1 study, there was no statistically significant improvement be-
tween treatment with zolmitriptan versus placebo for migraine
pain relief.>* However, in another study, patients treated with
zolmitriptan had significant pain relief compared with placebo
and the effect was similar to ibuprofen.?® We did not use triptans
in our protocol because to be effective, triptans need to be
started early in the headache course and many patient who arrive
to the ED for relief of their migraine pain often have had symp-
toms for days.'?

The use of codeine by itself or in combination with other
medications has been used to treat patients with intractable mi-
graines.>> However, no studies specifically address codeine use
in pediatric migraine patients, and current national guidelines
recommend against its use in the ED.>* Codeine was not part
of our MCPG, due to concerns regarding opioid toxicity. Codeine
is metabolized through the CYP3A4 subfamily and CYP2D6
subfamily of cytochrome P450 enzymes. Most codeine metabo-
lism is through CYP3A4 subfamily, but 10% of the conversion
is through CYP2D6 with morphine as its metabolite.>® Different
genotypes of CYP2D6 are associated with variable rates of drug
metabolism.>>” The genetic variant of having 2 or more copies
of CYP2D6 is associated with abnormally high plasma concen-
trations of certain drugs and greater production of morphine
from codeine.’>® For individuals who are ultrarapid metabolizers,
the use of codeine comes with a high risk of toxicity resulting in
life-threatening situations or even death.>®

There have been 2 previous retrospective studies on treating
patients in the ED for migraine headaches with a standardized
protocol.¥!° Trottier et al'® used ibuprofen for mild headaches
and ibuprofen or naproxen for moderate headaches. For severe
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headaches in patients younger than 8 years, they used codeine,
and they used prochlorperazine and diphenhydramine for patients
8 years or older. They evaluated for the number of patients treated
in the ED as well as which specific drugs were used for a 10-year
time span. They did not evaluate for the clinical effectiveness of
their protocol.'

Leung et al® evaluated an ED migraine protocol, which con-
sisted of an IV saline bolus, ketorolac, and either prochlorperazine
or metoclopramide with diphenhydramine. Patients who did not
improve within 1 hour were admitted to the hospital. Of note,
odansetron was also used at the discretion of the treating physi-
cian. Their protocol group (87 patients) had decreased pain
scores, ED length of stay, and rate of hospital admission compared
with a nonprotocol group (165 patients). Of note, they did not
evaluate for medication complications.

The limitations of our study are similar to those of any single
institution retrospective case series. This design may have affected
our ability to identify the occurrence of all medication adverse
effects. Just more than half of the patients presenting with mi-
graines did not receive the full MCPG protocol and were there-
fore excluded from the study. Patient's pain scores may have
been lower and were relieved with other analgesics or providers
may not have elected to use the MCPG. Furthermore, we do
not have data on readmission rates as well as follow-up data
from outpatient visits. Lastly, there were no comparison groups
to determine whether there was any benefit of our protocol
for treatment in patients who received other medications and dos-
ing regimens.

In conclusion, our standardized migraine protocol was found
to be clinically safe and effective in treating pediatric migraine
patients presenting to the ED. Our data add to the lack of exist-
ing published literature on acute migraine treatment in children.
We recommend additional prospective and comparative clinical
trials to further evaluate the effectiveness of our protocol in this
patient population.

REFERENCES

1. Hamalainen ML, Hoppu K, Valkeila E, et al. Ibuprofen or acetaminophen
for the acute treatment of migraine in children: a double-blind, randomized,
placebo-controlled, crossover study. Neurology. 1997;48:103-107.

2. Abu-Arefeh I, Russell G. Prevalence of headache and migraine in
schoolchildren. BMJ. 1994;309:765-769.

3. Lewis DW. Pediatric migraine. Pediatr Rev. 2007;28:43-53.

4. Gelfand AA, Goadsby PJ. Treatment of pediatric migraine in the
emergency room. Pediatr Neurol. 2012;47:233-241.

5. Major PW, Grubisa HS, Thie NM. Triptans for treatment of acute
pediatric migraine: a systematic literature review. Pediatr Neurol. 2003;29:
425-429.

6. Lee LH, Olness KN. Clinical and demographic characteristics of migraine
in urban children. Headache. 1997;37:269-276.

7. Arruda MA, Bigal ME. Migraine and migraine subtypes in preadolescent
children: association with school performance. Neurology. 2012;79:
1881-1888.

8. Leung S, Bulloch B, Young C, et al. Effectiveness of standardized
combination therapy for migraine treatment in the pediatric emergency
department. Headache. 2013;53:491-497.

9. Kabbouche MA, Vockell AL, LeCates SL, et al. Tolerability and
effectiveness of prochlorperazine for intractable migraine in children.
Pediatrics. 2001;107:E62.

10. Trottier ED, Bailey B, Dauphin-Pierre S, et al. Practice variation after

implementation of a protocol for migraines in children. Eur J Emerg Med.
2010;17:290-292.

438 | www.pec-online.com

11.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

217.

28.

29.

30.

31

32.

Trottier ED, Bailey B, Dauphin-Pierre S, et al. Clinical outcomes of
children treated with intravenous prochlorperazine for migraine in a
pediatric emergency department. J Emerg Med. 2010;39:166—173.

. Richer LP, Laycock K, Millar K, et al. Treatment of children with migraine

in emergency departments: national practice variation study. Pediatrics.
2010;126:e150-¢155.

Kanis JM, Timm NL. Chlorpromazine for the treatment of migraine in a
pediatric emergency department. Headache. 2014;54:335-342.

Richer L, Graham L, Klassen T, et al. Emergency department management
of acute migraine in children in Canada: a practice variation study.
Headache. 2007;47:703-710.

Bailey B, McManus BC. Treatment of children with migraine in the
emergency department: a qualitative systematic review. Pediatr Emerg
Care. 2008;24:321-330.

Von Korft M, Jensen MP, Karoly P. Assessing global pain severity by
self-report in clinical and health services research. Spine (Phila Pa 1976).
2000;25:3140-3151.

Breivik EK, Bjomsson GA, Skovlund E. A comparison of pain rating
scales by sampling from clinical trial data. Clin J Pain. 2000;16:22-28.

Williamson A, Hoggart B. Pain: a review of three commonly used pain
rating scales. J Clin Nurs. 2005;14:798-804.

Herr KA, Spratt K, Mobily PR, et al. Pain intensity assessment in older
adults: use of experimental pain to compare psychometric properties and
usability of selected pain scales with younger adults. Clin J Pain. 2004;20:
207-219.

Lund I, Lundeberg T, Sandberg L, et al. Lack of interchangeability
between visual analogue and verbal rating pain scales: a cross sectional
description of pain etiology groups. BMC Med Res Methodol. 2005;5:31.

Brousseau DC, Duffy SJ, Anderson AC, et al. Treatment of pediatric
migraine headaches: a randomized, double-blind trial of prochlorperazine
versus ketorolac. Ann Emerg Med. 2004;43:256-262.

Damen L, Bruijn JK, Verhagen AP, et al. Symptomatic treatment of
migraine in children: a systematic review of medication trials. Pediatrics.
2005;116:¢295-302.

Hamalainen ML. Migraine in children and adolescents: a guide to drug
treatment. CNS Drugs. 2006;20:813—820.

D'Amico D, Moschiano F, Usai S, et al. Treatment strategies in the acute
therapy of migraine: stratified care and early intervention. Neurol Sci.
2006;27(suppl 2):S117-S122.

Cuvellier JC, Joriot S, Auvin S, et al. [Pharmacologic treatment of acute
migraine attack in children]. Arch Pediatr. 2005;12:316-325.

Kan L, Nagelberg J, Maytal J. Headaches in a pediatric emergency
department: etiology, imaging, and treatment. Headache. 2000;40:25-29.

Lewis DW, Qureshi F. Acute headache in children and adolescents
presenting to the emergency department. Headache. 2000;40:200-203.

Lewis DW, Kellstein D, Dahl G, et al. Children's ibuprofen suspension for
the acute treatment of pediatric migraine. Headache. 2002;42:780-786.

Evers S, Rahmann A, Kraemer C, et al. Treatment of childhood
migraine attacks with oral zolmitriptan and ibuprofen. Neurology. 2006;
67:497-499.

Hamalainen ML, Hoppu K, Santavuori P. Sumatriptan for migraine attacks
in children: a randomized placebo-controlled study. Do children with
migraine respond to oral sumatriptan differently from adults? Neurology.
1997;48:1100-1103.

Winner P, Lewis D, Visser WH, et al. Rizatriptan 5 mg for the acute
treatment of migraine in adolescents: a randomized, double-blind,
placebo-controlled study. Headache. 2002;42:49-55.

Visser WH, Winner P, Strohmaier K, et al. Rizatriptan 5 mg for the acute
treatment of migraine in adolescents: results from a double-blind,
single-attack study and two open-label, multiple-attack studies. Headache.
2004;44:891-899.

© 2015 Wolters Kluwer Health, Inc. All rights reserved.

Copyright © 2016 Wolters Kluwer Health, Inc. All rights reserved.



Pediatric Emergency Care o Volume 32, Number 7, July 2016

Use of a Pediatric Migraine Practice Guideline

33. Ahonen K, Hamalainen ML, Eerola M, et al. A randomized
trial of rizatriptan in migraine attacks in children. Neurology. 2006;67:
1135-1140.

34. Rothner AD, Wasiewski W, Winner P, et al. Zolmitriptan oral tablet
in migraine treatment: high placebo responses in adolescents. Headache.
2006;46:101-109.

35. Ueberall MA, Wenzel D. Intranasal sumatriptan for the acute treatment
of migraine in children. Neurology. 1999;52:1507-1510.

36. Winner P, Rothner AD, Saper J, et al. A randomized, double-blind,
placebo-controlled study of sumatriptan nasal spray in the treatment of
acute migraine in adolescents. Pediatrics. 2000;106:989-997.

37. Ahonen K, Hamalainen ML, Rantala H, et al. Nasal sumatriptan is effective
in treatment of migraine attacks in children: A randomized trial.
Neurology. 2004;62:883-887.

38. Winner P, Rothner AD, Wooten JD, et al. Sumatriptan nasal spray in
adolescent migraineurs: a randomized, double-blind, placebo-controlled,
acute study. Headache. 2006;46:212-222.

39. Arora S, Wagner JG, Herbert M. Myth: parenteral ketorolac
provides more effective analgesia than oral ibuprofen. CJEM. 2007;9:
30-32.

40. Lane PL, McLellan BA, Baggoley CJ. Comparative efficacy of
chlorpromazine and meperidine with dimenhydrinate in migraine
headache. Ann Emerg Med. 1989;18:360-365.

41. Kelly AM, Ardagh M, Curry C, et al. Intravenous chlorpromazine versus
intramuscular sumatriptan for acute migraine. J Accid Emerg Med. 1997,
14:209-211.

42. Bell R, Montoya D, Shuaib A, et al. A comparative trial of three agents in
the treatment of acute migraine headache. Ann Emerg Med. 1990;19:
1079-1082.

43. Colman I, Brown MD, Innes GD, et al. Parenteral metoclopramide for acute
migraine: meta-analysis of randomised controlled trials. BMJ. 2004;329:
1369-1373.

44. TIserson KV. Parenteral chlorpromazine treatment of migraine. Ann Emerg
Med. 1983;12:756-758.

45. Kelley NE, Tepper DE. Rescue therapy for acute migraine, part 2:
neuroleptics, antihistamines, and others. Headache. 2012;52:292-306.

© 2015 Wolters Kluwer Health, Inc. All rights reserved.

46.

47.

48.

49.

50.

5L

52.

53.

54.

55.

56.

57.

58.

Trottier ED, Bailey B, Lucas N, et al. Prochlorperazine in children with
migraine: a look at its effectiveness and rate of akathisia. 4m J Emerg Med.
2012;30:456-463.

Vinson DR, Drotts DL. Diphenhydramine for the prevention of akathisia
induced by prochlorperazine: a randomized, controlled trial. Ann Emerg
Med. 2001;37:125-131.

Tura P, Erdur B, Aydin B, et al. Slow infusion metoclopramide does not
affect the improvement rate of nausea while reducing akathisia and sedation
incidence. Emerg Med J. 2012;29:108-112.

Regan LA, Hoffman RS, Nelson LS. Slower infusion of metoclopramide
decreases the rate of akathisia. Am J Emerg Med. 2009;27:475-480.

Parlak I, Erdur B, Parlak M, et al. Intravenous administration of
metoclopramide by 2 min bolus vs 15 min infusion: does it affect the
improvement of headache while reducing the side effects? Postgrad Med J.
2007;83:664-668.

Parlak I, Atilla R, Cicek M, et al. Rate of metoclopramide infusion
affects the severity and incidence of akathisia. Emerg Med J. 2005;22:
621-624.

Vinson DR, Migala AF, Quesenberry CP Jr. Slow infusion for the
prevention of akathisia induced by prochlorperazine: a randomized
controlled trial. J Emerg Med. 2001;20:113-119.

Ziegler DK. Opioids in headache treatment. Is there a role? Neurol Clin.
1997;15:199-207.

Kaiser SV, Asteria-Penaloza R, Vittinghoff E, et al. National Patterns of
Codeine Prescriptions for Children in the Emergency Department.
Pediatrics. 2014;133:e1139-e1147.

Gasche Y, Daali Y, Fathi M, et al. Codeine intoxication associated with
ultrarapid CYP2D6 metabolism. N Engl J Med. 2004;351:2827-2831.

Johansson I, Lundqvist E, Bertilsson L, et al. Inherited amplification of
an active gene in the cytochrome P450 CYP2D locus as a cause of
ultrarapid metabolism of debrisoquine. Proc Natl Acad Sci U S A.
1993;90:11825-11829.

Meyer UA. Pharmacogenetics and adverse drug reactions. Lancet.
2000;356:1667-1671.

Kelly LE, Rieder M, van den Anker J, et al. More codeine fatalities after
tonsillectomy in North American children. Pediatrics. 2012;129:
el1343-e1347.

www.pec-online.com | 439

Copyright © 2016 Wolters Kluwer Health, Inc. All rights reserved.





