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::Introduction, Methods, Results and DiscussionIntroduction, Methods, Results and Discussion
(IMRAD)(IMRAD)

 Singh BNSingh BN et al.  et al. AmiodaroneAmiodarone versus  versus sotalolsotalol for  for atrialatrial fibrillation. fibrillation.  N   N EnglEngl J Med. J Med.
2005 May 5;352(18):1861-72.2005 May 5;352(18):1861-72.

 BACKGROUND:BACKGROUND: The optimal pharmacologic means to restore and maintain sinus The optimal pharmacologic means to restore and maintain sinus
rhythm in patients with rhythm in patients with atrialatrial fibrillation remains controversial. fibrillation remains controversial.

 METHODS:METHODS: In this double-blind, placebo-controlled trial, we randomly assigned 665 In this double-blind, placebo-controlled trial, we randomly assigned 665
patients who were receiving anticoagulants and had persistent patients who were receiving anticoagulants and had persistent atrialatrial fibrillation to receive fibrillation to receive
amiodaroneamiodarone (267 patients),  (267 patients), sotalolsotalol (261 patients), or placebo (137 patients) and (261 patients), or placebo (137 patients) and
monitored them for 1 to 4.5 years. The primary end point was the time to recurrence ofmonitored them for 1 to 4.5 years. The primary end point was the time to recurrence of
atrialatrial fibrillation beginning on day 28, determined by means of weekly  fibrillation beginning on day 28, determined by means of weekly transtelephonictranstelephonic
monitoring.monitoring.

 RESULTS:RESULTS: Spontaneous conversion occurred in 27.1 percent of the  Spontaneous conversion occurred in 27.1 percent of the amiodaroneamiodarone group, group,
24.2 percent of the 24.2 percent of the sotalolsotalol group, and 0.8 percent of the placebo group, and direct- group, and 0.8 percent of the placebo group, and direct-
current current cardioversioncardioversion failed in 27.7 percent, 26.5 percent, and 32.1 percent, respectively. failed in 27.7 percent, 26.5 percent, and 32.1 percent, respectively.
The median times to a recurrence of The median times to a recurrence of atrialatrial fibrillation were 487 days in the  fibrillation were 487 days in the amiodaroneamiodarone
group, 74 days in the group, 74 days in the sotalolsotalol group, and 6 days in the placebo group according to group, and 6 days in the placebo group according to
intention to treat and 809, 209, and 13 days, respectively, according to treatmentintention to treat and 809, 209, and 13 days, respectively, according to treatment
received. received. AmiodaroneAmiodarone was superior to  was superior to sotalolsotalol (P<0.001) and to placebo (P<0.001), and (P<0.001) and to placebo (P<0.001), and
sotalolsotalol was superior to placebo (P<0.001). In patients with ischemic heart disease, the was superior to placebo (P<0.001). In patients with ischemic heart disease, the
median time to a recurrence of median time to a recurrence of atrialatrial fibrillation was 569 days with  fibrillation was 569 days with amiodaroneamiodarone therapy therapy
and 428 days with and 428 days with sotalolsotalol therapy (P=0.53). Restoration and maintenance of sinus therapy (P=0.53). Restoration and maintenance of sinus
rhythm significantly improved the quality of life and exercise capacity. There were norhythm significantly improved the quality of life and exercise capacity. There were no
significant differences in major adverse events among the three groups.significant differences in major adverse events among the three groups.

 CONCLUSIONS:CONCLUSIONS:  AmiodaroneAmiodarone and  and sotalolsotalol are equally efficacious in converting  are equally efficacious in converting atrialatrial
fibrillation to sinus rhythm. fibrillation to sinus rhythm. AmiodaroneAmiodarone is superior for maintaining sinus rhythm, but is superior for maintaining sinus rhythm, but
both drugs have similar efficacy in patients with ischemic heart disease. Sustained sinusboth 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.rhythm is associated with an improved quality of life and improved exercise performance.
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┘∟┘∟
 LindholtLindholt JS, et al. Screening for abdominal aortic aneurysms: single centre JS, et al. Screening for abdominal aortic aneurysms: single centre

randomisedrandomised controlled trial.  controlled trial. BMJ. 2005 Apr 2;330(7494):750. BMJ. 2005 Apr 2;330(7494):750. EpubEpub 2005 Mar 9. 2005 Mar 9.

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

 DESIGN:DESIGN: Single centre  Single centre randomisedrandomised controlled trial. controlled trial.
 SETTING:SETTING: All five hospitals in  All five hospitals in ViborgViborg County, Denmark. County, Denmark.
 PARTICIPANTS:PARTICIPANTS: All 12,639 men born during 1921-33 and living in  All 12,639 men born during 1921-33 and living in ViborgViborg County. In County. In

1994 we included men born 1921-9 (64-73 years). We also included men who became 651994 we included men born 1921-9 (64-73 years). We also included men who became 65
during 1995-8.during 1995-8.

 INTERVENTIONS:INTERVENTIONS: Men were  Men were randomisedrandomised to the intervention group (screening by to the intervention group (screening by
abdominal abdominal ultrasonographyultrasonography) or control group. Participants with an abdominal aortic) or control group. Participants with an abdominal aortic
aneurysm > 5 cm were referred for surgical evaluation, and those with smaller aneurysmsaneurysm > 5 cm were referred for surgical evaluation, and those with smaller aneurysms
were offered annual scans.were offered annual scans.

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

 RESULTS:RESULTS: 4860 of 6333 men were screened (attendance rate 76.6%). 191 (4.0% of 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 52those screened) had abdominal aortic aneurysms. The mean follow-up time was 52
months. The screened group underwent 75% (95% confidence interval 51% to 91%)months. The screened group underwent 75% (95% confidence interval 51% to 91%)
fewer emergency operations than the control group. Deaths due to abdominal aorticfewer 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.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 wasThe 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 aorticsignificantly reduced by 67% (29% to 84%). Mortality due to non-abdominal aortic
aneurysms was non-significantly reduced by 8%. The benefits of screening may increaseaneurysms was non-significantly reduced by 8%. The benefits of screening may increase
with time.with time.

 CONCLUSION:CONCLUSION: Mass screening for abdominal aortic aneurysms in Danish men aged 65 Mass screening for abdominal aortic aneurysms in Danish men aged 65
or more reduces mortality.or more reduces mortality.
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 HarbourtHarbourt 19891989 19911991 MEDLINEMEDLINE
structured abstractsstructured abstracts 38733873

 structured abstracts  structured abstracts 

Bull Med Bull Med LibrLibr Assoc. 1995;83:190-5 Assoc. 1995;83:190-5
 KulkarniKulkarni 19901990 19951995 MEDLINEMEDLINE

clinical trialsclinical trials 28.5%28.5%
19951995 71%71%

Ann Intern Med 1996 Apr 1;124(7):695-6Ann Intern Med 1996 Apr 1;124(7):695-6


4.8%4.8%
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Haynes RB, et al.
More informative
abstracts
revisited.
Ann Intern Med.
1990;113:69-76.
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Long-term weight loss with Long-term weight loss with sibutraminesibutramine: a: a
randomized controlled trial.randomized controlled trial.

JAMA 2001;286(11):1331-9JAMA 2001;286(11):1331-9

 CONTEXT:CONTEXT:  Treatment of obesity requires long-term therapy, which can beTreatment of obesity requires long-term therapy, which can be
hampered by difficulties in achieving patient compliance. The effectiveness ofhampered by difficulties in achieving patient compliance. The effectiveness of
sibutraminesibutramine hydrochloride in treating obesity has been shown in randomized hydrochloride in treating obesity has been shown in randomized
controlled trials.controlled trials.

 OBJECTIVE:OBJECTIVE:  To compare the effectiveness of 2 distinct To compare the effectiveness of 2 distinct sibutraminesibutramine regimens with regimens with
each other and with placebo for weight reduction among obese persons. DESIGN:each other and with placebo for weight reduction among obese persons. DESIGN:
Randomized, double-blind, parallel-group placebo-controlled trial from April 1997 toRandomized, double-blind, parallel-group placebo-controlled trial from April 1997 to
September 1998. SETTING: One hundred eight private practices and 3 outpatientSeptember 1998. SETTING: One hundred eight private practices and 3 outpatient
departments of university hospitals in Germany.departments of university hospitals in Germany.

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

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

 MAIN OUTCOME MEASURE:MAIN OUTCOME MEASURE:  Weight loss during the randomized treatmentWeight loss during the randomized treatment
period, compared among all 3 groups.period, compared among all 3 groups.
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 RESULTS:RESULTS: Mean weight loss in the intention-to-treat population during Mean weight loss in the intention-to-treat population during
the 44-week randomized treatment period was 3.8 kg (4.0%) in patientsthe 44-week randomized treatment period was 3.8 kg (4.0%) in patients
receiving continuous therapy (95% confidence interval [CI], - 4.42 to - 3.20receiving continuous therapy (95% confidence interval [CI], - 4.42 to - 3.20
kg) and was 3.3 kg (3.5%) in patients receiving intermittent therapy (95%kg) and was 3.3 kg (3.5%) in patients receiving intermittent therapy (95%
CI, - 3.96 to - 2.66 kg), CI, - 3.96 to - 2.66 kg), vsvs a mean weight gain of 0.2 kg (0.2%) (95% CI, - 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 the0.60 to 0.94 kg) in patients receiving placebo. Therapeutic equivalence of the
2 active treatments could be shown. Although there was a greater weight2 active treatments could be shown. Although there was a greater weight
loss in the continuous than in the intermittent group, this difference wasloss in the continuous than in the intermittent group, this difference was
nonsignificantnonsignificant (P =.28) and the 95%  (P =.28) and the 95% CIsCIs were within the predefined range of were within the predefined range of
therapeutic equivalence-0 +/-1.5 kg (-1.37 to 0.28 for the intent-to-treattherapeutic 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 andpopulation). 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 3.87.8 kg in the continuous and intermittent groups, respectively, but was 3.8
kg in the kg in the sibutraminesibutramine run-in placebo group. Waist circumference reduction, run-in placebo group. Waist circumference reduction,
triglyceride levels, and high-density lipoprotein cholesterol concentrationstriglyceride levels, and high-density lipoprotein cholesterol concentrations
were also positively influenced by were also positively influenced by sibutraminesibutramine treatment. Systolic and treatment. Systolic and
diastolic blood pressures were stable across all 3 groups. Overall, adversediastolic blood pressures were stable across all 3 groups. Overall, adverse
events occurred at similar frequencies across all treatment groups, but theevents occurred at similar frequencies across all treatment groups, but the
proportion was lowest in the group receiving intermittent therapy.proportion was lowest in the group receiving intermittent therapy.

 CONCLUSIONS:CONCLUSIONS:  SibutramineSibutramine, administered for 48 weeks to a typically, administered for 48 weeks to a typically
obese population, results in clinically relevant weight loss compared withobese population, results in clinically relevant weight loss compared with
placebo. Regarding effectiveness, continuous and intermittent placebo. Regarding effectiveness, continuous and intermittent sibutraminesibutramine
therapies are equivalent and the safety profiles for both treatments aretherapies are equivalent and the safety profiles for both treatments are
comparable.comparable.  (427 words)  (427 words)
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Continuous and intermittent Continuous and intermittent sibutraminesibutramine
were equally effective at 44 weeks forwere equally effective at 44 weeks for
reducing weight in obese personsreducing weight in obese persons

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

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

 QuestionQuestion
–– In obese persons, is In obese persons, is sibutraminesibutramine effective for reducing effective for reducing

weight?weight?
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 DesignDesign
–– Randomized (allocation concealed*), blinded (investigatorsRandomized (allocation concealed*), blinded (investigators

and patients),* placebo-controlled trial with 44-week follow-and patients),* placebo-controlled trial with 44-week follow-
up after randomization.up after randomization.

 SettingSetting
–– 108 private practices and 3 hospital outpatient departments in108 private practices and 3 hospital outpatient departments in

Germany.Germany.
 PatientsPatients

–– 1001 patients who were 18 to 65 years of age (mean age 43 y,1001 patients who were 18 to 65 years of age (mean age 43 y,
77% women), had a body mass index (BMI) of 30 to 4077% women), had a body mass index (BMI) of 30 to 40
kg/m2, and had   1 previous unsuccessful attempt at losingkg/m2, and had   1 previous unsuccessful attempt at losing
weight by using dietary measures. Exclusion criteria wereweight by using dietary measures. Exclusion criteria were
serious cardiovascular or metabolic diseases; history of drugserious cardiovascular or metabolic diseases; history of drug
or alcohol abuse; need for antidepressants, or alcohol abuse; need for antidepressants, ββ-blockers, or any-blockers, or any
drugs influencing body weight; or inadequate contraceptiondrugs influencing body weight; or inadequate contraception
in women of childbearing age. 79% of patients completed thein women of childbearing age. 79% of patients completed the
study; all patients were included in the analysis.study; all patients were included in the analysis.
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 InterventionIntervention
–– Patients who responded (i.e., weight loss of   2% or   2 kg) toPatients who responded (i.e., weight loss of   2% or   2 kg) to

sibutraminesibutramine, 15 mg/d, during a 4-week run-in period were, 15 mg/d, during a 4-week run-in period were
allocated to 1 of 3 groups for 44 more weeks: continuousallocated to 1 of 3 groups for 44 more weeks: continuous
sibutraminesibutramine, 15 mg/d (n = 405); intermittent , 15 mg/d (n = 405); intermittent sibutraminesibutramine, 15, 15
mg/d during weeks 1 to 12, 19 to 30, and 37 to 48 (n = 395); ormg/d during weeks 1 to 12, 19 to 30, and 37 to 48 (n = 395); or
placebo (n = 201).placebo (n = 201).

 Main outcome measureMain outcome measure
–– Weight loss.Weight loss.

 Main resultsMain results
–– Analysis was by intention to treat. Mean weight loss at 44 weeksAnalysis 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 continuousafter randomization was 3.8 kg (95% CI 3.2 to 4.4) for continuous
sibutraminesibutramine and 3.3 kg (CI 2.7 to 4.0) for intermittent and 3.3 kg (CI 2.7 to 4.0) for intermittent
sibutraminesibutramine; patients in the placebo group gained weight (mean; patients in the placebo group gained weight (mean
0.2 kg, CI 0.2 kg, CI .6 to 0.9) (.6 to 0.9) (PP < 0.001 for the difference between each < 0.001 for the difference between each
treatment group and placebo). More patients in each of thetreatment group and placebo). More patients in each of the
treatment groups than in the placebo group lost 5% and 10% oftreatment groups than in the placebo group lost 5% and 10% of
their baseline weight (their baseline weight (PP < 0.001 for all comparisons) (Table). The < 0.001 for all comparisons) (Table). The
2 treatment groups did not differ for weight loss.2 treatment groups did not differ for weight loss.

 ConclusionConclusion
–– In obese persons, continuous or intermittent In obese persons, continuous or intermittent sibutraminesibutramine were were

equally effective for reducing weight.  (305 words)equally effective for reducing weight.  (305 words)
 CommentaryCommentary



2929

Continuous sibutramine (CS), intermittent sibutramine (IS), or placebo for obesity†

Outcomes at 44

wk
Comparisons Event rates RBI (95% CI) NNT (CI)

5% weight loss CS vs placebo 65% vs 35% 86% (54 to 130) 4 (3 to 5)

IS vs placebo 63% vs 35% 81% (49 to 123) 4 (3 to 6)

10% weight loss CS vs placebo 32% vs 13% 148% (71 to 266) 6 (4 to 9)

IS vs placebo 33% vs 13% 154% (75 to 276) 6 (4 to 8)

RBI: relative benefit increase EER - CER|/CER.
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Prolonged antibiotic treatment didProlonged antibiotic treatment did
not relieve chronic symptoms innot relieve chronic symptoms in
LymeLyme disease disease

 ACP Journal Club. 2002 Mar-Apr;136:57.ACP Journal Club. 2002 Mar-Apr;136:57.
KlempnerKlempner MS,  MS, HuHu LT, Evans J, et al. LT, Evans J, et al.

 Two controlled trials of antibiotic treatmentTwo controlled trials of antibiotic treatment
in patients with persistent symptoms and ain patients with persistent symptoms and a
history of history of LymeLyme disease. disease. N  N EnglEngl J Med. 2001 J Med. 2001
Jul 12;345:85-92.Jul 12;345:85-92.

 QuestionQuestion
–– In patients with chronic symptoms after treatment forIn patients with chronic symptoms after treatment for

LymeLyme disease, does prolonged antibiotic treatment disease, does prolonged antibiotic treatment
relieve symptoms?relieve symptoms?
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 DesignDesign
–– 2 randomized {allocation concealed*}2 randomized {allocation concealed*}††, blinded {patients,, blinded {patients,

physicians, nurses, study coordinators, statisticians, and outcomephysicians, nurses, study coordinators, statisticians, and outcome
assessors}assessors}††,* placebo-controlled trials with 180-day follow-up.,* placebo-controlled trials with 180-day follow-up.

 SettingSetting
–– {New York, Connecticut, Rhode Island, and Massachusetts, USA.}{New York, Connecticut, Rhode Island, and Massachusetts, USA.}

††

 PatientsPatients
–– 129 patients who were   18 years of age (mean age 54 y, 53%129 patients who were   18 years of age (mean age 54 y, 53%

men); had a history of acute men); had a history of acute LymeLyme disease acquired in the United disease acquired in the United
States; had   1 of history of single or multiple States; had   1 of history of single or multiple erythemaerythema  migransmigrans
skin lesions, early skin lesions, early neurologicneurologic or cardiac symptoms of  or cardiac symptoms of LymeLyme
disease, disease, radiculoneuropathyradiculoneuropathy, or , or LymeLyme arthritis; had been arthritis; had been
previously treated for acute previously treated for acute LymeLyme disease with antibiotics; and disease with antibiotics; and
had   1 symptom (widespread musculoskeletal pain, cognitivehad   1 symptom (widespread musculoskeletal pain, cognitive
impairment, impairment, radicularradicular pain,  pain, paresthesiasparesthesias, or , or dysthesiasdysthesias) that) that
interfered with functioning, beginning within 6 months of theinterfered with functioning, beginning within 6 months of the
initial infection and continuing for   6 months but < 1 year.initial infection and continuing for   6 months but < 1 year.
Exclusion criteria included use of Exclusion criteria included use of parenteralparenteral antibiotics for   60 antibiotics for   60
days and coexisting conditions that could account for symptoms.days and coexisting conditions that could account for symptoms.
Follow-up was 89%.Follow-up was 89%.
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 InterventionIntervention
–– Patients were allocated to antibiotics (Patients were allocated to antibiotics (nn = 64) or placebo ( = 64) or placebo (nn = 65). = 65).

Antibiotics were intravenous (IV) Antibiotics were intravenous (IV) ceftriaxoneceftriaxone, 2 , 2 g/dg/d for 30 days, followed for 30 days, followed
by oral by oral doxycyclinedoxycycline, 100 mg twice daily for 60 days., 100 mg twice daily for 60 days.

 Main outcome measureMain outcome measure
–– Improvement in patients' health-related quality of life (Medical OutcomesImprovement in patients' health-related quality of life (Medical Outcomes

Study 36-item Short-Form General Health Survey [SF-36]).Study 36-item Short-Form General Health Survey [SF-36]).

 Main resultsMain results
–– The studies were stopped early because of lack of efficacy. Analysis wasThe studies were stopped early because of lack of efficacy. Analysis was

by intention to treat for the 115 patients who had enrolled   180 daysby intention to treat for the 115 patients who had enrolled   180 days
before enrollment was stopped. The groups did not differ forbefore enrollment was stopped. The groups did not differ for
improvement on the SF-36 at 180 days (Table).improvement on the SF-36 at 180 days (Table).

 ConclusionConclusion
–– In patients with chronic symptoms after treatment for In patients with chronic symptoms after treatment for LymeLyme disease, disease,

prolonged treatment with antibiotics was not better than placebo forprolonged treatment with antibiotics was not better than placebo for
relieving symptoms.relieving symptoms.

(285 words)(285 words)
 ††Information provided by author.Information provided by author.
 CommentaryCommentary



3333

SF-36 outcome

category
Antibiotics Placebo RBI (95% CI) NNT

Improved by > 2

SE

40% 36% 11% (_30 to 78) Not significant

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

Worse (decline by

> 2 SE)

32% 34% 8.4% (_54 to 46) Not significant

!"#$%$&'()*(+*$,++-+.$"/012$%$3,*45(6$78'5-9,&$"'8*:$1204',9$";-+'0/-+9$<,),+(6$=,(6';$"8+>,:?$

7';,+$(@@+,>4('4-)&$*,A4),*$4)$<6-&&(+:.$BCDE$BBBE$FFGE$()*$HD$5(6586(',*$A+-9$*('($4)$(+'456,?

Antibiotics vs placebo for chronic symptoms in Lyme disease at 180 days‡
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Two controlled trials of antibiotic treatmentTwo controlled trials of antibiotic treatment
in patients with persistent symptoms and ain patients with persistent symptoms and a
history of history of LymeLyme disease. disease.  N N EnglEngl J Med 2001;345(2):85- J Med 2001;345(2):85-
9292

 BACKGROUND:BACKGROUND: It is controversial whether prolonged It is controversial whether prolonged
antibiotic treatment is effective for patients in whom symptomsantibiotic treatment is effective for patients in whom symptoms
persist after the recommended antibiotic treatment for acute persist after the recommended antibiotic treatment for acute LymeLyme
disease.disease.

 METHODS:METHODS: We conducted two randomized trials: one in 78 We conducted two randomized trials: one in 78
patients who were patients who were seropositiveseropositive for  for IgGIgG antibodies to  antibodies to BorreliaBorrelia
burgdorferiburgdorferi at the time of enrollment and the other in 51 patients who at the time of enrollment and the other in 51 patients who
were were seronegativeseronegative. The patients received either intravenous. The patients received either intravenous
ceftriaxoneceftriaxone, 2 g daily for 30 days, followed by oral , 2 g daily for 30 days, followed by oral doxycyclinedoxycycline, 200, 200
mg daily for 60 days, or matching intravenous and oral placebos.mg daily for 60 days, or matching intravenous and oral placebos.
Each patient had well-documented, previously treated Each patient had well-documented, previously treated LymeLyme disease disease
but had persistent musculoskeletal pain, but had persistent musculoskeletal pain, neurocognitiveneurocognitive symptoms, or symptoms, or
dysesthesiadysesthesia, often associated with fatigue. The primary outcome, often associated with fatigue. The primary outcome
measures were improvement on the physical- and mental-health-measures were improvement on the physical- and mental-health-
component summary scales of the Medical Outcomes Study 36-itemcomponent summary scales of the Medical Outcomes Study 36-item
Short-Form General Health Survey (SF-36)--a scale measuring theShort-Form General Health Survey (SF-36)--a scale measuring the
health-related quality of life--on day 180 of the study.health-related quality of life--on day 180 of the study.
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 RESULTS:RESULTS: After a planned interim analysis, the data and safety After a planned interim analysis, the data and safety
monitoring board recommended that the studies be discontinued becausemonitoring board recommended that the studies be discontinued because
data from the first 107 patients indicated that it was highly unlikely that adata from the first 107 patients indicated that it was highly unlikely that a
significant difference in treatment efficacy between the groups would besignificant difference in treatment efficacy between the groups would be
observed with the planned full enrollment of 260 patients. Base-lineobserved with the planned full enrollment of 260 patients. Base-line
assessments documented severe impairment in the patients' health-relatedassessments documented severe impairment in the patients' health-related
quality of life. In intention-to-treat analyses, there were no significantquality of life. In intention-to-treat analyses, there were no significant
differences in the outcomes with prolonged antibiotic treatment as compareddifferences in the outcomes with prolonged antibiotic treatment as compared
with placebo. Among the with placebo. Among the seropositiveseropositive patients who were treated with patients who were treated with
antibiotics, there was improvement in the score on the physical-componentantibiotics, there was improvement in the score on the physical-component
summary scale of the SF-36, the mental-component summary scale, or bothsummary 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; amongin 37 percent, no change in 29 percent, and worsening in 34 percent; among
seropositiveseropositive patients receiving placebo, there was improvement in 40 percent, patients receiving placebo, there was improvement in 40 percent,
no change in 26 percent, and worsening in 34 percent (P=0.96 for theno change in 26 percent, and worsening in 34 percent (P=0.96 for the
comparison between treatment groups). The results were similar for thecomparison between treatment groups). The results were similar for the
seronegativeseronegative patients. patients.

 CONCLUSIONS:CONCLUSIONS: There is considerable impairment of health-related There is considerable impairment of health-related
quality of life among patients with persistent symptoms despite previousquality of life among patients with persistent symptoms despite previous
antibiotic treatment for acute antibiotic treatment for acute LymeLyme disease. However, in these two trials, disease. However, in these two trials,
treatment with intravenous and oral antibiotics for 90 days did not improvetreatment with intravenous and oral antibiotics for 90 days did not improve
symptoms more than placebo. (350 words)symptoms more than placebo. (350 words)
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CONSORTCONSORT
 Standard of Reporting Trials (SORT)Standard of Reporting Trials (SORT) 993.3993.3

 AsilomarAsilomar Working Group on Recommendations for Working Group on Recommendations for
Reporting of Clinical Trials in the Biomedical LiteratureReporting of Clinical Trials in the Biomedical Literature
1994.31994.3

 995.9995.9

 CONSORT statement 1996CONSORT statement 1996
001001 ∟∟

 Lancet Lancet 2001;357:1191-1194, Annals of Internal Medicine2001;357:1191-1194, Annals of Internal Medicine
2001;134:657-662, JAMA 2001;285:1987-19912001;134:657-662, JAMA 2001;285:1987-1991

 http://www.consort-statement.org/http://www.consort-statement.org/
 http://homepage3.nifty.com/cont/CONSORT_Statemenhttp://homepage3.nifty.com/cont/CONSORT_Statemen

t/menu.htmlt/menu.html
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 QUOROM statement.QUOROM statement.
Quality of Reporting of Meta-analyses,Quality of Reporting of Meta-analyses,

Lancet. 1999;354(9193):1896-900Lancet. 1999;354(9193):1896-900

 ふふ  MOOSE MOOSE
proposal. (Meta-analysis Of Observationalproposal. (Meta-analysis Of Observational
Studies in Epidemiology, Studies in Epidemiology, JAMA.JAMA.
2000;283(15):2008-12.)2000;283(15):2008-12.)

 チチ STARD initiative. (STARD initiative. (The StandardsThe Standards
for Reporting of Diagnostic Accuracyfor Reporting of Diagnostic Accuracy, , BMJ.BMJ.
2003 Jan 4;326(7379):41-4.2003 Jan 4;326(7379):41-4.))
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