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Antidepressant (N) Placebo (N) SMD (95%Cl) SE Pvalue Weight (%)
Nemeroff, et al(2001) 35 43 —— 0294 (—0.154100.743) 0229  0.199 6.36
Tohen, et al (2003) 86 370 Hill- 0.265 (0.030t0 0.500)  0.120  0.027 23.13
Shelton, et al (2004) 10 10 —a 0.143 (—0.73410 1.021) 0.448  0.749 1.66
STEP-BD (2007) 179 187 0.150 (—0.0551 0.356) 0.105  0.151 30.39
Yatham, et al (2016) 172 172 0.024 (—0.188100.235) 0.108  0.825 28.66
_ 60 59 - 0.303 (—0.059 to 0.664) 0.184  0.101 9.80
CAPE-BD
* 0.165 (0.051t00.278)  0.058  0.004 100.00
Overall
S DEIR -2 —1 0 1 2
Favours placebo Favours antidepressant
a
Antidepressant (n/N)  Placebo (n/N) OR (95%Cl) P value Weight (%)
Nemeroff, et al(2001) 0/35 2/43 <4+—= ‘ 0.234 (0.011-5.033) 0.353 2.40
Tohen, et al(2003) 5/86 19/370 1.140 (0.414-3.145)  0.800 2202
Shelton, et al (2004) 0/10 0/10 - - B
STEP-BD(2007) 18/179 20/187 0.934 (0.476-1.829) 0.841 50.08
Yatham, et al(2016) 7/172 4/172 —_—a— 1.782 (0.512-6.201)  0.364 1457
CAPE-BD 3/39 7/35 <+“—— 0.333 (0.079-1.407) 0.135 10.93
Overall ? 0.926 (0.576-1.491) 0.753 100.00
R pREn (REHR) ‘ ‘
b
Antidepressant (n/N)  Placebo (n/N) OR (95%Cl) P value Weight (%)
Yatham, et al (2016) 20/172 13/172 +l— 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 o~ 1.774 (1.018-3.091)  0.043 100.00
FEIEgER (52:8) ‘ ‘ ‘ ‘ ‘ |
0.1 0.2 0.5 1 2 5 10
«— E—
Placebo switch Antidepressant switch
1 EARPL) 2FEOPEH © Atk
SMD : standardised mean difference, CI : confidence interval, SE : standard error, OR : odds ratio
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Study Events, Events, %

ID RR (95%Cl) AD PLA or MS 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) + 0.77 (0.18-3.21) 3/37 4/38 3.99
Kane (1982) + 0.67 (0.06-7.85) 1/6 1/4 1.21
Kane (1982) —_— 0.70 (0.20-2.44) 2/5 4/7 3.37
Prien (1984) —_— 0.78 (0.36-1.69) 8/36 12/42 11.20
Johnstone (1990) —_— 1.60 (0.51-5.03) 3/5 3/8 2.33
Amsterdam (2005) —_— 0.43 (0.18-1.03) 3/8 4/4 5.85
Brown (2009) —— 0.75 (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) — 0.77 (0.42-1.39) 11/32 17/38 15.71
Amsterdam (2010) — 0.62 (0.32-1.19) 9/28 14/27 14.41
Subtotal (I-squared=0.0%, P=0.749) O 0.64 (0.49-0.83) 63/322 99/315 100.00
b.AD vs PLA for risk of mania/hypomania

Prien (1973) — 1.60 (0.71-3.60) 8/13 5/18 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 (0.51-2.20) 10/36 11/42 29.42
Brown (2009) * 0.41 (0.08-2.15) 2/95 4/77 12.80
Tamayo (2009) + 3.00 (0.12-72.13) 1/57 0/57 1.45
Ghaemi (2010) —_—T 1.43 (0.48-4.24) 6/32 5/38 13.24
Amsterdam (2010) —Q—g 0.58 (0.15-2.19) 3/28 5/27 14.75

Subtotal (I-squared=0.0%, P=0.638) <

1.21 (0.82-1.80) 40/303  35/299 100.00

T T
.02 Favors: AD 1

Favors: PLA or MS 50

2 THIRR & REWICET 3 X ¥ EbT
a: FHISI > EY — FOPHICBT 2409 2% (AD) & 77+ R (PLA) &g
b FEl (8) BRI EY — FRAEDY R 7 BT 2409 23 (AD) &7 7% R (PLA) &g
AD : antidepressants, PLA : placebo, RR : risk ratio, CI : confidence interval, MS : mood stabilizers
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The Pros and Cons of Antidepressant Use for Bipolar Disorder

Teruaki TANAKA
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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 olan-
zapine, as the first-line treatment for depressive episodes in bipolar disorder. The use of anti-
depressants, 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 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.
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