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versus Other Oral Analgesic Agents for Acute Soft Tissue Injury
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Importance of the Topic

Acute soft tissue injuries like
sprains, strains, and contu-
sions are common injuries

that often require medical attention. A
population-based study in the United
Kingdom showed that the incidence of
ankle sprains presenting to emergency
departments was 53 to 60 per 10,000
[1]. There were 12.5 million emer-
gency department visits for strains,
sprains, contusions, and superficial
soft tissue injuries in the United States

in 2010 [5], leading to USD 25 billion
in medical costs and USD 31.5 billion
in work loss costs [5]. Although minor
soft tissue injuries resolve with non-
surgical care, some severe ones can
require surgery, while others can re-
sult in long-term morbidity and per-
sistent pain. For example, up to
30% of ankle sprains will develop
chronic instability [11], and 13% of
ankle osteoarthritis is attributable to
ligament damage [12]. This highlights
the importance of effective, early
management.

Many patients with soft tissue in-
juries receive opioid pain medications.
For example, a 2018 population-based
study [8] found that 25% of opioid-
naı̈ve patients with ankle sprains re-
ceive an opioid prescription. However,
this practice is under increased scrutiny
lately because of the risk of addiction. A
recent review of 14 studies with
13,263,393 participants found that 6%
of patients prescribed opioids for an
acute musculoskeletal injury develop
persistent opioid use [10]. The preva-
lence increased to 27% among injured
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patients receiving workers compensa-
tion benefits, Veterans Affairs claim-
ants, or patient populations with high
rates of concurrent substance use dis-
order [10]. One in five patients on
chronic opioid therapy started with an
opioid prescription from an orthopaedic
surgeon [3]. It is important to establish
which interventions for acute injuries
are most likely to show a high net
benefit, that is, good effectiveness for
reducing pain and improving function,
but a low risk of causing harm. This
Cochrane review by Jones et al. [9]
compared the benefits and harms of oral
NSAIDs versus other pain medications
like opioids for acute soft tissue injuries.

Upon Closer Inspection

This review included 20 randomized
studies with 3305 patients, mostly with
ankle or wrist sprains [9]. The authors
found no difference between opioids
and oral NSAIDs in terms of reducing
pain in the short-term (moderate cer-
tainty evidence), nor did they find a
difference in pain relief between
NSAIDs and acetaminophen (high cer-
tainty evidence). However, the authors
found a higher risk of gastrointestinal
and neurological adverse events in the
opioid group compared with NSAIDs
(moderate certainty evidence), and
slightly fewer gastrointestinal adverse
effects with acetaminophen compared
with NSAIDs (low certainty evidence).
Additionally, they found NSAIDs may
be superior to opioids for return to
function after injury (low certainty
evidence).

The results of this Cochrane review
are consistent with another recent sys-
tematic review and network meta-
analysis, which examined the manage-
ment of acute non–lower back muscu-
loskeletal injuries [2]. This 2020 review
of 207 randomized clinical trials (for a

total enrollment of 32,959 patients)
explored all therapeutic options for
non–lower back acute musculoskeletal
injuries and found that topical NSAIDs,
followed by oral NSAIDs and acet-
aminophen (with or without diclofenac),
had the most favorable harm-benefit ra-
tio. Compared with placebo, tramadol
failed to achieve important benefits and
opioids caused more adverse events.
Both the Cochrane review and the net-
work meta-analysis results demonstrate
that opioids fail to achieve important
benefits beyond interventions with less
harm and provide compelling reasons to
avoid prescribing opioids in the setting
of acute non–lower back musculoskele-
tal injury [2].

One limitation of the trials included
in the Cochrane review is that six of the
20were at high risk of bias for selective
outcome reporting, meaning that the
studies failed to report prespecified
outcomes or selectively reported
harms. This is important because se-
lective outcome reporting can make a
treatment look more effective or less
harmful than it is [6]. In particular, the
authors identified that one of the in-
cluded studies was industry-funded
and reported fewer harms [7] than did
other studies in the review. It is likely
that not all adverse effects were cap-
tured, and therefore we do not have a
full picture of the harms associated
with these pain medications. Research
on pain management in orthopaedics
should prespecify all patient-important
outcomes, with consideration of both
benefits and harms, and fully report all
prespecified outcomes.

Take-home Messages

This Cochrane review found no differ-
ences among oral NSAIDs, acetamino-
phen, and opioids in terms of reducing
short-term pain from acute soft tissue

injuries; however, opioids produced the
greatest harms. Given these major find-
ings, and that of another recent system-
atic review and network meta-analysis
[2], orthopaedic surgeons should gener-
ally avoid prescribing opioids for pa-
tients with acute soft tissue injuries in
favor of NSAIDs, acetaminophen, or
nonpharmacological approaches like
rest, ice, compression, and elevation
(known as RICE). The Canadian
Orthopaedic Association has released a
position statement that strongly encour-
ages orthopaedic surgeons to consider
nonpharmacological strategies and non-
opioid pain medications before opioids
when managing acute pain [4].
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