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Appendix 1: Clinical study information database

ALLEN2005 Allen, & J., Kulan, A. M., Gilbert, D. L., Coffey, B. J., Linder, 5. L.,

Lewis, D. W, Winner, P Dunn, DWW, Dure, L5, Sallee, F.R..

| Milton, D.R., Mintz, M.1., Ricardi, B.K., Erenberg, G., Layton, L.L.,
Feldman, P.0., Kelzey, DK, & Spencer, T.J. [20058). Atomoxetine
treatment in children and adolescents with ADHD and comarbid tic
digorders, Meurology, 65, 19471-1949,

Record: M 4 (1 ofl b M b | K Mo Filter

Pharmacological Interventions

4, 1: Drug treatment (Children & Adolescents)

Atomoxetine vs, Placebo

w

Gase Dats and Inclsion Status
ALLEN2005

I
Chronic: Mator Tic: Disonder

ITT [P's:pro. -
[F's:prov.data @ BL & 1 pastBL assessment |11 i BT
Dauble blind [YGTS5 »0, K-5ADS-PL & Clinical Int

Comorbidity [Specific: Tic Disorder, & non-
zpecific).
Sample congisted of 'Children’ and 'Adolescents’

Wieight< 20 kg, or »80ka; Children's Y ale-
Brown Obsessive Compulsive Scale (C-

wBOCS] »15, or diagnosis of OCD zevere

enough ta require medication; Children's .3
LTl | [ e e e Hlaiicn =

Fecruited from 14 sites in USA, primarily >40, or diagnosis of depression severe
hospitals and clinics. enough to require medication; history of “GT55=""ale Global Tic Severity Scale
bipolar disorder/psychosis; SBIZU'B dlSdeB' A_DHDHS-I\-*_-F'arent:InV = Attention c!eficita"hypglactivity

disorder Rating Scale-V-Parent Wersion: Investigator

'ID-'I_E! day screerjing and wazhout penod - )
physical exam, vital sign measurements, medical Mean [SO]YGETSS = 22 (8) (mild to moderate lesel of tic severity]

history etc. 166 patients entered screening, 143 MB: AT group:significantly greater |mpa|lment i their mean ADHDRS-1V-ParentIney total and hyperactivity
landomly assmgned 145 provided data at

Randomizsation camed out by a computernized - -
Interactive Yoice Resporss System, Research from Lily Research Laboratories
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ALLEN2005

1.33ma kgt

IMITIAL "WASHOUT 1018 day[screening)

DOSE: 3wk titration phase-began:0.5madkg/day titrated to 1.0ma kg /day at end of
wik 1, then titrated up/dovn [final range 0.5-1.5 mgskg/day. max daily dose 110mg)
ADRIM: D aily a3 divided dose [morming & late afternoon)

TAKEM AT:Baseline & Endpoint (Mot dear when assesments were made
between these times)

LOST TO F..: ATX 276, PLE 1/72 (Mot incl.in ITT analysis)
Record: M 4

ADHD (September 2008) Page 3 of 10



UNCORRECTED PROOF

Appendix 2: Quality checklists for diagnostic studies, clinical

studies and reviews

The methodological quality of each study was evaluated using dimensions
adapted from SIGN (SIGN, 2001). SIGN originally adapted its quality criteria
from checklists developed in Australia (Liddel et al., 1996). Both groups
reportedly undertook extensive development and validation procedures when
creating their quality criteria. For information about how to use these checklists
please see (The Guidelines Manual?).

Quality Checklist for a Systematic Review or Meta-Analysis
Study ID:
Guideline topic: Key question no:
Checklist completed by:
SECTION 1: INTERNAL VALIDITY
In a well-conducted systematic review: [In this study this criterion is:
(Circle one option for each question)
1.1 The study addresses an Well covered Not addressed
appropriate and clearly Adequately Not reported
focused question. addressed Not applicable
Poorly addressed
1.2 A description of the Well covered Not addressed
methodology used is included. |Adequately Not reported
addressed Not applicable
Poorly addressed
1.3 The literature search is Well covered Not addressed
sufficiently rigorous to identify |[Adequately Not reported
all the relevant studies. addressed Not applicable
Poorly addressed
1.4 Study quality is assessed and  [Well covered Not addressed
taken into account. Adequately Not reported
addressed Not applicable
Poorly addressed
1.5 There are enough similarities |Well covered Not addressed
between the studies selected to |Adequately Not reported
make combining them addressed Not applicable
reasonable. Poorly addressed
SECTION 2: OVERALL ASSESSMENT OF THE STUDY
1 Available from: www .nice.org.uk
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2.1

How well was the study done
to minimise bias? Code ++, + or

Quality Checklist for an RCT

Study ID:

Guideline topic:

Key question no:

Checklist completed by:

SECTION 1: INTERNAL VALIDITY

In a well-conducted RCT study:

In this study this criterion is:
(Circle one option for each

question)

1.1  [The study addresses an Well covered Not addressed
appropriate and clearly focused |Adequately Not reported
question. addressed Not applicable

Poorly addressed

1.2 [The assignment of subjects to Well covered Not addressed

treatment groups is randomised. |Adequately Not reported
addressed Not applicable
Poorly addressed

1.3 |An adequate concealment method |Well covered Not addressed

is used. Adequately Not reported
addressed Not applicable
Poorly addressed

1.4  Subjects and investigators are kept(Well covered Not addressed

‘blind” about treatment allocation. [Adequately Not reported
addressed Not applicable
Poorly addressed

1.5  [The treatment and control groups (Well covered Not addressed

are similar at the start of the trial. |[Adequately Not reported
addressed Not applicable
Poorly addressed

1.6 [The only difference between Well covered Not addressed
groups is the treatment under Adequately Not reported
investigation. addressed Not applicable

Poorly addressed

1.7 |All relevant outcomes are Well covered Not addressed
measured in a standard, valid and |[Adequately Not reported
reliable way. addressed Not applicable

Poorly addressed
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1.8  |What percentage of the
individuals or clusters recruited
into each treatment arm of the
study dropped out before the
study was completed?

1.9  |All the subjects are analysed in the|Well covered Not addressed
groups to which they were Adequately Not reported
randomly allocated (often referred |addressed Not applicable

to as intention-to-treat analysis). |Poorly addressed

1.10 |[Where the study is carried out at |Well covered Not addressed
more than one site, results are Adequately Not reported
comparable for all sites. addressed Not applicable

Poorly addressed

SECTION 2: OVERALL ASSESSMENT OF THE STUDY
21  [How well was the study done to
minimise bias?
Code ++, + or -

Quality Checklist for a Cohort Study*

Study ID: Relevant questions:

Guideline topic:

Checklist completed by:
SECTION 1: INTERNAL VALIDITY
In a well conducted cohort study: In this study the criterion is:
(Circle one option for each
question)
1.1 [The study addresses an appropriate |Well covered Not addressed
and clearly focused question. Adequately Not reported
addressed Not applicable
Poorly addressed
SELECTION OF SUBJECTS
1.2 |The two groups being studied are Well covered Not addressed
selected from source populations that |Adequately Not reported
are comparable in all respects other  |addressed Not applicable
than the factor under investigation. [Poorly addressed
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1.3 [The study indicates how many of the [Well covered Not addressed
people asked to take part did so,in  [Adequately Not reported
each of the groups being studied. addressed Not applicable

Poorly addressed

1.4 [The likelihood that some eligible Well covered Not addressed
subjects might have the outcome at  [Adequately Not reported
the time of enrolment is assessed and |addressed Not applicable
taken into account in the analysis. Poorly addressed

1.5 |What percentage of individuals or
clusters recruited into each arm of the
study dropped out before the study
was completed?

1.6 |Comparison is made between full Well covered Not addressed
participants and those lost to follow- [Adequately Not reported
up, by exposure status. addressed Not applicable

Poorly addressed

ASSESSMENT

1.7 |The outcomes are clearly defined. Well covered Not addressed
Adequately Not reported
addressed Not applicable
Poorly addressed

1.8 [The assessment of outcome is made |Well covered Not addressed
blind to exposure status. Adequately Not reported

addressed Not applicable
Poorly addressed

1.9 |Where blinding was not possible, Well covered Not addressed
there is some recognition that Adequately Not reported
knowledge of exposure status could |addressed Not applicable
have influenced the assessment of Poorly addressed
outcome.

1.10 {The measure of assessment of Well covered Not addressed
exposure is reliable. Adequately Not reported

addressed Not applicable
Poorly addressed

1.11 [Evidence from other sources is used |Well covered Not addressed
to demonstrate that the method of Adequately Not reported
outcome assessment is valid and addressed Not applicable
reliable. Poorly addressed
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1.12 [Exposure level or prognostic factor is [Well covered Not addressed
assessed more than once. Adequately Not reported
addressed Not applicable
Poorly addressed
CONFOUNDING
1.13 [The main potential confounders are |[Well covered Not addressed
identified and taken into accountin  [Adequately Not reported
the design and analysis. addressed Not applicable
Poorly addressed
STATISTICAL ANALYSIS

1.14 [Have confidence intervals been provided?

SECTION 2: OVERALL ASSESSMENT OF THE STUDY

2.1 [How well was the study done to minimise the
risk of bias or confounding, and to establish a
causal relationship between exposure and
effect?

Code ++, + or -

"A cohort study can be defined as a retrospective or prospective follow-up study.
Groups of individuals are defined on the basis of the presence or absence of
exposure to a suspected risk factor or intervention. This checklist is not
appropriate for assessing uncontrolled studies (for example, a case series where
there is no comparison [control] group of patients).

Quality Checklist for an RCT

Study 1D

Guideline topic Key question no:

Checklist completed by:

SECTION 1: INTERNAL VALIDITY

In a well conducted diagnostic study: In this study the criterion is: (Circle one

option for each question)

1.1 The nature of the test being studied is Well covered Not addressed
clearly specified. Adequately Not reported
addressed Not applicable
Poorly addressed
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1.2 The test is compared with an appropriate Well covered Not addressed
gold standard. Adequately Not reported
addressed Not applicable
Poorly addressed
1.3 Where no gold standard exists, a validated | Well covered Not addressed
reference standard is used as a comparator. Adequately Not reported
addressed Not applicable
Poorly addressed
1.4 Patients for testing are selected wither asa | Well covered Not addressed
consecutlv.e series or randomly, from a Adequately Not reported
clearly defined study population.
addressed .
Not applicable
Poorly addressed
1.5 The test and gold standard are measured Well covered Not addressed
independently (blind) of each other. Adequately Not reported
addressed Not applicable
Poorly addressed
1.6 The test and gold standard are applied as Well covered Not addressed
close together in time as possible. Adequately Not reported
addressed Not applicable
Poorly addressed
1.7 Results are reported for all patients that are | Well covered Not addressed
entered into the study. Adequately Not reported
addressed Not applicable
Poorly addressed
ASSESSMENT
1.8 A pre-diagnosis is made and reported. Well covered Not addressed
Adequately Not reported
addressed Not applicable
Poorly addressed

SECTION 2: OVERALL ASSESSMENT OF THE STUDY

2.1 How reliable are the conclusions of this
study?
Code ++, + or -

2.2 Is the spectrum of patients assessed in this

study comparable with the patient group
targeted by this guideline in terms of the
proportion with the disease, or the
proportion with severe versus mild disease?
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