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1 (a) Indicate the study design with a commonly used term in the title or

(b) Provide in the abstract an informative and balanced summary sheet of

what was done and what was found

Item Recommendation
No.

Title and

abstract the abstract

Introduction

Background/ 2

rationale reported

Objectives 3

Methods

Study design 4

Setting

Explain the scientific background and rationale for the investigation being

State specific objectives, including any prespecified hypotheses

Present key elements of study design early in the paper

Describe the setting, locations, and relevant dates, including periods of

recruitment, exposure, follow—up, and data collection

Participants

6 (a) Cohort study - Give the eligibility criteria, and the sources and

methods of selection of participants. Describe methods of follow—-up

Case—control study - Give the eligibility criteria, and the sources and

methods of case ascertainment and control selection. Give the rationale

for the choice of cases and controls

oXKe)
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Item Recommendation
No.
Cross sectional study - Give the eligibility criteria, and the sources
and methods of selection of participants
(b) Cohort study - For matched studies, give matching criteria and
number of exposed and unexposed
Case-control study - For matched studies, give matching
criteria and number of controls per case
Variables 7 Clearly define all outcomes, exposures, predictors, potential confounders,

Data sources/

measurement

Bias

Study size
Quantitative
variables

Statistical methods

and effect modifiers. Give diagnostic criteria, if applicable

[¢]

For each variable of interest, give sources of data and details of methods

of assessment (measurement). Describe comparability of assessment

methods if there is more than one group

©

Describe any efforts to address potential sources of bias

10 Explain how the study size was arrived at

11 Explain how quantitative variables were handled in the analyses. If appli-

cable, describe which groupings were chosen and why

12° (a)
(b)

()
(d)

(e)

Descriptive all statistical methods, including those used to control for
confounding

Describe any methods used to examine subgroups and interactions
Explain how missing data were addressed

Cohort study - If applicable, explain how loss to follow-up was
addressed

Case—control study — If applicable, explain how matching of cases and
controls was addressed

Cross sectional study - If applicable, describe analytical methods
taking account of sampling strategy

Describe any sensitivity analyses

686
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Item Recommendation
No.

Results

Participants

Descriptive data

Outcome data

Main results

Other analyses

13 (a) Report numbers of individuals at each stage of study — e.g., numbers
potentially eligible, examined for eligibility, confirmed eligible,
included in the study, completing follow—up, and analysed

(b) Give reasons for non—participation at each stage
(¢) Consider use of a flow diagram

14" (a) Give characteristics of study participants (e.g., demographic, clinical,

social) and information on exposures and potential confounders

(b) Indicate number of participants with missing data for each variable of
interest

(¢) Cohort study — Summarise follow—up time (e.g., average and total
amount)

15" Cohort study — Report numbers of outcome events or summary measures

over time

Case—control - Report numbers in each exposure category, or summary
measures of exposure

Cross-sectional study - Report numbers of outcome events or summary
measures

16 (a) Report the numbers of individuals at each stage of the study - e.g.,
numbers potentially eligible, examined for eligibility, confirmed
eligible, included in the study, completing follow—up, and analysed

(b) Give reasons for non-participation at each stage
(¢) Consider use of a flow diagram
17 Report other analyses done - e.g., analyses of subgroup and interactions,

and sensitivity analyses
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Item
No.

Recommendation

Discussion
Key results

Limitations

Interpretation

Generalisability
Other
information

Funding

18 Summarise key results with reference to study objectives

19

20

21

22

Discuss limitations of the study, taking into account sources of potential
bias or imprecision. Discuss both direction and magnitude of any potential
bias

Give a cautious overall interpretation of results considering objectives,
limitations, multiplicity of analyses, results from similar studies, and other
relevant evidence

Discuss the generalisability (external validity) of the study results

Give the source of funding and the role of the funders for the present
study, if applicable, for the original study on which the present articles is
based
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@3190 2 checklist 14 CONSORT statement

Section

Item

Descriptor

Title and abstract

Introduction
Background
Methods

Participants
Interventions
Objectives
Outcome

Sample size
Randomisation—
sequence generation
Randomisation—
allocation concealment
Randomisation—
implementation

Blinding (masking)

Statistical methods

1

10

11

12

How participants were allocated to interventions (e.g., “random alloca-

tion,” “randomised,” or ‘“‘randomly assigned’)

Scientific background and explanation of rationale

Eligibility criteria for participants; settings and locations where the data
were collected

Precise details of the interventions intended for each group and how and
when they were actually administered

Specific objectives and hypotheses

Clearly defined primary and secondary outcome measures and, when
applicable, any methods used to enhance the quality of measurements
(e.g., multiple observations, training of assessors)

How sample size was determined; explanation of any interim analyses
and stopping rules when applicable

Methods used to generate the random allocation sequence, including
details of any restriction (e.g., blocking, stratification)

Methods used to implement the random allocation sequence (e.g., num-
bered containers or central telephone), clarifying whether the sequence
was concealed until intervention were assigned

Who generated the allocation sequence, who enrolled participants, and
who assigned participants to their groups

Whether participants, those administering the interventions, and those
assessing the outcomes were blinded to group assignment

Statistical methods used to compare groups for primary outcome;
methods for additional analyses, such as subgroup analyses and adjusted

analyses
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@310 2 checklist 14 CONSORT statement (10)

Section

Item

Descriptor

Results

Participant flow

Recruitment
Baseline data

Number analysed

Outcome and
estimation

Ancillary analyses

Adverse events
Discussion

Interpretation

Generalisability

Overall evidence

13

14

15

16

17

18

19

20

21
22

Flow of participants through each stage (a diagram is strongly recom-
mended) - specifically, for each group, report the numbers of participants
randomly assigned, receiving intended treatment, completing the study
protocol, and analysed for the primary outcome; describe deviations from
planned study protocol, together with reasons

Dates defining the periods of recruitment and follow-up

Baseline demographic and clinical characteristics of each group

Number of participants (denominator) in each group included in each
analysis and whether analysis was by ““intention—to—treat”; state the results
in absolute numbers when feasible (e.g., 10/20, not 50%)

For each primary and secondary outcome, a summary of results for each
group and the estimated effect size and its precision (e.g., 95% CI)
Address multiplicity by reporting any other analyses performed, including
subgroup analyses and adjusted analyses, indicating which are prespecified
and which are exploratory

All important adverse events or side effects in each intervention group

Interpretation of the results, taking into account study hypotheses, sources
of potential bias or imprecision, and the dangers associated with multiplic—
ity of analyses and outcomes

Generalisability (external validity) of the trial findings

General interpretation of the results in the context of current evidence
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Gheghaii 5

This 240 week, randomized,
double-blind, placebo-controlled study was
conducted at 17 sites in the United States.
Patients were randomized in an approxi-
mately 2:1 ratio to donepezil, 5 mg/d, for
the first 6 weeks, with a forced escalation
to 10 mg/d thereafter, or placebo. Patients
unable to tolerate 10 mg of donepezil were
discontinued from the study. Assessments
were conducted at screening, at baseline,
and at 6—week intervals thereafter through
week 24 (final study visit) or at unsched-

uled termination visits."
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Gheehail 6

This randomized, double-blind,
double-dummy, placebo—-controlled study
was conducted at 71 medical centers in 14
countries from January to September 2003.
The study compared the efficacy and safety
of MFNS 200 Ug once daily with MFNS
200 Ug twice daily to establish the mini-
mally effective MENS dose.

The study was conducted in ac-
cordance with the Declaration of Helsinki
and guidelines on Good Clinical Practice.
Subjects who were eligible at screening visit
(visit 1) and baseline visit (visit 2) were
randomizes in a 1:1:1:1 ratio to 1 of 4 treat—
ment arms: ... . Randomization was per-
formed according to a computer—generated
code, stratified on the basis of duration
of rhinosinusitis symptoms before baseline

(7-14 days and 15-28 days)."

N | N =
NIV : ﬂ’J!!‘]JiWﬁﬂ1iﬂﬂ‘H1,
v tﬂ' A
maamulsuazinIesiio
dq v
%
o | d'
NIDYNN 7
To determine the relationship be-
tween the lung volumes and the estimated
fetal weight, we measured the biparietal

diameter, head circumference, abdominal

circumference and femur length, from which
estimated fetal weight was derived using
the Hadlock formula.

To assess intraobserver variability
the stored right and left lung volumes of
each examination was remeasured on two
further separate occasions by the same ex—
aminer at each gestational week (18-34
weeks). To assess interobserver variability,
24 scans, selected randomly, were mea-

sured three times by a second examiner."”

deehadl 8

The main outcome was change in
hemoglobin Alc levels from baseline to 12
months from randomization. We also mea-
sured hemoglobin A ' levels at quarterly
intervals. The secondary outcomes were
changes from baseline to 12 months in the
Patient Health Questionnaire-9 score, Hy-
poglycemia Fear Survey score, Summary
of Diabetes Self-Care Activities score, body
mass index, and the Diabetes Quality of

Life score."

v | d’
AN 9

Our primary outcome was change
in pain level as assessed on a VAS (0 to

100 mm) from baseline to 1 month. Sec—

oX<Ke)
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ondary outcomes were change in measures
of hand disability at 1 month, as well as
change in pain level and measures of
disability at 12 months.

Two independent, trained physi-
cians of physical medicine and rehabilita—
tion (who were not involved in patients’
treatment) assessed several clinical and
radiographic (structural) variables at
enrollment (baseline) and at 1, 6, and 12

months."”

fheehadl 10

The primary efficacy endpoint was
mean AM/PM MSS over days 2 to 15 of
the treatment phase.

Secondary efficacy endpoints in—
cluded mean MSS, TSS, and individual
scores (average of AM/PM scores) for each
symptom averaged weekly and for days 2
to 15 and 16 to 29. Time to onset of action
was assessed and defined as the first day of
active treatment on which MSS was statis—
tically significantly different from placebo

and sustained thereafter. ..."
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nadounalnmedn Defense Style Question—
naire - 40 atumnlnglay Foor InRseasa
Usznoudie 40 vamowlAun mature de-
fense 8 YBMON neurotic defense 8 YoM
1az immature defense 24 Yamony IunALN
M 20 wila (Mo 2 Yesemssziiiunaln
NN 1 ¥UA) uazuvvdoumy The Five
Scale of Self-Esteem for Children (FSC)
atumuinglaggrssdl wndes wag F¥nad
Aalis Ysenoudiremou 36 ve Usziiulu s
auldun Auyuuessn (global scale) A
MsAn (academic scale) MUAMWANYE]
(body image scale) munasounsy (family
scale) tazAudaan (social scale) Taglvngw
f19E 1AL LA UMNAIBAULDL®

dheehadl 12

A questionnaire was designed for
GPs and primary care practice nurses (Table
1). Free—text comments were invited at the
end of the survey. A draft questionnaire
was piloted among a selection of health
professionals including two GP registrars,
two consultant gynaecologists, two public
health/microbiology laboratory consultants
and two nurse practitioners with specialist
experience in the provision of sexual health.
The final questionnaire was a result of feed—

back and opinion from these health profes—
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sionals. The questionnaire was then sent to
all GPs within the county. A total of 281
questionnaires reached their destination. ...
The response rate to the successfully sent

questionnaires was 61.2%."°

19814 : Randomization, blinding
Gheehadl 13

We randomly assigned patients who
met the inclusion criteria and agreed to
participate. The randomization process was
centralized at the coordinating office which
had no involvement in enrollment, follow-
up, or assessment of participants. A statis—
tician made a computer—generated random-
ization list (with a block size of 6 and
stratified by center) at the coordinating
office. Once the screening process was
complete, the investigator sent a fax to
the coordinating office. The coordinating
office randomly assigned the patient to
a treatment and faxed the investigator

the allocated treatment."”

Gheehadl 14

We prepared a computer—gener—
ated randomization list, stratified by
hospital site, which used blocks of random

sizes (3, 6, 9, and 12) in advance. The

database manager of the Clinical Trials
Unit, who was independent of the study,
held the list electronically in a password-
protected database. Allocation could only
be revealed to the recruiting researcher,
who then assigned each participant after
obtaining consent. We collected all baseline
measures before randomization. The
laboratory technicians, who were blinded
to the allocation throughout the study and
the self-reported psychological measures,
assessed hemoglobin A1C levels, which was
the main outcome. The researchers, study
participants, and nurse therapists were not
blinded to allocation after randomization
because of the nature of delivering

psychological treatments. "’

Fheehadl 15

The PROSPECT was conducted in
20 primary care practices located in greater
New York, ... , from May 1999 to August
2001, with individual patients followed
for 2 years. After being paired by urban
location, academic affiliation, size, and
population type, practices were randomly
assigned to the intervention or to usual care
by coin flip (cluster randomization by

practice). Patients were recruited from an

oYk
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age-stratified (60-74 years and >75 years),
random sample of patients with upcoming
appointments. Research associates confirmed
study eligibility (age >60 years, Mini-Mental
State Examination score >18 and English-
speaking) of consenting patients and screened
patients for depression by using the Centers

for Epidemiologic Studies Depression scale.”

MBI : NIV VNAAIBELN
Fethatl 16

The study was conducted in
Mushin, a high-density inner city area of
Lagos in Nigeria with a population of 11,689
school entrants in 76 public primary schools.
EPI Info (6.04) statistical package was used
to compute the initial sample size of 256
based on the following formula:
k / [1+(k/population)];
z p(1-p) / &
z = Z-score corresponding to 95% CI

Sample size (n)

where, k

(i.e. 1.96),
available local prevalence rate in the
target population (which was 2.8%
obtained from a comparable local
study),
margin of error allowed (2%)

By building in an attrition rate
of 209 the sample size was increased to

306 as a baseline. The sample was drawn

lwoo

from 8 (109%) schools chosen by simple
random sampling. The first child was
randomly selected from the class register
and every third child thereafter. This
process yielded a total of 361 children.
However, parental consent was obtained

for 359 who were enlisted for the study. ..."

dheehadl 17

To achieve a 15-mm clinical
difference in VAS score between control
and intervention groups, with a slightly
overestimated SD of 26, an Olrisk for 0.05,
and power (I—B) of 0.80, the number of
participants needed in each group was 54.
With an estimated 10% of patients lost to
follow—up, we sought to include 120 pa-

tients but recruited only 112."

Gheehadl 18

It was established that a total
target sample size of ~ 940 subjects (235
subjects/treatment group) would provide
90% power at a 2-sided O level of 0.049
to detect a difference of > 0.7 points in
mean AM/PM MSS over days 1 to 15
between treatment groups. Joint power for
detecting differences for MFNS g twice
daily versus placebo and versus amoxicillin

was at least 819."
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dheehadl 19

Sample size was estimated by
analyzing previous data from studies
comparing verbal rating-scale pain scores
between patients receiving a COX-2 selec—
tive inhibitor and those receiving placebo
after spinal fusion surgery. With 90% power,
a mean difference of 2.9, a standard devia-
tion of 1.0, and Ol= 0.05, a power analysis
of ANOVA testing on four independent
means would require 16 patients per group.
To be conservative, we planned to initially
enroll 20 patients per group. At the end of
the study, if there was a drop-out in any
group due to a protocol violation, new
patients would be enrolled and randomly
assigned to treatment groups to increase the

total to 20 per group.”

dheehadl 20

Sample size calculation was based
on a hypothesized 0.8% difference in
hemoglobin A levels in the motivational
enhancement therapy plus cognitive behav-
ior therapy group (or motivational enhance-
ment therapy alone group) compared with
usual diabetes care. We assumed that the
SD of the changes was approximately 1.65.
At a power of 90%, a type I error of 0.05

(2-tailed), a randomization ratio of 1:1:1,
and a 20% withdrawal rate, we estimated
a sample size of 339 participants (n=113

in each group)."

Fheehadl 21

We designed the study as a
noninferiority study. A difference of 0.5
has been recognized as the minimum
clinically important difference to distinguish
treatments on the dyspnea subscale of the
CRQ. By using this value in the sample
size calculation for a noninferiority study,
with an O level of 0.025, 1—B, 0.90, and
SD of 1.1 (slightly greater than previous
similar studies), the required sample size
was 204 (102 patients per group). On the
basis of our previous study in a similar
patient sample, we anticipated 15% attri—
tion, so we planned to randomly assign 240

patients.”

M9en4 : I IANZHMIADA
Fethatl 22

Efficacy analyses were performed
on the intent-to—treat and fully evaluable
(FE) populations, whereas safety analyses
were performed on the safety population.

Study end point was the final visit obser—

lwoe
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vation (i.e., if a patient was missing a week
24 observation, then the last observed value
was carried forward and used as the end
point visit observation).

The intent-to—treat population
included all patients randomized to treat—
ment regardless of follow-up evaluations
or compliance with treatments. The FE
population comprised patients who com-
pleted 24 weeks of treatment with 80% or
more compliance at the week 24 visits and
at 2 other clinic visits, with no significant

protocol violations. ..."
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Continuous variables were sum-—
marized with means and standard devia-
tions, while categorical variables were sum—
marized with frequencies and percentages.

Continuous data were analyzed using analysis

of variance if normally distributed, or the
nonparametric Wilcoxon rank sums test if
nonnormally distributed. The chi-squared
test or Fisher’s exact test was used for
comparison of frequency data where

appropriate. ...”
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For the analysis of differences
between independent groups involving
Likert scales (e.g., PR residents versus
NR residents with regard to general
impression of patient care), the evaluation
was carried out using the nonparametric
Mann-Whitney test for ordinal differences
between independent groups. For compari—
sons of independent groups involving
categorical scales (e.g., “yes”, “no”,
“don’t know™), the X test was used.
The nonparametric Wilcoxon test for
ordinal differences between paired samples
was used to compare paired samples
involving Likert scales paired data (before
the 80-h workweek versus after the 80-h
workweek ), while McNemar test was used
to compare paired samples involving

categorical data.”
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Intra- and inter-observer agree—
ment between measurements was assessed
using Bland-Altman plots. Eighteen scans
were selected at random and the outlining
process repeated by both the same observer
(intra—observer agreement) and a different
observer (inter-observer agreement).

The relationship between lung
volume and gestational age was examined
using multilevel models, to account for the
correlation between multiple observations
on the same subject. Multilevel models were
fitted to the data using MLn software
(Institute of Education, London, UK). ...”"
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Morphine consumption, pain at
rest, pain with movement, heart rate, mean
arterial blood pressure, and respiratory rate
were compared among the four groups over
the postoperative time points, with repeated
measures linear fixed model. If group
differences were significant (P<0.05),
then treatment groups were compared at
each time point with Tukey—Kramer post
hoc testing.

Sedation scores were compared

among the four groups by repeated mea-

sures analysis of variance for assessment of
time and treatment effects. If differences
were found, a Bonferroni post hoc test
was performed.

Total PCA morphine use, duration
of surgery, and intraoperative blood loss
were compared among the four groups with
ANOVA, and Tukey-B post hoc testing.
Demographic data were analyzed using
ANOVA or chi-square test, as appropriate.
The incidence of each side effect was com—
pared with an omnibus chi-square test,
and if significant (P<0.05), pairwise post
hoc comparisons of each of the three drug
groups to the placebo group were made
with Fisher’s exact test (P < 0.0167 for

significance).”
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Where appropriate, the following
tests were used: chi-square for comparing
proportions, t tests for comparison of means,
and crude odds ratios (ORs) to estimate
relative risks. For the more common
contact lens (CL)-related complications,
binomial logistic regression (for binary
outcomes) was used to estimate ORs as
measures of association. The ORs are

reported as estimates of relative risk
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throughout this study. Analyses where OR
estimates were adjusted for effect of other
covariate (potential confounders) are
referred to throughout this paper as multi—
variable analysis.

Interactions between CL type and
covariates were assessed through classical
methods (testing homogeneity of ORs
across the covariate strata), and through
likelihood ratio tests comparing appropriate
logistic models with and without the
interaction term. These were limited to
interactions thought to be biologically
feasible. The regression diagnostics included
the Hosmer-Lemeshow goodness—of-fit
test, and calculation of the area under the
receiver operating characteristic curve.
The statistical software used was STATA
(Stata Corporation, College Station, TX).
The study was approved by the Local

Ethics Committee.>
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