Figure 1. Flow diagram of the trial




Figure 2. Flowchart of the participants by end of July 2011
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72 have reached Week 9,
and 70 were assessed (97.2%).
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32 have reached Week 25,
and 29 were assessed (90.6%).




Figure 3.Monthly recruitment of the participants
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Figure 3. Average course of depression severity of the entire cohort
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Table 1. Eligibility criteria

Inclusion criteria

1) The participant fulfills criteria for
non-psychotic unipolar major
depressive episode (DSM-IV) within one
month before starting sertraline

2) Age between 25 and 75 on the day
when sertraline is started

3) The major depressive episode is the
focus of the treatment and the treating
physician has judged sertraline to be its
appropriate 1st line drug

4) Tolerability to sertaline has been
ascertained after 3-16 days of treatment
with sertraline 25 mg/d

5) The participant is able to
understand and sign written informed
consent

6) The participant is available on the
phone for assessment of symptoms and

side effects

Exclusion criteria

1) Having taken antidepressants,
mood stabilizers (lithium, valproate,
carbamazepine, lamotrigine),
antipsychotics, psychostimulants
(methylphenidate, pemoline,
atmoxetine), electroconvulsive therapy,
rTMS, light therapy, or
depression-specific psychotherapies
(cognitive-behavior therapy,
interpersonal therapy) within one
month before starting sertraline

2) History of schizophrenia,
schizoaffective disorder or bipolar
disorder (DSM-1V) as judged by
treating physician

3) Current dementia, borderline
personality disorder, eating disorder or
substance dependence (DSM-IV) as
judged by treating physician

4) Physical diseases which may
contraindicate treatment with
sertraline or mirtazaapine

5) Allergy to sertraline or mirtazapine
6) Terminal physical diseases

7) Women who are pregnant or
breastfeeding (if there is a possibility of
getting pregnant within 6 months of
trial entry, participation is allowed only
after providing signed consent to avoid
pregnancy during the trial period)

8) Imminent high risk of suicide as

judged by treating physician



9) Needing non-voluntary
hospitalization

10)High probability of changing
hospital due to relocation etc within 6
months of trial entry

11) Cohabiting family members of
research staff members of the trial
12)Inability to understand written

Japanese



Table 2. Participating sites

Regional Centre

Participating Site

No of recruited participants

Nagoya

General hospital 1

8

Private clinic 1

7

Private clinic 2

o
Q

Private clinic 3

Private clinic 4*

Private clinic 5*

Kochi

General hospital 1

General hospital 2

General hospital 3

General hospital 4

Private clinic 1

O ||~ |= |30 W|®

Private clinic 2

2

* These clinics started the study in June, so the figures represent their recruitment for
the two months of June and July, 2011.




Table 3. Demographic characteristics of the first 100 patients in SUN(*_*)D

Age, years 42.4 (SD=12.7, Range: 25-75)
Sex 56 women/ 44 men
Education 8 junior high school or equivalent

30 senior high school or equivalent
53 junior college or university level

9 above university level

Job 36 employed full-time
8 employed part-time
28 on sick leave

16 housewives

2 students

10 no employment

Marriage 34 single, never married
13 single, divorced or separated
2 single, deceased

51 married




Table 4. Clinical characteristics of the first 100 patients in SUN(*_*)D

Age of onset at 1st episode, years

37.3 (SD=14.0, Range: 10 to 75)

No of previous depressive episodes

50 --- no episode
32 --- one episode
10 --- two episodes
2 --- three episodes

6 --- four episodes

Length of current episode, months

6.0 (SD=13.6, Median=2.5, Range: 0.5 to
120)

Out- or inpatient status at time of entry

into the study

100 outpatients

PHQ-9 18.9 (SD=3.7, Range: 8 to 27) at baseline
16.0 (SD=4.5, Range: 7 to 25) at week 1
BDI-II 33.0 (SD=8.4, Range: 14 to 52) at baseline

28.1 (SD=9.8, Range: 6 to 54) at week 1

Physical conditions

66 --- no physical comorbidity

6 with hypertension

5 with diabetes mellitus

4 with hypercholesterolemia

2 each with hyperthyroidism, glaucoma,
goiter, headache (incl. migraine), or
arthritis

1 each with hepatitis C, Meniere’s disease,
asthma, hemorrhoid, kidney stone,
esophagitis, arrhythmia, or collagen

disease.




Table 5. Inter-rater reliability for PHQ-9 and FIBSER

PHQ-9 | Item 1 (anhedonia) 0.953 (0.915 to 0.978)
Item 2 (depressed mood) 1.000 ()
Item 3 (sleep problem) 1.000 ()
Item 4 (anergia) 1.000 ()
Item 5 (appetite problem) 0.992 (0.985 to 0.996)
Item 6 (guilt feelings) 1.000 ()
Item 7 (concentration problem) 0.984 (0.970 to 0.993)
Item 8 (psychomotor symptoms) 1.000 ()
Item 9 (suicidal wishes) 1.000 ()
Total score 0.998 (0.996 to 0.999)
FIBSER | Item 1 (adherence) 1.000 ()

Item 2 (frequency of side effects)

1.000 ()

Item 3 (strength of side effects)

1.000 ()

Ttem 4 (burden of side effects)

0.996 (0.993 to 0.998)




Table 6. Examination of assessor blindness

Guess Actual 50 mg/d 100 mg/d
50 mg/d at week 3 5 31
100 mg/d at week 3 8 23
Continue sertraline at week 9 2 15
Augment with mirtazapine at week 9 - 4
Switch to mirtazapine at week 9 - 1
Remitted at week 9 1
6a. Treatment guesses for week 3 assessments

Actual | Continue Augment Switch to Remitted

sertraline with mirtazapine

Guess mirtazapine
50 mg/d at week 3 1 2 3 2
100 mg/d at week 3 9 6 5 -
Continue sertraline at week 9 6 8 8 1
Augment with mirtazapine at 4 2 4
week 9
Switch to mirtazapine at - - 1 -
week 9
Remitted at week 9 1 1 1

6b. Treatment guesses for week 9 assessments
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