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Table 5: Prescription of psychotropic medicine by physicians.
Major depressive disorder Any mood disorder
n=27 n=52
n % n %
Antidepressant (including sulpiride) 2 7.4 5 9.6
Anxiolytic/Hypnotic 16 59.3 22 423
No psychotropic medicine 11 40.7 29 55.8

% is in patients with depressive disorder evaluated by the PHQ.

Patients prescribed both antidepressant and anxiolytic/hypnotic: Major depressive disorder (2), any mood disorder (4).
One patient with major depressive disorder who was prescribed an antidepressant from another hospital was not included.

In addition, this is the first study reporting prescription
rates of antidepressants to all consulted patients.

The present study was performed in a hospital located
in a rural area where the proportion of the elderly is high.
Generally, medical resources are poorer in rural areas
than in urban areas, and elderly people have more
chronic physical illnesses. Thus, general internal medi-
cine in a rural area has an important primary care role in
the community, especially for the elderly. In fact, most
participants in the present study were geriatric patients.
The findings are useful for constructing an effective inter-
vention model to care for depressed patients in rural
areas in Japan.

The rate of patients who did not participate in a similar
survey performed in a rural French area using the PHQ
was 14.1% (11.4% refused to participate, and 2.7% did not
have enough to time to answer) [26]. The rate of patients
who did not participate in the present study was half
(7.1%) that of the French study. This suggests that the bias
caused by refusal to participate in the present study may
be smaller than that of the previous study. Furthermore,
the rate of patients who did not participate in the survey
using the Structured Clinical Interview for DSM-IV
(SCID) was more than 40% [27]. Use of the PHQ instead
of a semi-structured interview is one reason for the
increased rate of participants. However, the bias from
using the PHQ, which is a self-administered question-
naire, instead of a semi-structured interview may be
unavoidable, as discussed in the following section.

Limitations of the study

The present study has several limitations. First, as dis-
cussed above, we used self-administered questionnaires
(the PHQ and the GAD-7) to evaluate depressive disor-
ders and comorbid psychiatric disorders. The PHQ
addresses symptoms only for a two-week period and may
include bereavement reactions, mood disorders caused
by physical disorders or medications, and/or depressive
episodes of bipolar disorders. Although the Japanese
PHQ has high sensitivity and specificity for major depres-

sive disorder, evaluation using a diagnostic interview,
such as the semi-structured clinical interview for DSM-
IV, will increase the validity of the results. Second, we
surveyed only five physicians in one hospital. To increase
the generalizability of the present results, a study includ-
ing multiple hospitals or clinics is needed. Third, we
judged cognitive impairment based on brief semi-struc-
tured interviews of patients or accompanying persons.
Sometimes it is difficult to discriminate between depres-
sion and cognitive impairments caused by dementia in
the geriatric population. A study using a screening or
diagnostic tool with higher performance to exclude cog-
nitive impairment is needed. Finally, we surveyed a his-
tory of psychotropic medicine prescription on the
consultation day. However, the prescription may be
reflected behavior by previous physicians rather than the
one carrying out the current diagnosis.

Conclusions

The prevalence of depression at a general internal medi-
cine outpatient clinic was higher in the present study
than in the Japanese community. Thus, general internists
can play a role as gatekeepers for diagnosing untreated
depressed patients in the community. However, physi-
cians did not recognize depressed patients, even in severe
cases. The prescription rate of antidepressants to
depressed patients and the referral rate of depressed
patients to mental health specialists were also low. In
addition, the prescription rate of antidepressants to
patients whom physicians diagnosed as having a mood
disorder was also low.

There are multiple barriers to providing appropriate
care for patients with depression, such as recognition of
depression, judgment of its severity, prescription of anti-
depressants and referral to mental health specialists. Col-
laborative care models developed and shown to be
effective in the US and UK [5] to care for depressed
patients by general practitioners and primary care physi-
cians cannot be applied directly to the Japanese medical
system.
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Physicians can recognize insomnia comorbid with
depression and can judge the presence of a mental disor-
der in depressed patients. Thus, an important step is to
change physicians' attitude to depression into "it is our
business" to find depression. The additional step is to per-
form screening and then to monitor the screening-posi-
tive patients and to refer them to mental health
specialists. In addition to constructing a screening and
monitoring system of depression, an educational inter-
vention for physicians is key for improving the quality of
life of depressed patients at general internal medicine
outpatient clinics and of missed depressed patients in the
community.
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Objective: In Europe and the US, primary care has been anticipated in identifying untreated depression.
Findings show a high prevalence of depression in such settings. However, the prevalence of depression in an
internal medicine clinic in a rural area of Japan, which has a role in primary care, is unclear.

Method: The prevalence of depression and comorbid psychiatric disorders among outpatients of an internal
medicine clinic in a rural general hospital was measured by a structured interview using the Mini
International Neuropsychiatric Interview. Outpatients were recruited consecutively and stratified by Patient
Health Questionnaire-9 (PHQ-9) scores. Among 598 outpatients, we interviewed 75 randomly selected
patients and 29 whose results of the PHQ-9 were positive. We estimated prevalence of depressive episode
using age, sex, physical findings by internal medical doctors and PHQ-9 scores as covariates.

Results: The estimated prevalence of major and minor depressive episodes were 7.4% [95% confidence interval
(CD): 3.4%-11.4%)] and 6.8% (95% CI: 2.6%-10.9%), respectively. Among major depressed patients, 71.4% had
current suicidal ideation.

Conclusion: Given the high rate of depression and suicidality, identification of depression and collaboration

between internal medical doctors in a rural area of Japan and mental health professionals are needed.

© 2012 Elsevier Inc. All rights reserved.

1. Background

Depression is a prevalent, disabling disorder that has a profound
influence on quality of life. It is estimated to become the leading cause
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of disability worldwide in 2030 and was already the leading cause of
morbidity in middle- and high-income countries, including Japan, in
2004 [1].

Previous studies have invariably reported a high prevalence of
depression in the general population {2-5] and in health care settings
[6-8]. For example, the World Health Organization (WHO) performed
a primary care mental health survey of 14 countries and found that
14% of primary care patients suffered from major depression [6].
Given the high prevalence of depression, primary care settings play an
important role in identifying and treating depressed patients [9-11].
In Japan, there are few doctors specialized to primary care because its
medical system has no clear definition of primary care and the specific
providers responsible. Most patients, especially those in rural areas,
consult an internal medical doctor for their primary care.

A previous study of patients in a general medicine clinic showed a
4.7% lifetime prevalence of major depressive episodes [12]. Another
survey, also performed about 20 years ago, showed a 3.0% prevalence
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of major depressive episodes [13]. However, there are few recent
studies showing depression prevalence in primary care settings.
Recently, we reported the prevalence of depression in a rural general
hospital, where many of the patients were elderly [mean age (S.D.)=
72.9 (12.5) years]. Approximately 53%, 12% and 10% of the patients
suffered from hypertension, hyperlipidemia and diabetes, respectively,
which suggested that this rural general hospital played a role in the
primary care of chronic physical illnesses of elderly patients [14]. Using
the Patient Health Questionnaire-9 (PHQ-9), 8.7% [95% confidence
interval (CI), 5.5%-11.8%] presented with probable major depression
and, 16.7% (12.5%-20.8%), with a probable mood disorder. However,
these prevalence estimates were based only on self-reports, and we did
not perform any structured interviews to diagnose depression, There
were also no data regarding comorbid psychiatric disorders that are
commonly observed in primary care settings [15,16]. Therefore, the
present study used structured psychiatric interviews to elucidate the
prevalence of depression and other psychiatric disorders among patients
of a general internal medicine outpatient clinic in a rural area of Japan.

2. Methods
2.1, Participants

This study was approved by the Ethics Committee of the National
Center of Neurology and Psychiatry in Japan. The researchers provided
all participants with detailed information using a written document
and administered a battery of self-report questionnaires after the
patients provided oral informed consent. After this first-stage
screening, we conducted structured psychiatric interviews with
patients who provided further written informed consent.

This study was conducted on nine consecutive consultation days
between July 12 and 23, 2010, at a general internal medicine
outpatient clinic in a general hospital having no mental health
specialties. This hospital is located in a small city (population of
124,756 in 2010) in the Tohoku region of Japan. The hospital serves as a
regional public hospital and is funded by the National Health Insurance
Society of Oshu City. Oshu City is a typical rural area about 500 km
north of Tokyo with low population influx. There are high proportions
of elderly people and people engaged in primary industry [17].

We used the following inclusion criteria to define a target
population that can be assessed for depression in routine clinical
practice: (a) patients aged 20 years or older who visited the
outpatient clinic to consult a physician for their own primary care
and (b) patients who have no communication difficulties, such as
hearing loss or language problems, and who have no severe cognitive
impairment, such as dementia or disturbance of consciousness. Thus,
we did not include visitors who came in for admission preparation or
those who consulted for their family members. We also did not
include patients who lived outside the catchment area of the hospital.
Severe cognitive impairment was judged based on a semistructured
interview, using the first two questions of the Mini-Mental State
Examination concerning time and place orientation [18,19] by
research staff consisted of psychiatrists (MI and MY), a research
assistant (TO) having experience in survey using the Mini-Mental
State Examination and PHQ-9 in internal medical clinics and nurses.
All were trained for the procedure of the present study. The staff
sometimes conducted an additional interview regarding patient
lifestyle factors and dementia history if accompanying persons were
present. Due to ethical considerations and feasibility of the survey, we
also excluded patients who were too physically ill to be interviewed.

2.2. Measurements

2.2.1. PHQ-9
We used the PHQ-9 [20,21] to stratify participants. We asked
patients to choose from the following options how often they had

been bothered by each of nine symptoms over the last 2 weeks:
“not at all,” “several days,” “more than half the days” and “nearly
every day.” Two scoring methods, a categorical algorithm and a
dimensional assessment, have been proposed in the literature. In
the categorical algorithm, depression screening is positive if five or
more of the nine depressive symptom criteria were present at least
more than half the days and one of the symptoms is depressed
mood or anhedonia. One of the nine items, “thoughts that you
would be better off dead or of hurting yourself in some way,” was
counted if present at all. In addition to the categorical algorithm, we
judged depression severity using a dimensional scale, with a cutoff
score of 10 reported as optimal for screening probable depression.
Each item is scored from O to 3, with a total possible score of 27 for
the nine items.

We used a categorical algorithm to screen probable depression
positive. In the categorical algorithm, depression is positive if one of
two items (depressed mood or anhedonia) was present. Based on the
results of the PHQ-9, patients were screened as probable depression
positive using either the categorical algorithm (one of the two items)
or the dimensional assessment (score of more than 10).

2.2.2. Mini International Neuropsychiatric Interview (MINI)

We used the MINI [22,23] to diagnose depression and other
psychiatric disorders. The interview was originally developed as a
structured diagnostic interview compatible with DSM-III-R and ICD-10
criteria [25,26]. The MINI focuses on current diagnoses and only
explores lifetime diagnoses clinically if relevant to the present status.
For most diagnostic sections, one or two screening questions are used
to rule out the diagnosis when answered in the negative. The MINI
includes 19 disorders chosen as most common from epidemiological
data [27,28]. In the present study, we used the modules related to
depression, anxiety, eating disorders and alcohol/substance depen-
dence/abuse, which are often observed in primary care settings [16].
We evaluated current suicidality using the suicidality module (C) of
the MINI, although the validity has not been completely established
[22-24]. The module consists of six items that identify any suicide-
related episodes or phenomena, including suicidal ideation within the
last month (five items) and history of suicide attempts (one item) in
the life. If any items in the suicidal ideation within the last month (five
items) were relevant, we judged that current suicidality was present.
In addition, we calculated the score (e.g., lifetime histories of
attempting suicide=4, presence of having suicidal ideation within a
month=6, planning or attempting suicide within a month=10) and
showed the number of patients with a high risk (MINI suicide risk >=
10) as sever suicidality [22-24]. In addition to the current suicidality
evaluated by the MINI, we investigated score of the Item 9 in the PHQ-
9 (thoughts that you would be better off dead or of hurting yourself in
some way: not at all: 0; several days: 1; more than half the days: 2; and
nearly every day: 3, over the past 2 weeks). We confirmed that scores
of the Item 9 among patients with current suicidality by the MINI
(median: 1; range: 0-3) were significantly higher than those among
patients without (median: 0; range: 0-1) (U=273.5, P<.01 by the
Mann-Whitney U test). We also used the MINI to assess minor
depressive episodes, defined as having two to four items, with one of
the items being depressed mood or anhedonia in the major depressive
episode module (A) of the MINL

2.3. Procedure

We defined the target population by the inclusion criteria
described in the participant section and adopted a random sampling
stratified by the PHQ-9 results. Trained psychiatrists (MI or MY), who
were blind to the results of the PHQ-9, conducted structured MINI
interviews of patients who were screened as probable depression
positive as well as randomly selected patients.
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2.3.1. Statistical analyses

We calculated the prevalence estimates of any depressive episode
(major depressive episode and minor depressive episode), other
psychiatric disorders and their 95% Cls using sampling weights. The
weight was based on the inverse of the sampling probability for age,
sex, clinical diagnosis of primary illness and PHQ-9 score. We
performed multiple imputations for the missing data. We performed
all statistical analyses using the statistical software packages SPSS 17.0
(IBM, Tokyo) and Statistical Analysis System (SAS) 9.2 (SAS Institute
Japan, Tokyo).

3. Results

During the study period, 598 patients visited the clinic. We
randomly selected 107 of the outpatients. From the selected 107
patients, we excluded 21 based on our inclusion criteria: 1 was less
than 20 years old, 7 consulted for family members, 1 resided outside
the area and 12 were severely cognitively impaired. Among the 86
patients, 5 patients were physically too ill, and 1 refused to participate
in the study. Then we administered the PHQ-9 to 80 patients who
agreed to participate in the survey.

Among the remaining 491 patients who were not selected
randomly, we excluded 66 based on our inclusion criteria: 16 were
less than 20 years old, 15 consulted for family members, 1 visited to
prepare for admission, 2 resided outside the area and 32 were
severely cognitively impaired. Among the 425 patients, 12 were
physically too ill, 4 were missed and 5 refused to participate in the
study. Then, we administered the PHQ-9 to 404 patients and acquired
PHQ-9 data for 396 of the 404 patients, and 8 of PHQ-9 data were
incomplete. As a result, 36 patients out of the 396 were screened as
probable depression positive.

Among the total 116 participants (80 and 36 participants), 104
received a structured interview using the MINL Twelve patients were
not interviewed (seven were missed, one was physically ill and four
refused the interview).

The target population to estimate prevalence was 511 patients (86
and 425 patients).

Table 1 shows characteristics of the target population (n=511).
The median age of the population was 75 years, with more than 81.8%
of participants being 65 years old or older. As shown in Table 1,
chronic physical illnesses, such as hypertension, diabetes and
hyperlipidemia, were frequent. The median number of visits in the
past 6 months was four, which means many patients consulted the
clinic approximately once every 6 weeks.

Of the 104 patients who we interviewed using the MINI, we
diagnosed 21 as having experienced a major depressive episode and
15 with a minor depressive episode. One had a hypomanic episode,
two had posttraumatic stress disorder (PTSD) and five had alcohol
dependence. Twenty-seven patients had suicidal thoughts. No one
had a high risk of suicide among 99 patients who completed the
suicidality module of the MINI (five had incomplete data). Table 2
shows weighted prevalences of depression and other psychiatric
disorders. The estimated prevalence of having a major depressive

Table 1
Characteristics of the study participants
Median age (range) in years 75 (21-102)
Sex: female (%) 59.3
Clinical diagnosis of primary illness (%)
Hypertension 58.7
Diabetes 16.0
Hyperlipidemia 15.9
Brain infarction 84
Arrhythmia 6.8
Number of visits in the past 6 months
Median (range) 4 (0-74)

Table 2
Prevalence of depression and other psychiatric disorders
Estimated (95% CI)
prevalence (%)
Any depressive episode 14.1 8.2-20.0
Major depressive episode 74 34-114
(current, 2 weeks)
Minor depressive episode 6.8 2.6-109
(current, 2 weeks)
Hypomanic episode (current) 0.8 0.0-24
PTSD (current, past month) 14 0.0-34
Alcohol dependence 54 0.3-10.5
(past 12 months)
Current suicidality 12.7 6.6-18.9

episode was 7.4% (95% Cl: 3.4% to 11.4%). That of any depressive
episode, including both major and minor depressive episode, was
14.1% (95% CI: 8.2% to 20.0%), which means that one in every seven
patients was estimated to have depression. Prevalence of current
suicidality was 12.7% or one in every eight patients. Alcohol
dependence was also frequent (5.4%).

Table 3 shows the prevalence of comorbid psychiatric disorders and
current suicidality among patients that experienced a depressive
episode. Prevalence of suicidality was high in patients with a major
depressive episode as well as those with any depressive episode. Among
the patients with major depressive episode (n=21), median (range) of
the scores of Itern 9 of the PHQ-9 was 1 (0-3). Among those diagnosed as
having any depressive episode (n=36), median (range) of the scores
was 0 (0-3). And among those who had no depressive episode, median
(range) of the scores was 0 (0-1). Proportions of patients who scored
the Item 9 of the PHQ-9 as 3 (nearly every day over the past 2 weeks)
were 38.1%, 22.2% and 0% among patients with major depressive
episode (n=21), those with any depressive episode (n=36) and those
without any depressive episode (n=68), respectively.

4. Discussion

The present study investigated the prevalence of depression and
other psychiatric disorders in a general internal medicine outpatient
clinic of a Japanese rural general hospital using structured interview
conducted by trained psychiatrists followed by screening of PHQ-9.
Patients were elderly and had chronic physical illnesses. The
prevalence of major depressive disorder was 7.4% and, that of
depression including both major and minor depressive disorders,
was 14.1%. The prevalence of alcohol dependence was high, and
suicidality was prevalent among patients with major or minor
depressive disorders.

A previous survey conducted by the WHO nearly 20 years ago
reported the prevalence of depression as 3.0% in internal medicine
outpatient clinics in Japan [13]. The prevalence of PTSD in the previous
survey (0.2%) was also lower than that of the present study (1.4%).
The prevalence of alcohol dependence in the previous survey was
6.2%, which was comparable to that of the present study (5.4%). In
contrast, the prevalence of generalized anxiety disorder was 5.0% in

Table 3
Rate of comorbid psychiatric disorders in patients with depression
Number %
Major depressive episode (n=21)
Current suicidality 15 714
PTSD 1 4.8
Alcohol dependence 0 1]
Any depressive episode (n=36)
Current suicidality 18 50.0
PTSD 2 5.6
Alcohol dependence 1 2.8
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the previous survey, while no patients had generalized anxiety
disorders in the present study.

These discrepancies may be explained by differences in partici-
pants and methods between the previous survey and the present
study. The previous survey was conducted in a hospital located in a
medium-sized city, whereas we examined prevalence of psychiatric
disorders in a rural hospital. The previous survey excluded patients
older than 65 years old, while the majority of participants in the
present study were older than 65 years old. In addition, we need to
consider that the previous survey was performed nearly 20 years ago.

A previous study performed in the US showed that the prevalence
of major depression in rural primary care (8.3%) was lower than that
in urban primary care settings (14.8%) [29]. The internal medicine
clinic in the present study was located in a rural area, and the
prevalence of major depression (7.4%) was similar to that previously
reported [29]. However, the prevalence of depression in an urban
clinic in Japan may be different.

Our previous study using the PHQ-9 to identify probable depres-
sion in the same clinic showed that prevalence of probable major
depressive disorders (8.7%, 95% Cl: 5.5%-11.8%) [14] was similar to
that of the present study, suggesting that the results are reproducible.

The present study showed a high prevalence of current suicidality.
In addition to the high prevalence, there was a higher rate of current
suicidality among patients with major depressive episodes. Thus,
current suicidality should be considered in addition to depression in
patients evaluated at internal medicine clinics of rural general
hospitals. In particular, referral of depressed patients with suicidal
thought more than several days in the past 2 weeks to mental health
professionals is required.

Previous studies in other countries showed that the prevalence of
major depression in primary care settings for people aged 65 or older is
19.5% [30], which is higher than the prevalence found in the present
study. The prevalence of depression in the general Japanese population
is 2.9%[31], which is lower than that in other countries [32]. The lower
prevalence in the general population may reflect the lower prevalence
of depression in general internal medicine outpatient clinics.

The prevalence of depression in the internal medical outpatient
clinic shown in the present study was higher than that previously
reported for the general population in Japan [31). This is similar to
findings from other countries where the prevalence of depression in
primary care settings is higher than in the community [30,33]. These
results suggest that depressed patients more frequently consult
internists. Thus, it is important that physicians appropriately identify,
treat and/or refer untreated depressed patients that consult the clinic
to mental health specialists.

The study has two major limitations. First, we selected only a
single hospital for convenience. A survey of multiple, randomly
selected sites from across Japan should be performed to generalize the
findings. Second, the number of participants in the study was too
small to effectively investigate comorbidities.

The present study showed a high prevalence of depression in an
internal medicine outpatient clinic of a rural general hospital that
plays a role in primary care for residents of its catchment area. We also
showed a high prevalence of suicidality and its higher comorbidity
rate with depression. Given the high rate of depression and suicidality,
identification of depression and collaboration between internal
medical doctors and mental health professionals, such as psychia-
trists, are needed.
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% [IMS Japan],

*PUF, AARTHREBOEFIT LT 7Ry MR, AATERELOER LTI &V FRLLT 5,

12519 DHIDT7 7 — A s TA VBRICOWTORH DT ET VR

S ORDOIBRICEE L Tk, 519 2FI D BB D@ R EREHSILETHS Z Lidme B2
W, LNBIZ, 2008FEICEDET, TAVWBHEZEZOTA RTA[6]. BT XEREFZSD
HA RFA VT TAYIARERROHA FTA4 V8], A %Y AEE D NICE HA K51 9],
BARDOTA RFA4 01D NTHUICEBNT S, FEx OHL S DARIOR TIXEWER 7 v 7 4 — T EDR
HBHET T, BRHHECIEESRVWOT, TBWERAT a7 41—, B, BIUOBREOFHIZE
SWTHEPL D SFIOFHLERETSH) Z EBRHER IR TWB]8],

L2xL, 20094, HAR A Z VT « £ XU RDOARF—LMB, K OFOEMEIIEEICBNT
12 B OEHH 5> >FIE & bl L7- RCT 2 117 425928 MDD R L B 2 — DO#E R Lancet 581
FFENT[12], T D Meta-analyses of New Generation Antidepressants MANGA)WFZEIL, =27 5
5 ORBEIBIE S N—T DT —Z_X—ZAEFHALTHEATEZ LN b o & bBEN T — 4 &
v MZEDSNWTWE D 2T, Hi9DF A L5195 DFIB & OEHELEZT Tk <, BloH s SAIC
LDREME ABIUB LOBLHHENICEREIEA Ry NU—Z AZTFT I TRLENHF
EERAWTWS, Zhblicdd, OS5 TTHLo L bREER (DD IS%EEREORY) 2R
Ex, OFRBICHIRAA 7T A28 T2 HIDARARDL AEWOTHRITIZEI LTH AR
RFELCWBEEDT—FBEL AICHRIREBIRASA 7 AR > TOWA RN S o728 2 ZIZ
Bb C b DBMOEELHEET D & THRAAS T ADEBEN/ NS D) BTITHY Z L BHETE,

R, 12EOFHHG O 2HDOEITITN L b OFFHFHICHE CRRMICEERREZERPBES
N7, BEME efficacy IZBWTIL, IAZ P, escitalopram, venlafaxine, &/ h 5 U VMEH
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TEY., ZAM acceptability 123V Tl escitalopram, /v b5 U /| bupropion, citalopram 23
Tz, A NBBRL, FEEELIXELVINT Y V&7 77— A T4 VBROBRHEFERL TV D,

13. 519 DFIDES Y FIA4 VBBRIZOVTORFOZLET R

KO OFRIBEDOHERD—2X, +REDH I SFIO+LSHBBOEE TS, Kt (9 DREREE

‘%ﬁ%ﬁ@#ﬂu? 272 %) EIIHKS50%, EE (IZEEEXDICRD) BT 30%ICBEE 2

BTHD[3], 77— ANTA VOIFRIZH L TEENERW LUES KIS TH B RFIZ, JZ7U / N

4/@@%%%mmséh&<fi&6&w FxDHA RITA U THREINLTNDHDIC
O E dose escalation, @Z K switching, @HE5R augmentation 735 5[9, 14], LA L, %< D RCT
DEEKDOBA DD WVIEDHRD~Y—Fr T 4 TEREOR THEENSF, EH FT A AAREICD
WTHDZETVREIT 7 —ARTAVDENITH L THRDZ LYY,

E9. HEDORX NI TUIOWTUL, BIEOMREL M EEL LI RCTICOWTHRREH L E 2
=B 3ERBERINTVER, T, 77 —R M I7A VOIBRIZERW LB TH 2> EHEIT.
FULREEEZFETZLVL, BELEFPEDERFELS 2D EVI BT ATV ERERLTY
A[15-17], &Iz, BEIZOWTIE, RHEHLE2—»R 2AK[18][19]H 325, T bic kb &, #i#E
DR L EEDA T T V— B LT RCTIX 1 AR LML, 2 X3 & fluoxetine 20 mg/ B IZ
L2 6 BEIDOIEEZ OERIGTHoE 104 A%, SHIZ6HEMEDEEMET 5, IT Y
Y 60mg/ HICEETHNTHURLIZL Z A, BEMEEIL18%L 36% Tho7z (p=0.10)[20], £7=. &
EHITAEKDOE TOERERITHE, 77—AFTFA B SSRI ThH B & %12 SNRI @ venlafaxine

DOEIKIZF U SSRI~DEREI YV bERTH D L D720, ENLSMNZ B o T HKBFER T 5 A~
DOEIEE WL HRIMITTRL 222 72[19], HBZIC, HBEKIZ OV TIZZE D RCT L REHLE
2—PREBEINTND, b2 b ET VARRI>TWHONRY F U LHER[21], FRERALE S
5822], FEERFBHRAIC L BERP23ITH S, I, INVFFEL / IT08T VLS
BB D RCT 28 3 Z[20, 24,25]. Ev Ru—/Liz L 538D RCT A8 11 & 5[26],

HE, R HROIEEZINTLOMRELFETHLIPB, ELIKENLDOMTOELZHEL
I BT RIEEAETFELRY, Fil 20X, HKE NIMH 23 30 B % 2 TER L 72 ZERIRE
L RCT @ Sequenced Treatment Alternatives to Relieve Depression (STAR*D) Cld, £ E TOIFE CTE
FRIZE Lo TmBEIC, BERIZOWTIRE 5 BIRB & RIS OV Tk B 4 B 2 BT L7203,
BIRLEROBOEL IOV TIERLERONTIIZEIV T o THiEbRWVWEWNWIFMEE L
T-RBE DI CHET b k72 o 7227, 28],

1.4, FGL 5 DRI O R HBRIE ZFEL T 5 7201

IHLTHDE, BBEOTET VAREE 2 ETH, BARDBEKRED 9 DFF O ZYEE & A
MTTITL E TR I THRY, SIEP SEERBREMNBW DUHEET S, IELIT, Ei
BEERENMZEBEADO LY ICEBTAMKEM THH L WVWIBRTHS, EELIT, ERICBEFEDOH
HAEBCERTIEREM THILEVWHIBRTHD, A1 XV RAODMYTET AL E 22—
Bandolier (http://www.bandolier.com) 13 MANGABFZED L B a—% [ZORXRFZTFT U ARBHEL T
WABDIX, WDOART v T OlHDFEMEICTHD, T77bh, RbEIKFLRMIIRHZE ODREIC
BWERZLELT, I OROIGERIEZ/ER LRIET A0 DFEMETHE ] LD o7,
S OIFIEEM DR DR DHFRILZ 2 baEE 5,

141 7 7 —X T4 2750

P T — R R TA OV TIE, MANGA FFZEEDRE RN D, BN EZBREDONT VA&
ZNTAERTIEEA TV VEE —BIREEXZTRWES Y, L, T TIZZ OB b EHEE
ERFRITFRZEOND, THRGEORETHD, BRICRITZEAL T U OEREREEIT 50-
100mg/H CTH BN, BWRFIZET S0mg/HZ BEICEERFVa—VEHLRETHAIN, £
neEb100mg/ B ZBEL TEREEZHAT X THA I D, Papakostas 529145 SSRIIZ DV THEEL
DEEHEGEEAZHE LIZRCTORFEH L 2 —%{Tor b2 A, ERREEOTR (BV TV
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Vb S0mg/H) BEETIOIMLT, ZO2EEHRE LSS, AOEEEL 2500 LA
VMRR=1.12, 95%CI: 0.99 7> 5 1.27) R BHENMEL 72 5 (RR=0.74,0.54 7> 5 1.00)Z & Z R\ Z LT
Bo KHZE (5D OREEED S0%LLERD) TE D & 51% 05 55%IC 4% 2500 LR WOR,
FRIEEDN 10% 05 17%I2 T%EZTLE D, 7272 L. Papakostas b SRR L7ZAFEEIE. B RT Y
> 200mg, 100mg, 50mg, 7° 7 AR D 4 F£ % LB U7z Fabre H[30]DAFFE L E DT, T X THEHIHE
EREEZBRETHT VA ERoTWD,

BIZLT, BEOBWERICEE LA O bR ABREEETHE TSI LWV, Z<DHA R4
[6,7, 10l CHR SN BT, ETIERBREBDOREBLIEIRLE VI LD &, KYITHE
FHOW D DEREZER L 0BIEA 2092 L1320 ody, #LELRV, K5 OFREDIEE
EBIIET 5 TR TOBREAEET 5. =i SOER R ~ DR O & bib T4
WWLTESRILETHD, LERST, BAITIINIZEETS RCT Z#5HE L7,

14.2. T 71 27588

Wiz, 77—ANTA VERIZEDIBEERENLL TH, HAEOH R TIIBEEDOREEL HITEMRIZ
BT HIENHERW3, BHIEX, B RFIA TR, MEEZERVDEAS S, LT,
FNEWDHETTBDOREVDTEA 9 D,

WEEIWOIR NI T U INHRR S S L TEHIRFEHL E 2 —RR200 T, SEITREO
St L LAV, #EERIZ OV TIE ERD & 5 ICEH O BEMRERIRIZ OV T RCT BfTh TV 33, =
DH L, BMEDHADEBRHE CHEATRERDOIIINVEZFEVBLINI T Y AT X 2HEBOR
Thbd, bz, HRLEEELWTNIURLVFREZHFEDONAT UV ATEZ o TWVENE, IV
RO LSz, LAY, WOT7—RARNTA VRO 2T TR RISV 2EBETD
ERVODYL, o TR, BEOBRFICOVWT—RIZEZE 2 HTBERIFELZITH 2 LITFR
HHETH D DT, LIOIITEEIORZE Tid SSRI & ikt § 55BN & ik L T, MANGA #F% T
Hho L bEERBEDPST-INFTFE U ~DORIEKE | D RCT NEEEZRER L TW5D SSRID
SAFFEC L AR L BRI D Z iz Lz,

INEFEUNOEEREI L NI VOB LERDP2EBRIILTO®Y Thbd, OMANGA B3
T, INEFFEIESERR BB WFHRI D 2FITh o7z, TREEICBNTORNE R0 7 7—
ANTGA L EF RPN, T7—ARFA4 O DFNTH U TERW LIS KD BEIT
L. FOEPERENINZFEUE2EBRBTLIOERURTHASH, Q2R OHHIC & % HEiaEE
ISEBNC X AIBEL D bEEAB I ORMOBIERAD U A7 B RELRBDT, BEIEEELETEE
FTRETHD LV BERPKILT D,

INFFENZLD SSRI DR L BNV FIA OEFL 2D, ZOHEBIIUTD 3 2TH 5,
OINZ T EUHEROEITIHENREEREREH L T35, 120 RCT Tik SSRI, bupropion % 7=
V& venlafaxine IZ SRS LR o 7e BE 26 A&, INFTF L 15-30mg/B % BINT 58 & 77 R %
BT AEICEELBI VAT LT LEZE Z A, EMFERIT 46% L 13% (p=0.068) TH - 12[25],
BID RCT 1. K9 DOIEDIBE L HIH 6 fluoxetine DL Z ¥ 5+ B EE L fluoxetine+ I VZ o % #
E+ABEZHELIZE A, BRRIT25%E 52%(p=0.053)TH>7-[32], @SSRIIZ NaSSA (/v
7 KUV AEEME - BrBAE e P = EEMER D OF) OINFFEUERTAZ LT EESE
HINCHEIZ 2> TWA, IAZTFEVIL, ST IAT KLY vroa—arDa BEZEEEZR
ETHIEICEY, VT RUF Y OB EENEES, /AT RFLF vt b=rv=a—
VAL, SEIAXFEUVEAREO hovma—a YD a2 AT ESEEREETSOT,
fRECer "=V OBHEREEST S, &IZTAD, INFTFL LI 5-HI2A, 2C, 3 R EOERZIF
EROTEBY., i) 22 RICERK TS S-HT IAZFEREBEOICHET 5 2 LN Tx 5, SSRI &
BER L7256, 2A OFEWHIZ XL Y SSRI TR, 64 5 HEEREREESCRIROMGH], 2C OHERIZ L Y RE
O, 3 OEWHIZ L 0 E(LBER ORI BEF I N D, @INFFEUIIHFREDREEREZEE
B9, BEHELOMEERDOY 27 8070, B/ RT U % CYP2D6 X2 3A4 ZIREFLET 2 23,
INEDHFADEEL, D SSRIL Y bEETHD ERREND,
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BHY RTA OREEBETHIEICENTIER DRWEERERILZ, WotI Y RIA 28y
B2DOPEINTHAINEWVWIBRERTH D, ZORES. EMERFDIEN LT IITOIH®
HEELFRIUL bBWEIERBRER THD DI, EFEOLNHMBRY Z ORMEZBHREIZH -7 RCT
DEELRVWEIL, HA R4 V2B RFERTEEEZBE L TV, 7TA UV IRABREZREON
A RF4 0% T6—8BBIZTD RGN ELNRPoT- & XIXEEREEF TS L LTWAEN,
Z DOBHITEEY DIREROEH G TH 5 LV H[8], HREMICHE DR VRBILTH D, KET
NICE A4 RTA VIZE S TlE, A FIA VRARRA—BERNH-> T, HAHEHRTIT34BBTED
RIA v BEETHH, HOBFHTIL68BETEI LV FIAL UV EZBETDHZ L LR>TWVS[9],
FITRAIE, 77— A7 VEOBREBENO 3BEBHKE W) BRI FIA 0%
EBRITHEEL., 77— AN TA VEEMETOIHERTHZLICEY, BErLEIVFIA V%
BT Z LIZBEERRHDINENERIECEDLITVA V2B A L,

1.4.3. LG

BB 7y —RA RN TAVBIOEIV RTIA UIBEEEZ DYV, b —2EFICEER
BEBH D, CIIEFGIRENDAL—ARBITTH D, BHEERBROR TRy BRIEEZ TR 5 &
BERERMSETEZ 213, bbb ORBEH L Ea—t ko TEIHFEINTE Y [33]. BITDOTT
DHA RTA B by AOMGIREZHRL T1d, LrL, EEICIZZL 0BEETY
A RIA U THREIND 20T OREGIEE 22T TRV [34], 6o T, ARG E% 3-6 » HiZh
72 VP D DENEE A TE 2%, AMEIRRIZBIT 53R EZAMEICMZ T, 2GR L =
RTDLETHLY) —2HEERERTHD, £I T, bhvbiuiads— hZIRERBEE 6 » A DS E
T74B—F5ZLI2LD., EOIBEERIEN b o & bkt ST < M OERERIZORNB LY
B4 %,

DBz Y, OIS EEEERE> DRIEEICDZY ., TRLESELZMICKDEL DR
FIZRWEREZL DT, ) DROIEERER] (Bandolier 2009) & #1H3L CT 55 A D RCT % &
B L7,

2. RBOER

AETE Y — FIZOWTRIBERD, FEESREOBBMER S SR Y — FOBREZF 2 XIRIT,
D77 —ArTA BIREEZ BNV T Y & L X IR EERKE L CEEREEOTRL B
BLTr00, EREZBELTIONPNTRAEMEREEE L TAERMER L OEatENS, BIfE
F & BRI BV TERL D D,

Q77 —APTA VRIREZIBEBBA L THLEM LR KI DIFBEEIRIC, SHIZEL
O OFIERIT DO, INZFEUTHEBTLION, INFZFEVCERTHON, WTRREA
PEHATERR & L CHEIMER X OVREMICEN S D,

@77 —ALTAUDLEIY RTAVZEDLULOIBEEBKD 5 LS, SHEEITEERD) bk
BIERIZNIT T, bo & bEMMR X OREMHICEN S D,

ERETT 5

3. REBREDIFHR
BARTZ U UBIOINF T DERLRMAIELBITR
3. BVRS YV

— R4 B NT Y bR

s . oA 17 ME25mg, 50mg

B g7 v b a— MNE

EHE 1EFICEAVIT VL T25mg /21X 50 mg
FIETT : 7 7 A P&t
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