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face-to-face interview or the central CRC or the central
rater will make a telephone interview to assess

1) PHQ9 at week 1
2) FIBSER at week 1

These week 1 assessment results will be entered into

the EDC along with the complete data on the “Eligibility
Form.”
Allocation to treatments Eligible participants will be
allocated 1:1 to the sertraline 50 mg/d arm and to the
sertraline 100 mg/d arm. We will employ cluster rando-
mization by trial site. This cluster randomization will be
made by the EDC system. The allocation will use the
minimization method adjusting for the number of prob-
able entries as judged by the principal investigator and
co-principal investigators (40 or more participants per
year vs less than 40 participants per year).

We employ cluster randomization for Step I for the
following reasons.

1) The comparison for Step I is between physician’s
choice of a strategy to titrate sertraline used as the
1° line antidepressant up to the minimum effective
range or up to the maximum effective range. It is
therefore logical to randomize by physician.
2) In reality, because this is an open trial in which
the trial physician gradually titrates the dosage tak-
ing into account the side effects, having one patient
in the sertraline 100 mg/d arm and another in the
sertraline 50 mg/d arm may at the same time create
contamination in the doctor’s decisions. That is, if
we randomized by patient, the doctor might tend to
stick to his/her personally preferred titration sche-
dule regardless of the individual patient’s assignment
and reported side effects.
3) Likewise, having different doctors with different
titration policies within the same trial site might
cause unnecessary confusion among the physicians
and co-medical staff at the site.
4) Asking the participant to undergo individual ran-
domization twice might increase the barrier to
participation.
5) A number of previous studies have repeatedly
reported negligible to very small intra-cluster corre-
lation coefficients [37,38].
Treatments The trial physician will prescribe according
to either of the following schedule, depending on his/
her own allocated treatment strategy.

1) In the 100 mg/d arm, prescribe 50-75 mg/d (once
after dinner or before bedtime) for one week at
week 1, then prescribe 100 mg/d (once or divided
twice per day) for one week at week 2
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2) In the 50 mg/d arm, prescribe 50 mg/d (once
after dinner or before bedtime) for one week at
week 1, then prescribe the same regimen for one
week at week 2
Outcome assessments The trial physician or the site
CRC will ask the participant to fill in BDI2 upon week 2
and week 3 visits. The CRC or the physician will enter
the data into EDC.
At week 3, the central rater will administer

1) PHQ9 at week 3
2) FIBSER at week 3

by telephone. The central CRC will obtain the
patient’s name and phone number and will keep the
rater blind to the name of the clinic and the treatment
the participant is receiving. This telephone assessment
will normally be conducted in a separate room after the
patient arrives at the clinic and before the consultation
with the trial physician, so that imminent suicidality
may be handled promptly and appropriately according
to the “Suicidality Management Manual.” If the patient
has dropped from the treatment, the telephone call will
be made to the mobile phone which he/she has pre-
viously registered upon entry into the trial. If strong sui-
cidal wishes are expressed, the central rater will follow
the “Suicidality Management Manual.”

Step Il

Ascertaining eligibility criterig If the patient scores 5
or more on PHQY at week 3, as assessed by the central
rater, he/she will be randomized for Step II according to
the following procedures.

If the patient scores 4 or less on PHQ9 at week 3, he/
she will continue on the same regimen, and receive the
assessments at week 9 and week 25 as planned.
Allocation to treatments The patients scoring 5 or
more on PHQ9 at week 3 will be allocated 1:1:1 to the
continue-sertraline arm, the mirtazapine augmentation
arm, and the mirtazapine switch arm. This randomiza-
tion will use the minimization method adjusting for (i)
site, (ii) whether 50% or greater reduction on PHQ9 is
achieved or not, and (iii) whether “moderate” or greater
impairment due to side effects is reported on item 4 of
FIBSER.

The central CRC will enter the necessary data from
PHQ9 and FIBSER into EDC. The EDC program will
then output “The patient is making steady recovery.
Please continue with the same regimen” if the PHQ9
score is 4 or less, and any one of “Augment with mirta-
zapine. Please add mirtazapine 15 mg/d,” “Switch to
mirtazapine. Decrease sertraline to half the current dose
and add mirtazapine 15 mg/d,” or “Continue with ser-
traline” if thePHQ9 score is 5 or more according to the
above randomization. The central CRC will fax the
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output to the trial physician and the site CRC, so that
the physician need not start up the computer every
time.

If the EDC server is down and/or the trial site cannot
use the EDC system for various reasons, the randomisa-
tion can be done by calling up the central CRC or the
data centre.

Treatmenis The details of the three intervention arms
are as follows,

1) Continue sertraline as specified by Step I cluster
randomization. Between week 4 and week 9, sertra-
line must be kept within the maximum as specified
by Step I cluster randomization. If the dosage has
not reached this maximum (e.g. 100 mg/d) at week
3, it can be increased to this maximum (in this case,
100 mg/d) between week 3 and week 9.
2) Continue sertraline as specified by Step I cluster
randomization and add mirtazapine 15 mg/d at bed-
time to augment sertraline. After week 4, mirtaza-
pine can be given in 7.5-45 mg/d at bedtime.
Between week 4 and week 9, sertraline must be kept
within the maximum as specified by Step I cluster
randomization. If the sertraline dosage has not
reached this maximum (e.g. 100 mg/d) at week 3, it
can be increased to this maximum (in this case, 100
mg/d) between week 3 and week 9. Mirtazapine
should usually be started at 15 mg/d but can be
halved by the treating psychiatrist taking into
account age etc of the patient.
3) Decrease sertraline to half the current dose and
add mirtazapine 7.5-15 mg/d at bedtime in order to
switch to mirtazapine. Sertraline must be halved at
week 3 and stopped by week 4 or week 5 (sertraline
should no longer be prescribed at week 7 at the lat-
est), so that the patient will receive mirtazapine 7.5-
45 mg/d only between week 7 and week 9.
Ouicome assessments The trial physician or the site
CRC will continue to ask the participant to fill in BDI2
at every visit between week 4 and week 9. The CRC or
the physician will enter the data into EDC.
At week 9, the central rater will administer

1) PHQ9 at week 9
2) FIBSER at week 9

by telephone. The central CRC will obtain the
patient’s name and phone number and will keep the
rater blind to the name of the clinic and the treatment
the participant is receiving. This telephone assessment
will normally be conducted in a separate room after the
patient arrives at the clinic and before the consultation
with the trial physician, so that imminent suicidality
may be handled promptly and appropriately according
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to the “Suicidality Management Manual.” If the patient
has dropped from the treatment, the telephone call will
be made to the mobile phone which he/she has pre-
viously registered upon entry into the trial. If strong sui-
cidal wishes are expressed, the central rater will follow
the “Suicidality Management Manual.”
Step il
Asceriaining eligibility criteria All the participants
who have entered the trial are eligible.
Treatmenis All the available treatment guidelines for
depression recommends that the acute phase treatment,
if successful, be continued at least several months. All
the treatments between week 9 and week 25 are at the
treating physician’s discretion. He/she may continue
with the same regimen or completely change the regi-
men. Electroconvulsive therapy and depression-specific
psychotherapies can also be administered.
Outcome assessments The trial physician or the site
CRC will continue to ask the participant to fill in BDI2
at every visit between week 10 and week 25. The physi-
cian or the CRC will enter the data into EDC.

At week 25, i.e. approximately 6 months after trial
entry and 4 months after week 9 assessments, the cen-
tral rater will administer

1) PHQ9Y at week 25

2) FIBSER at week 25

3) History of prescription up to week 25, especially
how long the treatment assigned at week 3 was
adhered to

by telephone. The central CRC will obtain the
patient’s name and phone number and will keep the
central rater blind to the name of the clinic and the
treatment the participant is receiving. This telephone
assessment will normally be conducted in a separate
room after the patient arrives at the clinic and before
the consultation with the trial physician, so that immi-
nent suicidality may be handled promptly and appropri-
ately according to the “Suicidality Management
Manual.” If the patient has dropped from the treatment,
the telephone call will be made to the mobile phone
which he/she has previously registered upon entry into
the trial. If strong suicidal wishes are expressed, the cen-
tral rater will follow the “Suicidality Management
Manual.”

Concurrent Treatments

Permitted concurrent treatments

The following medications are allowed throughout the
trial at the discretion of the trial physician.

1) Benzodiazepine anxiolytics and hypnotics
2) Tandospirone, hydroxyzine



Furukawa et al. Trials 2011, 12:116
http://www.trialsjournal.com/content/12/1/116

3) Gastrointestinal and digestive drugs (except for

sulpiride)

4) Medications for concurrent physical diseases

5) Non-specific psychotherapies (psychotherapies

other than depression-specific CBT and IPT), exer-

cise therapy, music therapy, family psychoeducation
Prohibited concurrent treatments
Through Step I and Step II, the following treatments are
prohibited in principle. However, the patient’s safety
should be the utmost concern and takes priority over
everything else, all appropriate care should be given
depending on the patient’s condition.

1) Antidepressants other than sertraline or
mirtazapine

2) Antipsychotics

3) Mood stabilizers
carbamazepine)

4) Depression-specific psychotherapies (CBT, IPT)
5) Electroconvulsive therapy

(lithium, valproate,

There is no prohibited treatments for Step IIL

Stopping Rules For Participants & Trial Sites

Deviation from protocol treatment

The following cases will be considered deviation from
the trial protocol. The participant, however, will not be
considered to have dropped out of the study at this
stage and will receive the protocol assessments.

1) Prohibited concurrent treatments were adminis-
tered in Step I or II

2) The participant was not randomised within the
pre-specified time frame for week 3.

3) The participant cannot take any sertraline in Step
L

4) The participant switches to manic/hypomanic/
mixed in Step L

5) The participant turns out to suffer from bipolar
disorder, schizophrenia or dementia in Step IL

The treating physician is to judge whether 1) through
5) has occurred. If so judged, the physician should
immediately notify the site CRC, who will notify the
central office.

If 1) through 4) occurs in Step'I, the randomization
for step II will not be made but assessment will
continue.

If 1) or 5) occurs in Step II, the patient will be ana-
lysed as randomized. ’

Stopping intervention

If the participant meets any one of the following condi-
tions, the trial physician will stop the protocol treatment
at his/her discretion. The participant, however, will not
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be considered to have dropped out of the study at this
stage and will receive the protocol assessments.

1) The participant wishes to stop the protocol
treatment.
2) The trial physician judges that it is difficult to
continue the protocol treatment because of emer-
gence of serious adverse events (SAE) as defined
below.
3) The trial physician judges that the risk outweighs
benefit in continuing the protocol treatment even
when no SAE is reported.
4) The participant becomes pregnant and the trial
physician judges that the risk outweighs benefit in
continuing the protocol treatment.
5) The trial physician judges that it is inappropriate
to continue the protocol treatment for any other
reason.

Stopping assessment

If the participant meets any one of the following condi-

tions, he/she will never be contacted for assessments.

1) The participant withdraws consent to receiving pro-
tocol assessments, regardless of whether he/she is conti-
nuing the protocol treatment.

Dropping trial sites

If the trial site meets any of the following conditions, it
will be judged “dropout” and will no longer be able to
recruit patients. However, the patients who have already
entered the study will be followed-up.

1) The principal trial physician withdraws his
consent.

2) No study entry was made within 6 months.

3) The Steering Committee judges that it is inap-
propriate to continue recruitment at this site.

Assessments

Measures

Patient Health Questionnaire-9 (PHQ9) The Patient
Health Questionnaire was developed in 1999 as a self-
report version of the Primary Care Evaluation of Mental
Disorders (PRIME-MD) which aims at criteria-based
diagnosis of several mental disorders commonly seen in
primary care [39]. The depression module of the PHQ
is called PHQY and consists of the nine diagnostic cri-
teria items of the DSM-IV. Each item is rated between 0
= “Not at all” through 3 = “Nearly every day,” making
the total score range between 0-27. Excellent test-retest
reliability (ICC = 0.92) [40] and internal consistency
reliability (Cronbach’s alpha = 0.89) [39] have been
reported. Good construct validity has been demon-
strated through associations with various severity indices
[41]. The sensitivity to change is as good as or better
than extant scales [42].
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Kroenke and his colleagues have provided the follow-
ing rules of thumb for interpreting the continuous
PHQ9 scores [41].

0-4 no depression

5-9 mild depression

10-14 moderate depression

15-19 moderately severe depression
20- severe depression

The minimal clinically important difference, i.e. the
smallest difference in score that is considered to be a
clinically important intra-individual change, was estab-
lished to be 5 [42].

The PHQ9 should require less than one minute to fill
in for the patient and less than one minute to adminis-
ter for the clinician [41]. The Japanese version has been
established by Muramatsu through backtranslation [43].

In this trial, PHQ9 will be administered 5 times at

weekl, week 3, week 9 and week 25. The central rater
will receive training in administering PHQ9 through
simulated interviews and will have demonstrated satis-
factory reliability. The blindness of the central rater as
to the participant’s treatment will be assessed by asking
the central rater to guess the allocated treatment at
week 3, 9 and 25 assessments.
Beck Depression Inventory-II (BDI2) BDI2 is a 21-item
self-report instrument to measure the severity of depres-
sion in adolescents and adults. Its first version was
developed in 1961 and slightly amended in 1979 but in
1996 a major revision was undertaken to make the scale
more congruent with the modern diagnostic criteria for
major depression. In its 40 years of usage, the BDI has
become one of the most widely used instruments for
detecting possible depression in normal populations and
for assessing severity of depression in diagnosed patients
[44].

The time frame for evaluation is set to the past 2
weeks including the day of assessment. Each item in
the BDI2 has a series of four statements, which
describe symptom severity along an ordinal continuum
from absent or mild (a score of 0) to severe (a score of
3). The total score therefore ranges from 0 through
63.

Good reliability and validity have been reported for
the original [45] as well as the Japanese version [46].

The original authors proposed the following rules of
thumb for interpreting the BDI2 scores [45]

0-13 Minimal
14-19 Mild
20-28 Moderate
29-63 Severe
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Two subsequent studies from the US and from Japan
basically confirmed these interpretations [46,47].

A rough guide for interpreting the changes in BDI2
scores may be [46]

0-9 no or slight change, with 5 indicating a mini- -
mally important clinical difference
10-19 moderate change

>= 20 large change.

Most patients are comfortable with this 21-item ques-
tionnaire and can complete them within 5-10 minutes.
In this trial, BDI2 will be filled in by the patient at
each visit.
Frequency, Intensity, and Burden of Side Effects Rat-
ing (FIBSER) FIBSER was originally used in STAR*D as
a global rating scale for side effects. This is an observer-
rated scale and the Japanese translation has not gone
through backtranslation.
Continuation of protocol treaimeni Continuation of
protocol treatment without stopping intervention or
stopping assessment as defined above is called “treat-
ment continuation.” In Step III, concurrent treatments
prohibited in Steps I and II can be used and this will
not constitute “treatment continuation.”
Timing of assessments _
Assessments at week 3, 9 and 25 may be made within
the following time frames after week 1.

1) =4 days for assessments at week 1 through 9
2) £14 days for assessments after week 9

Assessment for week 3 must be made between -4 days
to +14 days of the planned date, and that for week 9
must also be made between -4 days to +14 days of the
planned date.

Data monitoring and site audit

Data monitoring The data centre will provide the fol-
lowing data monitoring report to the Steering Commit-
tee and the DSMB every six months. The chair of the
DSMB will assess the data monitoring report, and if he/
she finds an ethical problem in the continuation of the
trial from the viewpoints of safety or effectiveness, he/
she will convene the DSMB and advise the principal
investigator to change or stop the study.

The data monitoring report will include:

1) Progress of the trial regarding trial entry and fol-
low-up ’
2) Implementation of assessments (allocation will be

masked)
3) Incidence of serious adverse events (allocation will

be masked)
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4) Any other problems.
Site audit Each site will be surveyed within 6 months
after the study commencement. The site audit team
nominated by the Steering Committee will survey the
sites according to the Site Audit Manual. The audit
team will report the results to the Steering Committee,
which will review them.

Reporting of adverse events and protection of
participants

Definition of adverse events

An adverse event is defined as any unwanted or unin-
tended sign (including laboratory exams), symptom or
disease seen in participants of the trial, regardless of the
causal relationship with the study intervention. ,
Reportings according to Pharmaceutical Affairs Act (1950
Law 145)

All the protocol interventions in the current trial are
within the approved dosage and administration in Japan
and will therefore have to follow the Japanese Pharma-
ceutical Affairs Act.

Adverse events will be assessed according to the
“Adverse Events Manual” which follows the Japanese
Ministry of Health, Labour and Welfare’s “Manual for
- rating the severity of side effects by pharmaceutical pro-
ducts,” with an amendment to allow more detailed
assessment of suicidality according to Columbia Classifi-
cation Algorithm for Suicide Assessment (C-CASA)
[48].

Adverse events will be classified into:

Grade 1: minor side effects

Grade 2: neither major nor minor side effects

Grade 3: major side effects, i.e. side effects that may
lead to death or to enduring severe impairment
depending on the patient’s conditions and
circumstances

All grade 3, and unforeseeable grade 2 adverse events
shall be reported to the relevant section of the Minis-
try of Health, Labour and Welfare as well as to the
national centre office. Foreseeable adverse events are
judged according to the package inserts of respective
drugs. Any grade 3 adverse events that occurred within
30 days of the completion of the protocol treatment
shall be reported to the Ministry and the national cen-
tre office. The reporting shall be done using the
attached “Reporting form on safety of pharmaceutical
products.”

The principal investigator, upon receiving the report,
will consult with the trial physician to discuss the course
of actions to be taken with regard to the patient in
question and also with regard to the study.
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Reportings according to the Ethics Guideline for Clinical
Research (Ministry of Health, Labour and Welfare, revised in
2008)

When a serious adverse event occurs, the trial physician
must take all the necessary and appropriate measures to
ensure safety of the participant. He/she must also notify
the principal investigator immediately. The principal
investigator must notify co-principal investigators at all
the regional centres within 24 hours, and report to the
head of the clinical research institution (In the pilot
study, Director of Nagoya City University Hospital or
Director of Kochi Medical School Hospital) through the
co-principal investigators. The principal investigator
must also notify all the collaborators. The head of the
clinical research institution must report to its own IRB
and, if it concerns an unforeseeable serious adverse
event, must report to the Ministry of Health, Labour
and Welfare.

“A serious adverse event” is defined here as “an
adverse event that may lead to death or to enduring
severe impairment depending on the patient’s conditions
and circumstances” and will include:

1. Death
1.1. All deaths regardless of causal relationship
with the protocol treatment, if it is a death dur-
ing the protocol treatment
1.2. Deaths whose causal relationship with the
protocol treatment cannot be denied, if it is a
death within 30 days after completion of the pro-
tocol treatment.

2. Life-threatening event

3. Event leading to enduring and severe impairment

and dysfunction

When treatment is required, the trial physician will
provide and/or arrange appropriate treatments including
hospital admission.

Foreseeable adverse events according to the package
inserts
Sertraline Frequent side effects

Nausea (18.9%), somnolence (15.2%), dry mouth
(9.3%), headache (7.8%), diarrhea (6.4%), dizziness (5.0%)
etc.

Serious side effects

Serotonin syndrome {unknown frequency), malignant
syndrome (unknown frequency), convulsion (unknown
frequency), coma (unknown frequency), liver dysfunc-
tion (unknown frequency), SIADH (unknown fre-
quency), Lyell syndrome & toxic epidermal necrolysis
(unknown frequency), anaphylactoid symptoms
(unknown frequency)

Mirtazapine Frequent side effects
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Somnolence (50.0%), dry mouth (20.6%), fatigue
(15.2%), constipation (12.7%), increased AST/ALT
(12.4%)

Serious side effects

Serotonin syndrome (unknown frequency), agranulo-
cytosis/neutropenia (unknown frequency), convulsion
(unknown frequency), liver dysfunction/jaundice
(unknown frequency), SIADH (unknown frequency)

Stopping Rule For Study

The study will be discontinued by the Steering Commit-
tee (or the principal investigator in the case of an emer-
gency) upon advice from the DSMB if any of the
following conditions is met.

1) The causal relationship between any of the proto-
col treatments and serious adverse events including
death is established by this study or by any other
study.

2) Provision of study drugs becomes impossible for
any reason.

Data Management And Publication Policy

Data Management

The data management will be done by the data centre.
The electronic data is anonymized in a linkable record,
and the participants’ names and ID numbers will be
recorded only on non-electronic media (e.g. paper note-
book) and kept at each trial site.

The central CRC will check the progress of all the
entered participants every day by use of the EDC and
will contact the site CRC or the trial physician should
any doubt arise.

The data centre will perform similar checks and will
contact the central CRC should any doubt arise.
Publication Policy
The protocol will be published, with TAF as first author.

The main papers stemming from Steps I, II and III,
especially the one from Step II, will be submitted to a
high impact journal. The collaborating researcher has
the right to be the first author of these papers in order
of their number of recruitment. TAF will remain the
corresponding author for all the papers. All the trial
principal physicians and the trial participating physicians
who have entered more than 10 patients will appear as
co-author of at least one paper.

Trial principal physicians, trial participating physicians
and other members of the Steering Committee, if they
do not appear as co-author, will be listed at the end of
the article. Such authors may be counted as co-authors
in some journals but not in others.

The results shall be reflected in treatment guidelines
and systematic reviews.
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Study Period
The study period of this trial will be between December
2010 and March 2014, with the patient entry period
between December 2010 and September 2013.

The study period of the pilot study will be between

- December 2010 and March 2012, with the patient entry

period between December 2010 and October 2011.

Statistical Analyses
Sample size calculation
Sample size for Step I Assuming an intra-cluster corre-
lation coefficient to be 0.05 [37,38], with alpha error at
0.05 and statistical power at 0.80, to detect a mean dif-
ference of 1 point on PHQ9 (SD = 5), i.e. to detect an
effect size of 0.2, we need 66 patients at each of 30 sites.
The total sample size is therefore 1980.
Sample size for Step II The clinical question for Step II
is the main hypothesis of this trial. Previous studies
using PHQ9 in the acute phase treatment of major
depression have shown that, on average, the PHQ9
scores will drop from 15 (SD = 5) at baseline to 10 (SD
= 6) at end of treatment, with a mean change of 5 (SD
= 5) [49-51]. We expect a difference of 20% (1 point) in
the PHQ9 change scores among the intervention arms
and consider this to be a clinically meaningful difference
in effect. With alpha error set at 0.05 and statistical
power at 0.80, in order to detect a between-group differ-
ence of 1 point (SD = 5) in the reduction of PHQ9
scores from baseline, we need 522 per group and 1566
in toto at Step II. Assuming a dropout rate of 20% and
a remission rate of 10% at week 3, we need 2175 partici-
pants for Step I

One point difference in the mean change score on
PHQ9 corresponds with an effect size of 0.2. This is a
small effect according to Cohen’s rough rule of thumb
for effect size interpretation [52]. However, because the
present trial represents comparison among active treat-
ments and because the true effect size of antidepressants
over placebo appears to be around 0.3 [53] and the
average effect size of all the health interventions exam-
ined in the Cochrane Library appears to be between 0.3
and 0.4 [54], we consider this to be a clinically meaning-
ful difference in effectiveness worth detecting in a large
clinical trial. As a matter of fact, an effect size of 0.2 will
be translated into an NNT of 10 if the control event
rate is around 50% (e.g. response as defined usually by
50% or greater reduction in depression severity from
baseline) and 20 if the control event rate is around 20%
(e.g. remission of depression) [55]. They therefore repre-
sent clinically meaningful difference in effect.

The sample size will be revisited after completion of
the pilot study.
Sample size for Step III Step III represents continua-
tion treatment for Steps I and II, and will therefore be
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examined as exploratory studies. We therefore will not
calculate sample size necessary to detect a significant
difference. However, we will calculate the obtained sta-
tistical power post-hoc. }

Sample size for pilot study The pilot study is a feasibil-
ity study and needs no sample size calculation. The tar-
get sample size is 200. We will perform no statistical
analyses looking at the comparison arms at the end of
the pilot study, whose participants will therefore be
included in the main study unless there is a major
change in the study protocol.

Statistical analyses

Primary analyses For Step I, we will compare the ser-
traline 50 mg/d arm and the sertraline 100 mg/d arm
at an individual level. We will test whether the changes
in PHQO scores at week 1 through week 3 are statisti-
cally significantly different between the two arms.
Because Step I employs cluster randomization, we will
have to take into consideration intra-class correlation
coefficients.

For Step II, we will test whether the changes in PHQ9
scores at week 4 through week 9 are statistically signifi-
cantly different among the sertraline continuation arm,
the mirtazapine augmentation arm and the mirtazapine
switch arm. The null hypothesis that the changes are
not different among the treatment arms will be tested
by examining treatment effect parameters in the
repeated measures analyses of all the eligible subjects in
the ITT analysis. We will use random effects model tak-
ing into consideration the Step I randomization and
Step II randomization factors. We will examine interac-
tion effect of Step I cluster randomisation. The test will
be double-sided. The alpha error is set at 0.05 and sta-
tistical power at 0.80. We will impute the missing data
and carry out sensitivity analyses as necessary.
Secondary analyses We will perform secondary analyses
to supplement our primary analyses and to obtain more
elaborate understanding of our clinical questions. The
secondary analyses will use models similar to those of
the primary analyses. We will calculate relative risks and
their 95% confidence intervals for differences in propor-
tions. We will calculate hazard ratios and their 95% con-
fidence intervals for differences in treatment
continuation.

Details of the statistical analyses will be laid down in

the “Statistical Analysis Protocol”, which will be pre-
pared by the statistician in the Steering Committee by
the time the analyses will be undertaken.
Interim analyses We will not perform interim analyses
to examine the study hypotheses for two reasons. First,
we are not expecting a huge effect size for the planned
comparisons and second, it is theoretically likely that
trials stopped early for benefit may overestimate the
true effect size.
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However, we will examine the following aspects in
order to ascertain the feasibility of the study without
revealing the treatment allocation.

1) Number of entered subjects per trial site to calcu-
late the number of trial sites and the time necessary
to complete the intended study

2) The intra-cluster correlation coefficient will be
calculated in order to make sure that it is not very
different from the one assumed in this protocol. We
will re-calculate the sample size if necessary.

The analyses for the pilot study will be given in detail
in the “Statistical Analysis Plan.”

Ethical Aspects

Adherence to the study protocol and study manual

All the researchers participating in this trial will place
the participants’ safety and human rights above every-
thing else and will adhere by the study protocol and the
study manual so long as they do not undermine their
safety and human rights.

Regulations to be adhered to

All the researchers participating in this trial will abide
by the Declaration of Helsinki and its amendments as
well as the Ethics Guideline for Clinical Research (2008
revision, Ministry of Health, Labour and Welfare).
Procedures for informed consent

Before entry into the trial, the trial physician must
explain the following items using the written materials
and make sure that the participant has understood the
contents of the trial well. Written informed consent will
only then be obtained from the participant.

1) About clinical trials

2) Objectives of the trial

3) Name and position of the principal trial physician
and names of the participating trial physicians

4) Procedures and duration of the trial and what
happens after the trial is over

5) Advantages to be expected and disadvantages to
be anticipated

6) Other available treatment options

7) The participant can withdraw consent and stop
participating in the trial at any time

8) There is no disadvantage if the subject does not
participate in the trial or stops participating in the
trial.

9) Medical records that are related to this trial will
be seen by study personnel of this trial

10) Privacy will be maintained and protected

11) Contact address and method when the partici-
pant wants more information about the clinical trial
or when he/she feels unwell
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12) Compensation insurance for any health hazards
13) Fundings for this trial
14) Others
Protection of privacy
All the researchers and outsourcers of this trial must
strictly protect personal information of the participants
in adherence with the Ethics Guideline for Clinical
Research and the Private Information Protection Law.

Each trial site, each regional centre and the national
centre will collect information in anonymized and link-
able format. The data centre will not deal with personal
information of the participants. The linking information
for the participants is strictly managed at each trial site
or at the national centre without being computerized, i.
e, in paper format.

At week 3, week 9 and week 25, the central rater will
administer PHQ9 and FIBSER by telephone while being
blind to the participant’s allocated treatment. The cen-
tral CRC will arrange this blinded telephone call by
obtaining the participant’s name and telephone number
from each clinic every time. The central CRC will not
keep this privacy information at the national centre
office.

Approval by the IRB

This study has been approved by the Ethics Committee
of Kyoto University Graduate School of Medicine, the
Institutional Review Boards (IRBs) of Nagoya City Uni-
versity Hospital and of Kochi Medical School Hospital.

Each trial site will seek approval of the same protocol
if it has its own IRB. If there is no IRB, the trial site will
commission its approval to the IRB at Nagoya City Uni-
versity Hospital or at Kochi Medical School Hospital.

Compensation Insurance

All the protocol interventions in the current trial are
within the approved dosage and administration in
Japan. However, because the trial involves random
allocation, we will contract a private health insurance
to compensate for health hazards that have arisen due
to this trial. The contract will be between Kyoto Uni-
versity and Tokio Marine and Nichido Fire Insurance
Company. This insurance will cover only death or
grade 1 impairment or grade 2 impairment whose cau-
sal relationship with the trial cannot be negated.
Grades 3-14 impairments will not be covered by this
insurance but will be covered by the National Health
Insurance, which therefore can incur some copayment.
Because all the protocol interventions are within the
approved dosage and administration, any health
hazards may be object of the National Rescue Scheme
for Side Effects. If there is any negligence on the part
of the physician, it may be covered with the doctors’
liability insurance.
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Study Organization

Steering Committee

The Steering Committee will hold online meetings every
two weeks and offline meetings every two months.

Principal investigator:

Toshiaki A. Furukawa, MD, PhD (Kyoto University
Graduate School of Medicine/School of Public Health,
Department of Health Promotion and Human Beahvior)

Co-principal investigators:

Tatsuo Akechi, MD, PhD, Norio Watanabe, MD, PhD
(Nagoya City University Graduate School of Medical
Sciences, Department of Psychiatry and Cognitive-Beha-
vioral Medicine)

Shinji Shimodera, MD, PhD (Kochi University Depart-
ment of Neuropsychiatry)

Mitsuhiko Yamada, MD, PhD, Masatoshi Inagaki, MD,
PhD (National Center for Neurology and Psychiatry,
Institute of Mental Health)

Trial statistician:

Naohiro Yonemoto, MPH (National Center for Neu-
rology and Psychiatry, Translational Medical Centre)
Data and Safety Monitoring Board: DSMB
DSMB will consist of three professionals in clinical trials
and in psychiatry, who are not involved in this trial: Dr
Teruhiko Higuchi (Psychiatrist, National Centre for
Neurology and Psychiatry), Professor Yoshio Hirayasu
(Psychiatrist, Yokohama City University) and Akiko
Kada (Biostatistician, National Cerebral and Cardiovas-
cular Center). The purpose of DSMB is to check the
data monitoring reports prepared by the data centre and
make recommendations, where necessary, to the princi-
pal investigator.

Research organization

Figure 3 shows the organizational structure for the pilot
study.

Data centre

The data centre will be in charge of collecting and
managing information independently from the research-
ers. The data centre will handle site registration, partici-
pant registration and allocation, monitor data entry,
manage quality assurance of data, manage quality con-
trol of data, prepare monitoring reports, and prepare
datasets for statistical analyses.

The data centre will make monitoring reports on the
progress of recruitment, progress of data collection and
adverse events to the Steering Committee and DSMB.

The data centre will be entrusted a contract research
organization to be chosen by public tender bidding.
National centre and Regional centres
The national centre office will be located within Depart-
ment of Health Promotion and Behavioral Medicine,
Kyoto University School of Public Health. It will have a
central rater, a CRC and a secretary.
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Site Management
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Figure 3 Organizational structure for the pilot study

There will be regional centres at Nagoya City Univer-
sity and Kochi University. There will be site CRCs who
will make weekly visits to participating trial sites to
assist informed consent procedures and to monitor and
enter clinical data.

Discussion

The SUN(*_MD is an assessor-blinded, parallel-group,
mutli-centre randomised controlled trial sequentially
comparing active treatment options and combinations
currently approved for treatment of depression in Japan.

The prominent characteristics of the SUN(~_A) D
include the following.

First, the treatment arms in this trial are based on true
clinical uncertainty, because all of them are treatment
options currently approved by the regulatory bodies in
Japan. In other words, they represent treatment alterna-
tives from which both clinicians and their patients have
difficulties choosing at the present moment.

Second, the clinical questions to be examined in this
trial pertain to urgent and critical decision points for
which the world psychiatric and psychopharmacological

research community has hitherto failed to provide gui-
dance or answer to.

Third, the trial will take place mostly in front-line psy-
chiatric facilities such as private practices and depart-
ments of psychiatry of general hospitals from all over
Japan, where many if not most of the patients with major
depression receive their initial treatment. Because Japan
does not have the primary care system as represented by
the general practitioners in UK, these are the primary
care mental health services in Japan and the current trial
is thus expected to have maximum external validity with -
respect to initial treatment of major depression in Japan.

Fourth, several important measures are built in to
ensure good internal validity for this pragmatic trial,
such as central randomization, blind assessment of
symptoms and side effects via telephone and adherence
to true intention-to-treat principle through differentia-
tion of discontinuation of protocol treatments and with-
drawal from study. Whether we can achieve the last
point will depend on whether we can follow up and
assess all the patients even when they stop or deviate
from the assigned treatments.
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As discussed in the Introduction, major depression
represents the greatest non-fatal burden of disease for
the humankind, with commensurate rise in spending on
the antidepressants world-wide. We maintain that this
must be accompanied by commensurate increase in evi-
dence base to guide their wise clinical administration.
For example, the total annual sales of antidepressants
amount to 120 billion yen (1.3 billion US dollars), and
we would like to advocate that at least 0.1% of this sum
be spent on public-domain pragmatic research of their
use for mood and anxiety disorders. Many urgent and
critical clinical questions can be answered with this
research funds only if the research can be simple and
pragmatic enough. We hope that SUN(*_7)D can be a
template for such future clinical trials, and that it ulti-
mately can provide good evidence to improve the treat-
ment guidelines for depression in the world.
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INTRODUCTION

Abstract

Background: Agitation in dementia seriously affects not only patients’
quality of life (QOL), but also caregivers’ QOL. Thus, an appropriate assess-
ment of agitated behaviour in dementia is needed for clinical management.
We developed the Japanese version of the Agitated Behaviour in Dementia
scale (ABID), examined its reliability and validity, and carried out its factor
analysis to elucidate its factor structure.

Methods: The Japanese version of the ABID was given caregivers of 149
Japanese patients with Alzheimer’s disease (AD). The internal-consistency,
test-retest reliability and concurrent validity of the Japanese version of the
ABID were then examined. A factor analysis was used to examine the
agitated behavioural dimensions underlying ABID.

Results: The Japanese version of the ABID showed an excellent internal
reliability for both frequency ratings (Cronbach’s ¢« = 0.89) and reaction
ratings (Cronbach’s o = 0.92), and an excellent test-retest reliability for both
frequency ratings and reaction ratings. The total score for the frequency
ratings of the ABID was significantly associated with the Cohen-Mansfield
Agitation Inventory (CMAI), and the total score for the reaction ratings of the
ABID was significantly associated with the Zarit Burden Interview. The factor
analysis showed three subtypes: physically agitated behaviour, verbally agi-
tated behaviour and psychosis symptoms.

Conclusions: The Japanese version of the ABID promises to be useful for
assessing agitated behaviour in patients with AD. Importantly, understanding
these subtypes of agitated behaviour might have implications for individu~
alized treatment plans.

tated behaviours are common among patients with

Among the various neuropsychiatric symptoms of
dementia, agitation is the most distressing manifesta-
tion. Agitated behaviours include a wide variety of
behaviours, such as making noises, screaming and
hurting others. Cohen-Mansfield! defined agitation as
‘inappropriate verbal, vocal, or motor activity that is
not judged by an outside observer to result directly
from the needs or confusion of the individual.” Agi-
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Alzheimer’s disease (AD), dementia with Lewy bodies
and frontotemporal dementia.? The prevalence of agi-
tation increases with the severity of dementia,® result-
ing in serious daily functional impairment, as agitated
behaviours are a complex phenomenon affected
by interactions among cognitive impairment, pain,
mental discomfort and environmental factors, such as
the need for social contact and overstimulation.’
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Thus, the presence of agitated behaviour might
adversely affect not only the patients’ quality of life
(QOL) but also the caregivers’ QOL.

However, the reported -prevalence of agitation in
patients with dementia is inconsistent. Some studies?
have suggested. a low prevalence of agitation among
AD patients with dementia (20-30%); these studies
used a multisymptom rating scale, such as the Neu-
ropsychiatric Inventory (NPI).* Other studies®® have
reported a high prevalence of agitation among AD
patients with dementia (60-90%); these studies used
an instrument specific for agitated behaviours in
dementia, such as the Cohen-Mansfield Agitation
Inventory (CMAI).” These differences in estimates
might arise from not only the lack of a uniform defini-
tion for agitation, but also the use of different mea-
surements for assessing agitation and the variety
of patient settings (e.g. community residents, nursing
homes and outpatient clinics). Cohen-Mansfield sug-
gested that agitation in dementia is manifested in a
wide variety of verbal and physical behaviours." More
importantly, agitated behaviours in dementia might
occur without psychosis (delusions, hallucinations).

Agitated behaviours are problematic in that they
can cause severe distress to the caregivers of demen-
tia patients. For the best management of agitation,
both a careful and detailed assessment of agitated
behaviours and the distress experienced by caregiv-
ers in response to the patient’s agitated behaviour
symptoms are clinically important. Thus, a need exists
for the appropriate assessment of agitated behaviour
in dementia. The CMAI is the most widely known
instrument for measuring agitation in dementia and
has been regarded as a useful tool for assessments in
clinical trials.® The original 29 items of the CMAI were
devised 10 assess agitation among nursing home
residents.” Later, a revised and expanded version of
the CMAI that included 36 items was developed
as a community form to assess agitation among
community-residing persons.® Rabinowitz et al. sup-
ported the construct validity of the CMAI in large
samples with dementia by showing the robustness of
the factor structure that emerged on the CMAI across
countries.’® Cohen-Mansfield proposed that agitated
behaviours can be classified into several subtypes:
verbally non-aggressive, verbally aggressive, physi-
cally non-aggressive and physically aggressive.’

Another assessment with a specific focus on agi-
tation has also been developed. The Agitated Behav-
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jour in Dementia scale (ABID), originally devised by
Logsdon et al.," is a useful assessment that utilizes a
caregiver-based rating scale. The items in the ABID
were derived from clinical experience and other
behaviour assessments, such as the CMAI. Thus, a
strong correlation between the ABID and the CMAI
has been reported.' The ABID is believed to have
several advantages for detecting and quantifying agi-
tation using agitation-specific rating scales. First, the
ABID uses a 16-item scale to assess a wide range
of behaviours associated with agitation during the
2 weeks preceding the interview in community-
residing patients with mild to moderate levels of
dementia. Second, the ABID has the advantage of
being able to assess not only the frequency of agi-
tated behaviours, but also the caregivers’ reactions
to each behavioral problem in patients with mild to
moderate dementia. Thus, the ABID provides the
possibility of assessing two important outcomes — the
frequency of agitation and the caregiver's level of
distress in response to the dementia of outpatients.
Third, the internal consistency reliability of the ABID
has been reported to be excellent (alpha coefficient
0.70)."" Also, the test-retest reliability of the ABID fre-
quency and the reaction ratings have been reported to
have a good external reliability, with correlation coef-
ficients (ICC) of 0.73 and 0.60, respectively." The
validity of the ABID has been confirmed." Further-
more, Teri et al. suggested that the ABID is an ap-
propriate assessment for evaluating the efficacy of
clinical non-pharmacological interventions for agita-
tion in dementia patients.' Last, this scale is simple
and easy to administer, requiring less than 20 min to
complete.

In Japan, although the reliability and the validity of
the CMAI have already been established, only the
original 29 items of the CMAI for nursing home resi-
dents have been published.'® _

The ABID has several clinical advantages over the
CMAI for the assessment of dementia in patients
with agitated behaviours. First, the ABID might be an
appropriate assessment for community-dwelling sub-
jects with mild to moderate levels of dementia.’ In
contrast, the CMAI might be more appropriate for
more severely disturbed nursing home residents.
Even the community version of the CMAI, which
contains 36 items, could not detect any significant
differences in terms of the agitation level among AD
patients with mild to moderate levels.® Second, the
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CMAI measures only the frequency of agitated behav-
iours over the preceding 2 weeks. However, the ABID
has caregiver reaction scales in addition to frequency
scores. In addition, while the frequencies of observ-
able agitated behaviours over the preceding 2 weeks
are rated on the CMA\, the ABID assesses the observ-
able agitated behaviours for each of the preceding
2 weeks and sums the results for a total frequency
score.®®"" Thus, the ABID can provide weekly
changes in agitated behaviours during the previous
2 weeks in response to clinical interventions, such as
clinical non-pharmacological interventions for agita-
tion in dementia patients. Third, psychosis symptoms
(delusions, hallucinations) are related to agitated
behaviours.2™ However, the CMAI did not include any
items with psychotic symptoms. In contrast, the ABID
includes items related to psychosis (delusions, hallu-
cinations). Thus, for the appropriate assessment of
agitated behaviour in dementia, we decided to
develop a Japanese version of the ABID for

community-residing patients with mild to moderate

levels of dementia. Furthermore, we are unaware of
any published data regarding the factor structure of
the ABID in AD patients. Thus, firsi, we developed a
Japanese version of the ABID using back-translation
and ascertained both its reliability and validity. Next,
we examined the factor structure of the Japanese
version of the ABID among a large sample of AD
patients. We hypothesized that different behaviour
subtypes (e.g. verbally agitated behaviour and physi-
cally agitated behaviour) might underlie the agitation
assessed using the ABID, similar to the classification
of agitation into several subtypes proposed by
Cohen-Mansfield."®

METHODS

Participants

A total of 169 consecutive Japanese patients with AD
who attended Nagoya City Universal Hospital and
Yagoto Hospital in Nagoya, Japan, as outpatients
between September 2003 and August 2004 were
recruited for the present study.

The diagnostic evaluation included a complete
history and physical examination, routine blood tests,
either a magnetic resonance imaging (MRI) or a com-
puted tomography (CT) scan of the brain, and neu-
ropsychological testing. The study inclusion criteria
consisted of (i) a diagnosis of probable AD according

to the National Institute of Neurological and Commu-
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nication Disorders and Stroke/Alzheimer’s Disease
and Related Disorders Association (NINCDS/ADRDA)
criteria;*® (i) very mild to moderate functional severity
(grade 0.5, 1 or 2 on the clinical dementia rating
[CDR")); (iii) no history of antipsychotic or antidepres-
sant medication, as these medications can affect the
neuropsychiatric symptoms of AD patients; and (iv)
residence with a caregiver in a community dwelling.
Patients were excluded if (i) other neurological dis-
eases were present; (ii) the patient had a previous
history of mental illness or substance abuse before
the onset of dementisa; (iii) either an MRI or a CT scan
showed focal brain lesions; or (iv) reliable informed
consent could not be obtained from the patient and/or
his/her relatives. -

In the present study, AD patients with severe cog-
nitive impairment (grade 3 on the CDR) were not
enrolled, because the ABID is most appropriate for
assessing observed agitated behaviours in patients
with mild to moderate levels of dementia.'

Of the 169 patients originally screened, 20 AD
patients were excluded from the analysis, because
these patients did not meet the inclusion criteria.

The study protocol was approved by the Ethics
Review Committee of Nagoya City University Gradu-
ate School of Medical Sciences. After the purpose of
the study was explained, written informed consent
was obtained from each AD patient and, when nec-
essary, from his/her caregivers.

Translation of ABID

The Agitated Behaviour in Dementia Scale (ABID) was
developed by Logsdon et al.! It consists of a 16-item
questionnaire seeking responses from caregivers
about the common agitated behaviours in dementia
patients. With the original authors’ permission (R.G.
Logsdon and L. Teri), we translated the original
English version into Japanese. We followed the
standard back-translation procedure to ascertain the
semantic equivalence of the Japanese version with
the original English version. The back-translated
version was examined by Logsdon to point out pos-
sible discrepancies. We repeated this process until
Logsdon agreed that the original and back-translated
versions matched closely.

Procedure
The Japanese version of the ABID was given to all the
caregivers by a well-trained psychiatrist. In accor-

© 2011 The Authors
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dance with the procedure recommended for the

original ABID, described by Logsdon et al.,!" the car-

egivers completed the questionnaire while visiting the
outpatient clinic and received minimal assistance from
the interviewer.

The ABID includes items that have been identified
by Logsdon etal." as most problematic in individu-
als with dementia, and that can be observed and
described objectively. The caregivers first rated each
behaviour according to the frequency of occurrence
during each of the 2 weeks immediately before the
assessment on a scale of 0-3 (0: did not occur
during the week; 1: occurred once to twice during
the week; 2: occurred three to six times during the
week; 3: occurred daily or more often). The two
weekly scores for each item were then added
together, and the resulting item scores ranged from
0 to 6. The item scores were summed to obtain the
total score, with possible scores ranging from O to
96. Then, the caregivers rated their own reactions to
each problem behaviour on a scale of 04 (0: not
upsetting; 4: extremely upsetting). The caregiver’s
reactions were rated once for each item and then
summed. The total reaction scores had a possible
range of 0-64.

At the time of the administration of the ABID, the
following tests were also carried out.

1 The Cohen-Mansfield Agitation Inventory (CMAI):™
This test was originally developed to measure
agitation in nursing home residents It consists
of 29 observable agitated behaviours rated using
a 7-point Likert-type scale according to the fre-
quency of occurrence during the prior 2 weeks
(0: never occurred; 7: occurred several times per
hour). The reliability and validity of the CMAI have
been established by Finkel etal” The revised
and expanded version of the CMAI, including 36
items, has been developed as a community form
to assess agitation among community-residing
persons and has been used for senior day center
participants.’ Homma et al. confirmed the reliability
and validity of the original 29 items of the CMAI in
nursing home residents.’® '

2 The Zarit Burden Interview (ZBI):'® This test consists
of 22 items rated using a 5-point Likert scale (never
= 0, nearly always = 4) aimed to assess caregiver
burden. The total burden was obtained by adding
the scores for all the items with a range of 0-88,
with" higher scores showing a greater burden. The

© 2011 The Authors
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reliability and the validity of the Japanese version of
the test battery have been confirmed.®
3 Mini-Mental State Examination (MMSE)."®

Data analysis _
We used spss 11.0J software for Windows for the

statistical analysis.

Reliability

The reliability of this scale was assessed in two ways.
First, the test-retest reliability was assessed in 70
caregivers of AD patients at an interval of 1 month after
the initial evaluation. The 70 AD patients had not taken
any antipsychotic medications not only before the first
assessment, but also during the 1-month interval. The
test—retest reliability was estimated using analysis of
variance intraclass correlation coefficients (ANOVA ICC).
In general, an ANOVA ICC above 0.70 shows a good
reliability. Second, the internal consistency of the scale
was estimated using Cronbach’s alpha coefficients
(n = 149). A Cronbach’s alpha coefficient above 0.70
is indicative of a good internal consistency.”

Validity

The concurrent validity of the Japanese version of
the ABID was verified by examining the correlation
between the ABID frequency ratings and the CMAI,
and the correlation between the ABID reaction ratings
and the ZBI. The alpha level was set at 0.01.

Factor analysis

A principal component factor analysis using varimax
rotation was carried out on the 16 items for both the
frequency rating and the reaction rating of the ABID. .
The models included factors with an eigenvalue >1.
An item was considered to load onto a factor if its
factor loading score exceeded 0.30.

RESULTS

Demographic and clinical characteristics

Table 1 shows the mean scores and standard devia-
tions of the clinical and demographic characteristics
of both the AD patients and their caregivers. Among
the caregivers (n = 149), 73.8% were spouses (n =
110), 19.4% were daughters-in-law (n = 29) and 6.7%
were adult children (1 = 10). In Japan, the prevalence
of AD is reportedly higher in women than in men.? In
the present study, we also observed a predominance
of women (n = 90) among the AD patients. Conse-
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quently, male spouses were the main caregivers.
Thus, in the present study, the percentage of male
caregivers was higher than that of female caregivers.

Table 2 shows the mean of each item according to
the ABID frequency and reaction ratings.

Reliability . _
The test-retest reliability (n = 70) of the ABID fre-
quency and reaction ratings after 1 month showed an
excellent external reliability, with a correlation coeffi-
cient (ICC) of 0.85 (95% Cl = 0.75-0.96) and 0.89
(95% CI = 0.82-0.93), respectively. The alpha coeffi-
cients for the ABID frequency and reaction ratings (n =
149) were 0.89 (95% Cl = 0.87-0.92) and 0.92 (95%

Table 1 Demographic data of Alzheimer’'s disease patients and
their caregivers

AD patients Caregivers
Mean + SD Mean + SD
(n = 149) (n =149)
Sex (males/females) 59/90 87/62
Age (years) 73.4+83 62.6+10.2
Education (years) 9.7+0.8 10.4+2.8
Dementia history
Duration of iliness (years) 3.1+1.1 NA
MMSE 18.9+3.7 28.9+1.7
ABID questionnaire
Frequency ratings 251+18.2 NA
Reaction ratings 19.9+153 NA

ABID, Agitated Behaviour in Dementia Scale; AD, Alzheimer’s disease;
MMSE, Mini-Mental State Examination.

Cl=0.90-0.94), respectively. These scores showed an
excellent internal consistency for the total scores.

Goncurrent validity

The frequency ratings on the ABID were positively
correlated with the total CMAI scores (r=0.86, 95% Cl
= 0.72-0.91, P < 0.001). Similarly, the caregiver reac-
tion ratings on the ABID were positively correlated
with the total ZBI scores (r = 0.696, 95% CI = 0.58-
0.78, P < 0.001). Both the frequency ratings and the
reaction ratings were significantly correlated with the
total MMSE score (r =-0.82, 95% Cl =-0.84 10 -0.78,
P < 0.001, r = -0.83, 95% Cl= -0.85 to -0.76, P <
0.001) and the duration of illness (r=0.573, 95% Cl =
0.43-0.64, P < 0.001, r= 0,573, 95% Cl = 0.45-0.68,
P < 0.001). However, even after controlling for the
MMSE score and the duration of iliness, the partial
correlation between the frequency ratings on the ABID
and the total CMAI scores remained significant. Also,
after controlling for the MMSE and the duration of
illness, the partial correlation between the caregiver
reaction ratings on the ABID and the total ZBl scores
remained significant.

Factor analysis

An exploratory principal component analysis with
varimax rotation using eigenvalues >1 reduced the 16
variables to three factors for both the frequency rating

Table 2 ltem means of both the Agitated Behaviour in Dementia Scale frequency scores and the Agitated Behaviour in Dementia Scale

caregiver reaction scores among 149 Alzheimer’s disease patients

Frequency ratings Reaction ratings

Mean = 8D Mean £ SD

Number; Agitated behavioural characters (n=149) (n = 149)
1 Verbally threatening or aggressive toward others 2.29 £ 2,01 1.77 £ 1.44
2 Physically threatening or aggressive toward others 1.19 £ 1.96 1.05 £1.60
3 Harmful to self 0.67 £1.40 0.59 +1.18
4 Inappropriate screaming or crying out 1.46 +1.75 - 0.66 £0.73
5 Destroying property 0.91 + 1.82 0.80 £1.35
6 Refusing to accept appropriate help 221 +1.75 1.82 £1.41
7. Trying to leave (or leaving) home inappropriately 1.44 +2.06 1.21 £1.60
8 Arguing, irritability or complaining 2.50+1.95 1.89+£1.42
9 Socially inappropriate behaviour 1.07 £ 1.51 1.02 £ 1.59
10 Inappropriate sexual behaviour 0.40 + 1.01 0.36 + 0.89
11 Restlessness, fidgetiness, inability to sit still 1.05+1.76 1.02 £ 1.59
12 Worrying, anxiety and/or fearfulness 3.49 + 2.01 229 £1.37
18 Easily agitated or upset 2.83 £ 2.21 213 £1.47
14 Waking and getting up at night (other than trip to the bathroom) 1.19 %+ 1.52 0.89 +1.24
15 Incorrect, distressing beliefs S 1.53+2.11 1.11 +1.50
0.89 + 1.68 0.62 + 1.20

16 Seeing, hearing or sensing distressing people or things that are not really present

ABID, Agitated Behaviour in Dementia Scale.
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and the reaction rating of the ABID. The three factors
explained 69.6% of the variance in the frequency
rating data of the ABID. The three factors also
explained 73.1% of the variance in the data of the
reaction rating data of the ABID. Visual inspection of
the scree plot also supported a three-factor solution.
Tables 3 and 4 show the rotated component matrix of
the three-factor solution. The first factor in the fre-
guency rating data of the ABID had high loadings on
such items as ‘physically threatening or aggressive
toward others’, ‘destroying property’ and ‘restless-
ness, fidgetiness, inability to sit stil’. According to the
subtypes of agitated behaviours,"5% while ‘physically
threatening or aggressive toward others’, ‘destroying
property’, ‘harmful to self’ and ‘inappropriate sexual
behaviour’ are categorized into physically aggressive
behaviour, ‘restlessness, fidgetiness, inability to sit

Table 8 Factor analysis of the Agitated Behavior in Dementia Scale
frequency scores among 149 Alzheimer’s disease patients

still’ and ‘trying to leave home inappropriately’ with
high loadings are regarded as physically non-
aggressive behaviour. As in the present study, Cohen-
Mansfield et al. reported that the latter behaviours
were the least disruptive, yet were manifested at a
very high frequency among various types of agitated
behaviours.® Therefore, the first factor was termed
‘physically agitated behaviour’. The second factor in
the frequency rating data of the ABID included most of
the items corresponding to verbally agitated behavior,
such as ‘arguing, irritability, or complaining’ and
‘refusing to accept appropriate help’, as suggested
by Cohen-Mansfield et al.®?® Therefore, we named
this factor ‘verbally agitated behaviour’. The third
factor in the frequency rating data of the ABID mainly
contained items representing psychosis symptoms
(delusion, hallucination), such as ‘seeing, hearing or

Table 4 Factor analysis of the Agitated Behaviour in Dementia
Scale caregiver reaction rating scores among 149 Aizheimer’s
disease patients

Agitated behavioural

Agitated Behavioral

characteristics Factor 1 Factor2 Factor 3 characteristics Factor 1 Factor 2 Factor 3
2 Physically threatening or 0.944 0.168 0.033 8 Arguing, irritability or 0.800 -0.043 0.151
aggressive toward others . complaining
5 Destroying property 0.926 0.107 0.005 1 Verbally threatening or 0.887 0.122 0.121
11 Restlessness, fidgetiness, 0.897 0.194 0.042 . aggressive toward others i
inability to sit still 4 Inappropriate screaming or 0.842 -0.055 0.255
3 Harmful o self 0.860 -0.013 0.118 crying out
7 Trying to leave (or leaving) 0.836 0.208 0.164 13 Easily agitated or upset 0.740 0.436 0.180
home inappropriately 12 Worrying, anxisty and/or 0.729 0.440 0.026
10 Inappropriate sexual 0.715 0.067 0.053 fearfulness
behaviour 9 Socially inappropriate 0.727 0.247 0.204
8 Arguing, irritability or -0.092 0.882 0.186 behaviour
complaining 6 Refusing to accept 0.636 0.448 0.126
1 Verbally threatening or 0.029 0.840 0.304 appropriate help
aggressive toward others 14  Waking and getting up at 0.522 0.150 0.340
4 Inappropriate screaming or -0.101 0.764 0.440 night (other than trip to the
crying out bathroom) -
13 Easily agitated or upset 0.345 0.740 0.142 2 Physically threatening or 0.272 0.896 0.035
12 Worrying, anxiety and/or ‘0.289 0.714 0.037 aggressive toward others
fearfulness 5 Destroying property 0.168 0.891 -0.007
9 Socially inappropriate 0.171 0.696 0.263 3 Harmful to self 0.003 0.884 0.034
behaviour 11 Restlessness, fidgetiness, 0.270 0.883 0.076
6 Refusing to accept 0.381 0.562 0.132 inability to sit still
appropriate help 7 Trying to leave (or leaving) 0.300 0.813 0.153
16 Seeing, hearing or sensing 0.002 0.170 0.838 home inappropriately
distressing people or 10 Inappropriate sexual ~0.009 0.709 0.121
things that are not really behaviour
present 16 Seeing, hearing, or sensing 0.199 0.032 0.872
15 Incorrect, distressing beliefs 0.126 0.288 0.741 distressing people or
14 Waking and getting up at 0.148 0.263 0.511 things that are not really
night (other than trip to the present
bathroom) 15 Incorrect, distressing beliefs 0.386 0.166 0.711

ABID, Agitated Behaviour in Dementia Scale, Factor loadings of 0.511 or
more are in boldface.
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ABID, Agitated Behaviour in Dementia Scale, Factor loadings of 0.522 or
more are in boldface.
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sensing distressing people or things that are not really
present’ and ‘incorrect, distressing beliefs’. Therefore,
the third factor was interpreted as representing the
‘psychosis symptoms’.

Similarly, a factor analysis of the reaction rating
data of the ABID (Table 4) showed that the first factor
had a high loading on items associated with ‘verbally
agitated behaviour’. Therefore, we named this factor
of the reaction rating of the ABID ‘verbally agitated
behaviour’. The second factor included items associ-
ated with ‘physically agitated behaviour’, and we
named this factor of the reaction rating of the ABID
‘physically agitated behaviour’. The third factor con-
tained items associated with ‘psychosis symptoms’.
Thus, we named this factor of the reaction rating o
the ABID ‘psychosis symptoms’. :

DISCUSSION
The present study shows that the Japanese version of
~the ABID scale has an excellent internal consistency
reliability for the frequency (alpha coefficient 0.89) and
the reaction ratings (alpha coefficient 0.92). The Japa-
nese version of the ABID scale also has an excellent
test-retest reliability for the frequency (ICC 0.85) and
the reaction ratings (ICC 0.89). As mentioned in the
introduction, the internal consistency reliability of the
ABID (alpha coefficient 0.70) and the test-retest reli-
ability of the ABID frequency and the reaction ratings,
with ICC of 0.73 and 0.60, respectively, have been
reported by Logston et al.' Thus, almost similar levels
were obtained for both the internal consistency reli-
ability and the test-retest reliability of the Japanese
version of the ABID scale. Furthermore, we showed
that each score (the frequency and the reaction ratings)
had a satisfactory concurrent validity. Three factors
underlying the agitated behaviour evaluated using the
Japanese version of the ABID were identified: (i) physi-
cally agitated behaviour; (i) verbally agitated behav-
jour; and (iii) psychosis symptoms. Therefore, the
Japanese version of the ABID scale might be useful for
assessing agitated behaviour in community-residing
AD patients with mild to moderate dementia.
Cohen-Mansfield proposed that agitated behav-
iours can be divided into two dimensions: (i) aggressive
versus non-aggressive; and (i) verbal versus physical
behaviours."™ Thus, agitated behaviours can be
classified into four subtypes: (i) aggressive-physical
behaviours; (i) aggressive-verbal behaviours, (i)
non-aggressive—physical behaviours; and (iv) non-
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aggressive-verbal behaviours. Most previous factor
analyses of the CMAI carried out in different countries
have supported these dimensions. However, some
studies’®?' have shown that the CMAI consisted of
three factors: (i) physically aggressive behaviours; (ii)
physically non-aggressive behaviours; and (iii) verbally
agitated behaviours. Other three- or four-factor solu-
tions (aggressive behaviour, physically non-aggressive
behaviour, verbally agitated behaviour, and hiding or
hoarding) of the CMAI have been found.5' Several
items in the CMAI belonged to either physically aggres-
sive behaviour or aggressive behaviour. For example,
while several items such as hitting, kicking and pushing
were included as physically aggressive behaviour in
the former studies,’?' the latter studies®® included
such items as aggressive behaviour. Despite this dis-
agreement, these factor analyses of the CMAI (the ori-
ginal 29 items) have similar clinical features, as either
physically aggressive behaviour or aggressive behav-
iour were loaded on the first factor in all the previous
studies. The difference between ‘physically aggressive
behaviour’ and ‘aggressive behaviour’ might reflect a
difference in whether some items, such as screaming,
cursing or verbal aggression, within the subtype of
verbally aggressive behaviours are loaded onto the first
factor.'

In line with previous factor analyses of the CMAI, we
named the first factor in the ABID frequency scores as
‘physically agitated behaviour’. Several items (e.g.
‘harmful to self’) in this factor corresponded to the
agitated behaviours that Cohen-Mansfield described
as being physically aggressive.! However, two items in
the ABID with high loadings, ‘restlessness, fidgetiness,
inability to sit still’ and ‘trying to leave home inap-
propriately’, might correspond to physically non-
aggressive behaviour, such as ‘general restlessness’,
‘pacing, aimless wandering’ and ‘irying to get to a
different place’ in the CMAI. Previous factor analyses of
the CMAI have consistently regarded these items as
belonging to the ‘physically non-aggressive behaviour’
factor.5'® Logsdon et al.?? has suggested that both
wandering and restlessness can cause significant
severe problems among the various agitated behav-
iours, because these behaviours are associated with
severe caregiver distress. However, our factor analysis
of the caregiver’s reaction ratings in the ABID showed
that ‘both ‘restlessness, fidgetiness, inability to sit
still’ and “trying to leave home inappropriately’ were
included in the same factor that included other items in

© 2011 The Authors
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the ABID frequency scores termed as ‘physically agi-
tated behaviour’. Thus, it seems reasonable to assume
that these two items are regarded in a similar manner
to the other items included as ‘physically agitated
behaviour’. Unlike the CMAI, the ABID might not have
the sensitivity to discriminate between psychically
aggressive behaviour and physically non- aggressive
behaviour.

With regard to the second factor of the ABID fre-
quency scores, we observed that most of the items
were represented as ‘verbally agitated behaviour’. All
the previous factor analyses of the CMAI have con-
firmed that constant requests for attention, complain-
ing and negativism are the core concepts of verbally
agitated behaviour.5191%2" |nterestingly, several items,
such as ‘easily agitated or upset’, ‘worrying, anxiety
and/or fearfulness’ and ‘socially inappropriate behav-
iour’, were included in the factor termed ‘verbally
agitated behaviour’ in the ABID. Manifestations of
verbally agitated behaviours are often associated with
anxiety, pain and discomfort.??®* Cohen-Mansfield
et al?*% suggested that some verbal behaviours in
dementia might arise as a result of social isolation
caused by either loneliness or the need for social
contact in patients with dementia and that poor com-
munication abilities are the root of such behaviours.
Also, negative social interactions between dementia
patients and their caregivers can cause ‘easily agi-
tated’, ‘anxiety’ or ‘socially inappropriate behaviour’.
The study by Cohen-Mansfield and Libin®® showed
that environmental factors, including social isolation
and discomfort, play an important role in the cause of
verbal behaviours. Taken together with these findings,
the factor termed ‘verbally agitated behaviour’ in the
present study suggests that verbally agitated behav-
jour in patients with dementia might reflect a repre-
sentation of discomfori, anxiety or fear.

A previous study suggested that agitation was
strongly associated with both delusions and halluci-
nations in patients with dementia.®* In our factor
analysis of the ABID, both delusions and hallucina-
tions emerged as a third factor (psychosis factor). The
factor analyses of the CMAI did not show any psy-
chosis factor because, unlike the ABID, the CMAI
does not include any items associated with either
delusion or hallucination. However, factor analyses of
the NPl in patients with AD have shown that agitation
is a distinct syndrome from psychosis.®* In these
studies, although agitation was regarded as the sub-
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syndrome, ‘hyperactivity’, both delusions and halluci-
nations were included in the psychosis syndrome. The
findings in the present study support the notion that
the psychosis factor in patients with mild to moderate
AD can be separated from other physical and verbal
agitation factors. Additional studies of patients with
more advanced stages of dementia are needed to
confirm the presence of this third factor.

Sleep or night-time behavioural disturbances, such
as ‘waking and getting up at night’, can be considered
as wandering associated with physically agitated
behaviour.®? However, in the present study, ‘waking
and getting up at night’ did not load on the first factor,
which was termed as ‘physically agitated behaviour’.
Instead, ‘waking and getting up at night’ was included
in the factor termed ‘psychosis symptoms’ in the
frequency rating data of the ABID. In contrast, in the
reaction rating data of the ABID, ‘waking and getting
up at night’ was included in the ‘verbally agitated
behaviour’ factor. The réason why ‘waking and getting
up at night * did not load on the ‘physically agitated
behaviour’ factor for either the frequency rating or the
reaction rating of the ABID is unclear. However, the
factor loading of the item ‘waking and getting up at

“night’ was the smallest among all the factors for both

the frequency rating and the reaction rating of the
ABID (0.511 and 0.522, respectively). Logsdon et al.?
suggested that ‘waking and getting up at night’ was
most common among dementia patients with severe
cognitive impairment. Thus, further large-scale
studies that include patients with severe AD might be
required to determine definitively to which factor the
item ‘waking and getting up at night’ belongs.
Finally, we must address several limitations of the
present study. First, our sample did not include AD
patients with severe cognitive impairment (grade 3 on
the CDR). As the stage of dementia advances, agi-
tated behaviours are known to increase from mild to
severe stages." When examining changes in agitated
behaviors among patients with AD using the Japa-
nese version of the ABID in a longitudinal study, it is
important to note that even mild or moderate levels
of dementia at the time of the first assessment can
progress to a more severe stage during the follow-up
period as the disease progresses. Thus, a future study
might be required to examine the utility of applying the
ABID to patients with more advanced AD. Second,
agitated behaviours in dementia are known to fluctu-
ate throughout the day.?® This previous study showed
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