POEMs: Patient-Oriented Evidence That Matters

Electronic Nicotine-Delivery Systems Increase
Abstinence in Tobacco Users

CLINICAL QUESTION

For smokers who want to quit, do electronic nicotine-delivery
systems increase the likelihood of abstinence at 6 months?

BOTTOM LINE

Adult smokers who are given e-cigarettes are significantly more
likely to be abstinent at 6 months (number needed to treat
[NNT] = 6 to 8). The study paid for the cost of the e-cigarettes;
therefore, in the real world where patients would have to buy
their own e-cigarettes, the results may be less favorable. (Level
of Evidence = 1b-)

SYNOPSIS

Swiss adults who smoked at least five cigarettes per day and
were interested in quitting were randomized to two groups. The
control group received smoking cessation counseling, which
included cognitive behavior therapy, motivational interviewing,
and shared decision-making for the use of medications that sup-
port smoking cessation, including nicotine replacement therapy
and smoking cessation medications. They also received $50
vouchers that could be used for any purpose. The intervention
group received the same protocol as the control group plus
two e-cigarette starter kits, replacement coils, and e-liquids
containing nicotine, 0 to 19.6 mg (participants could choose
the dose of nicotine they preferred). The groups were similar
at baseline, with a median age of 38 years, a median age of 16
years when they started smoking, a median of 15 cigarettes
smoked per day; 47% of both groups were female. Allocation
to groups was concealed, but it was an open-label trial. A total
of 1,246 participants were randomized, and analysis was by
intention to treat. The primary outcome was biochemically
verified continuous abstinence from tobacco use from the tar-
get quit date to 6 months. This occurred significantly more
often in the intervention group (28.9% vs. 16.3%; absolute dif-
ference = 12.6%; 95% CI, 8% to 17.2%; NNT = 8); however,
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abstinence from any nicotine use was higher in the control
group (33.7% vs. 20.1%; NNT = 8). Not all patients underwent
biochemical verification, but when patients self-reported their
cessation, the quit rates were even higher (38.1% vs. 23.4%;
NNT = 7). Abstinence that was not continuous but had been
present for the past 7 days with biochemical verification was
also greater with the intervention group (39.4% vs. 21.3%;
NNT = 6). More patients in the intervention group reported
absence of cough (41% vs. 34%) and phlegm (62% vs. 51%),
although the differing response rates between the two groups
could have biased these results. Serious adverse events were
uncommon and similar between groups.

Study design: Randomized controlled trial (nonblinded)
Funding source: Government

Allocation: Concealed

Setting: Population-based

Reference: Auer R, Schoeni A, Humair JP, et al. Electronic
nicotine-delivery systems for smoking cessation. N Engl
JMed. 2024;390(7):601-610.

Mark H. Ebell, MD, MS

Similar Rates of Autism With Lamotrigine,
Topiramate, and No Treatment; Rate With
Valproate Is Higher

CLINICAL QUESTION

What are the associated rates of autism diagnosis after prenatal
exposure to topiramate, valproate, or lamotrigine?

BOTTOM LINE

The use of lamotrigine to treat seizure disorders in pregnancy
is not associated with an increase in the diagnosis of autism
among offspring compared with no treatment during preg-
nancy. Topiramate is associated with an increase of about 2
percentage points, and valproate is associated with an increase
of more than 6 percentage points. (Level of Evidence = 2b)

SYNOPSIS

The authors of this study identified pregnancy cohorts in the
Medicaid Analytic eXtract-Transformed Medicaid Statistical
Information System Files 2000-2018 and the Merative Market-
Scan Commercial Claims and Encounters Database 2003-2020.
These databases contain demographic information, diagnoses,
medical procedures performed, and outpatient medications
dispensed. The study cohort (N = 28,952) was restricted to
pregnant patients with an epilepsy diagnosis who were linked
with their offspring. The authors excluded children with chro-
mosomal anomalies and major congenital malformations. The
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key period of exposure to these medications was in the second
half of pregnancy (19 weeks to birth) when synaptogenesis is
high. The unexposed group (8,815 patients) had no dispensing
of seizure medications from 90 days before their last menstrual
period through delivery. Clinical diagnosis of autism spectrum
disorder by 8 years of age was based on claims data. Among
individuals given an epilepsy diagnosis and at least one med-
ication included in the study, 1,030 received topiramate, 800
valproate, and 4,205 lamotrigine. The cumulative incidence of
autism was 1.9% for children with no exposure to antiseizure
medications in the full population. For children whose mother
had a diagnosis of a seizure disorder, the rate of autism diagno-
sis was 4.2% in unexposed children, 4.1% in those exposed to
lamotrigine, 6.2% in those exposed to topiramate, and 10.5%
in those exposed to valproate. Secondary analyses regarding
topiramate showed no gradient based on dosage or duration of
exposure or analysis of any diagnosis other than seizure disorder
(similar to lamotrigine). Valproate did show a dose-response
gradient, although without precise estimates.

Study design: Cohort (retrospective)
Funding source: Government
Setting: Population-based

Reference: Hernéndez-Diaz S, Straub L, Bateman BT, et
al. Risk of autism after prenatal topiramate, valproate, or
lamotrigine exposure. N Engl J Med. 2024,;390(72):1069-1079.
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Five Days of Antibiotic Treatment Is an Option
for Children 3 Months to 5 Years of Age With
Uncomplicated but Febrile UTI

CLINICAL QUESTION

For febrile children with a urinary tract infection (UTTI), is
5 days of treatment as effective as 10 days of treatment for
resolving symptoms and preventing recurrence?

BOTTOM LINE

In children 3 months to 5 years of age who are febrile and have
an uncomplicated UTT, 5 days of antibiotic treatment results
in similar resolution of symptoms and 30-day recurrence rates
as 10 days of treatment. (Level of Evidence = 1b)

SYNOPSIS

The study enrolled 142 children, 3 months to 5 years of age,
who were febrile with signs of uncomplicated UTT and pre-
sented to one of five emergency departments. Thirteen per-
cent of the participants had vesicoureteral reflux. The children
were randomized, using concealed allocation, to receive oral
amoxicillin/clavulanate for 5 days or 10 days. Randomization
occurred after 3 to 4 days of therapy, when culture results were
known, so that investigators could balance the two groups
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with regard to non—Escherichia coli causes. The study used a
noninferior approach to determine whether 5 days of treat-
ment produces worse results than 10 days of therapy. Using
intention-to-treat analysis, resolution of symptoms occurred
in more than 90% of participants in both groups, and the
need for further antibiotic therapy was similar in both groups.
Recurrence within 30 days occurred in 2.8% of children with
5 days of treatment and 14.3% of children with 10 days of
treatment. Adverse events were reported in a small number of
participants in both groups.

Study design: Randomized controlled trial (nonblinded)
Funding source: Government

Allocation: Concealed

Setting: Emergency department

Reference: Montini G, Tessitore A, Console K, et al.; STOP
Trial Group. Short oral antibiotic therapy for pediatric febrile
urinary tract infections: a randomized trial. Pediatrics. 2024;
153(1):e2023062598.
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Cognitive Enhancers Significantly Improve
Mini-Mental State Examination Score in
Patients With Alzheimer Dementia

CLINICAL QUESTION

What are the safest and most effective cognitive enhancers for
patients with different stages of Alzheimer dementia?

BOTTOM LINE

The study found much larger improvements in the Mini-
Mental State Examination (MMSE) score (some that exceed the
minimal clinically important difference [MCID]) with older
drugs. For patients with mild to moderate dementia, donepe-
zil (Aricept) or transdermal rivastigmine (Exelon) is the best
initial choice; for patients with moderate to severe dementia,
the combination of donepezil and memantine is most effec-
tive. Although new anti-amyloid monoclonal antibodies slow
the decline of Alzheimer dementia, they do not come close to
achieving clinically meaningful change in the MCID after 18
to 24 months. (Level of Evidence = 1a-)

SYNOPSIS

Cognitive enhancers are in an older category of medica-
tion intended to improve function in patients with Alzhei-
mer dementia; these include three cholinesterase inhibitors
(galantamine [Razadyne], donepezil, rivastigmine) and the
N-methyl-pD-aspartate receptor antagonist memantine. The
authors of this network meta-analysis identified 80 random-
ized trials with 21,138 patients for aggregate meta-analysis.
They were able to obtain individual patient data for 12 tri-
als. Studies had to report the change in the MMSE score as
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the primary benefit outcome. The MCID is the minimum
change that a patient or caregiver would be likely to notice;
the authors used 1.4 points for the MMSE, although others
have used a range of 1 to 3 points. The authors report the
results in several different ways, but the findings were gen-
erally consistent. Most studies enrolled patients with mild to
moderate (n = 44) or moderate to severe (n = 11) dementia. For
the overall analysis, donepezil (mean difference [MD] = 1.41
points; 95% CI, 0.51 to 2.32) and donepezil plus memantine
(MD = 2.57 points; 95% CI, 0.07 to 5.07) had improvements
that exceeded the MCID. For studies of mild to moderate
dementia, donepezil significantly improved the MMSE score
(MD = 1.68 points; 95% CI, 0.31 to 3.06), and transdermal
rivastigmine showed a larger improvement (MD = 2.74; 95%
CI, —0.68 to 6.16). The latter was not statistically significant
but had the highest probability of being the most effective
based on the P value (the P value is the probability that a
given therapy is likely to be the most effective). For studies of
moderate to severe dementia, the combination of donepezil
plus memantine was most effective (MD = 2.49; 95% CI,
1.55 to 3.44). Donepezil (MD = 1.31 points) and memantine
(MD = 0.69 points) also significantly improved the MMSE
score, but the change did not exceed the MCID. In terms of

harms, oral rivastigmine significantly worsened the MMSE
score for patients with moderate to severe dementia and shared
the worst adverse event profile with donepezil, although con-
fidence intervals were wide. Most studies were relatively short
in duration (most commonly 24 weeks), and these drugs are
not known to affect the progression of the disease.

Study design: Meta-analysis (randomized controlled trials)
Funding source: Government

Allocation: Unknown

Setting: Various (meta-analysis)

Reference: Veroniki AA, Ashoor HM, Rios P, et al. Comparative
safety and efficacy of cognitive enhancers for Alzheimer’s
dementia: a systematic review with individual patient data
network meta-analysis. BMJ Open. 2022,12(4):e053012.

Mark H. Ebell, MD, MS

Editor's Note: Dr. Ebellis 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. B
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