POEMs

Patient-Oriented Evidence That Matters

Oseltamivir Does Not Reduce the Likelihood
of Hospitalization in Adults

Clinical Question

Does oseltamivir reduce the likelihood of hospitalization in
adults with influenza?

Bottom Line

There is no evidence that oseltamivir reduces the likelihood
of hospitalizations in adults with influenza, even in high-
risk or older patients; however, it has relatively common and
nonserious harms. (Level of Evidence = 1a)

Synopsis

In 2012, a meta-analysis reported on published and
unpublished studies of oseltamivir. It was less effective
than what was reported in the published trials in terms of
mean reduction of symptom duration (only 21 hours), it
did not reduce the likelihood of complications once acute
bronchitis was excluded as a complication, and there was
no difference in the likelihood of complications (1.3% for
oseltamivir vs. 1.2% for placebo). In 2014, these findings
were largely confirmed by a similar meta-analysis; how-
ever, two industry-sponsored analyses found a reduction in
hospitalizations with oseltamivir. This study is an updated
meta-analysis of randomized trials that compared osel-
tamivir with placebo for the outcome of hospitalization.
The authors identified 15 randomized trials (including six
studies that have been published since 2014) with a total of
6,166 participants confirmed to have influenza and random-
ized to receive oseltamivir or placebo. The patients’ mean
age was 45.3 years, and 54% were female. The studies were
performed in outpatient or primary care settings. Patients
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who received oseltamivir were not less likely to be hospi-
talized (relative risk [RR] = 0.79; 95% CI, 0.48 to 1.29; risk
difference = —0.17%; 95% CI, —0.23% to 0.48%), and this
finding had good homogeneity (I* = 0%). Oseltamivir did
not reduce hospitalizations in older patients (RR = 1.01; 95%
CIL 0.21 to 4.90) or high-risk patients (RR = 0.65; 95% CI,
0.33 to 1.28). The authors also analyzed harms and found
increases in nausea (number needed to harm = 9) and vom-
iting (number needed to harm = 6), with no effect on cardio-
vascular, neurologic, or psychiatric events.

Study design: Meta-analysis (randomized controlled trials)
Funding source: Self-funded or unfunded

Setting: Outpatient (any)

Reference: Hanula R, Bortolussi-Courval E, Mendel A, et al.
Evaluation of oseltamivir used to prevent hospitalization in
outpatients with influenza: a systematic review and meta-

analysis [published correction appears in JAMA Intern Med.
2024,184(1):121]. JAMA Intern Med. 2024,184(1):18-27.
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Consider a Formal Exercise Prescription as Initial
Therapy for Patients With Symptoms of Depression

Clinical Question

Is exercise an effective treatment for patients with symptoms
of depression?

Bottom Line

Prescribing a specific exercise program, whether aerobic or
strength training, produces a clinically meaningful result
in patients with depression. The advice cannot be simply to
exercise more but should be a prescription, similar to a med-
ication prescription, that specifies the frequency, intensity,
duration, and type of exercise. (Level of Evidence = la-)

Synopsis

The authors conducted this network meta-analysis using
PRISMA guidelines. They identified randomized trials
with an exercise arm by searching five databases, including
Cochrane Central, and found 218 studies (N = 14,170) that
included patients with mild to severe depression. Most of the
studies were unmasked, which (combined with other bias
risks) led the authors to judge the risk of bias to be high for
almost 60% of the studies. There was no evidence of publi-
cation bias. Simple counseling on physical exercise or giving
participants a choice of frequency, intensity, type, or time
for exercise did not produce a clinically important benefit.
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However, many prescribed exercise interventions, including
dance classes, walking or jogging, yoga, and strength train-
ing, produced a clinical benefit vs. other active treatments.
Higher-intensity exercise was associated with greater bene-
fit. There may be an expectancy bias (a type of placebo effect)
that could explain the results.

Study design: Meta-analysis (randomized controlled trials)
Funding source: Self-funded or unfunded

Setting: Various (meta-analysis)

Reference: Noetel M, Sanders T, Gallardo-Gomez D, et al.
Effect of exercise for depression: systematic review and net-

work meta-analysis of randomised controlled trials. BMJ.
2024;384:€075847.
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Canadian Thoracic Society Guidelines
for Pharmacotherapy for Stable Chronic
Obstructive Pulmonary Disease

Clinical Question

What are the best pharmacologic therapies for patients with
different severity levels of stable chronic obstructive pulmo-
nary disease (COPD)?

Bottom Line

These guidelines recommend stepping up from long-acting
muscarinic antagonists (LAMAs) or long-acting beta, ago-
nists (LABAs) to a LAMA/LABA combination, and then to
a LAMA/LABA/inhaled corticosteroid (ICS) combination
as the severity and number of acute exacerbations increases.
(Level of Evidence = 1a)

Synopsis

The guideline from the Canadian Thoracic Society pro-
vides clear, actionable guidance for primary care physicians
regarding the management of COPD. Its strengths include
an evidence-based methodology, including systematic
reviews and meta-analyses, to inform recommendations and
evidence grading. Its limitations include the large number of
financial and other conflicts of interests among panel mem-
bers and the inclusion of only one primary care physician
and one pharmacologist on the 16-member panel. The sys-
tematic reviews were organized around three outcomes: alle-
viating symptoms, reducing the risk of acute exacerbations,
and reducing mortality. The panelists assessed severity based
on the validated COPD Assessment Test (CAT; range = 0 to
40) and assessed dyspnea via the modified Medical Research
Council (mMRC) scale: 1 = shortness of breath when hur-
rying on level ground or walking up a slight hill; 2 = walk-
ing slower because of shortness of breath or having to stop
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to catch breath; 3 = having to stoop after walking approxi-
mately 100 meters or after a few minutes; and 4 = too short of
breath to leave the house.

The guideline had several key recommendations.
Patients should use a short-acting bronchodilator, such as
albuterol, as needed, whereas an ICS should never be used
as monotherapy. For patients with mild COPD (defined
as a CAT score of less than 10, an mMRC score of 1, a low
symptom burden, and forced expiratory volume in 1 sec-
ond [FEV ] of at least 80%), a LAMA or LABA is recom-
mended. Patients with moderate to severe COPD (defined
as a CAT score of at least 10, an mMRC score of 2 or
more, and FEV, of less than 80%) are stratified based on
their risk of acute exacerbations and, therefore, mortality.
Those at low risk of acute exacerbations (i.e., no more than
one moderate acute exacerbation in the past year) should
receive a combined LAMA/LABA and, if needed, progress
to a LAMA/LABA/ICS combination, preferably in a single
inhaler (number needed to treat [NNT] = 4 at 1 year to pre-
vent one moderate to severe exacerbation but with a higher
risk of pneumonia; number needed to harm = 33). Those at
high risk of acute exacerbations (i.e., at least two moderate
or one severe exacerbation in the past year) should be given
a combined LAMA/LABA/ICS because it has been shown
to reduce mortality. Additional medications may be con-
sidered if the patient remains symptomatic and can include
prophylactic macrolide antibiotics, phosphodiesterase-4
inhibitors (e.g., roflumilast [Daliresp]), and mucolytic
agents (N-acetylcysteine). The recommendation regarding
macrolides should include a warning that they have been
shown to reduce exacerbations (NNT = 8) but not hospital-
izations and can cause hearing loss and QT elongation with
prolonged use.

Study design: Practice guideline
Funding source: Foundation
Setting: Outpatient (any)

Reference: Bourbeau J, Bhutani M, Hernandez P, et al. 2023
Canadian Thoracic Society guideline on pharmacotherapy in
patients with stable COPD. Chest. 2023:164(5):1159-1183.
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Baseline Urate Level in Adults With History
of Acute Gout Is Associated With the Risk
of Subsequent Gout Flare-ups

Clinical Question

Is a baseline serum urate level in adults with a history of
acute gout accurate for predicting the risk of subsequent
gout flare-ups?
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Bottom Line

In patients with a history of gout, higher serum urate levels
at baseline are associated with an increased risk of subse-
quent gout flare-ups and rates of hospitalization for recur-
rent gout. (Level of Evidence = 2b)

Synopsis

The investigators analyzed data from multiple registries in
the United Kingdom from 2006 to 2010 that linked adults
(n = 3,613) with a history of gout and baseline serum urate
levels to the subsequent risk of recurrent gout flare-ups.
Recurrent gout flare-ups included hospitalization with gout
or a diagnosis of new acute gout episodes in primary care
with a prescription issued on the same day for corticosteroids,
colchicine, or nonsteroidal anti-inflammatory drugs. Over a
mean follow-up of 8.3 years, 1,773 new episodes of gout were
treated in primary care or during hospitalization. More than
95% of recurrent gout flare-ups occurred in patients with
baseline serum urate levels of 6 mg per dL (0.36 mmol per L)
or greater. Baseline serum urate levels were associated with
recurrent acute gout in a graded manner. Rates of acute gout
flare-ups per 1,000 person-years were 10.6 for patients with

baseline urate levels of less than 6 mg per dL; 40.1 for levels
of 6.0 to 6.9 mg per dL (0.36 to 0.41 mmol per L); 82.0 for
levels of 7.0 to 7.9 mg per dL (0.42 to 0.47 mmol per L); 101.3
for levels of 8.0 to 8.9 mg per dL (0.48 to 0.53 mmol per L);
125.3 for levels of 9.0 to 9.9 mg per dL (0.54 to 0.59 mmol per
L); and 132.8 for levels of 10 mg per dL (0.59 mmol per L) or
greater. Rates of hospitalization were similarly related in a
graded manner to baseline serum urate levels.

Study design: Cohort (retrospective)

Funding source: Government

Setting: Outpatient (any)

Reference: McCormick N, Yokose C, Challener GJ, et al. Serum
urate and recurrent gout. JAMA. 2024,;331(5):417-424.
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Editor's Note: Dr. ebeltis deputy editor for evidence-
based medicine for AFP and cofounder and editor-in-chief
of Essential Evidence Plus, published by Wiley-Blackwell. Dr.
Shaughnessy is an assistant medical editor for AFP. &
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