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Appendix A. Scales used to assess efficacy and adverse events

The following narrative briefly describes each of the most commonly used assessment scales and
summarizes methods of scoring and validation. The subsequent table lists abbreviations for all
assessment scales noted in this review. The references cited here are listed at the end of this
appendix.

POPULATION-SPECIFIC SCALES
Autism

The Aberrant Behavior Checklist (ABC) ', irritability subscale is rated by the parent or
primary caretaker. The 15-item scale includes questions about aggression, self-injury, tantrums,
agitation, and unstable mood on a scale of 0 to 45, with higher scores indicating greater severity.

The Children’s Psychiatric Rating Scale (CPRS)” is a 63-item scale developed by the
Psychopharmacology Branch of the National Institute of Mental Health to rate childhood
psychopathology. Each item is rated from 1 (not present) to 7 (extremely severe). Four factors
have been derived from the items: Autism Factor (social withdrawal, rhythmic
motions/stereotype, abnormal object relations, unspontaneous relation to examiner,
underproductive speech), Anger/Uncooperativeness Factor (angry affect, labile affect, negative
and uncooperative), Hyperactivity Factor (fidgetiness, hyperactivity, hypoactivity), and Speech
Deviance Factor (speech deviance, low voice).

Bipolar | Disorder

The Young Mania Rating Scale (YMRS) is an 11-item, clinician-administered interview
scale designed to quantify the severity of mania. Clinicians select from 5 grades of severity
specific to each item when making YMRS ratings. YMRS total scores range from 0 to 60.
Clinical trials of individuals with Bipolar I Disorder generally required scores equal to or greater
than 20 for enrollment and specified scores equal to or below 12 as representing symptomatic
remission. One validity study reported high correlations between the YMRS and the Petterson
Scale (r=0.89, P<0.001), the Beigel Scale (r=0.71, P<0.001), and an unspecified, 8-point global
rating scale (r=0.88, P<0.001).’

Dementia

The BEHAVE-AD* assesses 25 behaviors in the following 7 areas: paranoid and
delusional ideation, hallucinations, activity disturbances, aggressiveness, diurnal rhythm
disturbances, affective disturbance, and anxieties and phobia. Caregivers rate the presence and
severity of each item over the preceding 2 weeks on a 4-point scale (0=not present; 1=present;
2=present, generally with an emotional component; 3=present, generally with an emotional and
physical component). The maximum score is 75.

The NPI” assesses the following 12 behavioral disturbances common to dementia:
delusions, hallucinations, agitation, dysphoria, anxiety, apathy, irritability, euphoria,
disinhibition, aberrant motor behavior, nighttime behavior disturbances, and appetite and eating
abnormalities. The frequency and severity of each behavior is determined by a series of
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questions posed to the caregiver. Severity is graded 1, 2, or 3 (mild, moderate, or severe) and
frequency is rated on a scale of 1 through 4 (1=occasionally, less than once per week; 4=very
frequently, once or more per day or continuously). The maximum score for each domain is 12
(frequency multiplied by severity). The total score is the sum of the individual domain scores, for
a maximum possible score of 144. Some trials in patients with dementia used the NPI-Nursing
Home Version (NPI-NH), which has been validated for use in nursing homes.

The CMALI° assesses the frequency of up to 29 agitated behaviors: pacing or aimless
wandering; inappropriate dress or disrobing; spitting (usually at meals); cursing or verbal
aggression; constant unwarranted requests for attention or help; repetitive sentences or questions;
hitting (including self); kicking; grabbing onto people; pushing; throwing things; strange noises
(weird laughter or crying); screaming; biting; scratching; trying to get to a different place (for
example, out of the room or building); intentional falling; complaining; negativism; eating or
drinking inappropriate substances; hurting self or other (for example, with a cigarette or hot
water); handling things inappropriately; hiding things; hoarding things; tearing things or
destroying property; performing repeated mannerisms; making verbal sexual advances; making
physical sexual advances; and general restlessness. Caregivers administer the scale after
receiving training. The frequency of each behavior is scored with reference to the previous 2
weeks on a 7-point scale (1=never, 2=less than one time per week, 3=one to 2 times per week,
4=several times per week, S5=once or twice per day, 6=several times per day, 7=several times per
hour). The maximum possible score is 203.

Disruptive Behavior Disorders

The Nisonger Child Behavior Rating Form’ was developed for children with
developmental disabilities. The Parent version has two positive/social subscales
(Compliant/Calm and Adaptive/Social) comprising 10 items. It has 66 Problem Behavior items
that score onto 6 subscales: Conduct Problem, Insecure/Anxious, Hyperactive, Self-
Injury/Stereotypic, Self-Isolated/Ritualistic, and Overly Sensitive.

The Rating of Aggression against People and/or Property (RAAP)® is a global rating
scale of aggression that is completed by a clinician. It is scored from 1 (no aggression reported)
to 5 (intolerable behavior).

Schizophrenia

The Positive and Negative Syndrome Scale (PANSS) is a 30-item instrument designed to
assess schizophrenia symptoms. Each item is rated using a 7-point severity scale (1=absent,
2=minimal, 3=mild, 4=moderate, S=moderate-severe, 6=severe, 7=extreme). The PANSS is
administered by qualified clinicians using combinations of unstructured, semistructured, and
structured interview strategies. The PANSS is composed of three subscales, a 7-item Positive
Scale, a 7-item Negative Scale and a 16-item General Psychopathology Scale. The PANSS Total
Score ranges from 30 to 210. The PANSS also provides a method of assessing relationships of
positive and negative syndromes to one another and to general psychopathology. High
correlations between the PANSS Positive Syndrome Scale and the Scale for the Assessment of
Positive Symptoms (SAPS) (r=0.77, P<0.0001), the Negative Syndrome Scale and the Scale for
the Assessment of Negative Symptoms (SANS) (r=0.77, P<0.0001), and the General
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Psychopathology Syndrome scale and the Clinical Global Impressions Scale (CGI) (r=0.52,
P<0.0001) supports the scale’s criterion-related validity.’

SCALES FOR GENERAL USE
Extrapyramidal Side Effect Scales

The Barnes Akathisia Scale (BAS) is a tool used for diagnosis of drug-induced
akathisia.'’ The BAS consists of items that assess the objective presence and frequency of
akathisia, the level of an individual’s subjective awareness and distress, and global severity. The
objective rating is made using a 4-point scale (O=normal limb movement, 1=restlessness for less
than half the time observed, 2=restlessness for at least half of the time observed, 3=constant
restlessness). The BAS subjective component consists of two items, both rated using 4-point
scales. One is Awareness of Restlessness (O=absent, 1=non-specific sense, 2=complaints of inner
restlessness, 3=strong desire to move most of the time) and the other is Distress Related to
Restlessness (O=none, 1=mild, 2=moderate, 3=severe). The BAS Global Clinical Assessment of
Akathisia is rated using a 6-point scale (0=absent, 1=questionable, 2=mild, 3=moderate,
4=marked, S=severe).

The Simpson Angus Scale (SAS) is composed of 10 items and used to assess
pseudoparkinsonism. Grade of severity of each item is rated using a 5-point scale. SAS scores
can range from 0 to 40. Signs assessed include gait, arm-dropping, shoulder shaking, elbow
rigidity, wrist rigidity, leg pendulousness, head dropping, glabella tap, tremor and salivation. In
more than one randomized controlled trial of bipolar I disorder,'' treatment-emergent
parkinsonism was defined as a SAS score of greater than 3 at any time following a score of 3 or
less.

The Abnormal Involuntary Movement Scale (AIMS) is composed of 12 items and used to
assess dyskinesia. Items related to severity of orofacial, extremity, and trunk movements, global
judgment about incapacitation, and patient awareness are rated using a 5-point scale (0=none to
4=severe). Two items related to dental status are scored using “yes” or “no” responses. Overall
AIMS scores range from 0 to 42. Randomized controlled trials of atypical antipsychotics in
bipolar I disorder populations defined treatment-emergent dyskinesia as, “a score of 3 or more on
any of the first 7 AIMS items, or a score of 2 or more on any two of the first 7 AIMS items.”'" 2

The Extrapyramidal Symptom Rating Scale (ESRS) was designed to assess frequency
and severity of parkinsonism, dyskinesia, akathisia, and dystonia."> The ESRS involves a
physical examand 12 questionnaire items that assess abnormalities both subjectively and
objectively. Most of the items focus on features of parkinsonism.

Depression Scales

The 17 items of the Hamilton Depression Rating Scale (HAM-D) are designed to
measure symptoms of depression. Each item is rated using a 5-point scale (O=absent, 1=mild,
2=moderate, 3=severe, 4=incapacitating). Scores ranging from 10 to13 suggest mild depression,;
14-17, mild to moderate; and >17, moderate to severe.'* A 21-item version of the Hamilton
Depression Rating Scale (HAMD-21) is also available. The HAMD-21 includes the following

additional items: “diurnal variation”, “depersonalization and derealization”, “paranoid
symptoms”, and “obsessional and compulsive symptoms”. It is the HAMD-21 that is most
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commonly used in randomized controlled trials of atypical antipsychotics. One randomized
controlled trial of bipolar I disorder identified a HAMD-21 score of at least 20 as indicating
moderate to severe depression. '

The Montgomery-Asberg Depression Rating Scale (MADRS) is another instrument
extensively used in psychopharmacological research to assess severity of depressive symptoms.'®
The MADRS has 10 items, each rated using a 7-point severity scale. Scores range from 0 to 60.
MADRS, HAM-D, and CGI appear to be highly correlated (r>0.85, P<0.0001), with the best cut
off for severe depression being 31 on MADRS (sensitivity 93.5%, specificity 83.3%).'° One
study of patients with bipolar I depression limited enrollment by requiring a score of at least 20
on the MADRS. "/

Other Scales

The Brief Psychiatric Rating Scale (BPRS) is a 16-item scale designed to assess
treatment change in psychiatric patients.'® The severity of each item is rated using a 7-point scale
(1=not present, 2=very mild, 3=mild, 4=moderate, 5S=moderately severe, 6-severe, 7=extremely
severe). BPRS ratings are made using a combination of observations of and verbal report from
patients. BPRS scores range from 16 to 112. This review includes numerous randomized
controlled trials that assessed efficacy of atypical antipsychotics in schizophrenia or bipolar I
disorder populations using the BPRS, generally as a secondary endpoint.

The Clinical Global Impression Scale (CGI) consists of 3 items (Severity of Illness,
Global Improvement, and Efficacy Index) designed to assess treatment response. A 7-point scale
is used to rate Severity of Illness (1=normal to 7=extremely ill) and Global Improvement’
(1=very much improved to 7=very much worse). Efficacy Index is rated on a 4-point scale (from
“none” to “outweighs therapeutic effect”). The Clinical Global Impressions Scale for use in
bipolar illness (CGI-BP) is a modification of the original CGI and designed specifically for
rating severity of manic and depressive episodes and the degree of change from the immediately
preceding phase and from the worst phase of illness."

TABLE OF SCALES USED TO ASSESS OUTCOMES

SCALE Abbreviation SCALE Abbreviation
Aberrant Behavior Checklist ABC Montgomery-Asberg Depression ) \prg
Rating Scale

Abnormal Involuntary Movement Scale |AIMS Multnomah Community Ability Scale |MCAS
Adverse effects checklist m:tnlch Quality of Life Dimensions
Association for Methodology and North American Adult Reading

o . . NAART-R
Documentation in Psychiatry Test — Revised
Barnes Akathisia Scale BAS Negative Symptom Assessment NSA
Bech Rafaelsen Melancholia Scale BRMS Neuropsychiatric Inventory NPI
Bf—)havioral Rathology in Alzheimer's BEHAVE-AD Nisonger Child Behavior Rating
Disease Rating Scale Form
Benton Visual Retention Test BVRT Nurses Observation Scale for In- NOSIE

Patient Evaluation
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Occupational Functioning

Brief Psychiatric Rating Scale BPRS Assessment Scale
Calgary Depression Scale CDS Overall Safety Rating
California Verbal Learning Test CVLT Paced Auditory Serial Addition Task |PASAT
Children’s Psychiatric Rating Scale CPRS Patient Global Impression PGI
Chemical Use, Abuse, and Dependence CUAD Phillips Scale
Scale
. . . . . Positive and Negative Syndrome
Client Satisfaction Questionnaire-8 CSQ-8 Scale for Schizophrenia PANSS
Clinical Global Impression Scale CaGl Psychotic Anxiety Scale
Clinical Global Impressions- CGI-I Psychotic Depression Scale
Improvement
Clinicians Global Impressions of . .
Change CGI-C Quality of Life Scales QLs
Clinicians Global Impressions-Severity CGI-S Rating of Aggression Against People RAAP
of lliness Scale and/or Property
. Repeatable Battery for the
Coding Symbo!s for a Thesaurus for COSTART Assessment of Neuropsychological |[RBANS
Adverse Reaction Terms
Status
Cohen-Mansfield Agitation Inventory CMAI Role Functioning Scale RFS
Consonant Trigram Scale _for the Assessment of SANS
Negative Symptoms
Continuous Performance Test CPT Scale for the Assessment of Positive SAPS
Symptoms
Controlled Ward Association Test of Schneiderian Symptom Rating Scale
Verbal Fluency
. . Simpson Angus Rating Scale for
Covi-Anxiety Scale Extrapyramidal Side Effects SAS, SARS
Delayed Recall Test Simpson-Angus Neurologic Rating
Scale
Diagnostic Interview Schedule I11-R DIS-IlI-R Slow-wave sleep SWS
Digit Span Distractibility Test Social Adjustment Scale SAS-SM
Digit Symbol Substitution Test Social Functioning Scale SFS
Disability Assessment Schedule DAS Social and Occupational Functioning SOFA
Assessment
Drug Attitude Inventory DAI-30 Social Verbal Learning Test SVLT
Drug-Induced Extrapyramidal DIEPS Stroop Color-Word Test
Symptoms Scale
Dyskinesia Identification System Subjective response to treatment
DISCUS scale
Condensed User Scale
; Subjective Well-Being Under
EuroQuol-Visual Analogue Scale Neuroleptics Scale
Extrapyramidal Symptom Rating Scale |[ESRS Trail Making Test TMT
Final Global Improvement Rating FGIR Tremor, akathisia

AAP

Page 157 of 206




Final Report Update 2

Drug Effectiveness Review Project

Global Assessment of Functioning GAF UKU Side Effect Rating Scale

Global Assessment Scale GAS Verbal Fluency Categories

Hamilton Rating Scale for Depression |HAM-D Verbal Fluency Letters

Heinrichs-Carpenter Quality of Life Verbal List Learning Immediate Test

Scale

Last Observation Carried Forward LOCF Wechsler Adult Intelligence Scales - WAIS
Maze Test

Level of Functioning Scale Wisconsin Card Sort Test WCST

Maryland Assessment of Social World Health Organization — Quality [WHO-QOL

Competence of Life [Brief] (BREF)

Medical Outcomes Study Short Form . .

36-Item Health Survey Young Mania Rating Scale YMRS

Mini Mental State Examination MMSE
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Appendix B. Glossary

Following is a listing of terms commonly used in reports produced by the Drug Effectiveness
Review Project as they apply to these reports. For that reason, some terms definitions may vary
slightly from other published definitions.

Adherence: Following the course of treatment proscribed by a study protocol.

Adverse effect: An adverse event for which the causal relation between the drug/intervention and
the event is at least a reasonable possibility.

Adverse event: An adverse outcome that occurs during or after the use of a drug or other
intervention but is not necessarily caused by it.

Active-control trial: A trial comparing a drug in a particular class or group to another drug
outside of that class or group.

Allocation concealment: The process by which the person determining randomization is blinded
to a study participant’s group allocation.

Before-after study: A type non-randomized study where data are collected before and after
patients receive an intervention. Before-after studies can have a single arm or can include a
control group.

Bias: A systematic error or deviation in results or inferences from the truth. Several types of bias
can appear in published trials, including selection bias, performance bias, detection bias and
reporting bias.

Blinding: The process of preventing those involved in a trial from knowing to which comparison
group a particular participant belongs. Trials are frequently referred to as “double-blind” without

further describing if this refers to patients, caregivers, investigators or other study staff.

Case series: A study reporting observations on a series of patients, all receiving the same
intervention with no control group.

Case study: A study reporting observations on a single patient.

Case-control study: A study that compares people with a specific disease or outcome of interest
(cases) to people from the same population without that disease or outcome (controls.)

Clinically significant: A result that is large enough to affect a patient’s disease state in a manner
that is noticeable to a patient and/or caregiver.

Cohort study: An observational study in which a defined group of people (the cohort) is

followed over time and compared to a group of people who were exposed or not exposed to a
particular intervention or other factor of interest. A prospective cohort study assembles
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participants and follows them into the future. A retrospective cohort study identifies subjects
from past records and follows them from the time of those records to the present.

Confidence interval: The range of values calculated from the data such that there is a level of
confidence, or certainty, that it contains the true value. The 95% confidence interval is generally
used in Drug Effectiveness Review Project reports.

Confounder: A factor that is associated with both an intervention and an outcome of interest.

Controlled clinical trial: A clinical trial that includes a control group but no or inadequate
methods of randomization.

Convenience sample: A group of individuals being studied because they are conveniently
accessible in some way. Convenience samples may or may not be representative of a population
that would normally be receiving an intervention.

Cross-over trial: A type of clinical trial comparing two or more interventions in which the
participants, upon completion of the course of one treatment, are switched to another.

Direct analysis: The practice of using data from head-to-head trials to draw conclusions about
the comparative effectiveness of drugs within a class or group. Results of direct analysis are the
preferred source of data in Drug Effectiveness Review Project reports.

Dose-response relationship: The relationship between the quantity of treatment given and its
effect on outcome. In meta-analysis, dose-response relationships can be investigated using meta-
regression.

Double-blind: The process of preventing those involved in a trial from knowing to which
comparison group a particular participant belongs. While double-blind is a frequently used term
in trials, its meaning can vary to include blinding of patients, caregivers, investigators and/or
other study staff.

Double-dummy: The use of two placebos in a trial that match the active interventions when they
vary in appearance or method of administrations (for example, an oral agent compared to an
injectable agent.)

Effectiveness: The extent to which a specific intervention, when used under ordinary
circumstances, does what it is intended to do.

Effectiveness outcomes: Those outcomes that are generally important to patients and caregivers,
such as quality of life, hospitalizations and ability to work. Data on effectiveness outcomes
usually comes from longer-term studies of a “real-world” population.

Efficacy: The extent to which an intervention produces a beneficial result under ideal conditions
in a selected and controlled population.
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Estimate of effect: The observed relationship between an intervention and an outcome. Estimate
of effect can be expressed in a number of ways, including number needed to treat, odds ratio, risk
difference and risk ratio

Equivalence trial: A trial designed to determine whether the response to two or more treatments
differs by an amount that is clinically unimportant. This is usually demonstrated by showing that
the true treatment difference is likely to lie between a lower and an upper equivalence level of
clinically acceptable differences.

External validity: The extent to which reported results are generalizable to a relevant population.

Fixed-effect model: A model that calculates a pooled effect estimate using the assumption that all
observed variation between studies is caused by the play of chance. Studies are assumed to be
measuring the same overall effect. An alternative model is the random-effects model.

Forest plot: A graphical representation of the individual results of each study included in a meta-
analysis together with the combined meta-analysis result. The plot also allows readers to see the
heterogeneity among the results of the studies. The results of individual studies are shown as
squares centered on each study’s point estimate. A horizontal line runs through each square to
show each study’s confidence interval - usually, but not always, a 95% confidence interval. The
overall estimate from the meta-analysis and its confidence interval are shown at the bottom,
represented as a diamond. The centre of the diamond represents the pooled point estimate, and its
horizontal tips represent the confidence interval.

Funnel plot: A graphical display of some measure of study precision plotted against effect size
that can be used to investigate whether there is a link between study size and treatment effect.

Generalizability: see External Validity

Hazard ratio: The increased risk with which one group is likely to experience an outcome of
interest. It is similar to a risk ratio. For example, if the hazard ratio for death for a treatment is
0.5, then we can say that treated patients are likely to die at half the rate of untreated patients.

Head-to-head trial: A trial that directly compares one drug in a particular class or group to
another in the same class or group.

Heterogeneity: The variation in, or diversity of, participants, interventions, and measurement of
outcomes across a set of studies.

Indirect analysis: The practice of using data from trials comparing one drug in a particular class
or group to another drug outside of that class or group or to placebo and attempting to draw
conclusions about the comparative effectiveness of drugs within a class or group based on that
data. For example, using direct comparisons between drugs A and B and between drugs B and C
to make indirect comparisons between drugs A and C.
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Intention to treat (ITT): The use of data from a randomized controlled trial in which data from all
randomized patients are accounted for in the final results. Trials often report results as being
based on ITT despite the fact that some patients are excluded from the analysis.

Internal validity: The extent to which the design and conduct of a study are likely to have
prevented bias. Generally, the higher the interval validity, the better the quality of the study
publication.

Inter-rater reliability: The degree of stability exhibited when a measurement is repeated under
identical conditions by different raters.

Intermediate outcome: An outcome not of direct practical importance but believed to reflect
outcomes that are important. For example, blood pressure is not directly important to patients but
it is often used as an outcome in clinical trials because it is a risk factor for stroke and heart
attacks.

Logistic regression: A form of regression analysis that models an individual's odds of disease or
some other outcome as a function of a risk factor or intervention.

Mean difference: A method used to combine measures on continuous scales (such as weight),
where the mean, standard deviation and sample size in each group are known.

Meta-analysis: The use of statistical techniques in a systematic review to integrate the results of
included studies. Although they are sometimes used interchangeably, meta-analyses are not
synonymous with systematic reviews. However, systematic reviews often include meta-analyses.

Meta-regression: A technique used to explore the relationship between study characteristics (e.g.
concealment of allocation, baseline risk, timing of the intervention) and study results (the
magnitude of effect observed in each study) in a systematic review.

Multivariate analysis: Measuring the impact of more than one variable at a time while analyzing
a set of data.

N of I trial: A randomized trial in an individual to determine the optimum treatment for that
individual.

Non-inferiority trial: A trial designed to determine whether the effect of a new treatment is not
worse than a standard treatment by more than a pre-specified amount. A one-sided version of an
equivalence trial.

Non-randomized study: Any study estimating the effectiveness of an intervention (harm or
benefit) that does not use randomization to allocate patients to comparison groups. There are
many possible types of non-randomized studies, including cohort studies, case-control studies,
and before -after studies.
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Null hypothesis: The statistical hypothesis that one variable (e.g. which treatment a study
participant was allocated to receive) has no association with another variable or set of variables

Number needed to treat: An estimate of how many people need to receive a treatment before one
person would experience a beneficial outcome.

Observational study: A type of non-randomized study in which the investigators do not seek to
intervene, and simply observe the course of events.

Odds ratio (OR). The ratio of the odds of an event in one group to the odds of an event in
another group. An odds ratio of 1.0 indicates no difference between comparison groups. For
undesirable outcomes an OR that is <1.0 indicates that the intervention was effective in reducing
the risk of that outcome.

One-tailed test: A hypothesis test in which the values for which we can reject the null hypothesis
are located entirely in one tail of the probability distribution. For example, testing whether one
treatment is better than another (rather than testing whether one treatment is either better or
worse than another).

Open-label trial: A clinical trial in which the investigator and participant are aware which
intervention is being used for which participant (i.e. not blinded). Random allocation may or may
not be used in open-label trials.

Per protocol: The subset of participants from a randomized controlled trial who complied with
the protocol sufficiently to ensure that their data would be likely to exhibit the effect of treatment.
Per protocol analyses are sometimes misidentified in published trials as ITT.

Point estimate: The results (e.g. mean, weighted mean difference, odds ratio, risk ratio or risk
difference) obtained in a sample (a study or a meta-analysis) which are used as the best estimate
of what is true for the relevant population from which the sample is taken.

Pooling: The practice of combing data from several studies to draw conclusions regarding
treatment effects.

Power: The probability that a trial will detect statistically significant differences among
intervention effects. Studies with small sample sizes can frequently be underpowered to detect
difference.

Precision: The likelihood of random errors in the results of a study, meta-analysis or
measurement. The greater the precision, the less random error. Confidence intervals around the
estimate of effect from each study are one way of expressing precision, with a narrower
confidence interval meaning more precision.

Prospective study: A study in which people are identified according to current risk status or
exposure, and followed forwards through time to observe outcome.
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Publication bias: A bias caused by only a subset of all the relevant data being available. The
publication of research can depend on the nature and direction of the study results. Studies in
which an intervention is not found to be effective are sometimes not published. Because of this,
systematic reviews that fail to include unpublished studies may overestimate the true effect of an
intervention. In addition, a published report might present a biased set of results (e.g. only
outcomes or sub-groups where a statistically significant difference was found.

P-value: The probability (ranging from zero to one) that the results observed in a study could
have occurred by chance if in reality the null hypothesis was true. A p-value of <0.05 is often
used as a threshold to indicate statistical significance.

Random-effects model: A statistical model in which both within-study sampling error (variance)
and between-studies variation are included in the assessment of the uncertainty (confidence
interval) of the results of a meta-analysis. When there is heterogeneity among the results of the
included studies beyond chance, random-effects models will give wider confidence intervals than
fixed-effect models.

Randomization: The process by which study participants are allocated to treatment groups in a
trial. Adequate (i.e. unbiased) methods of randomization include computer generated schedules
and random numbers tables.

Randomized controlled trial (RCT): A trial in which two or more interventions are compared
through random allocation of participants.

Regression analysis: A statistical modelling technique used to estimate or predict the influence
of one or more independent variables on a dependent variable, e.g. the effect of age, sex, and
confounding disease on the effectiveness of an intervention.

Relative risk (RR): The ratio of risks in two groups; same as a risk ratio.

Retrospective study: A study in which the outcomes have occurred prior to study entry.

Risk difference: The difference in size of risk between two groups.

Risk ratio (RR): The ratio of risks in two groups. In intervention studies, it is the ratio of the risk
in the intervention group to the risk in the control group. A risk ratio of one indicates no
difference between comparison groups. For undesirable outcomes, a risk ratio that is <1 indicates
that the intervention was effective in reducing the risk of that outcome.

Sensitivity analysis: An analysis used to determine how sensitive the results of a study or
systematic review are to changes in how it was done. Sensitivity analyses are used to assess how
robust the results are to uncertain decisions or assumptions about the data and the methods that

were used.

Standard deviation (SD): A measure of the spread or dispersion of a set of observations,
calculated as the average difference from the mean value in the sample.
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Standard error (SE): A measure of the variation in the sample statistic over all possible samples
of the same size. The standard error decreases as the sample size increases.

Statistically significant (SS): A result that is unlikely to have happened by chance.

Subgroup analysis: An analysis in which an intervention is evaluated in a defined subset of the
participants in a trial, such as by sex or in age categories.

Superiority trial: A trial designed to test if one intervention is superior to another.

Systematic review. A review of a clearly formulated question that uses systematic and explicit
methods to identify, select, and critically appraise relevant research, and to collect and analyze
data from the studies that are included in the review.

Tolerability: Unpleasant adverse effects of drugs that are usually transient and not clinically
significant, although they can affect a person’s quality of life and willingness to continue a

treatment.

Type I error: A conclusion that there is evidence that a treatment works, when it actually does
not work (false-positive).

Type Il error: A conclusion that there is no evidence that a treatment works, when it actually
does work (false-negative).

Validity: The degree to which a result (of a measurement or study) is likely to be true and free of
bias (systematic errors).
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Appendix C. Abbreviations

Common Abbreviations Used Throughout the Report*

5-HTy
ANOVA
BPSD
BOLDER
CATIE
CI
CNOMSS
CPMS

df
DSM-III-R
DSM-IV
Dy
EFESO
EIRE
FDA
HDL
ICD-9
InterSePT
LDL
MANCOVA
N/n
NIMH

QT

QTc
RUPP
SD
Tab
TAS
VA
ZEUS

serotonin receptor

Analysis of Variance

Behavioral and Psychological Symptoms of Dementia

BipOlar DEprRession study

Clinical Antipsychotic Trials of Intervention Effectiveness
confidence interval

Canadian National Outcomes Measurement Study in Schizophrenia
Clozapine Patient Management System

degrees of freedom

Diagnostic and Statistical Manual of Mental Disorders, 3 ed. Revised
Diagnostic and Statistical Manual of Mental Disorders, 4" ed.
dopamine receptors

Estudio Farmaco-Epidemiologico en la Esquizofrenic con Olanzapina
Estudio de Investigacion de Resultados en Esquizofrenia

Federal Drug and Food Administration

high-density lipoproteins

Internationa Classification of Diseases, 9 ed.

International Suicide Prevention Trial

low-density lipoproteins

Multivariate Analysis of Variance

sample size

National Institute of Mental Health

A measure of the time between the start of the Q wave and the end of the
T wave in the heart's electrical cycle

corrected QT

Research Units on Pediatric Psychopharmacology

standard deviation

tablet

Total Aggression Score

veteran affairs

Ziprasidone Extended Use in Schizophrenia

*See Appendix A for abbreviations of scales used to assess outcomes
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Appendix D. Search strategy

Database: EBM Reviews - Cochrane Central Register of Controlled Trials <1st Quarter 2005>
Search Strategy:

1  olanzapine.mp.

2 risperidone.mp.

3 quetiapine.mp.

4  clozapine.mp.

5  ziprasidone.mp.

6 aripiprazole.mp.

7  atypical antipsychotic$.mp.

8 lor2or3ord4orS5or6or?7

9 exp SCHIZOPHRENIA/ or schizophren$.mp.
10 exp Psychotic Disorders/

11 Schizophreniform Disorder$.mp.

12 Delusional Disorder$.mp.

13 Schizoaffective disorder$.mp.

14 exp Bipolar Disorder/ or Bipolar Mania.mp.
15 exp DEMENTIA/ or Dementia.mp.

16 exp AUTISM/ or autism.mp. or autistic$.mp.
17  exp Attention Deficit Disorder/ or Attention Deficit Disorder$.mp.
18  Oppositional Defiant Disorder$.mp.

19  Conduct Disorder.mp.

20  Disruptive Behavior Disorder.mp.

21 9orl0orllorl2orl3orl4orlSorl6orl17orl18or 19 or20
22 8and?21

23 (adverse effect$ or poison$ or toxic$).mp.
24 8and 23

25 22o0r24

26  from 25 keep 1-1961

Database: Ovid MEDLINE(R) <1996 to March Week 3 2005>
Search Strategy:

olanzapine.mp.
risperidone.mp.
quetiapine.mp.
clozapine.mp.
ziprasidone.mp.
aripiprazole.mp.

atypical antipsychotic$.mp.
lor2or3or4or5or6or7

0O JON DN P~ W
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9 exp SCHIZOPHRENIA/

10 exp Psychotic Disorders/

11 Schizophreniform Disorder$.mp.

12 Delusional Disorder$.mp.

13 Schizoaffective disorder$.mp.

14 exp Bipolar Disorder/ or Bipolar Mania.mp.

15 exp DEMENTIA/ or Dementia.mp.

16 exp AUTISM/ or autism.mp.

17  exp Attention Deficit Disorder/

18  Oppositional Defiant Disorder$.mp.

19  Conduct Disorder.mp.

20  Disruptive Behavior Disorder.mp.

21 9orl0orllorl2orl3orl4orlSorl6orl17orl18or19 or20
22 8and?21

23 limit 22 to (controlled clinical trial or meta analysis or randomized controlled trial)
24 (systemat$ adj5 review$).mp.

25 exp Randomized Controlled Trials/

26  cohort$.mp.

27 24 o0r25o0r26

28 8and 27

29 23 o0r28

30 adverse effect$.mp. or ae.fs.

31 poisoning.mp. or po.fs.

32 toxicity.mp. or to.fs.

33 30o0r31or32

34 8and33

35 limit 34 to (controlled clinical trial or meta analysis or randomized controlled trial)
36 27 and 34

37 35o0r36

38 29o0r37

39  limit 38 to human

40  limit 39 to english language

41  limit 39 to abstracts

42 40or4l

43 (200406% or 200407$ or 200408$ or 200409$ or 20041$ or 20053).ed.
44 42 and 43

45  from 44 keep 1-180

Database: PsycINFO <1985 to March Week 3 2005>
Search Strategy:

1  olanzapine.mp.
2 risperidone.mp.
3 quetiapine.mp.
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clozapine.mp.

ziprasidone.mp.

aripiprazole.mp.

atypical antipsychotic$.mp.
lor2or3or4orSor6or7

9 exp SCHIZOPHRENIA/

10 exp Psychosis/

11 Schizophreniform Disorder$.mp.

12 Delusional Disorder$.mp.

13 Schizoaffective disorder$.mp.

14 exp Bipolar Disorder/ or Bipolar Mania.mp.

15 exp DEMENTIA/ or Dementia.mp.

16  exp AUTISM/ or autism.mp. or autistic$.mp.

17  exp Attention Deficit Disorder/ or Attention Deficit Disorder$.mp.
18  Oppositional Defiant Disorder$.mp.

19  Conduct Disorder.mp.

20  Disruptive Behavior Disorder.mp.

21 9orl0orllorl2orl3orl4orl5Sorl6orl7orl8orl9or20
22 8and?2l

23 Clinical Trial$.mp.

24  (double blind$ or placebo$).mp.

25  ((control$ or random$) ad;j2 (trial$ or stud$)).mp.
26  Meta Analysis/

27  (systemat$ adj5 review$).mp.

28  cohort$.mp.

29 23 or24 or 25 or 26 or 27

(e BEN o) NNV, IIF N

30 22and29

31 (adverse effect$ or poison$ or toxic$).mp.
32  8and 3l

33 29and 32

34 30or33

35 limit 34 to human

36  limit 35 to english language

37 limit 35 to abstracts

38 36o0r37

39  (200406$ or 200407$ or 200408$ or 200409$ or 200418 or 2005$).up.
40 38 and 39

41  from 40 keep 1-180
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Search Strategy Update 2

Database: Ovid MEDLINE(R) <1996 to November Week 1 2007>
Search Strategy:

olanzapine.mp. (3656)

risperidone.mp. (3946)

quetiapine.mp. (1541)

clozapine.mp. (4718)

ziprasidone.mp. (742)

aripiprazole.mp. (612)

atypical antipsychotic$.mp. (3969)
lor2or3or4or5or6or7(11708)

9 exp SCHIZOPHRENIA/ (25605)

10 exp Psychotic Disorders/ (8822)

11 Schizophreniform Disorder$.mp. (212)

12 Delusional Disorder$.mp. (272)

13 Schizoaffective Disorder$.mp. (1459)

14 exp Bipolar Disorder/ or Bipolar Mania.mp. (9447)
15 exp Dementia/ or Dementia.mp. (53774)

16 exp AUTISM/ or autism.mp. (6461)

17  exp Attention Deficit Disorder/ (7529)

18  Oppositional Defiant Disorder$.mp. (505)

19  Conduct Disorder.mp. (1709)

20  Disruptive Behavior Disorder.mp. (73)

21 9orl0orllorl2orl3orl4orl5orl6or17or18or 19 or20 (106266)
22 8and 21 (7259)

23 limit 22 to (controlled clinical trial or meta analysis or randomized controlled trial) (1003)
24 (systemat$ adjS review$).mp. (13904)

25 exp Randomized Controlled Trials/ (42988)
26  cohort$.mp. (114342)

27 24 or 25 or 26 (165359)

28 8and 27 (679)

29 23 or 28 (1578)

30 adverse effect$.mp. or ae.fs. (470114)

31 poisoning.mp. or po.fs. (27095)

32 toxicity.mp. or to.fs. (158059)

33 30o0r31or32(615267)

34 8and 33 (5474)

35 limit 34 to (controlled clinical trial or meta analysis or randomized controlled trial) (603)
36 27 and 34 (349)

37 35o0r36(884)

38 290r37(1667)

39  limit 38 to humans (1655)

40  limit 39 to english language (1601)

41 (2006118 or 200612$ or 2007$).ed. (693899)

0O JON DN B~ W
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42 40 and 41 (297)
43 from 42 keep 1-297 (297)

Database: EBM Reviews - Cochrane Central Register of Controlled Trials <4th Quarter
2007>
Search Strategy:

olanzapine.mp. (1158)

risperidone.mp. (1060)

quetiapine.mp. (302)

clozapine.mp. (677)

ziprasidone.mp. (212)

aripiprazole.mp. (104)

atypical antipsychotic$.mp. (557)
lor2or3or4orS5or6or7(2952)

9 exp SCHIZOPHRENIA/ or schizophren$.mp. (6148)

10 exp Psychotic disorders/ (884)

11 Schizophreniform Disorder$.mp. (82)

12 Delusional Disorder$.mp. (10)

13 Schizoaffective disorder$.mp. (372)

14 exp Bipolar Disorder/ or Bipolar Mania.mp. (987)

15 exp DEMENTIA/ or Dementia.mp. (3512)

16  exp Autistic Disorder/ or autism.mp. or autistic$.mp. (407)
17  exp Attention Deficit Disorder with Hyperactivity/ or Attention Deficit Disorder$.mp. (999)
18  Oppositional Defiant Disorder$.mp. (53)

19  Conduct Disorder.mp. (162)

20  Disruptive Behavior Disorder.mp. (15)

21 9orl0orllorl2orl3orld4orlSorl6orl17or18or19or20(12329)
22 8and 21 (2065)

23 (adverse effect$ or poison$ or toxic$).mp. (25409)

24 8and 23 (111)

25 22 o0r24(2077)

26 limit 25 to yr="2005 - 2007" (388)

27  from 26 keep 1-388 (388)

0N N kW

Database: PSycINFO <1806 to November Week 2 2007>
Search Strategy:

1  olanzapine.mp. (2946)
2 risperidone.mp. (3449)
3 quetiapine.mp. (1318)
4  clozapine.mp. (4658)
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ziprasidone.mp. (569)

aripiprazole.mp. (426)

atypical antipsychotic$.mp. (3743)
lor2or3or4orS5or6or7(10822)

9 exp SCHIZOPHRENIA/ (54243)

10 exp Psychosis/ (68505)

11 Schizophreniform Disorder$.mp. (558)

12 Delusional Disorder$.mp. (648)

13 Schizoaffective disorder$.mp. (3412)

14  exp Bipolar Disorder/ or Bipolar Mania.mp. (11824)

15 exp DEMENTIA/ or Dementia.mp. (36315)

16 exp AUTISM/ or autism.mp. or autistic$.mp. (15724)

17  exp Attention Deficit Disorder/ or Attention Deficit Disoder$.mp. (10816)
18  Oppositional Defiant Disorder$.mp. (1279)

19  Conduct Disorder.mp. (4174)

20  Disruptive Behavior Disorder.mp. (167)

21 9orl0orllorl2orl3orld4orlSorl6orl17or18or19or20(141781)
22 8and 21 (7187)

23 Clinical Trial$.mp. (9141)

24 (double blind$ or placebo$).mp. (24075)

25  ((control$ or random$) adj2 (trial$ or stud$)).mp. (28033)
26  Meta Analysis/ (2812)

27  (systemat$ adj5 review$).mp. (3853)

28  cohort$.mp. (15791)

29 23 or24 or25o0r26or27or28 (70546)

30 22 and 29 (1592)

31 (adverse effect$ or poison$ or toxic$).mp. (16530)

32 8and 31 (708)

33  29and 32 (147)

34  30o0r33(1625)

35 limit 34 to human (1567)

36  limit 35 to english language (1501)

37  (200503$ or 200504$ or 2005053 or 200506$ or 2005078 or 200508% or 200509$ or
200518 or 20068 or 2007$).up. (402790)

38 36 and 37 (595)

39  from 38 keep 1-595 (595)

(e BN B e V)]

Paliperidone Search Update #2

Database: Ovid MEDLINE(R) <1996 to October Week 5 2007>
Search Strategy:

1  paliperidone.mp. (17)
2 exp SCHIZOPHRENIA/ (25573)
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exp Psychotic Disorders/ (8805)

Schizophreniform Disorder$.mp. (212)

Delusional Disorder$.mp. (272)

Schizoaffective disorder$.mp. (1454)

exp Bipolar Disorder/ or Bipolar Mania.mp. (9422)

exp DEMENTIA/ or Dementia.mp. (53657)

9 exp AUTISM/ or autism.mp. (6428)

10 exp Attention Deficit Disorder/ (7497)

11 Oppositional Defiant Disorder$.mp. (503)

12 Conduct Disorder.mp. (1703)

13 Disruptive Behavior Disorder.mp. (73)

14 2or3ordorSor6or7or8or9orl0orllorl2orl3(106020)
15 1land14(11)

16  limit 15 to (humans and english language and yr="2004 - 2007") (10)
17  from 16 keep 1-10 (10)

03N DN kW

Database: EBM Reviews - Cochrane Central Register of Controlled Trials <4th Quarter
2007>
Search Strategy:

paliperidone.mp. (4)

exp schizophrenia/ or schizophren$.mp. (6148)

exp Psychotic disorders/ (884)

Schizophreniform Disorder$.mp. (82)

Delusional Disorder$.mp. (10)

Schizoaffective Disorder$.mp. (372)

exp Bipolar disorder/ or Bipolar Mania.mp. (987)

exp DEMENTIA/ or Dementia.mp. (3512)

exp Autistic Disorder/ or autism.mp. or autistic$.mp. (407)
exp Attention Deficit Disorder with Hyperactivity/ or Attention deficit Disorder$.mp. (999)
Oppositional Defiant Disorder$.mp. (53)
Conduct Disorder.mp. (162)
Disruptive Behavior Disorder.mp. (15)
2or3ordorS5or6or7or8or9orl0orllorl2orl3(12329)
1 and 14 (3)
limit 15 to yr="2004 - 2007" (3)

17  from 16 keep 1-3 (3)

OO\ DN P~ W -
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Database: PsycINFO <1806 to November Week 1 2007>
Search Strategy:

1 paliperidone.mp. (14)
2 exp SCHIZOPHRENIA/ (54214)
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exp Psychosis/ (68468)

Schizophreniform Disorder$.mp. (556)

Delusional Disorder$.mp. (647)

Schizoaffective disorder$.mp. (3410)

exp Bipolar Disorder/ or Bipolar Mania.mp. (11815)

exp DEMENTIA/ or Dementia.mp. (36262)

9 exp AUTISM/ or Autism.mp. or autistic$.mp. (15709)

10 exp Attention Deficit Disorder/ or Attention Deficit Disorder$.mp. (11447)
11 Oppositional Defiant Disorder$.mp. (1278)

12 Conduct Disorder.mp. (4171)

13 Disruptive Behavior Disorder.mp. (167)

14 2or3ord4orSor6or7or8or9orl0orllorl2orl3(142116)
15 1and14(12)

16  limit 15 to (human and english language and yr="2004 - 2007") (11)
17  from 16 keep 1-11 (11)

03N DN kW

Supplemental Searches Update #2

Database: Ovid MEDLINE(R) <1996 to November Week 2 2007>
Search Strategy:

aripiprazole.mp. (613)

Abilify.mp. (10)

clozapine.mp. or exp Clozapine/ (4719)
clozaril.mp. or exp Clozapine/ (3341)
olanzapine.mp. (3661)

zyprexa.mp. (37)

quetiapine.mp. (1545)

seroquel.mp. (87)

0NN N kW

9 paliperidone.mp. (19)

10 invega.mp. (1)

11 risperidone.mp. or exp Risperidone/ (3954)

12 ziprasidone.mp. (746)

13 risperdal.mp. (26)

14 geodon.mp. (10)

15 Tlor2or3ord4orS5or6or7or8or9orl0orllorl2orl3orl4(10444)
16  exp Schizophrenia/ or schizophrenia.mp. (31609)

17  Psychotic Disorders.mp. or exp Psychotic Disorders/ (9472)
18  Schizophreniform Disorder$.mp. (212)

19  Delusional Disorder$.mp. (274)

20  Schizoaffective Disorder$.mp. (1460)

21  exp Bipolar Disorder/ or Bipolar.mp. (17825)

22 exp Dementia/ or Dementia.mp. (53849)

23 BPSD.mp. (171)

AAP Page 176 of 206



Final Report Update 2 Drug Effectiveness Review Project

24 autism.mp. or exp Autistic Disorder/ (6483)

25  Attention Deficit Disorder.mp. or exp Attention Deficit Disorder with Hyperactivity/ (7692)
26  Oppositional Defiant Disorder$.mp. or exp "Attention Deficit and Disruptive Behavior
Disorders"/ (8861)

27  Conduct Disorder.mp. or exp Conduct Disorder/ (1723)

28  Disruptive Behavior Disorder$.mp. (1058)

29 16or17or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25 or 26 or 27 or 28 (119048)

30 15and 29 (7021)

31 limit 30 to (humans and english language) (6075)

32 limit 31 to (humans and english language and yr="2005 - 2006") (1426)

33 limit 32 to randomized controlled trial (223)

34  32not33(1203)

35 limit 34 to (controlled clinical trial or meta analysis) (50)

36 (systemat$ adjS review$).mp. (13955)

37  exp Cohort Studies/ or cohort$.mp. (411289)

38 36 or 37 (423740)

39  limit 38 to yr="2005 - 2006" (93314)

40 15 and 39 (281)

41 350r40(321)

42  from 41 keep 1-321 (321)

Database: EBM Reviews - Cochrane Central Register of Controlled Trials <4th Quarter
2007>

Search Strategy:

aripiprazole.mp. (104)

Abilify.mp. (0)

clozapine.mp. or exp Clozapine/ (677)

clozaril.mp. or exp Clozapine/ (270)

olanzapine.mp. (1158)

zyprexa.mp. (2)

quetiapine.mp. (302)

seroquel.mp. (71)

9 paliperidone.mp. (4)

10 invega.mp. (0)

11 risperidone.mp. or exp Risperidone/ (1060)

12 ziprasidone.mp. (212)

13 risperdal.mp. (10)

14 geodon.mp. (1)

15 Tlor2or3ord4orSor6or7or8or9orl0orllorl2orl3orl4(2834)
16  exp Schizophrenia/ or schizophrenia.mp. (5548)

17  Psychotic Disorders.mp. or exp Psychotic Disorders/ (1011)
18  Schizophreniform Disorder$.mp. (82)

19  Delusional Disorder$.mp. (10)

0N N kW
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20  Schizoaffective Disorder$.mp. (372)

21  exp Bipolar Disorder/ or Bipolar.mp. (2175)

22 exp Dementia/ or Dementia.mp. (3512)

23 BPSD.mp. (16)

24 autism.mp. or exp Autistic Disorder/ (360)

25 Attention Deficit Disorder.mp. or exp Attention Deficit Disorder with Hyperactivity/ (990)
26  Oppositional Defiant Disorder$.mp. or exp "Attention Deficit and Disruptive Behavior
Disorders"/ (943)

27  Conduct Disorder.mp. or exp Conduct Disorder/ (162)

28  Disruptive Behavior Disorder$.mp. (87)

29 16or17or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25 or 26 or 27 or 28 (12900)

30 15 and 29 (2076)

31 limit 30 to ((clinical trial or comparative study or controlled clinical trial or meta analysis
or multicenter study or randomized controlled trial) and yr="2005 - 2006") (233)

32 from 31 keep 1-233 (233)

Database: EBM Reviews - Cochrane Database of Systematic Reviews <4th Quarter 2007>
Search Strategy:

aripiprazole.mp. (29)

Abilify.mp. (5)

clozapine.mp. or exp Clozapine/ (79)

clozaril.mp. or exp Clozapine/ (7)

olanzapine.mp. (93)

zyprexa.mp. (14)

quetiapine.mp. (71)

seroquel.mp. (14)

9 paliperidone.mp. (4)

10 invega.mp. (0)

11 risperidone.mp. or exp Risperidone/ (90)

12 ziprasidone.mp. (44)

13 risperdal.mp. (8)

14  geodon.mp. (2)

15 lor2or3ordorSor6or7or8or9orl0orllorl2orl3orl4(127)
16  exp Schizophrenia/ or schizophrenia.mp. (236)

17  Psychotic Disorders.mp. or exp Psychotic Disorders/ (70)
18  Schizophreniform Disorder$.mp. (16)

19  Delusional Disorder$.mp. (25)

20  Schizoaffective Disorder$.mp. (87)

21  exp Bipolar Disorder/ or Bipolar.mp. (136)

22 exp Dementia/ or Dementia.mp. (214)

23 BPSD.mp. (3)

24 autism.mp. or exp Autistic Disorder/ (23)

25  Attention Deficit Disorder.mp. or exp Attention Deficit Disorder with Hyperactivity/ (8)
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26  Oppositional Defiant Disorder$.mp. or exp "Attention Deficit and Disruptive Behavior
Disorders"/ (7)

27  Conduct Disorder.mp. or exp Conduct Disorder/ (17)

28  Disruptive Behavior Disorder$.mp. (2)

29 16or17o0r 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25 or 26 or 27 or 28 (521)

30 15and 29 (116)

31  limit 30 to systematic reviews (81)

32 from 31 keep 1-81 (81)

Database: PSycINFO <1806 to November Week 4 2007>
Search Strategy:

aripiprazole.mp. (427)

Abilify.mp. (4)

clozapine.mp. or exp Clozapine/ (4665)

clozaril.mp. or exp Clozapine/ (3035)

olanzapine.mp. (2952)

zyprexa.mp. (17)

quetiapine.mp. (1323)

seroquel.mp. (66)

9 paliperidone.mp. (18)

10  invega.mp. (1)

11  risperidone.mp. or exp Risperidone/ (3456)

12 ziprasidone.mp. (571)

13 risperdal.mp. (26)

14  geodon.mp. (9)

15 1lor2or3ordorSor6or7or8or9orl0orllorl2orl3orl14(9494)
16  exp Schizophrenia/ or schizophrenia.mp. (71986)

17  Psychotic Disorders.mp. or exp Psychotic Disorders/ (2586)

18  Schizophreniform Disorder$.mp. (558)

19  Delusional Disorder$.mp. (648)

20  Schizoaffective Disorder$.mp. (3426)

21  exp Bipolar Disorder/ or Bipolar.mp. (18435)

22 exp Dementia/ or Dementia.mp. (36464)

23 BPSD.mp. (184)

24 autism.mp. or exp Autistic Disorder/ (14332)

25 Attention Deficit Disorder.mp. or exp Attention Deficit Disorder with Hyperactivity/
(11372)

26  Oppositional Defiant Disorder$.mp. or exp "Attention Deficit and Disruptive Behavior
Disorders"/ (1284)

27  Conduct Disorder.mp. or exp Conduct Disorder/ (4187)

28  Disruptive Behavior Disorder$.mp. (708)

29 16or17o0r 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25 or 26 or 27 or 28 (150127)
30 15 and 29 (6409)
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31  limit 30 to (human and english language and ("0830 systematic review" or 1200 meta
analysis or "2000 treatment outcome/randomized clinical trial") and yr="2005 - 2006") (177)
32 from 31 keep 1-177 (177)

Adherence Searches Update #2

Database: Ovid MEDLINE(R) <1950 to November Week 2 2007>
Search Strategy:

aripiprazole.mp. (654)

Abilify.mp. (11)

clozapine.mp. or exp Clozapine/ (7214)

clozaril.mp. or exp Clozapine/ (5302)

olanzapine.mp. (3828)

zyprexa.mp. (38)

quetiapine.mp. (1639)

seroquel.mp. (101)

paliperidone.mp. (22)

10  invega.mp. (1)

11  risperidone.mp. or exp Risperidone/ (4424)

12 ziprasidone.mp. (789)

13 risperdal.mp. (30)

14  geodon.mp. (10)

15 1lor2or3ordorSor6or7or8or9orl0orllorl2orl3orl4(13418)
16 adherence.mp. (44963)

17 nonadherence.mp. (1016)

18  patient compliance.mp. or exp Patient Compliance/ (35572)

19  compliance.mp. or exp Compliance/ (77454)

20 noncompliance.mp. (3272)

21 persistence.mp. (36717)

22 16or17or 18 or 19 or 20 or 21 (152231)

23 15and 22 (574)

24 limit 23 to (humans and english language and yr="1987 - 2007") (506)

25  limit 24 to (humans and english language and yr="1987 - 2007" and (clinical trial, all or
clinical trial or comparative study or controlled clinical trial or evaluation studies or meta
analysis or multicenter study or randomized controlled trial)) (187)

26  from 25 keep 1-187 (187)
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Database: EBM Reviews - Cochrane Central Register of Controlled Trials <4th Quarter
2007>
Search Strategy:

1  aripiprazole.mp. (104)
2 Abilify.mp. (0)
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clozapine.mp. or exp Clozapine/ (677)

clozaril.mp. or exp Clozapine/ (270)

olanzapine.mp. (1158)

zyprexa.mp. (2)

quetiapine.mp. (302)

seroquel.mp. (71)

9 paliperidone.mp. (4)

10 invega.mp. (0)

11 risperidone.mp. or exp Risperidone/ (1060)

12 ziprasidone.mp. (212)

13 risperdal.mp. (10)

14 geodon.mp. (1)

15 Tlor2or3ord4orSor6or7or8or9orl0orllorl2orl3orl4(2834)
16 adherence.mp. (2522)

17 nonadherence.mp. (82)

18 patient compliance.mp. or exp Patient Compliance/ (6157)

19  compliance.mp. or exp Compliance/ (10999)

20  noncompliance.mp. (336)

21 persistence.mp. (1169)

22 16or17o0r 18 or 19 or 20 or 21 (13835)

23 15and 22 (117)

24 limit 23 to ((clinical trial or comparative study or controlled clinical trial or meta analysis
or multicenter study or randomized controlled trial) and yr="1987 - 2007") (65)
25 from 24 keep 1-65 (65)
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Database: EBM Reviews - Cochrane Database of Systematic Reviews <4th Quarter 2007>
Search Strategy:

aripiprazole.mp. (29)
Abilify.mp. (5)
clozapine.mp. or exp Clozapine/ (79)
clozaril.mp. or exp Clozapine/ (7)
olanzapine.mp. (93)
zyprexa.mp. (14)
quetiapine.mp. (71)
seroquel.mp. (14)
paliperidone.mp. (4)
invega.mp. (0)
risperidone.mp. or exp Risperidone/ (90)
ziprasidone.mp. (44)
risperdal.mp. (8)
geodon.mp. (2)
lor2or3or4orSor6or7or8or9orl0orllorl2orl3orl4(127)
adherence.mp. (503)
nonadherence.mp. (4)
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18  patient compliance.mp. or exp Patient Compliance/ (112)
19  compliance.mp. or exp Compliance/ (1399)

20 noncompliance.mp. (31)

21 persistence.mp. (166)

22 16or17or 18 or 19 or 20 or 21 (1745)

23 15and 22 (87)

24 limit 23 to systematic reviews (69)

25 from 24 keep 1-10 (10)

Database: PsycINFO <1806 to November Week 4 2007>
Search Strategy:

aripiprazole.mp. (427)

Abilify.mp. (4)

clozapine.mp. or exp Clozapine/ (4665)

clozaril.mp. or exp Clozapine/ (3035)

olanzapine.mp. (2952)

zyprexa.mp. (17)

quetiapine.mp. (1323)

seroquel.mp. (66)

paliperidone.mp. (18)

10 invega.mp. (1)

11 risperidone.mp. or exp Risperidone/ (3456)

12 ziprasidone.mp. (571)

13 risperdal.mp. (26)

14 geodon.mp. (9)

15 Tlor2or3ord4orSor6or7or8or9orl0orllorl2orl3or14(9494)

16 adherence.mp. (7632)

17 nonadherence.mp. (507)

18 patient compliance.mp. or exp Patient Compliance/ (523)

19  compliance.mp. or exp Compliance/ (16522)

20  noncompliance.mp. (2094)

21 persistence.mp. (9379)

22 16or17o0r 18 or 19 or 20 or 21 (31629)

23 15 and 22 (432)

24 limit 23 to (human and english language and ("0400 empirical study" or "0430 followup
study" or "0450 longitudinal study" or "0451 prospective study" or "0452 retrospective study" or
"0830 systematic review" or 1200 meta analysis or "2000 treatment outcome/randomized
clinical trial") and english and human and yr="1987 - 2007") (230)

25 from 24 keep 1-230 (230)
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First Episode Schizophrenia Searches-Update #2
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Database: Ovid MEDLINE(R) <1996 to November Week 1 2007>
Search Strategy:

first episode.m_titl. (912)
exp *SCHIZOPHRENIA/ (21413)
exp ACUTE PSYCHOSIS/ or exp *PSYCHOSIS/ (0)
1 and 2 (520)
1 and 3 (0)
4 or 5 (520)
limit 6 to (human and english language) (503)
exp *RISPERIDONE/ (1990)
exp *CLOZAPINE/ (2311)
Aripiprazole.mp. (612)
ziprasidone.mp. (742)
Paliperidone.mp. (17)
olanzapine.mp. (3656)
quetiapine.mp. (1541)
8or9or10or1lorl2or13orl4(8618)
7 and 15 (57)
17  from 16 keep 1-57 (57)
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Database: CCTR, CDSR (coch), DARE
Search Strategy:

first episode.m _titl. (214)

exp *SCHIZOPHRENIA/ (2651)

exp ACUTE PSYCHOSIS/ or exp *PSYCHOSIS/ (0)
1 and 2 (49)

1 and 3 (0)

4 or 5 (49)

limit 6 to (human and english language) [Limit not valid in: CCTR,CDSR,DARE; records
were retained] (49)

8 exp *RISPERIDONE/ (328)

9 exp *CLOZAPINE/ (224)

10 Aripiprazole.mp. (140)

11 ziprasidone.mp. (268)

12 Paliperidone.mp. (8)

13 olanzapine.mp. (1294)

14 quetiapine.mp. (395)

15 8or9orl0orllorl2orl3orl4(2219)

16 7 and 15 (24)

17 from 16 keep 1-24 (24)
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Database: PsycINFO <1806 to November Week 2 2007>
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Search Strategy:

first episode.m_titl. (1004)
exp *SCHIZOPHRENIA/ (49842)
exp ACUTE PSYCHOSIS/ or exp *PSYCHOSIS/ (62800)
1 and 2 (629)
1 and 3 (933)
4 or 5 (933)
limit 6 to (human and english language) (882)
exp *OLANZAPINE/ (1016)
exp *RISPERIDONE/ (1568)
exp *QUETIAPINE/ (432)
exp *CLOZAPINE/ (2472)
Aripiprazole.mp. (426)
ziprasidone.mp. (569)
Paliperidone.mp. (14)
8or9or10or1lorl12or13or14(5935)
7 and 15 (55)
from 16 keep 1-55 (55)
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Appendix E. Quality assessment methods for drug class reviews for
the Drug Effectiveness Review Project

Study quality is objectively assessed using predetermined criteria for internal validity, based on
the combination of the US Preventive Services Task Force and the NNS Center for Reviews and
Dissemination criteria.

Regardless of design, all studies that are included are assessed for quality and assigned a rating
of “good”, “fair”, or “poor”. Studies with fatal flaws are rated poor quality. A fatal flaw is failure
to meet combinations of criteria which may be related in indicating the presence of bias. An
example would be inadequate procedure for randomization or allocation concealment combined
with important differences in prognostic factors at baseline. Studies that meet all criteria are
rated good quality, and the remainder is rated fair quality. As the fair-quality category is broad,
studies with this rating vary in their strengths and weaknesses: The results of some fair-quality
studies are likely to be valid, while others are only probably valid. A poor-quality trial is not
valid; the results are at least as likely to reflect flaws in the study design as a true difference
between the compared drugs.

Systematic Reviews

1. Does the review report a clear review question and inclusion/exclusion criteria that relate
to the primary studies? A good-quality review should focus on a well-defined question or set
of questions, which ideally are reflected in the inclusion/exclusion criteria, which guide the
decision of whether to include or exclude specific primary studies. The criteria should relate
to the 4 components of study design, indications (patient populations), interventions (drugs),
and outcomes of interest. In addition, details should be reported relating to the process of
decision-making, such as how many reviewers were involved, whether the studies were
examined independently, and how disagreements between reviewers were resolved.

2. Is there evidence of a substantial effort to search for all relevant research?

If details of electronic database searches and other identification strategies are given, the
answer to this question usually is yes. Ideally, details of the search terms, date, and language
restrictions should be presented. In addition, descriptions of hand searching, attempts to
identify unpublished material, and any contact with authors, industry, and research institutes
should be provided. The appropriateness of the database(s) searched by the authors should
also be considered. For example, if only MEDLINE was searched for a review looking at
health education, then it is unlikely that all relevant studies were located.

3. Is the validity of included studies adequately assessed?
A systematic assessment of the quality of primary studies should include an explanation of
the criteria used (for example,, how randomization was done, whether outcome assessment

was blinded, whether analysis was on an intention-to-treat basis). Authors may use a
published checklist or scale or one that they have designed specifically for their review.
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Again, the process relating to the assessment should be explained (how many reviewers were
involved, whether the assessment was independent, and how discrepancies between
reviewers were resolved).

4. Is sufficient detail of the individual studies presented?

The review should demonstrate that the studies included are suitable to answer the question
posed and that a judgement on the appropriateness of the authors' conclusions can be made.
If a paper includes a table giving information on the design and results of the individual
studies, or includes a narrative description of the studies within the text, this criterion is
usually fulfilled. If relevant, the tables or text should include information on study design,
sample size in each study group, patient characteristics, description of interventions, settings,
outcome measures, followup, drop-out rate (withdrawals), effectiveness results, and adverse
events.

5. Are the primary studies summarized appropriately?

The authors should attempt to synthesize the results from individual studies. In all cases,
there should be a narrative summary of results, which may or may not be accompanied by
a quantitative summary (meta-analysis).

For reviews that use a meta-analysis, heterogeneity between studies should be assessed
using statistical techniques. If heterogeneity is present, the possible reasons (including
chance) should be investigated. In addition, the individual evaluations should be
weighted in some way (for example, according to sample size or inverse of the variance)
so that studies that are considered to provide the most reliable data have greater impact
on the summary statistic.

Controlled Trials
Assessment of internal validity

1. Was the assignment to the treatment groups really random?
Adequate approaches to sequence generation:
Computer-generated random numbers
Random numbers tables
Inferior approaches to sequence generation:
Use of alternation, case record numbers, birth dates, or week days
Not reported

2. Was the treatment allocation concealed?
Adequate approaches to concealment of randomization:
Centralized or pharmacy-controlled randomization
Serially-numbered identical containers
On-site computer based system with a randomization sequence that is not
readable until allocation
Inferior approaches to concealment of randomization:
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Use of alternation, case record numbers, birth dates, or week days
Open random numbers lists
Serially numbered envelopes (even sealed opaque envelopes can be subject to
manipulation)
Not reported
3. Were the groups similar at baseline in terms of prognostic factors?
4. Were the eligibility criteria specified?
5. Were outcome assessors blinded to the treatment allocation?
6. Was the care provider blinded?
7. Was the patient kept unaware of the treatment received?
8. Did the article include an intention-to-treat analysis or provide the data needed to calculate it
(number assigned to each group, number of subjects who finished in each group, and their
results)?
9. Did the study maintain comparable groups?

10. Did the article report attrition, crossovers, adherence, and contamination?

11. Is there important differential loss to followup or overall high loss to followup (giving
numbers for each group)?

Assessment of External Validity (Generalizability)

1. How similar is the population to the population to whom the intervention would be applied?
2. How many patients were recruited?

3. What were the exclusion criteria for recruitment? (Give numbers excluded at each step.)

4. What was the funding source and role of funder in the study?

5. Did the control group receive the standard of care?

6. What was the length of followup? (Give numbers at each stage of attrition.)

Non-randomized Studies

Assessment of internal validity
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1. Was the selection of patients for inclusion non-biased? In other words, was any group of
patients systematically excluded?

2. Is there important differential loss to followup or overall high loss to followup? (Give numbers
in each group.)

3. Were the events investigated specified and defined?
4. Was there a clear description of the techniques used to identify the events?

5. Was there non-biased and accurate ascertainment of events (independent ascertainers and
validation of ascertainment technique)?

6. Were potential confounding variables and risk factors identified and examined using
acceptable statistical techniques?

7. Did the duration of followup correlate with reasonable timing for investigated events? (Does it
meet the stated threshold?)

Assessment of External Validity

1. Was the description of the population adequate?

2. How similar is the population to the population to whom the intervention would be applied?
3. How many patients were recruited?

4. What were the exclusion criteria for recruitment? (Give numbers excluded at each step.)

5. What was the funding source and role of funder in the study?

References:
Anonymous (2001). Undertaking systematic reviews of research on effectiveness: CRD's
guidance for those carrying out or commissioning reviews CRD Report Number 4 (2nd edition).

York, UK, NHS Centre for Reviews and Dissemination.

Harris, R. P., M. Helfand, et al. (2001). "Current methods of the third U.S. Preventive Services
Task Force." American Journal of Preventive Medicine 20(3S): 21-35.
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Appendix F. Excluded Studies

1= Study was published in a language other than English

2= Outcome was not included in the scope of this review

3= Drug was not included in the scope of this review

4= Study population was not included in the scope of this review (e.g., pediatric for bipolar I
disorder or schizophrenia)

5= Publication type (e.g. letter, case report) was not included in the scope of this review

6= Study design was not included in the scope of this review (e.g., dose ranging study,

pharmacokinetics)

7= Study duration did not meet the criteria for this review

8= Study not found in library searches

Reason for

AUTHOR YEAR | Journal of Publication Exclusion
Addington 1997 | Canadian Journal of Psychiatry - Revue Canadienne de 5

Psychiatrie
Ahluwalia 2002 | National Research Register 5
Ahmed 2003 | Schizophrenia Research 5
Aleman 2001 | European Neuropsychopharmacology 6
Allison 2001 | Journal of Clinical Psychiatry 5
Anderson 1993 | Pharmacotherapy 6
Andrade 2004 | American Journal of Psychiatry 5
Anonymous 1999 | Lancet 4
Anonymous 1999 | New England Journal of Medicine 4
Anonymous | 2003 | Clinical Trials Journal 9
Arango 2003 | American Journal of Psychiatry 2
Arango 2003 | American Journal of Psychiatry 2
Arranz 1996 | Neuroscience Letters 2
Arranz 1998 | Schizophrenia Research 2
Bai 1999 | Psychiatric Services 4
Bailey 1997 | Psychopharmacology Bulletin 3
Baker 2003 | Journal of Affective Disorders 5
Baldacchino | 1994 | Pharmaceutical Journal 6
Bandelow 1992 | European Archives of Psychiatry & Clinical Neuroscience 6
Barzman 2004 | Journal of Child & Adolescent Psychopharmacology 4
Basson 2001 | Journal of Clinical Psychiatry 5
Beasley 1999 | British Journal of Psychiatry 6
Beasley 2003 | Journal of the European College of 5

Neuropsychopharmacology
Beasley 1996 | Psychopharmacology 4
Beasley 1997 | Journal of Clinical Psychiatry 5
Benattia 2003 | Schizophrenia Research 5
Beuzen 1998 | 11th Congress of The European College of 5

Neuropsychopharmacology
Beuzen 1999 | 11th World Congress of Psychiatry 1
Blumensohn | 1998 | International Clinical Psychopharmacology 4
Bogan 2000 | Progress in Neuro-Psychopharmacology & Biological 2
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Psychiatry
Bonanno 2001 | Annals of Pharmacotherapy 6
Bondolfi 1996 | European Neuropsychopharmacology 5
Borison 1991 | Clinical report 5
Bouchard 2002 | Encephale 1
Breier 2003 | Schizophrenia Research 5
Briken 2002 | Schizophrenia Research 4
Britto 2002 | National Research Register 5
Brook 2002 | XlIith World Congress of Psychiatry 1
Brook 2002 | Journal of the European College of 5
Neuropsychopharmacology
Buckley 1994 | Journal of Clinical Psychiatry 6
Busch 2004 | Archives of General Psychiatry 3
Butler 2000 | International Journal of Psychiatry in Clinical Practice 3
Byerly 1999 | Stanley Foundation Research Awards 5
Byne 2000 | International Journal of Geriatric Psychiatry 6
Callaghan 1997 | Journal of Clinical Pharmacology 4
Cao 2003 | Chinese Journal of Medicine Research 1
Carlson 2003 | Journal of Clinical Psychiatry 6
Carter 1995 | Psychopharmacology Bulletin 3
Cassidy 1999 | American Journal of Psychiatry 3
Chae 2001 | Human Psychopharmacology 2
Chan 2003 | Journal of the European College of 5
Neuropsychopharmacology
Chaudhry 2003 | Journal of the European College of 5
Neuropsychopharmacology
Chengappa 1999 | Journal of Clinical Psychiatry 2
Chengappa 2003 | Bipolar Disorders 6
Chiu 2002 | Xllth World Congress of Psychiatry 1
Chouinard 1994 | Progress in Neuro-Psychopharmacology & Biological 6
Psychiatry
Citrome 2004 | Psychiatric Services 6
Clark 2002 | Schizophrenia Bulletin 3
Cohen 1990 | American Journal of Psychiatry 6
Conley 2000 | Biological Psychiatry 5
Corrigan 2004 | Biological Psychiatry 3
Corripio 2005 | Progress in Neuro-Psychopharmacology & Biological 3
Psychiatry
Cramer 2001 | Schizophrenia Bulletin 2
Csernansky 1999 | XI World Congress of Psychiatry, Hamburg, August 1
Csernansky 1999 | 11th World Congress of Psychiatry 1
Daniel 1998 | Psychopharmacology Bulletin 3
Davidson 2003 | Journal of the European College of 5
Neuropsychopharmacology
Delassus- 1999 | Journal of Clinical Pharmacy & Therapeutics 6
Guenault
Drake 2000 | Schizophrenia Bulletin 2
Dyck 2000 | Psychiatric Services 6
Ebenbichler | 2003 | Journal of Clinical Psychiatry 4
Edgar 2002 | Schizophrenia Research 2
Ellis 2000 | Journal of Neuropsychiatry & Clinical Neurosciences 4
Ernst 2004 | Harvard Review of Psychiatry 5
Fabre 1995 | Clinical Therapeutics 6
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Facciola 1999 | Therapeutic Drug Monitoring 6

Factor 2001 | Movement Disorders 4

Farren 2000 | Drug & Alcohol Dependence 6

Fleurot 2002 | Xlith World Congress of Psychiatry 1

Frazier 1999 | Journal of the American Academy of Child & Adolescent 4
Psychiatry

Gagiano 2000 | International Journal of Neuropsychopharmacology 5
Abstracts of the XXlind CINP Congress, Brussels, Belgium,
July 9-13

Gallhofer 1996 | European Neuropsychopharmacology

George 2001 | National Research Register

George 2002 | Archives of General Psychiatry

Gitlin 2001 | American Journal of Psychiatry

Glazer 2004 | Jama

Glazer 2000 | Journal of Clinical Psychiatry

Goetz 2000 | Neurology

Goldberg 2000 | Psychological Medicine

Goldstein 1999 | Psychosomatics

Greenspan 2002 | CMAJ Canadian Medical Association Journal

Hagg 2000 | Lancet

Hamelin 1999 | Pharmacotherapy

Harvey 2001 | International Drug Therapy Newsletter

Heinz 1998 | Schizophrenia Research

Henderson 2001 | Journal of Clinical Psychiatry

Henderson 1998 | Journal of Clinical Psychiatry
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Herrera 1988 | Schizophrenia Research

Hertling 2003 | Psychopharmakotherapie

Holmes 2004 | National Research Register

Hummer 1996 | Psychopharmacology

Huo 2003 | Medical Journal of Chinese Civil Administratio

Hutton 2002 | Journal of Neurology, Neurosurgery & Psychiatry

Huttunen 1994 | European Psychiatry

Inada 2003 | International Clinical Psychopharmacology

Jeste 2001 | International Psychogeriatrics

Jiaxiu 2003 | Chinese Mental Health Journal

Jin 2002 | Annals of Clinical Psychiatry

Jones 2003 | Journal of the European College of
Neuropsychopharmacology

Joy 2004 | Cochrane Library 3

Kando 1997 | Annals of Pharmacotherapy 5

Kang 2000 | Journal of Clinical Psychiatry 6

Keefe 2003 | Psychopharmacology 2

Kerepcic 1994 | Psychiatria Danubina 6

Kimmel 1994 | Journal of Clinical Psychiatry 5

King 2002 | XlIith World Congress of Psychiatry 1

Kinon 2003 | Psychoneuroendocrinology 3

Klieser 1996 | Serotonin in Antipsychotic Treatment Mechanisms and 6
Clinical Practice

Kopala 2003 | Journal of the European College of 5
Neuropsychopharmacology

Kostic 2003 | Journal of the European College of 5
Neuropsychopharmacology

Koval 1994 | American Journal of Psychiatry 6
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Lacey 1995 | American Journal of Psychiatry 6
Lavalaye 1999 | Psychiatry Research 6
Lee 1994 | Journal of Clinical Psychiatry 5
Leonard 2002 | Irish Medical Journal 6
Lieberman 2001 | Computer Retrieval of Information 4
on Scientific Projects
Lin 2003 | Journal of the European College of 5
Neuropsychopharmacology
Link 1995 | 8th Congress of the European College of 5
Neuropsychopharmacology
Lloyd 2002 | National Research Register 5
Loebel 2004 | CNS Spectrums 5
Malykhin 2003 | Journal of the European College of 5
Neuropsychopharmacology
Marder 1992 | Clinical Neuropharmacology 5
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