*This English manuscript is a translation of a paper originally published in the Psychiatria et Neurologia
Japonica, Vol. 122, No. 3, p. 212-220, which was translated by the Japanese Society of Psychiatry
and Neurology and published with the author's confirmation and permission. If you wish to cite this paper,

please use the original paper as the reference.

Special Feature Article

The Pros and Cons of Antidepressant Use for Bipolar Disorder

Teruaki TANAKA
Department of Psychiatry, KKR Sapporo Medical Center
Psychiatria et Neurologia Japonica 122: 212-220, 2020

Abstract

Bipolar disorder commonly develops during a depressive episode, and as patients are
more often in a depressive state than (hypo) mania, clinicians often treat depressed
patients. However, therapeutic options for bipolar depression are currently limited
compared with those for acute mania, and its clinical treatment remains unclear. Clinical
guidelines recommend mood stabilizers and atypical antipsychotics, such as lithium,
lamotrigine, quetiapine, and olanzapine, as the first-line treatment for depressive
episodes in bipolar disorder. The use of antidepressants, which used to be commonly
administered for bipolar depression, is controversial, and they have become less
common due to concern over risks for manic switch, destabilization, and rapid cycling.
Pharmacotherapy for bipolar disorder has changed markedly compared with
approximately 20 years ago. However, antidepressants are widely used to treat acute
bipolar depression in clinical settings, and may be effective for some patients. Although
there are risks, antidepressant treatment, especially SSRIs or bupropion, may be
effective in combination with atypical antipsychotics or mood stabilizers, as
recommended by the International Society for Bipolar Disorders (ISBD) Task Force.
Recent meta-analyses also demonstrated that modern antidepressants combined with
mood stabilizers had a small but significant effect and did not increase the risk of manic
switch during short-term treatment of bipolar depression. Several studies have reported
that adjunctive antidepressant therapy is associated with a lower rate of rehospitalization
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and relapse of mood episodes without increasing the risk of new (hypo) manic episodes.

Indeed, there is insufficient evidence for antidepressant use for bipolar depression, but

it may be helpful rather than harmful in some cases. Antidepressants should be

prescribed appropriately for bipolar depression after considering the clinical picture,

diagnosis, specifiers, comorbidities, and drug classes, instead of discussing the pros and

cons of antidepressants as a whole.

Keywords: depressive episode, antidepressants, combination therapy, manic switch,

continued use

Introduction.

Many patients with bipolar disorder
demonstrate a chronic course with
recurrent episodes. The interphase
interval shortens with recurrence,
often with rapid alternation,
instability, and resistance to treatment.
Patient’s long-term prognosis is often
not good, and social functioning is
impaired to a greater degree than in
other chronic diseases such as
hypertension and diabetes mellitus.
According to a WHO report, bipolar
disorder ranks among the top 10
diseases for Years Lived with Disability
(YLDs, years of healthy life impaired
by disability). Since relapse worsens
the prognosis of bipolar disorder, it is
important that treatments also act to
prevent relapse.

In recent years, the pharmacotherapy
of bipolar disorder has changed

dramatically with the introduction of

new agents, mainly second-generation
antipsychotics. Lithium has remained
the first-line drug of choice, but the
classic mood stabilizers valproic acid
and carbamazepine have fallen behind
quetiapine, and olanzapine and
lamotrigine have established
themselves as primary treatments. On
the other hand, while antidepressants
have long been used to treat depressive
episodes in bipolar disorder as well as
unipolar depression, the pros and cons
of their use are still controversial.
Initially, the mainstream opinion was
in favor of the efficacy of
antidepressants, but the side effects of
antidepressants, such as mania and
destabilization, have gradually become
a concern, and the results of a large-
scale randomized controlled trial
reported in 2007 (RCT) (STEP-BD) 16)
became a decisive factor in the

argument against the use of

Copyright: ©The Japanese Society of Psychiatry and Neurology and Author



antidepressants. However, as the
results of recent meta-analyses 9)10)
show, the efficacy of antidepressants
has begun to be re-recognized and re-
evaluated, although not as much as
before, and the position of
antidepressants in the treatment of
bipolar disorder is changing again.
This article discusses the ability of
antidepressant treatments to alter the
prognosis of bipolar disorder and
reconsiders their merits and demerits

in light of recent findings.

I. Current status of antidepressant use

Many academic organizations around
the world have published guidelines for
the treatment of bipolar disorder, and
although there is general agreement on
the general principles, the specific
(the of

therapeutic agent) vary. The same can

principles position each
be said for the use of antidepressants.
Most guidelines do not recommend the
"use of tricyclic antidepressants" or
"monotherapy with antidepressants,"
and the Japanese Society for the Study
of Depression's Guidelines for the
Treatment of Bipolar Disorder 12) lists

them

n

as '"not recommended" for
depressive episodes and maintenance
The

acknowledge that combination therapy

treatment. same  guidelines

with mood stabilizers and second-
generation antipsychotics is often used
in clinical practice, but states, “However,

the efficacy of combination therapy with
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mood stabilizers and antidepressants
has not been reported to a high level of
evidence.”

The use of antidepressants for the
treatment of bipolar disorder is still
common in clinical practice, despite the
publication of various guidelines. This is
true not only in Japan, but also in North
America, Europe, and Asia. According
to a recent survey, about one-third of
patients with bipolar disorder in Spain
and Korea were prescribed
antidepressants in combination with
other treatments, and in Denmark,
antidepressants were prescribed at a
high level of around 40-60% 3)5)23). In
Sweden, about 35% of 3,240 patients
selected from a national registry were
to be treated with

antidepressant monotherapy 21).

reported

Antidepressants have not always been
to be

pharmacotherapeutics

reported effective as

for  bipolar
disorder. Rather, they are routinely
prescribed (worldwide) despite concerns
about problems including mania, rapid
cycling, and suicide. Certainly, it is not
clear that this applies equally to all
antidepressants, and it has been
suggested that bipolar I and II may
respond differently. They may be more
effective in combination with mood
stabilizers. Although a great deal of
evidence has been reported in recent
years, we have not yet reached a stage

where we can overcome the complexity
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and individuality of bipolar disorder. At
this point, we have no choice but to
assess the findings case by case, conduct
a careful assessment with consideration
for individuality, avoid risks as much as
possible, and try to provide safer

antidepressant treatment.

I1. Efficacy and safety of antidepressant
treatment (Figure 1, Figure 2)
Neither the use of tricyclic
antidepressants nor antidepressant
monotherapy for bipolar disorder is
commonly recommended in any
guidelines. Most clinical studies have
examined  the use of  novel
antidepressants in combination with
mood stabilizers or second-generation
antipsychotics. Therefore, this
discussion will focus on the combinatory
use of novel antidepressants with mood
stabilizers or second-generation
antipsychotics.

A 2016 meta-analysis reported on the

combination therapy of  novel
antidepressants (second-generation
antidepressants) such as selective

serotonin reuptake inhibitors (SSRIs)
and selective serotonin and

norepinephrine reuptake inhibitors
(SNRIs), excluding the classical tricyclic
antidepressants and MAO inhibitors
(Figure 1) 10). The meta-analysis of six
trials (total of 1,383 patients) examined
the effect these novel antidepressants in

combination with mood stabilizers or

second-generation antipsychotics
(administered over 6 to 26 weeks) on
depressive episodes of bipolar disorder,
and found a small but significant
difference compared with a placebo
group [Standardized mean difference 0.
The mean standardized difference was
0.165 (95% CI 0.051-0.278), P=0.004].
However, there was no difference in
treatment response or remission rates
between placebo and antidepressant
groups [Combined odds ratio 1.158 (95%
CI 0.840-1.597), P=0.371; 1.220 (95% CI
0.874-1.703), P=0.243]. Furthermore,
the same analysis also investigated
drug-induced mania, which is a concern
with antidepressant use, and found an
odds ratio of 0.926 (95% CI 0.576-1.491,
P=0.753) in the acute phase, which was
not significantly different from the
placebo group. However, there was
found to be an increased risk of mania
[odds ratio of 1.774 (95% CI 1.018-3.091,
P=0.043)]

period was extended to 52 weeks.

when the administration

Although we cannot make conclusions
from these results alone, the use of
antidepressants for depressive episodes
in bipolar disorder is not necessarily
ineffective, and may indeed be expected
to reduce symptoms, although it may
not lead to remission or increase
treatment responsiveness.

A meta-analysis on the preventive
efficacy and safety of antidepressant

treatment (monotherapy or
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combination of mood stabilizers) has
also been reported (Figure 2) 9). Risk
ratios for the occurrence of new mood
episodes during treatment and NNT
(number needed to treat)/NNH (number
needed to harm) were calculated for 11
randomized controlled trials (N=629)
that evaluated the use of
antidepressant treatment of bipolar
disorder for more than 4 months.
Despite a moderate risk of bias,
antidepressant use did not increase the
risk of new manic or hypomanic
episodes and reduced new depressive
episodes compared with the placebo.
The  results

were similar for

antidepressants alone and in
combination with mood stabilizers, and
the trend was more evident for bipolar
II than for bipolar I in subgroup
analyses. Although many guidelines
recommend that antidepressants
should be used for a short period of time
and discontinued when depressive
symptoms improve, this meta-analysis
suggests that long-term treatment with
antidepressants is more effective.

The long-term use of antidepressants
for bipolar disorder is not currently
recommended due to concerns about the
disadvantages of mania, destabilization,
and rapid cycling, rather than their
efficacy. Hooshmand et al. 4) reported
that depressive episodes recurred
earlier in the antidepressant group than

in the non-antidepressant group in a 2-

year retrospective study. However,
methodologically, a causal relationship
between the two cannot be proven and
confounding factors cannot be excluded.
Tundo et al. 19) conducted evidence-
based long-term treatment plan of 266
outpatients over 4 years and compared
relapse rates before and after the
intervention. Although the intervention
method was unstructured and the study
was a prospective observational study
based on general practice, they found
that appropriate use of antidepressants
according to the recommendations of
the International Society for Bipolar
Disorders (ISBD) 14) (see below for

details) did not increase relapse.

III. Antidepressant Treatment and
Readmission

As mentioned above, the benefits of
antidepressant treatment (mainly in
combination with mood stabilizers and
second-generation antipsychotics) for
bipolar disorder have been reaffirmed in
Appropriate

recent years.

antidepressant use may alleviate

depressive symptoms and prevent
depressive episodes without leading to
manic episodes. On the other hand, a
large database-based
(N=190,894) 11)
monotherapy with SSRIs (citalopram,
and SNRIs

(duloxetine, venlafaxine) was associated

study

found that

sertraline)

fluoxetine,

with a higher risk of hospitalization
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than lithium monotherapy (risk ratio
1.17 to 1.24). Only three drugs had a
lower risk of hospitalization than
lithium: valproic acid, aripiprazole, and
bupropion (all with a risk ratio of 0.80),
but not antidepressants alone. However,
few patients in this study were able to
remain on monotherapy for more than 4
months, and the majority completed
less than 60 days.

A large Finnish study 7) followed
18,018 patients diagnosed with ICD-10
bipolar affective disorder for an average
of 7.2 years and compared the risk of
rehospitalization among medications.
The adjusted hazard ratio (HR) was
used as a measure. Nine thousand
seven hundred and twenty-one patients
(54.0%) were readmitted one or more
times, and although the overall HR for
antidepressants was 1.07, lower than
that for benzodiazepines (HR=1.19), the
risk of readmission was higher than
that for mood stabilizers (HR=0.91).
Although data for

antidepressants were not presented, the

individual

HRs for the major medications were
risperidone-LAI (0.58) <lithium (0.67) <
carbamazepine (0.74) < lamotrigine
(0.78) < valproic acid (0.88). With the
exception of risperidone-LAI (HR=0.86
for regular risperidone), there was a
general trend toward lower readmission
risk with mood stabilizers than with
second-generation antipsychotics. The

results of these two large studies refute

effect of

antidepressants themselves, but what

the (re)preventive

about their combination with mood
stabilizers and  second-generation
antipsychotics? Although insufficient
data are available, a small retrospective
study using inpatient medical records
(N=98) 17) reported that the rate of
readmission was significantly lower in
the antidepressant combination group
than in the non-antidepressant group at
6 months (9.2% vs. 36.4%) and at 1 year
(12.3% vs. 42.4%). Concomitant use of
antidepressants prolonged the time to
rehospitalization and did not increase
the rate of rehospitalization for new
manic episodes. However, this was a
backward-looking study of medical
records, and the results cannot Dbe
generalized. The results can Dbe
interpreted as limited to patients in
whom long-term use of antidepressants

1s effective and safe.

IV. Antidepressant Treatment and
Suicide-Related Events

In addition to questions about the
efficacy of antidepressant treatment for
bipolar disorder, there have been
concerns about problems such as mania,
destabilization, and rapid alternation.
As a related phenomenon, the so-called
"mixed state" has attracted attention
and has recently been considered to be a
background factor for antidepressant-

induced suicidal behavior. In fact, it is
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said that about 20% of bipolar patients
experience mixed states, and the risk of
suicide is high wunder such states.
However, there are no prospective
studies that demonstrate this fact.
Several retrospective studies 13)20)22)
have indicated that suicidal behavior is
increased in bipolar patients taking
antidepressants compared with those
and that

with

taking mood stabilizers,

antidepressant use correlates
increased suicidal behavior in mixed
episodes (DSM-IV). On the other hand,
Leon et al. 8) reported that the risk of
suicidal behavior in patients with

bipolar disorder was significantly

reduced during antidepressant
treatment (bipolar I: HR=0.46, bipolar
II: HR=0.65) based on the results of a
27-year long-term observational study.
Persons et al. 15) conducted a
longitudinal, long-term observational
study and found that although a history
of mixed states is certainly a risk factor
for suicidal behavior, the predominantly
depressive course of the illness is more
associated with suicide risk than the
mixed states themselves.

The issue of mixed states and suicide
has been discussed in the context of
Suicide-related

activation syndrome.

behaviors increased in some young
stages of

and this

patients in the early
antidepressant treatment,
a worldwide

problem has become

concern and a social issue that is often

discussed in the mass media in Japan.
We also investigated 104 untreated
depressed patients aged 13-24 years
who first visited the Department of
Hokkaido

Hospital, and reported that activation

Psychiatry, University
syndrome occurring within 8 weeks

after antidepressant administration

was associated with subsequent
diagnostic changes, including bipolar
disorder.

Recently, a prospective

observational study of 106 young
untreated depressed patients at risk for
bipolar disorder 6) was also conducted.
However, high or low risk did not affect
treatment response, and the mania rate

was generally low regardless of risk.

V. Appropriate use of antidepressants
In recent years, the wuse of
antidepressants for bipolar disorder has
been discouraged because of
uncertainty about their efficacy and
concern over their side effects.
Nevertheless, antidepressants are still
routinely prescribed in clinical practice.
Pharmacotherapy for depressive
episodes of bipolar disorder is more
limited than that for manic episodes
and maintenance treatment. It is not
uncommon to encounter difficulties in
treatment in daily practice. When a
patient is suffering from depressive
symptoms, the therapist will consider
all possible treatment options to provide
Therefore, they may

rapid relief.
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prescribe antidepressants, hoping for
their acute effects, despite the lack of
solid evidence and knowing the risks of
mania and rapid alternation.

As discussed previously, recent meta-
analyses 9)10) suggest that concomitant
use of antidepressants may reduce
depressive symptoms and suppress the
occurrence of depressive episodes
without causing new manic episodes.

Long-term use may also be beneficial in

some patients. Indeed, in clinical
practice, we  have  occasionally
encountered patients who  have

benefited from concomitant use of
antidepressants without problems such
as mania or destabilization. Several
long-term observational studies 1)17)
have reported that continued use of
antidepressants reduced recurrence
and relapse of depressive episodes and
rehospitalization  rates.

should be noted that

decreased

However, it
patients were able to remain on
antidepressants for a long time. In other
words, if concomitant use of
antidepressants does not cause adverse
effects such as mania, destabilization,
and rapid alternation, and if clinical
effects on depressive symptoms can be
confirmed, subsequent long-term use
may be a safe and effective treatment.
Of course, continuous observation and
evaluation are important in the use of
antidepressants, and attention should

always be paid to the appearance of

minor (subthreshold) mood swings and
mixed states, as well as to changes such
as despair and phase instability.

Of course, this does not apply to all
patients or all antidepressants, and
appropriate use and caution are
required in prescribing them. The ISBD
Task
Antidepressants for Bipolar Disorder

(Table 1) 14) recommends the use of

Force on the Use of

antidepressants in combination with
mood stabilizers. In the acute phase,
concomitant use of antidepressants is
acceptable if the patient has responded
to treatment in the past, and if the
episode after

depressive recurs

discontinuation of antidepressant
treatment, concomitant use of mood
stabilizers can be considered as a
maintenance treatment. On the other
hand, the use of antidepressants should
be avoided in the case of psychomotor
agitation or rapid alternation with more
than one manic symptom. Monotherapy
should also be avoided in bipolar I
disorder and in the presence of more
than one manic symptom, but not
necessarily in bipolar II disorder and
pure depression. The guidelines also
state that antidepressants should be
discontinued promptly at the first sign
of mixed states or mania with careful
observation. In addition, it is suggested
that antidepressants should be avoided
in patients with a history of mania or

mixed states, mood instability, rapid
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alternation, or mixed states at present.
As for the type of antidepressants, it is
recommended to avoid tricyclic and
tetracyclic antidepressants and to start
with newer antidepressants excluding
than SNRIs.

Tundo et al. 18)
observational study of 255 self-tested

conducted an

patients to examine the usefulness of
the ISBD

antidepressant use. Based on their own

recommendations for

clinical experience, they examined the

safety and expanded indications for the

use of antidepressants, particularly
when recommendations 1
(antidepressant combination is

acceptable for acute depressive episodes
in bipolar I/Il if there has been a
previous response to antidepressant
and 4

monotherapy should be avoided for

treatment) (antidepressant
bipolar I disorder) were applied. For 154
patients with unipolar depression (UP),
49 patients with bipolar I disorder (BP-
I), and 52 patients with bipolar II
disorder (BP-II), the response rate to
antidepressant treatment was 64.9% for
UP, 75.5% for BP-I, and 75.0% for BP-1I,
respectively. The
18.2% for UP, 2.0% for BP-I, and 7.7%
for BP-II. One patient in the bipolar

dropout rate was

group had a suicide attempt (1.0%) and
three patients had a manic episode
(2.9%). Thus, ISBD

recommendations 1 and 4, combination

according to

antidepressant therapy for depressive

episodes of bipolar disorder may be as
safe and effective as antidepressant

therapy for unipolar depression.

Conclusion.
Although guidelines and evidence-
based treatment are recommended in
the treatment of bipolar disorder, there
are many situations in which the acute
treatment of depressive episodes 1is
difficult. In

antidepressant therapy for

recent years,
bipolar
disorder has been avoided, but with the
accumulation of new evidence, safe and
effective methods have been proposed.
Although the use of antidepressants
requires caution, clinical efficacy can be
expected if safety is considered and
application 1is strictly applied. The
diagnosis of bipolar disorder has become
more precise than in the past, and the
accumulation of knowledge and
experience has reduced the use of
antidepressants, which may reduce the
number of  cases of mania,
destabilization, and rapid alternation.
The wuse of

combination with mood stabilizers and

antidepressants in
second-generation antipsychotics 1is
expected to reduce the risk and increase
the efficacy of bipolar disorder
treatment. In fact, some patients may
benefit from the use of antidepressants.
The ISBD recommendations may be
useful criteria for the wuse of

antidepressants in bipolar disorder.
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Pharmacotherapy for bipolar disorder is
now away from  antidepressant
avoidance and towards appropriate use.
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PSYCHIATRIA ET
NEUROLOGIA

JAPONICA

Antidepressant (N) Piacebo (N) SMD (95%CI) SE  Pvae Weight (%)
Nemeroff, et &l (2001) a5 43 —- 0294 (—0.154100.743) 0229 0.199 6.36
Tohen, et al(2003) 86 370 S 3 0.265 (003010 0.500) 0.120  0.027 2313
Shelton, et al (2004) 10 10 B 0.143 (—0.734101.021) 0448 0749 1.66
STEP-BD(2007) 179 187 0.150 (—0.0551t0 0.356) 0.105 0.151 30.39
Yatham, et al(2016) 172 172 0024 (—0.188100.235) 0.108 0825 2866
CAPE-BD 60 59 —a— 0.303 (—0.059t00.664) 0.184  0.101 9.80
Ovoral * 0.165 (0.051100278) 0058 0.004 100.00
r T
5 DfER -2 - 0 1 2
.- >
Favours placebo Favours antidepressant
a
Antidepressant (n/N)  Placebo (n/N) OR (95%Cl) Pvalue  Weight (%)
Nemerof, et al(2001) 0/35 2/43 <4 = ' 0234 (0.011-5033) 0353 2.40
Tahen, et al(2003) 5/86 19/370 1.140 (0.414-3.145)  0.800 2202
Sheiton, et al(2004) 0/10 0/10 - - -
STEP-BD(2007) 18/179 20/187 0934 (0.476-1.829) 0841 50.08
Yathem, et al(2016) 77172 4/172 — 1.782 (0.612-6201) 0.364 14,57
CAPE-BD 3/39 7/35 <4+ 8 0.333 (0.079-1.407) 0.135 1093
Overall ? 0926 (0.676-1.491) 0753 100.00
MR (BEM) r : : ! ; ; )
b
Antidepressant (n/N)  Placebo (n/N) OR (95%Cl) Pvalue  Welght (%)
Yatham, et al(2016) 20/172 13/172 —— 1.609 (0.773-3.349)  0.203 57.45
CAPE-BD 19/60 11/59 " — 2.022 (0.863-4.738) 0,105 4255
Overall 1.774 (1.018-3.091)  0.043 100.00
R
EFIMER R (52:8) ( T . —T
01 02 05 1 2 5 10
« e
Placebo switch Antidepressant switch
1 MR >Ko0FH : Skl
SMD : standardised mean difference, CI : confidence interval, SE : standard error, OR @ odds ratio

(SR 10 & b ek, —E)

Figure 1
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Study Events, Events, %

D RR (95%CI) AD  PLAOrMS  Weight
a.AD vs PLA for prophylaxis of depression

Prien (1973) ——— 0.40 (0.17-0.95) 4/13 10/13 10.11
Quitkin (1981) + 077 (0.18-321)  3/37 4/38 399
Kane (1982) * 0.67 (0.06-7.85) 1/6 1/4 1.21
Kane (1982) —_—— 070 (0.20-244) 2/5 4/7 337
Prien (1984) e 0.78 (0.36-1.69) 8/36 12/42 11.20
Johnstone (1990) B 1.60 (0.51-5.03) 3/5 3/8 233
Amsterdam (2005) —_— 0.43 (0.18-1.03) 3/8 4/4 5.85
Brown (2009) —_—— 075 (0.38-1.50) 13/95 14/77 15.64
Tamayo (2009) ———— 0.38 (0.16-0.89) 6/57 16/57 16.18
Ghaemi (2010) e 077 (0.42-1.39) 11/32 17/38 1671
Amsterdam (2010) —_— 0.62 (0.32-1.19) 9/28 14/27 14.41
Subtotal (I-squared=0.0%, P=0.749) <> 064 (0.49-083) 63/322 99/315  100.00
b.AD vs PLA for risk of mania/hypomania

Prien (1973) —_—— 1.60 (0.71-360)  8/13 5/13 14,49
Quitkin (1981) —_ 2.31 (0.78-6.85) 9/37 4/38 11.43
Kane (1982) *> 1.40 {0.11-17.45) 1/5 1/7 2.41
Prien (1984) — 1.06 (051-2.20) 10/36 11/42 2942
Brown (2008) * 0.41 (0.08-2.15) 2/95 A7 12.80
Tamayo (2009) * > 300 (0.12-72.13)  1/57 0/57 1.45
Ghaemi (2010) —— 1.43 (0.48-4.24) 6/32 5/38 13.24
Amsterdam (2010) + 0.58 (0.15-2.19) 3/28 5/27 14.75
Subtotal (I-squared=0.0%, P=0.638) > 121 (0.82-1.80) 40/303 35/299  100.00

.Olz Favors: AD 1 Favors: PLA or MS 5|0
K2 PR EREECET S 2 5 bt
a:FRWHIDIEY - FOFIICBIT 52459 2% (AD) £ 77K (PLA) tOH#
b:HE () BN EY — FREDY 271§ 2405 2% (AD) L 7J+K (PLA) & DMK
AD : antidepressants, PLA : placebo, RR : risk ratio, CI : confidence interval, MS : mood stabilizers
(CCHR 9 & b #hEe, —RWE)

Figure 2
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Table 1
1 HHHXMMIcBT 2 FEBEREMERESS (ISBD) ¥ A2 7 4 — A0

AR L BECH ) DBANORIEBA S L EE, SMHOMM 1 /IS >y —F
TH ) 2RO IFEEINS

2, AEHIOTHE [ B/ NS > €Y — Fick T, HEES) RS URZRILHE
T ZRET, 22 LB RBEERYIRAE L T 284, #1) 2EoiahnidH
aRETHS

HERFIEHE 3. HiH2EBEOPILIC L > T DB Y — FHERT 284, BT
EpFHEEE NS

AR 4. H09 OFRNGGHNE, W [ HEE TR 2 RETHS

5. WE 1B/ NEW S > EY — FIZ2 2B Lo RREERSRE L Tw 284, il
5 ORHFRERMT ZRETH S

A, RS, HAREAO | 6. $1) D20 L A REERFRE B L T, (8) B okeeRREE) ko5
BT & L MERETRCERL, 20 REGIRID) >RE2PETRETH B

7. Hi5 %N () BReRado Y —F2RLABEYNS 2814, H1) %
OEMRBOEEEERETHS

8, [OALEEDH S HRIOEFZEY —FhE) LAasZREOBESD 545
&, P PROERIGET 2RETHS

BEREToEA 9, BAMORMEMIEN - WHID>XEY—FIHL T, I 2XBBI2ETHS
10, BARWHES L DUEIERE BF < LT, #) >EoMAIMT 223 THS

11, ARG TRARBLZBEL Tw2BH L TE, Db sAHTIN T35 ) >#id
FIkTRETH B

Eo#E5 12, SNRI®=B% - WBURH ) >FE0iEhnid, floii) >32H L L& ThETT
RETHY, BEPALEMDYV RV BHRESL I Ldo, BHICERL TIREREWE
BHPURETHD

(CHR 14 X D 1ERR)
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