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IMPORTANCE:

Low back pain (LBP) is responsible for more than 2.5 million visits to US emergency departments
(EDs) annually. These patients are usually treated with nonsteroidal anti-inflammatory drugs,
acetaminophen, opioids, or skeletal muscle relaxants, often in combination.

OBJECTIVE:

To compare functional outcomes and pain at 1 week and 3 months after an ED visit for acute LBP
among patients randomized to a 10-day course of (1) naproxen + placebo; (2)



naproxen + cyclobenzaprine; or (3) naproxen + oxycodone/acetaminophen.

DESIGN, SETTING, AND PARTICIPANTS:

This randomized, double-blind, 3-group study was conducted at one urban ED in the Bronx, New
York City. Patients who presented with nontraumatic, nonradicular LBP of 2 weeks' duration or
less were eligible for enrollment upon ED discharge if they had a score greater than 5 on the
Roland-Morris Disability Questionnaire (RMDQ). The RMDQ is a 24-item questionnaire commonly
used to measure LBP and related functional impairment on which 0 indicates no functional
impairment and 24 indicates maximum impairment. Beginning in April 2012, a total of 2588
patients were approached for enrollment. Of the 323 deemed eligible for participation, 107 were
randomized to receive placebo and 108 each to cyclobenzaprine and to
oxycodone/acetaminophen. Follow-up was completed in December 2014.

INTERVENTIONS:

All participants were given 20 tablets of naproxen, 500 mg, to be taken twice a day. They were
randomized to receive either 60 tablets of placebo; cyclobenzaprine, 5 mg; or oxycodone, 5
mg/acetaminophen, 325 mg. Participants were instructed to take 1 or 2 of these tablets every 8
hours, as needed for LBP. They also received a standardized 10-minute LBP educational session
prior to discharge.

MAIN OUTCOMES AND MEASURES:

The primary outcome was improvement in RMDQ between ED discharge and 1 week later.
RESULTS:

Demographic characteristics were comparable among the 3 groups. At baseline, median RMDQ
score in the placebo group was 20 (interquartile range [IQR],17-21), in the cyclobenzaprine
group 19 (IQR,17-21), and in the oxycodone/acetaminophen group 20 (IQR,17-22). At 1-week
follow-up, the mean RMDQ improvement was 9.8 in the placebo group, 10.1 in the
cyclobenzaprine group, and 11.1 in the oxycodone/acetaminophengroup. Between-group
difference in mean RMDQ improvement for cyclobenzaprine vs placebo was 0.3 (98.3% CI, -2.6 to
3.2; P=.77), foroxycodone/acetaminophen vs placebo, 1.3 (98.3% CI, -1.5 to 4.1; P =.28), and for
oxycodone/acetaminophen vs cyclobenzaprine, 0.9 (98.3% CI, -2.1 to 3.9; P = .45).
CONCLUSIONS AND RELEVANCE:

Among patients with acute, nontraumatic, nonradicular LBP presenting to the ED, adding
cyclobenzaprine oroxycodone/acetaminophen to naproxen alone did not improve functional
outcomes or pain at 1-week follow-up. These findings do not support use of these additional
medications in this setting.
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1. Number of patients 107 started on naproxen plus placebo; 108 started on Naproxen plus Cyclobenzaprine and 108

starting each arm of the  started on Naproxen plus oxycodone/acetaminophen combo

study?

2. Main characteristics of Setting was an urban ER in the Bronx. Inclusion criteria: adults ages 21 to 64 coming into

study patients

an ER for treatment of acute low back pain defined as pain under the scapula to the upper

(inclusions, exclusions, gluteal folds havnig received a diagnosis of nontraumatic, nonradicular musculoskeletal back
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Roland-Morris Disability Questionnaire (RMDQ).

Exclusion criteria: radicular pain, direct trauma to the back within the last month, pain lasting
>2 weeks, >1 episode of back pain in a month, pregnanct, lactating, allergic to the intervention
meds and chronic opioid use

3. Intervention(s) being combinations of : Naproxen plus placebo vs. Naproxen plus cyclobenzaprine vs.
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naproxen plus oxycodone/acetaminophen for the relief of pain and improvement in
function
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nothing?

5. Length of follow up? 1 week after d/c from ER and 3 months after d/c from ER
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improvement in Roland-Morris Disability Questionnaire (RMDQ) which is a 24 item
questionnaire that meaures functional impairment and low back pain, between ER d/c and 1
week later.

Atbaseline, median RMDQ score in the placebo group was 20(interquartilerange[IQR],17-21),
in the cyclobenzaprine group19(1QR,17-21), and in the oxycodone/acetaminophen group 20
(IQR,1722). At 1-weekfollow-up, the mean RMDQ improvement was 9.8 in the placebo
group, 10.1 in the cyclobenzaprine group, and 11.1 in the oxycodone/acetaminophen group.
Between-group difference in mean RMDQ improvement for cyclobenzaprine vs placebo was
0.3 (98.3%CIL—2.6 to 3.2;P=.77), for oxycodone/acetaminophen vs placebo,1.3
(98.3%CI,—1.5t04.1;P=.28), and for oxycodone/acetaminophen vs cyclobenzaprine, 0.9
(98.3%CI1,—2.1t03.9;P=.45).

Drowsiness, dizziness, stomach irritation and N/V were reported among all three groups but
highest aomng the oxycodone-acetaminophen group
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Addition of cyclobenzaprine or oxycodone/acetaminophen to naproxen does not
improve pain in patients with acute nontraumatic, nonradicular low back pain (level 1
[likely reliable] evidence)

Title. Acute Low Back Pain Author. Fatima Stanford In;: DynaMed [database online].
Available at: www.DynamicMedical.com Last updated: November 2015.
Accessed Jan 2016

addition of cyclobenzaprine or oxycodone/acetaminophen to naproxen does not
improve pain in patients with acute nontraumatic, nonradicular low back pain (level 1
[likely reliable] evidence)

The combination of a muscle relaxant and an NSAID provided the most effective
symptom relief at one week in an observational study of over 200 patients seen for
their first episode of back pain [35]. Subsequent randomized trial results have been
mixed: a trial that compared the use of cyclobenzaprine alone or in combination with
ibuprofen (1200 mg or 2400 mg daily dose) found similar outcomes for the treatment
groups [36], as did a trial comparing naproxen alone (500 mg twice daily) with
naproxen plus cyclobenzaprine [37],while a trial comparing aceclofenac 100 mg twice
daily with or without addition of tizanidine 2 mg twice daily found improved pain
relief and decreased functional impairment with combination therapy [38].

Always use Basow DS as editor & current year as publication year.

Title. Treatment of acute low back painAuthor. Knight et al In: UpToDate [database
online]. Available at: http://www.uptodate.com. Last updated: Nov 7, 2015.
Accessedjan 2016

Evidence is mixed whether a naproxen plus muscle relaxant is effective

& Four interventions w/ adequate data:
0 Analgesics:
Less pain that placebo in chronic back pain over 10 weeks
0 Herbal medicine:
Less pain than placebo in acute back pain over one week
0 Muscle relaxants:
Less pain than placebo in acute back pain over one week
0 NSAIDs:
Less pain than placebo in both acute and chronic pain over average of six week
Author. Title. In: PEPID [database online]. Available at:

http://www.pepidonline.com. Last updated: June 2014. Accessed]an 2015

1. Do you recommend that PEPID get updated on this topic?

X Yes, there is important evidence or recommendations that are missing
] No, this topic is current, accurate and up to date.

If yes, which PEPID Topic, Title(s):

2. Is there an EBM Inquiry (HelpDesk Answers and Clinical Inquiries) as indicated
by the EB icon (&) that should be updated on the basis of the review?

X Yes, there is important evidence or recommendations that are missing

] No, this topic is current, accurate and up to date.

If yes, which Evidence Based Inquiry(HelpDesk Answer or Clinical Inquiry), Title(s):


http://www.dynamicmedical.com/
http://www.uptodate.com/
http://www.pepidonline.com/
http://www.pepidonline.com/

12. Bottom line
recommendation or
summary of evidence from
Other Sources (1-2
sentences)
SECTION 4: Conclusions
[to be completed by the Potential PURL Reviewer]
[to be revised by the Pending PURL Reviewer as needed]

1. Validity: How well does the  Give one number on a scale of 1 to 7

study minimize sources of (1=extremely well; 4=neutral; 7=extremely poorly)
internal bias and maximize 1 X2 I3 4 5 [e 7

internal validity?

2.1f 4.1 was coded as 4, 5, 6,

or 7, please describe the

potential bias and how it could
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for implementing an
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