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— Introduction, Methods, Results and Discussion
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More informative abstracts revisited.
Ann Intern Med 1990;113(1):69-76
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= Introduction, Methods, Results and Discussion
(IMRAD)

Singh BN et al. Amiodarone versus sotalol for atrial fibrillation. N Engl J Med.
2005 May 5;352(18):1861-72.

BK CKGROUND: The optimal pharmacologic means to restore and maintain sinus
rhythm in patients with atrial fibrillation remains controversial.
METHODS: In this double-blind, placebo-controlled trial, we randomly assigned 665

patients who were receiving anUcoaguIants and had persistent atrial fibrillation to receive
amiodarone (267 patients), sotalol (261 patients), or placebo (137 patients) and

monitored them for 1 to 4.5 years. The primary end point was the time to recurrence of
atrial fibrillation beginning on day 28, determined by means of weekly transtelephonic

monitoring.

RESULTS: Spontaneous conversion occurred in 27.1 percent of the amiodarone group,
24.2 percent of the sotalol group, and 0.8 percent of the placebo group, and direct-
current cardioversion failed in 2/.7 percent, 26.5 percent, and 32.1 percent, respectively.
The median times to a recurrence of atrial fibrillation were 487 days in the amiodarone
group, 74 days in the sotalol group, and 6 days in the placebo group according to
Intention to treat and 809, 209, and 13 days, respectively, according to treatment
received. Amiodarone was superior to sotalol (P<0.001) and to placebo (P<0.001), and
sotalol was superior to placebo (P<0.001). In patients with ischemic heart disease, the
median time to a recurrence of atrial fibrillation was 569 days with amiodarone therapy
and 428 days with sotalol therapy (P=0.53). Restoration and maintenance of sinus
rhythm significantly improved the quality of life and exercise capacity. There were no
significant differences in major adverse events among the three groups.
CONCLUSIONS: Amiodarone and sotalol are equally efficacious in converting atrial
fibrillation to sinus rhythm. Amiodarone is superior for maintaining sinus rhythm, but
both drugs have similar efficacy in patients with ischemic heart disease. Sustained sinus
rhythm is associated with an improved quality of life and improved exercise performance.
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Lindholt JS, et al. Screening for abdominal aortic aneurysms: single centre

randomised controlled triaﬁ BMJ. 2005 Apr 2;330(7494):750. Epub 2005 Mar 9.

‘OLJECTIVE: To determine whether screening Danish men aged 65 or more for
abdominal aortic aneurysms reduces mortality.

DESIGN: Single centre randomised controlled trial.

SETTING: All five hospitals in Viborg County, Denmark.

PARTICIPANTS: All 12,639 men born during 1921-33 and living in Viborg County. In
1994 we included men born 1921-9 (64-73 years). We also included men who became 65
during 1995-8.

INTERVENTIONS: Men were randomised to the intervention group éscreening by
abdominal ultrasonography) or control group. Participants with an abdominal aortic
aneurysm > 5 cm were referred for surgical evaluation, and those with smaller aneurysms
were offered annual scans.

OUTCOME MEASURES: Specific mortality due to abdominal aortic aneurysm, overall
mortality, and number of planned and emergency operations for abdominal aortic
aneurysms.

RESULTS: 4860 of 6333 men were screened (attendance rate 76.6%). 191 (4.0% of
those screened) had abdominal aortic aneurysms. The mean follow-up time was 52
months. The screened group underwent 75% (95% confidence interval 51% to 91%)
fewer emergency operations than the control group. Deaths due to abdominal aortic
aneurysms occurred in nine patients in the screened group and 27 in the control group.
The number needed to screen to save one life was 352. Specific mortality was
significantly reduced by 67% (29% to 84%). Mortality due to non-abdominal aortic
anehurysms was non-significantly reduced by 8%. The benefits of screening may increase
with time. 10
CONCLUSION: Mass screening for abdominal aortic aneurysms in Danish men aged 65
or more reduces mortality.
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structured abstracts of original research
articles in the British Medical Journal, the
Canadian Medical Association Journal and the

Journal of the American Medical Association.
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Table 1. Key Information Needed by Clinicians for Se-
lecting Articles of High Relevance and Quality

Original Articles
I. Objective: the exact question(s) addressed by the article

2. Design: the basic design of the study
3. Setting: the location and level of clinical care Haynes RB, et al
4. Patients or participants: the manner of selection and - F=
number of patients or participants who entered and More informative
completed the study abstracts
. Interventions: the exact treatment or intervention, if any revisited.
. Main outcome measures: the primary study outcome Ann Intern Med.
measure as planned before data collection began ) _
. Results: the key findings 1990;113:69-76.
. Conclusions: key conclusions including direct clinical
applications
Review Articles
. Purpose: the primary objective of the review article
. Data sources: a succinct summary of data sources
. Study selection: the number of studies selected for
review and how they were selected
. Data extraction: rules for abstracting data and how they
were applied
. Results of data synthesis: the methods of data synthesis
and key results '
. Conclusions: key conclusions, including potential appli-
cations and research needs
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Long-term weight loss with sibutramine: a
randomized controlled trial.
JAMA 2001;286(11):1331-9

ONTEXT Treatment of obesity requires long-term therapy, which can be
hampered by difficulties in achieving patient compliance. The effectiveness of
sibutramine hydrochloride in treating obesity has been shown in randomized
controlled trials.

OBJECTIVE: To compare the effectiveness of 2 distinct sibutramine regimens with
each other and with placebo for weight reduction among obese persons. DESIGN:
Randomized, double-blind, parallel-group placebo-controlled trial from April 1997 to

September 1998. SETTING: One hundred eight private practices and 3 outpatient
departments of university hospitals in Germany.

PATIENTS: A total of 1102 obese adults (body mass index, 30-40 kg/m(2)) entered
the 4-week open-label run-in period with 15 mg/d of sibutramine, 1001 of whom had
weight loss of at least 2% or 2 kg were randomized into the 44-week randomized
treatment period.

INTERVENTIONS: Patients were randomly assigned to receive 15 mg/d of
sibutramine continuously throughout weeks 1-48 (n = 405); 15 mg/d of sibutramine
intermittently during weeks 1-12, 19-30, and 37-48, with placebo during all other
weeks (n = 395); or placebo for weeks 5-48 (n = 201).

MAIN OUTCOME MEASURE: Weight loss during the randomized treatment
period, compared among all 3 groups.




m RESULTS: Mean weight loss in the intention-to-treat population during
the 44-week randomized treatment period was 3.8 kg (4.0%) in patients
receiving continuous therapy (95% confidence interval [CI], - 4.42 to - 3.20

g) and was 3.3 kg (3.5%) in patients receiving intermittent therapy (95%

5 =3.96 to - 2.66 kg), vs a mean weight gain of 0.2 kg (0.2%) (95% CI, -
0.60 to 0.94 kg) in patients receiving placebo. Therapeutic equivalence of the
2 active treatments could be shown. Although there was a greater weight
loss in the continuous than in the intermittent group, this difference was
nonsignificant (P =.28) and the 95% ClIs were within the predefined range of
therapeutic equivalence-0 +/-1.5 kg (-1.37 to 0.28 for the intent-to-treat
population). Overall weight loss during the 48-week period was 7.9 kg and
7.8 kg in the continuous and intermittent groups, respectively, but was 3.8
kg in the sibutramine run-in placebo group. Waist circumference reduction,
triglyceride levels, and high-density lipoprotein cholesterol concentrations
were also positively influenced by sibutramine treatment. Systolic and
diastolic blood pressures were stable across all 3 groups. Overall, adverse
events occurred at similar frequencies across all treatment groups, but the
proportion was lowest in the group receiving intermittent therapy.

m CONCLUSIONS: sibutramine, administered for 48 weeks to a typically
obese population, results in clinically relevant weight loss compared with
placebo. Regarding effectiveness, continuous and intermittent sibutramine
therapies are equivalent and the safety profiles for both treatments are

comparable. (427 words)




Continuous and intermittent sibutramine
were equally effective at 44 weeks for
reducing weight in obese persons

m ACP Journal Club. 2002 Mar-Apr;136:49.

s Wirth A, Krause J. Long-term weight loss with
sibutramine: a randomized controlled trial.
JAMA. 2001 Sep 19;286:1331-9.

m Question

— In obese persons, is sibutramine effective for reducing
weight?

26




m Design

— Randomized (allocation concealed™), blinded (investigators
and patients),* placebo-controlled trial with 44-week follow-
up after randomization.

etting

— 108 private practices and 3 hospital outpatient departments in
Germany.

m Patients

— 1001 patients who were 18 to 65 years of age (mean age 43 vy,
77% women), had a body mass index (BMI) of 30 to 40
kg/m2, and had 1 previous unsuccesstul attempt at losing
weight by using dietary measures. Exclusion criteria were
serious cardiovascular or metabolic diseases; history of drug
or alcohol abuse; need for antidepressants, B blockers, or any
drugs inﬂuencing body weight; or inadequate contraception
in women of childbearing age. 79% of patients completed the
study; all patients were included 1n the analysis.




m Intervention

— Patients who responded (i.e., weight loss of 2% or 2 kg) to
sibutramine, 15 mg/d, during a 4-week run-in period were
allocated to 1 of 3 groups for 44 more weeks: continuous
sibutramine, 15 mg/d (n = 405); intermittent sibutramine, 15
mg/d during weeks 1 to 12, 19 to 30, and 37 to 48 (n = 395); or
placebo (n = 201).

Main outcome measure

— Weight loss.

Main results

— Analysis was by intention to treat. Mean weight loss at 44 weeks
after randomization was 3.8 kg (95% CI 3.2 to 4.4) for continuous
sibutramine and 3.3 kg (CI 2.7 to 4.0) for intermittent
sibutramine; patients in the placebo group gained weight (mean
0.2 kg, CI —0.6 to 0. 9) (P < 0.001 for the difference between each
treatment group and placebo). More patients in each of the
treatment groups than in the placebo ?roup lost 5% and 10% of
their baseline weight (P < 0.001 for all comparisons) (Table). The
2 treatment groups did not differ for weight loss.

Conclusion

— In obese persons, continuous or intermittent sibutramine were
equally effective for reducing weight. (305 words)

Commentary




Continuous sibutramine (CS), intermittent sibutramine (IS), or placebo for obesityt

Outcomes at 44
wk

Comparisons  Eventrates  RBI (95% Cl) NNT (CI)

5% weightloss ~ CSvs placebo 65%vs 35% 86% (94t0130) 4 (3to )
IS vs placebo  63%vs 35% 81%(49t0123) 4 (3to6)

10% weightloss  CSvs placebo 32%vs 13% 148%(71t0266) 6(4t09)

IS vs placebo  33%vs 13% 154% (75t0276) 6 (4 to 8)

RBI: relative benefit increase EER - CER | /CER.




Prolonged antibiotic treatment did
not relieve chronic symptoms in
Lyrme disease

m ACP Journal Club. 2002 Mar-Apr;136:57.
Klempner MS, Hu LT, Evans J, et al.

m Two controlled trials of antibiotic treatment
in patients with persistent symptoms and a
history of Lyme disease. N Engl J Med. 2001
Jul 12;345:85-92.

s Question

— In patients with chronic symptoms after treatment for
Lyme disease, does prolonged antibiotic treatment
relieve symptoms?




s Design

— 2 randomized {allocation concealed*}t, blinded {patients,
physicians, nurses, study coordinators, statisticians, and outcome
assessors}T,* placebo-controlled trials with 180-day follow-up.

m Setting
= irNew York, Connecticut, Rhode Island, and Massachusetts, USA.}

m Patients

— 129 patients who were 18 years of age (mean age 54 y, 53%
men); had a history of acute Lyme disease acquired in the United
States; had 1 of history of single or multiple erythema migrans
skin lesions, early neurologic or cardiac sKmptoms of Lyme
disease, radiculoneuropathy, or Lyme arthritis; had been
previously treated for acute Lyme disease with antibiotics; and
had 1 symptom (widespread musculoskeletal pain, cognitive
impairment, radicular pain, paresthesias, or dysthesias) that
interfered with functioning, beginning within 6 months of the
initial infection and continuing for 6 months but < 1 year.
Exclusion criteria included use of parenteral antibiotics for 60
gah/s and coexisting conditions that could account for symptoms.

0

ow-up was 89%. ”




s Intervention

— Patients were allocated to antibiotics (n = 64) or placebo (n = 65).
Antibiotics were intravenous (IV) ceftriaxone, 2 g/d for 30 days, followed
by oral doxycycline, 100 mg twice daily for 60 days.

-ﬂ+lain outcome measure

— Improvement in patients' health-related quality of life (Medical Outcomes
Study 36-item Short-Form General Health Survey [SF-36]).

Main results

— The studies were stopped early because of lack of efficacy. Analysis was
by intention to treat for the 115 patients who had enrolled 180 days
before enrollment was stopped. The groups did not differ for
improvement on the SF-36 at 180 days (Table).

s Conclusion

— In patients with chronic symptoms after treatment for Lyme disease,
prolonged treatment with antibiotics was not better than placebo for
relieving symptomes.

(285 words)

tInformation provided by author.
Commentary




Antibiotics vs placebo for chronic symptoms in Lyme disease at 180 dayst

SF-36 outcome
category

Improved by > 2 40% 36% 11% (_ 30 to 78) Not significant
SE

Antibiotics Placebo RBI (95% Cl) NNT

Unchanged 28% 29% 4.2% (_69 to 46) Not significant

Worse (decline by 32% 34% 8.4% (54 to 46) Not significant
> 2 SE)

+SE = standard error; SF-36 = Medical Outcomes Study 36-item Short-Form General Health Survey.
Other abbreviations defined in Glossary; RBI, RRR, NNT, and CI calculated from data in article.




Two controlled trials of antibiotic treatment
in patients with persistent symptoms and a

history of Lyme disease. N Engl 3 Med 2001;345(2):85-

92
0 iACKG ROUND: 1t is controversial whether prolonged

antibiotic treatment is effective for Batients in whom symptoms
(pj)_ersist after the recommended antibiotic treatment for acute Lyme
isease.

METHODS: we conducted two randomized trials: one in 78
Batients who were seropositive for IgG antibodies to Borrelia
urgdorferi at the time of enrollment and the other in 51 patients who
were seronegative. The patients received either intravenous
ceftriaxone, 2 g daily for 30 days, followed by oral doxycycline, 200
mg daily for 60 days, or matching intravenous and oral placebos.
Each patient had well-documented, previously treated Lyme disease
but had persistent musculoskeletal fpain, neurocognitive symptoms, or
dysesthesia, often associated with fatigue. The primary outcome
measures were improvement on the physical- and mental-health-
component summary scales of the Medical Outcomes Study 36-item
Short-Form General Health Survey (SF-36)--a scale measuring the
health-related quality of life--on day 180 of the study. 34




m RESULTS: After a planned interim analysis, the data and safety
monitoring board recommended that the studies be discontinued because
data from the first 107 patients indicated that it was highly unlikely that a
significant difference in treatment efficacy between the groups would be

_oEserved with the planned full enroliment of 260 patients. Base-line
assessments documented severe impairment in the patients' health-related
quality of life. In intention-to-treat analyses, there were no significant
differences in the outcomes with prolonged antibiotic treatment as compared
with placebo. Among the seropositive patients who were treated with
antibiotics, there was improvement in the score on the physical-component
summary scale of the SF-36, the mental-component summary scale, or both
in 37 percent, no change in 29 percent, and worsening in 34 percent; among
seropositive patients receiving placebo, there was improvement in 40 percent,
no change in 26 percent, and worsening in 34 percent (P=0.96 for the
comparison between treatment groups). The results were similar for the
seronegative patients.

CONCLUSIONS: There is considerable impairment of health-related
quality of life among patients with persistent symptoms despite previous
antibiotic treatment for acute Lyme disease. However, in these two trials,
treatment with intravenous and oral antibiotics for 90 days did not improve
symptoms more than placebo. (350 words)
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