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ABSTRACT

Introduction: The use of antidepressants (AD) in the treatment of bipolar depression is one of the most
controversial issues in psychopharmacology. For some, AD are useful, but, for others, they should never
be used in bipolar depression.

Areas covered: This review examines published clinical studies on the use of ADs in bipolar depression,
addressing their clinical efficacy and the occurrence of side effects, manic switches, cycle acceleration,
and suicidal behavior. Meta-analyzes and review articles on the subject are also discussed.

Expert opinion: Approved therapeutic options for bipolar depression are associated with not very high
response rates and a high incidence of adverse effects. Patients with bipolar depression present very
heterogeneous responses to the use of ADs. Some improve significantly, while others, especially those
with concomitant manic symptoms, have had previous episodes of treatment-emergent mania or are rapid
cyclers, exhibit manic switches or cycle acceleration. The authors conclude that the real question is not
whether ADs should or should not be used in bipolar depression, but which patients benefit from these
drugs and which ones are impaired. The concept of bipolar spectrum and a dimensional approach on
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bipolar/unipolar distinction may be useful for understanding the heterogeneity of responses to ADs.

1. Introduction

Bipolar disorder (BD) is a disabling, chronic, and severe mental
disorder. It affects more than 1% of the world’s population [1].
The clinical picture is characterized by depressive and manic
episodes, as well as hypomanic and mixed episodes. In depres-
sion, there is sadness, decreased energy and motor activity,
insomnia or excessive sleep, decreased or increased appetite,
loss of libido, ideation and suicidal behavior, inhibition of think-
ing, among other changes. In mania, on the other hand, euphoria
increased energy and motor activity, decreased need for sleep,
increased libido, accelerated thinking, impulsivity and disinhibi-
tion are observed. Hypomanic episodes, compared to manic
ones, have milder and less numerous symptoms, and do not
lead to significant impairment. In mixed episodes, depressive
and manic symptoms occur simultaneously. BD can be classified
as type | and type Il. In type |, by definition, at least one manic
episode occurred, and depressive episodes may be absent; in
type Il, there was at least one depressive episode and one
hypomanic episode, but never a manic episode [2].

1.1. The distinction between bipolar and unipolar
depression

The occurrence of manic or hypomanic episodes is the distin-
guishing characteristic of BD from major depressive disorder
(MDD) or unipolar depression. Current classification systems use

the same diagnostic criteria for either bipolar or unipolar depres-
sion [3]. No single symptom or group of symptoms reliably distin-
guishes unipolar from bipolar depression [4], although some
changes have been considered more common in bipolar depres-
sion than in unipolar depression: psychomotor retardation, patho-
logical guilt, hypersomnia, and psychotic symptoms [5]. Some
studies indicate that BD tends to manifest its symptoms earlier
compared to MDD. A retrospective study with a large sample
revealed that approximately one-third of patients with BD had
onset of disease before age 13 and another one third, between the
ages of 13 and 18 years [6]. In BD affective episodes are, on
average, more numerous and shorter than in MDD. On the other
hand, several structural and functional magnetic resonance ima-
ging studies found significant differences between patients with
bipolar depression and patients with MDD [7].

1.2. The predominance of depression in BD

Although what defines the diagnosis of BD is the occurrence
of a manic episode, since in type | there is no need for
depression [3], patients with BD, on average, stay longer in
depression than in mania throughout the course of the dis-
ease [8]. A study with type | and type Il bipolar patients found
that they had stayed three times longer in depression than in
mania or hypomania [9]. In addition, patients with type | BD
have three times more depressive episodes than manic ones
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Article highlights

o The use of antidepressants (AD) in the treatment of bipolar depres-
sion is one of the most controversial issues in psychopharmacology.

o Approved therapeutic options for bipolar depression are associated
with not very high response rates and a high incidence of adverse
effects.

e Responses to ADs in bipolar depression are very heterogeneous and
have not been adequately tested.

o The real question is not whether ADs should or should not be used in
bipolar depression, but which patients benefit from these drugs and
which ones are impaired.

¢ Considering a dimensional approach on bipolar / unipolar distinction,
it can be presumed that patients with bipolar depression treated with
ADs have a higher or a lower risk of manic switching or cycle
acceleration depending on whether they are closer to one extreme
or the opposite one on a continuum.

This box summarizes key points contained in the article.

[10]. In type Il bipolar patients, depression may be even more
prevalent [11].

1.3. The malignancy of depression in BD

Depressive episodes in BD are not benign. They are associated
with intense subjective distress, significant occupational
impairment, multiple psychiatric and medical comorbidities,
cognitive dysfunction and reduced life expectancy [12].

1.4. Suicide in bipolar depression

Suicide is a relatively common outcome in BD. Among patients
with BD, 25% to 50% attempt suicide at least once [13] and 8% to
19% die because of such attempts [14]. Among the risk factors for
suicide in BD are previous suicide attempts, affective episodes of
greater severity [13], presence of suicidal ideation [15] and depres-
sion [16]. In fact, more than two-thirds of the suicides completed
by individuals with BD occur during a depressive episode [17].

1.5. Treatment of bipolar depression is poorly studied

Research on the treatment of bipolar depression has been minimal
compared to mania and especially compared to unipolar depres-
sion. To date, twelve drugs have been approved by the Food and
Drug Administration (FDA) for bipolar mania, but only four ther-
apeutic options for bipolar depression: quetiapine, olanzapine/
fluoxetine combination, lurasidone and cariprazine. The treatment
of type Il is even less studied than that of type | bipolar depression
[18]. In the last decades, all clinical studies performed for the
approval of a new antidepressant (AD) used samples consisting
solely of patients with unipolar depression. The diagnosis of BD is
usually an exclusion criterion [19].

1.6. Problems about the use of ADs in bipolar depression

In the last two decades, there has been increasing concern about
the use of ADs in BD. Many authors believe that these substances
could be ineffective in bipolar depression and potentially harmful

to patients, increasing the risk for suicide, causing mania switches
(treatment-emergent mania) or inducing rapid cycling [20].
However, physicians use ADs, associated or not with mood stabi-
lizers (MSs), much more often than the expert consensus and the
practical guidelines advocate [21]. In addition, ADs continue to be
the class of medication most commonly prescribed for bipolar
depression [22].

2. Therapeutic options for bipolar depression

As previously mentioned, quetiapine, olanzapine/fluoxetine com-
bination, lurasidone and cariprazine were approved for the treat-
ment of bipolar depression. The four therapeutic options were
superior to placebo in large randomized clinical trials [23-26].
Olanzapine monotherapy [24] have also shown efficacy in at
least one double-blind study. With the exception of fluoxetine,
which is an AD, all these substances are atypical antipsychotics. In
all of these studies, manic switch rates were not distinguished
from placebo. On the other hand, despite the results found, some
methodological critiques can be made to these clinical studies.
Firstly, the samples were highly selected, excluding the most
severe patients, that is, the most agitated or aggressive patients,
or those presenting suicidal ideation or substance abuse. In addi-
tion, dropout rates were very high and, although the substance
had outperformed placebo, response rates were not as high [27].

Lamotrigine, an anticonvulsant, has also been tested in the
treatment of bipolar depression. In a large randomized clinical
trial [28], this substance was superior to placebo in a secondary
measure of efficacy, but there was no difference in a primary
measure of efficacy. Subsequently, the results of five clinical studies
were published together, which led to the conclusion that lamo-
trigine is not indicated in bipolar depression [29]. However, as
evidenced by a naturalistic study [30], lamotrigine may be useful
as an adjunctive treatment. This drug is associated with low rates of
manic switches, but this can happen, especially if used alone [31].
Both discontinuation and rapid onset of lamotrigine may lead to
severe cutaneous rash and Stevens-Johnson syndrome [32].

Lithium, alone or in combination, appears to be effective in the
treatment of bipolar depression and is considered a first-line treat-
ment by consensus specialists [33]. According to a meta-analysis of
older studies [34], lithium is superior to placebo in bipolar depres-
sion. On the other hand, however, a review study [35] indicated
a low response rate of 36%.

Finally, electroconvulsive therapy is an important option for the
treatment of bipolar depression. In unipolar depression, this ther-
apeutic modality is highly effective, being superior to the simula-
tion of electroconvulsive therapy and to the use of ADs [36]. In
bipolar depression, studies are far less numerous. However,
a prospective clinical study of 2015 with a sample of patients
with refractory bipolar depression [37] demonstrated that electro-
convulsive therapy was superior to drug use.

3. Clinical studies on the use of ADs in bipolar
depression

Regarding the use of ADs in bipolar depression, some ques-
tions need to be answered. Are they as effective as in unipolar
depression? Are they tolerated and safe? How often do they
lead to mania or hypomania? Do they cause cycle



acceleration? Do they increase the risk of suicide? And, within
each of these questions, are there differences when consider-
ing different classes of ADs?

We conducted a broad review of clinical studies on the use of
AD:s in bipolar depression. In the Pubmed database, we use the
terms ‘depression’, ‘bipolar’ and ‘antidepressant’. Only original
studies were selected. To be selected, a study should have
a sample of patients with BD diagnosed according to modern
criteria. In addition, patients should have been treated with an AD.
There were no restrictions on the class of ADs, and studies with
older antidepressants, such as tricyclics and MAOIs, were also
included. We do not include review articles, letters to the editor
or unpublished studies. In a complementary way, we have exam-
ined bibliographical references of recent clinical studies, review
articles and meta-analyzes in search of additional original studies.

We found 73 original studies. In only eight of these studies
[38-45], AD monotherapy was compared with placebo. Five of
these eight studies had very small samples [38-42] and two of
them [43,44] were continuation versus substitution studies. In
these two studies, the samples consisted of patients who had
improved with fluoxetine, and, in the second phase, the AD
was maintained or replaced with placebo. Thus, in only one
study among all 73 found [45], AD was not associated with
another substance, there was comparison with placebo, pla-
cebo did not replace an AD that had been effective and
sample size was significant. In that study, however, quetiapine
was the major investigated substance and the AD was used
merely as a comparator.

Among the 73 original studies, 33 were randomized.
Among the randomized trials, 14 were placebo-controlled.
Among the placebo-controlled studies, in eight the antide-
pressant was used as monotherapy. Among these eight stu-
dies, in only [45] one sample was more than 100 patients.

The presentation of the results of the clinical studies was
organized based preferably on the substance tested. For
a more general view on the use of ADs, or classes of ADs, in
bipolar depression, we performed a review of the meta-
analysis studies on the topic (Section 5).

3.1. Therapeutic response

In our review, we found 35 studies evaluating the ther-
apeutic response of AD use in bipolar depression (see
Table 1).

Six studies, only one controlled, one retrospective and five
prospective, compared depressed bipolar and unipolar
patients regarding response to ADs [41,46-50]. In the study
by Tundo et al. [47], patients with BD were divided into two
groups, type | and type Il, and both were compared to patients
with unipolar depression. In four studies [41,48-50], all
patients with BD were type Il. In the other study [46], there
was no distinction between types | and Il. In none of these
studies was there a difference between groups of patients.

In three studies [46,47,51], the efficacy of a specific sub-
stance was not investigated and patients were treated with
several ADs. None of these studies was controlled and one was
retrospective. Initial response rates among patients with bipo-
lar depression ranged from 48.7% to 75.5%.
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In six controlled double-blind studies [38,41,52-55], the effi-
cacy of imipramine in bipolar depression was evaluated. In the
study by Agosti et al. [41], there were only type Il bipolar
patients, and in the study by Nemeroff et al. [55], patients
from all groups were simultaneously using lithium. In the stu-
dies of Himmelhoch et al. [53] and Silverstone et al. [54], this
tricyclic AD led to a significant improvement compared to
baseline. In four studies, imipramine was compared to
a monoamine oxidase inhibitor (MAOI). It was not distinguished
from phenelzine [41] and moclobemide [54] and was inferior to
tranylcypromine [53]. Thase et al. [52] performed a crossover
study, with a very small sample. Of the twelve patients who had
not responded to imipramine, nine improved with tranylcypro-
mine, and of the four patients who had not responded to
tranylcypromine, one improved with imipramine. Two studies
compared imipramine with SSRIs. There was no difference
between the therapeutic response with the tricyclic and that
observed with paroxetine [55] or with fluoxetine [38]. Finally,
imipramine was superior to placebo in one study [41], but was
not distinguished from it in two other studies [38,55].

Five studies [38,39,48,56,57] evaluated the efficacy of
fluoxetine monotherapy. Three of these studies were
open-label and had samples with only patients with BD
type Il [48,56,57]. Amsterdam et al. [48] observed that the
response among the depressed bipolar patients was simi-
lar to that found among the unipolar ones. The positive
response rate was 59.5% in the study by Amsterdam et al.
[56]. And in the study by Simpson et al. [58], 10 of the 16
patients presented a ‘good’ or ‘very good’ response. In
two double-blind, randomized, controlled trials, fluoxetine
did not differ from imipramine and placebo [38]; and was
not distinguished from olanzapine/fluoxetine combination,
olanzapine monotherapy and placebo [39].

Four controlled, double-blind, randomized studies evalu-
ated the efficacy of olanzapine/fluoxetine combination
[24,39,58,59]. In the study by Tohen et al, the combination
was superior to olanzapine monotherapy and placebo.
However, Amsterdam et al. [39], with a very small sample,
found that olanzapine/fluoxetine combination was not distin-
guished from olanzapine alone, fluoxetine monotherapy or
placebo. In the studies of Brown et al., olanzapine/fluoxetine
combination was superior to lamotrigine in the short term,
seven weeks [58], and in six months [59].

Three studies evaluated the efficacy of sertraline [60-62].
Altshuler et al. [60] found no difference between sertraline,
sertraline/lithium combination and lithium monotherapy in
a sample of depressed bipolar type Il patients. Post et al. [61],
in turn, compared sertraline with venlafaxine and with bupro-
pion, and found no differences between the three ADs. In this
study, patients in all three groups also used a MS. The same
comparison was made by Leverich et al. [62], who also found no
differences between the three substances associated with MS.

Six randomized controlled trials, five double-blind and one
open-label, evaluated paroxetine [45,55,63-66]. Nemeroff et al.
[55] found no difference between this AD and imipramine or
placebo. In the study by Young et al. [63], the association of
paroxetine with a MS was not distinguished from the association
between two MSs. In the study by McElroy et al. [45], paroxetine
was lower than quetiapine and equal to placebo. Shelton et al.



896 E. CHENIAUX AND A. E. NARDI

(panunuod)

juswanoidwl paylew-ol-a3esdpow pey syuaned |1//
asuodsas anisod pey syuaned €1/8
(%8€) SW + 92d = (%t'Z€) SW + AV :dsuodsas aAnisod

SW + dSIH + 1Xdd = 8dd + SW + dSId = 90d + S + 1Xdd
D1W1T < 240

D11 < 340
4dd = X14 = dZ10 = D40
42d < d770 < D40
asuodsai
J1ey syuaped ¢ ‘asuodsal poob A1an 10 poob :syuaned oL
(9%5°65) swuaned gg :asuodsal SAINSOd
(%8€) 82d = (%LS) IWI = (%98) X14 :s91e1 dsuodsay
(%t9) swuaned |z :s93es asuodsay

g0d = X14d ‘ddd Pue 1X4d < d10
SW puodss + yAIQ 40 11
= ]X4d + TVAIQ 40 17 ‘Juswanoidwi yuedyiubis :sdnoib yjog

(9%6'LY)
TULS + 11 = (%b'€L) THLS = (%v'£9) 1 :25uodsal dAISOd
92d = 1Xdd = IWI
IWI = gTDW udwaaoidwi Juedyiubis || pue gTOW
IWI < dDNL “uswaaoidwr Juedyiubis || pue dINL
(%SZ “¥/1) IWI (%S ‘TL/6) dDNL :dsuodsal aAlIsOd

%ET = 9d

‘%25 = ZNHd ‘%LS = INI :dnoib || dg Ut asuodsal aanisod
{(gd 10 ZNHd ‘IWI Yum) dn = || dg :suodsal aAnisod
(%%°29) swuaned g¢| :asuodsal dAISOd
(909) dN = (%£9) |1 dg :suodsal aAnIsOd
dN = 1l d9 ‘3uswanoidwi juedyiubis

dn =144

dn = 1 2dA1 dg = | 2dA} 4g 23Rl UOISSIWRY {(%6+9) dN
= (%0°SZ) 11 2dA1 dg = (%S'S2) | 2dA1 dg :suodsal aAsod

(%9°LE) dN = (%E'LS) dg :dsuodsai-uou wi-Uoys

sy2am 9 ‘|aqej-uado ‘aA1dadsold

syaaMm § ‘|9qej-uado ‘aa1dadsold
SH99M 9 ‘Pa]|04IU0d

-0qa2e|d ‘paziwopuel ‘puljg-3jqnoq
SHI9M Z| ‘P3]|041U0d

-0qa2e|d ‘paziwopuel ‘puljg-3jqnoq

SHI9M / ‘Pa||0J1U0d'pPaZIWOpUR] ‘Ppul|g-3]qnog
EEN

S ‘pajj01u0d’‘paziwopuel ‘puljg-a|gnog
SHI9IM g ‘Pa||01Iu0d

-0qa2e|d ‘paziwopuel ‘puljg-3jqnoq
$)99M g ‘Pa||011u0d

-ogade|d ‘paziwopuels ‘puljg-s|qnoq

syuow Q| ‘|aqej-uado ‘aAndadsold

S}99M | ‘Pa||043u0d Jou ‘3|qe|-uadQ
SHIIM 9 ‘P3||043U0D

-ogade|d ‘paziwopuel ‘puljg-3jqnog

SY99M 8 ‘|aqel-uado ‘aA1dadsold

SY99M g ‘Pa||0IU0d
-ogade|d ‘paziwopues ‘puljg-djgnoq

S}99M 9 ‘paziwopuel ‘pulg-ajqnog
INEENY

9| ‘pajj0J3u0d ‘paziwopuel ‘puljg-ajqnog
SY99M (L ‘P9||043U0d

-ogade|d ‘paziwopuel ‘puljg-3jqnog
INEENY

8 'pPa||0J1u0d ‘paziwopuel ‘puljg-ajqnog
INEENY

9 ‘p3||043u0d ‘paziwopuel ‘puljg-3jqnoqg
(r = u) IWI Aq
padejdas gDNL ‘(L = u) dONL Aq pade|dal

I S3¥°aMm 9 J9N0SS0.D ﬁ:__n_-w_n_:oo

$HIIM 9 ‘Pa||0JIU0d
-oqgade|d ‘paziwopuel ‘pulig-3|gnoq

SHIIM § ‘P3||0JIU0D 10U ‘DAIASOI
$HI99M 9 ‘Pa3||03u0d Jou ‘|3qel-uadQ
SH9IM 9 ‘Pa||013u0d Jou ‘|agel-uadQ

SHIIM Z| ‘Pa||0iu0d 10U ‘|9ge|-uadQ

SY99M 7| ‘|9qej-uado ‘aA1dadsold

9A119d50.119Y

uolssaidap

juswiealy aadunfpe se g4ng aaisuodsaiuou e yum syusied 4g ||

SW 10

@y J3y3o 03 Judwieasy aadunfpe se 4ng

(£81L = u) SW +

81d 'sA (641 = U) SW + (dNg 10 LX¥d) AV

SW + dSId + LXdd SA

8dd + SW + dSId 'SA g2d + SW + LXdd

D17 'sA 240

(50T = u) DLNT 'sA (S0Z = U) D40
(6 =u) @xd 'sA (8

=U) X1d4 "SA (8 = ) dZ10 "sA (6 = U) D40

(LLg =)

g)d 'S (0L€ = U) dZ10 A (98 = U) D40

Judwieasy snoiaaid bueldas x4
Adesayjouow X174

40d 'SA IWI 'SA X4
S 01 JuaWILaI} dAIdUN[PE Se d71D

(9z1 =)

@Dd 'SA (TCL = U) 1XY4d 'SA (LbT = U)
BwoO9 d1D 'sA (Syg = U) BwooE d1D

(91 = u) SW pu0d3s + YAId

10 17 °sA (L1 = U) 1X¥d + TVAIQ 40 I

(8y = u)

TYLS + T 'SA (S = U) TULS 'SA (67 = U) 1

(€ = u) 17+ gDd "sA

(G€ =) T+ 1XYd sA (6€ = U) IT + IWI

(82 = U) INI 'sA (82 = u) DN

(8T = u) IWI 'sA (8T = u) dDNL

dONL "SA 1WI

g2d 'SA ZNHd A IWI *dN "SA 11dg
av yum

JUSW]E3I} UO-ppe Ue Jo uoneblisanu]
syuaned dn 'sA || 49 :Adessyiouow X47A
swuaned dn sa || 49 :Adessyrouow X{A

swuaned dn s || dg :Adessyjouow x4

syuaned

uolssaidap
2I9A3s B yym syuaned dg €1

syuaned passaidap dg 99¢

syuaned passaidap dg 0€
uoissaidap | dg yum syusned oLy

uoIssaIdap | dg yum swuaned oLy

syuaned passaidap 49 vE

uoISsaIdap | dg yum swuaned c€g
uojssaidap anisuodsaluou e

yum syuaned || adAy 4g 9L
syuaned passaidap || adAy 4g 8yl

uolssaidap dg yum siusned 8
syuaned passaidap 49 €€

syuaned passaidap dg ov/
syuaned passaidap 49 /¢
syuaned passaidap || adAy dg vl
uoissaidap dg yum siusned /||

uolssaidap 4g yum syuaned 9g|
uolssaidap
dg yum syuaned d1bisue 9g

dDONL 40 || 03 dAIsuodsas Jou
siuaned 4g passaidap dibisue 9|

syuanled passaidap
syuaned dn 8y pue || 3dA1 4g 79

swuaned dg passaidap |y
uolssaidap dn yum /| pue
uolssaIdap || dg YUm uswom G|
syuaned passaidap dn LE pue
uolssadap || dg yum suaned /|
uolssaidap dn Yum 68 pue
uoissaidap || dg yum sjuaned g8
av yum
paieas) syuaned passaidap dn

passaidap dn 'sA || 3dA) g 'sA | 2dA1 dg S pue || 2dA) dg S ‘| 9dA) 49 61

avy yum pajeany

siuaned dn ‘sA dg swuaned passaidap dn /€ pue dg Ly

[2/] (z661) '|e 32 uosjaboy
[L£] (z00T) “le 3@ yuny3
[59] (£007) "[e 3@ syoes

[#9] (¥007) ‘|e 32 uoydYys
[85] (9007) ‘|e 3@ umoig

[65] (6007) ‘|e 3@ umoig
[6€] (S002) '|e 19 wepJaiswy
[¥2] (€007) "[e 39 usyo]

[£S] (L661) “|e 32 uosdwis
[95] (0L0T) "[e 32 wepIdIswy

[8€] (6861) "2 39 uyod
[£9] (1007) "[e 1o Jaydny
[S¥] (01L02) "|e 38 Aoy
[£9] (0002) |e 18 Bunoj
[09] (£10T) '[e 19 43|NYs}y
[SS1 (L00Y) “|e 12 yosswsN
[7S] (LOOT) duolsIdA|IS

[€5] (L661) “[e 32 YooYWy

[cs] (z661) ‘|e 19 3seyl

[L¥] (£00T) '|e 10 1soby
[1S] (LL0T) "|e 33 modeiydded
[0S] (0007) ‘|e 32 wepJRIswy
[6v] (8661) Wwepialswy

[8¥] (8661) '|e 19 wepidiswy

[£¥] (SL0T) "|e 32 opun]

[9¥] (+007) '|e 39 Iwseyn

asuodsai dianadessy)

SPoyIs

ubisag

d|dwes

Apnis

9suodsas dinadesay] | 9jqel



Table 1. (Continued).

Therapeutic response

Design Methods
9) vs. DSPM + MS (n Double-blind, randomized, controlled, 8 BUP + MS = DSPM + MS

Sample

Study

19 BP depressed patients BUP + MS (n

Sachs et al. (1994) [73]

weeks
Double-blind, randomized, controlled, 6

10)

BUP (N = 7) vs. IDZX (N

Significant improvement: BUP and IDZX

7)

14 BP depressed patients

Grossman et al. (1999) [74]

weeks
Randomized, controlled, open, 6 weeks

PRXT + MS and VLFX + MS: significant improvement; PRXT

30) vs. VLFX + MS (n

PRXT + MS (n

60 patients with BP depression

Vieta et al. (2002) [66]

= VLFX + MS

+ MS
VLFX + MS = BUP + MS = STRL + MS

30)
VLFX + MS (n = 65) vs. BUP + MS (n

Randomized, controlled, 10 weeks

174 patients with BP depression

Post et al. (2006) [61]

58)

51) vs. STRL + MS (n
BUP + MS vs. STRL + MS vs. VLFX + MS Randomized, controlled, 10 weeks (acute

Both phases: BUP + MS = STRL + MS = VLFX + MS

228 BP depressed patients (acute

Leverich et al. (2006) [62]

phase) and 1 year (continuation phase)

Prospective, open-label, 12 weeks

phase); 87 in continuation phase

17 BP depressed type Il patients

Significant improvement in median

VLFX replacing previous Li

Amsterdam et al. (2010) [69]

non-responsive to Li
83 BP type Il depressed patients

VLFX > Li

Prospective, randomized, open-label, 12

VLFX (n = 43) vs. Li (n = 40)

Amsterdam et al. (2008) [76]

weeks
Prospective, randomized, double-blind,

34.4%)

Response rate: VLFX (n = 67.7%) > Li (n

65) vs. Li (n = 64)

VLFX (n

129 depressed BP type Il patients

Amsterdam et al. (2016) [70]

controlled, 12 weeks
Double-blind, randomized, placebo-

AGO + MS (n = 172) vs. PCB + MS (n = AGO + MS = PCB + MS

344 BP type | depressed patients

Yatham et al. (2016) [75]

controlled, 8 and 52 weeks

172)
AD: antidepressants; AGO: agomelatine; AMI: amitriptyline; BP: bipolar; BUP: bupropion; CTLP: citalopram; DIVAL: divalproex; DSPM: desipramine; ECT: electroconvulsive therapy; FLX: fluoxetine; IDZX: idazoxan; IMI: imipramine;

Liz lithium; LMTG: lamotrigine; MCLB: moclobemide; MS: mood stabilizer; OFC: olanzapine/fluoxetine combination; OLZP: olanzapine; PHNZ: phenelzine; PRXT: paroxetine; PCB: placebo; QTP: quetiapine; RISP: risperidone; SSRI:

selective serotonin reuptake inhibitors; STRL: sertraline; TNCP: tranylcypromine; UP: unipolar; VLFX: venlafaxine; YMRS: Young Mania Rating Scale
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[64], in turn, compared paroxetine with risperidone and with the
combination of these two substances and found no differences.
Patients in the three groups were taking concomitantly a MS. In
the study by Sachs et al. [65], the association of paroxetine or
bupropion with a MS showed results similar to those obtained
with the combination of placebo with a MS. Finally, Vieta et al.
[66] found no difference between paroxetine and venlafaxine,
both associated with a MS.

In the only study with citalopram [67], this AD was used as
adjunctive treatment in 33 patients medicated with a MS. As
a result, 21 of these patients had a positive response.

Eight studies evaluated venlafaxine [49,50,61,62,66,68-70]. In
two studies [49,50], depressed bipolar type Il patients and unipolar
ones had similar responses to this AD. In a sample of patients not
responding to lithium, Amsterdam et al. [69] observed an
improvement when it was replaced by venlafaxine. In controlled
studies with patients using MSs, venlafaxine was not distinguished
from paroxetine [66], sertraline and bupropion [61,62]. Finally, in
two controlled randomized studies with patients with BD type II,
venlafaxine was superior to lithium [68,70].

The efficacy of bupropion was assessed in seven studies
[61,62,65,71-74]. In two open-label studies with small samples
[71,72], this AD led to an improvement for most patients when
it was added to a MS. In a controlled, randomized, double-
blind study [74], both bupropion and idazoxan led to
a significant improvement in a sample of only 14 patients. In
controlled studies with patient samples concomitantly using
a MS, bupropion was not different from placebo [65], desipra-
mine [73], sertraline, and venlafaxine [61,62].

Finally, agomelatine was evaluated in a single study [75].
Associated with a MS, this AD was not superior to placebo,
also associated with a MS.

3.2. Adverse effects

In our review, we found 25 studies that evaluated the adverse
effects associated with the use of ADs in bipolar depression
(see Table 2).

Three studies [41,48,49] compared depressed bipolar patients
with unipolar one for the occurrence of adverse effects on the
use of ADs. Amsterdam [49] found a low incidence in both
groups. In the other two studies [41,48], bipolar and unipolar
patients had similar rates of withdrawal due to side effects.

Five controlled studies investigated the tolerability of imipra-
mine in bipolar depression [38,41,52,54,55]. Cohn et al. [38] found
a higher rate of withdrawal due to adverse effects with imipramine
than with fluoxetine, but in the study by Agosti et al. [41], imipra-
mine was not distinguished from phenelzine or placebo. In
a crossover study [52], two of the twelve patients who switched
to tranylcypromine dropped out because of side effects, which did
not occur in any of the four patients who started using imipramine.
Silverstone [54], on the other hand, observed a greater frequency
of anticholinergic and weight gain effects with imipramine than
with moclobemide. Finally, Nemeroff et al. [55], in a sample in
which all patients also used lithium did not find differences
between imipramine, paroxetine, and placebo on weight gain,
although sexual dysfunction was more common with the tricyclic.

The tolerability of fluoxetine was assessed in five stu-
dies [38,44,48,56,57]. Dropout rates due to adverse effects
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Table 2. (Continued).

Adverse effects

Methods

Prospective, open-label, 12 weeks

Design

Sample

Study

Dropout for adverse effects: no patient

17 BP depressed type Il VLFX replacing previous Li

Amsterdam et al. (2010) [69]

patients non-

responsive to Li
83 BP type Il depressed  VLFX (n = 43) vs. Li (n = 40)

Prospective, randomized, open-label, 12 Dropout for adverse effects: 13 patients (15.7%)

Amsterdam et al. (2008) [76]

weeks
Prospective, randomized, double-blind,

patients
129 depressed BP type Il VLFX (n

Dropout for adverse effects: VLFX (3 patients) = Li (3 patients)

64)

65) vs. Li (n

Amsterdam et al. (2016) [70]

controlled, 12 weeks
Double-blind, randomized, placebo-

patients
344 BP type | depressed AGO + MS (n = 172) vs. PCB +

PCB + MS (64.7%)

At least one emergent adverse effect: AGO + MS (69.6%)

Yatham et al. (2016) [75]

controlled, 8 and 52 weeks

MS (n = 172)
AD: antidepressants; AGO: agomelatine; AMI: amitriptyline; BP: bipolar; BUP: bupropion; CTLP: citalopram; DIVAL: divalproex; DSPM: desipramine; ECT: electroconvulsive therapy; FLX: fluoxetine; IDZX: idazoxan; IMI: imipramine;

patients

Li: lithium; LMTG: lamotrigine; MCLB: moclobemide; MS: mood stabilizer; OFC: olanzapine/fluoxetine combination; OLZP: olanzapine; PHNZ: phenelzine; PRXT: paroxetine; PCB: placebo; QTP: quetiapine; RISP: risperidone; SSRI:

selective serotonin reuptake inhibitors; STRL: sertraline; TNCP: tranylcypromine; UP: unipolar; VLFX: venlafaxine; YMRS: Young Mania Rating Scale
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with this AD ranged from 3.4% [56] to 11% [48].
Fluoxetine was better tolerated than imipramine [39], but
did not differ in this aspect of lithium and placebo [44].

Three studies have addressed olanzapine/fluoxetine combina-
tion [24,58,59]. Tohen et al. [24] found that this combination was
especially associated with weight gain, metabolic syndrome,
orthostatic hypotension, and elevated blood pressure, but not
with extrapyramidal effects when compared with olanzapine
alone and with placebo. Brown et al. [58,59], in turn, observed
that olanzapine/fluoxetine combination caused side effects than
lamotrigine.

Only one study evaluated sertraline. Altshuler et al. [60] found
that the rate of dropouts due to adverse effects with this AD was
similar to those associated with lithium and with lithium/sertraline
combination.

Five studies investigated the tolerability of paroxetine
[45,55,63,65,66]. McElroy et al. [45] observed that paroxe-
tine monotherapy was especially associated with dry
mouth, sedation, headache, insomnia, and nausea. In
other studies, paroxetine and other therapeutic options
were associated with a MS. Nemeroff et al. [55] observed
that there was less sexual dysfunction with paroxetine
than with imipramine, but found no difference between
paroxetine, imipramine, and placebo on weight gain. In the
study by Vieta et al. [66], paroxetine and venlafaxine were similar
in side effects. And, in two studies, paroxetine was not distin-
guished from a second MS [63] or placebo [65] regarding the
rate of withdrawal due to adverse effects.

Only two studies evaluated citalopram [40,67]. As an
adjunctive treatment to a MS, this AD has been associated
with mild side effects [68]. And, in a controlled study [40],
citalopram was as well tolerated as placebo.

Five studies on venlafaxine have been found
[49,66,69,70,76]. In an open-label study [49], there was
a low incidence of side effects with this AD. In
a controlled study [66], venlafaxine had a similar tolerabil-
ity to that of paroxetine. In the study by Amsterdam et al.
[69], none of 17 patients discontinued treatment after
lithium was replaced by venlafaxine. Amsterdam et al.
[70] found similar rates of withdrawal due to adverse
effects in the comparison between venlafaxine and
lithium. Finally, in another study comparing venlafaxine
and lithium [76], the dropout rate due to undesirable
effects was 15.7%. However, the authors do not report
the proportions of patients who were using one substance
or another.

Two studies addressed bupropion [65,71]. In one of them [71],
among 13 patients who used bupropion with an adjunctive treat-
ment, two dropped out because of side effects. In the other study
[65], in which this AD was also used as adjunctive treatment,
bupropion did not differ from placebo in the rate of withdrawal
due to adverse effects.

Finally, in the only study on agomelatine [75], used as
adjunctive treatment, this AD did not differ from placebo
in the incidence of side effects.



900 E. CHENIAUX AND A. E. NARDI

(panunuod)

syuow 0g ‘pa|jo3u0d (£T = u 'uonnsqns) gdd 'sA (92 X174 YHm paniwai
(%t'£) 92d = (%LL) 1 = (%L°01) X -0gade|d ‘paziwopues ‘pullg-3|qnoQq = U ‘uonnlsqns) I ‘A (87 = U ‘uolenuuod) X14 swuaned || adAy passaidap dg  [#v] (0L0T) ‘(e 39 wepiswy
syuow 9 ‘pa|josuod X14 yum
juaned oN -ogade|d ‘paziwopuel ‘pulig-ajqnog (uoNIISgNS) gdd 'SA (uonenuiuod) X714  paniwal syuaned passaidap 49 [€v] (S007) ‘| 19 wepiaiswy
(%1'y) swuaned 9 S99M {| ‘pa||0J3u0d Jou ‘d|qej-uadQ Adesayjouow X174 sjuaned passaidap || 9dA1 dg 8L [95] (0L0T) “|e 19 wepiiswy
%79 Sy99M § ‘[9qe|-uado ‘aA13adsold S 0} JudwWieal} sAdUN(pe se 411 syuaned passaidap 49 €€ [£9] (L007) ‘|e 1o 4a4dny|
dnoib Sy puodas jo jusned | (9L = u) S\ puodas +
‘dnoJb | Xyd Jo 1udled ou 31l paxiw e jo adusbiow] $Y99M 9 ‘paziwopuel ‘pul|g-3|qnoq IYAIQ 40 17 'SA (LL = U) IXHd + TVAIQ 10 17 syuaned passaidap dg /¢ [£9] (0007) ‘|e 3® Bunop
(%€ “Juaned S}99M Q| ‘Pa3]|011u0d (ey = u)
L) 92d = (%L ‘s;uaned €) NI = (3uaned ou) |Xyd -0ga3e|d ‘paziwopues ‘pulig-3|qnod 17+ @Dd 'SA (S€ = U) IT+ LXY¥d 'SA (6€ = U) IT+ [N uOIssa1dap dg yum syuaned /1| [SS] (1007) “[e 19 HolswaN
YEEIN
(%L1 ‘suapded 9) JINI = (%L°€ ‘siudned 7) 1D 8 ‘pa||041u0d ‘paziwopuel ‘pul|q-s|gnoq (8L = U) IWI "SA (82 = U) 41D uoIssaidap dg yum syuaned 96| [S] (L00T) auoIsIaA|IS
EET uolssaidap [€5]
(%S¢ ‘swuaned /) NI = (%LZ ‘stuanied 9) dINL 9 ‘pa|[011u0d ‘paziwopuel ‘pul|g-d|gnoq (8T = u) IWI 'sA (8T = U) dDNL dg yum syuaned dibisue 9g (1661) "[e 32 Yooy|puwiIH
%L{ :JUBWILSI] OU ‘%87 QY NPAPUL 9A13ds0133Y (£T = u) JudWILdI} OU 'SA (97 = U) @V dIPAdIL syuaned 49 €5 [18] (z861) '|e 19 SImaT]
saposida diuew snoiaaid (L¥z = u) Adesayy qy Bunnp
$S3| pue aposida 1asuo 3yl jo Aiuejod anissaidap Y2UMS dluew Jo AI01SIYy ou “SA (69| = U)
‘S JO 3sn ou ‘dg | 9dA) 01 pale1dosse :[SAYIUMS dluely 9A1Dads019Y Adesayr @y Buunp ydums siuew jo Aioisiy Jold syuaned 49 91y [£8] (£007) ‘|e 12 MPLIS
(
103 = @V ‘19SS yum pareasy syusned auyl Jo %t syaam 9 ‘Apnis dnsijeanieN 1073 'sa wuawieasy qy  2dAy g1 ‘| 9dAy L€) syuaned dg v [s8] (1007) ‘|2 3 KIusH
SW + 4V Yum 10U Ing ‘Qy Yum Hsu paseanu] syuow ¢ ‘aA1>3dsol1ay SW + @v 'sA Qv syuaned dg ovze [12] (#10T) "2 39 uLoMIA
uelpaw
SW + ay <@y ulsieak gL ‘aaidadsold pue aadadsoiiny SW + @V ‘SA QY syuaned 49 56 [68] (LLOTZ) '|e 39 1oJelyddRy
(saposida
av + SW = SW Apnis dnsijeinien (87 = U) @V + SW 'sA (L€ = u) SW passaidap 6/) swuaned dg 67 [88] (8661) "[e 12 ul1v0g
(%£°0) Bubjey 10U = (%6°0) QY bunjel Juaneq anndadsoud dnsijeanleN (€€ = u) Bupiel J0u 'sA (£ = u) Qv Bupjel Juaned siuaned dg 08 [08] (S007) '|e 12 Joneg
JUdWIE3I} QY O} PIIRIDOSSE :SAYDUMS POO 9|qe|-uado ‘leuipnyibuo] ‘9Adadsos1ay JUdWIE3I} QY-UOU 'SA Judwieall gy syuaned passaidap 49 851 [6/] (8661) ‘|e 19 Japuanog
BuipA> aseasdul 1o aposida djuew e (11 9dAy €1 ‘| adAy g¢) 4apiosip
av Aq pasnpur A1, dposida duew e pey 9%G¢ 9|qe|-uado ‘leulpnyibuo] ‘9A1dadsos1ay pue uonepiul qy usamiag Alwixoid buineyd aj dg A101dei1 yum syuaned |g [28] (S661) ‘| 12 J3INysyy
JUSWIe3I} U
Youms dluew Joud o} pue 10U Yum syuaned ‘SA (09 = U) YDUMS -ppe se gy e paAIadal oym S\
saposida djuew jsed a1ow 0} PLIDOSSE YIIMS dlUe|y SY99M  ‘9AIddSso.d Jluew jusbiawa-juessaidapiiue yum syusned  yum syusaned 4g passaidsp vzl [98] (9107) ‘|2 3@ poomioD
av yum pajes} syuaned 4g ayl Jo 9%9'6€ dn1DadsonaYy asn gy JO 12949 3y} Jo uonebisanu| syuaned 49 €9 [€8] (2007) "|e 12 Biaqgp|on
av yum pajeas syuaned 4g ayl Jo %SS Jeak | ‘leuipniibuo) ‘aA1dadsolsy asn gy JO 12949 3yl Jo uonebiisanu| syuaned dn 10 dg S8 [#8] (0007) ‘|e 33 lwaeyn

(X47A 10 THIS
‘dNg) AV + S Yyum palean

(%0) 11 dA) dg < (%Tl) | 2dA) 4 paziwopues ‘sAiRd3dsoid (8% = u) 11 9dA) dg s (b€l = u) | 3dAy dg syuaned anissaidap dg 78l  [8£] (9002) ‘[e 32 J3|nysHy
uolssaidap dn yum /| pue

juaned oN S}99M 9 ‘P3]|0J3u0d J0U ‘|3gel-usdQ syuaned dn sa || 49 :Adessylouow X4\ uoissaidap || 49 yum uswom G| [0S] (0007) ‘|6 39 wepsarswy
syuanied passaidap dn LE pue

juaned oN S}99M 9 ‘P3)]|0J3U0d J0U ‘|3gel-usdQ syuaned dn sA || 49 :Adessylouow X{IA uoissaidap || dg yum syuaned /| [6¥] (8661) Wepiarswy

ay yum pajeas
(1 9df1 4g 8 ‘Il °df1 49 6

(%8°S) dN < (%ELL) Il d9 sypuow 9-¢ ‘Apnis dnsijenieN syuaned dn 'sA 11 49 ‘dN €07) siuaned passaidap €0€ [££] (L661) 1zzeuag
SHI9IM TS ‘PI||0JIU0d
(dn) %l = -oqade|d ‘pulg-s|qnop :widl-buo ‘syaam uoissaidap dn yum 68 pue
(dg) % ‘wia3-6u07 :(dN) %E0 = (dd) %8'E :WISI-U0YS Z1 'p9||041u0d 10U ‘[oge|-usdo wiLl-UoYyS syuaned dn ‘sA dg :Adesayiouow x4 uoissaidap || g yum siuaned 68 [8Y] (8661) ‘[ 19 WepIalswy

av yum pajean
syuaned passaidap dn S

juaned || 9dA) 4g | pue syuaned | 3dA) dg ¢ Sy99Mm 7| ‘[9qe|-uado ‘Bn1dadsold  syuanied passaidap dn 'sA || 9dAY dg 'sa | 9dAY g pue || 9dA) dg S ‘| 9dA) dg 6 [£¥] (S107) ‘|2 3@ opun]
av yum paieas syuaned

(%0) dn < (%8'8¥) dg 3A123ds0133Y swuaned dn 'sA dg passaidap dn /€ pue dg Ly [9¥] (¥007) "|e 32 lwaeys

sayduMms ejuewodAy/eluepy SpoyL\ ubisag 9|dweg Apnis

"SAUIUMS dIUB ‘€ 3|qe]



EXPERT OPINION ON DRUG SAFETY 901

'14SS ‘auopuadsil :ds|y ‘auidenanb :410 ‘ogade|d :gdd ‘aunaxoled :]xyd ‘Buizjpuayd :ZNHJ ‘duidezue|o ;4710 ‘uoneuiquiod aunaxonj/auidezue|o :)4Q 9zIjiqels Poow SIA ‘BpIWagojpow DN uibLiowe] o] T ‘wniyy

9|eds buiiey eluely Buno, :SYWA ‘Duixeje|uan :X{TA “ejodiun :dn ‘duiwoidAdjAuell (dINL ‘Duljelss [TY1S ‘s101qgiyul 3xeidnal uluo1oIas A1

‘Suiwesdiw ;|| ‘uexozepi :Xzq| ‘dunaxonyy x4 ‘Adeiayl aAIS|NAU0011I3D 1] DT ‘Bulweldisap NdSa xa0id[eAlp 1TyAIQ ‘weidojewd 471D ‘uoidoidng :dng “ejodiq :dg ‘unfidunwe :yy ‘dunepwobe :0oy ‘syuessaidapnue :qy

(%S°€) SW + 9Dd = (%L'y) SW + 0DV foam 8
8Dd = X14d ‘4Dd pue |X4d > d10

= X417

(%0) 11 = (%+'7) X41A

(%6°6) uaned |

|| 9dA1 dg < | 2dfy
dg ‘S + X41A = SW + T4LS = SW + dng :saseyd yiog

(9%91) THLS Pue (%tL) dNg < (%LE) X4TA
(%€ ‘ssuaned ) X41A = (%ewaned |) [XHd

(%08) SW + WdSa > (%L1) SW + dng
dng = 19SS

syuaned ||/9

judned oN

(%L°01) SW + 82d = (%L°0L) SW + AV

@Dd + S + LXYd yum juaned |

(%€°£) DLNT = (%0°S) 240

judnied oN

(%£°9) 82d = (%£'S) dZ10 = (%¥9) D40

(%¥°0L) T4LS + 11 = (%8'L1) LS = (%EYL) N

SY9aM S pue g ‘pa|jo3uod

-ogade|d ‘paziwopuel ‘puljg-a|qnog
S99M § ‘pa|j0J3u0d

-ogade|d ‘paziwopuel ‘puijg-a|gno
SHIIM | ‘P3]043u0d

‘pul|g-3|gnop ‘paziwopues ‘dA13ds0ld
SHIIM

7L ‘I9qej-uado ‘paziwopuel ‘9Ad3dsold

SY99M 7| ‘[9qe|-uado ‘aA1329dsold

(aseyd uonenupuod) Jeak | pue (aseyd
91NDB) SY3IM (| ‘P3||041U0D ‘paZIWOpPURY

$)99M (| ‘Pa]|013U0d ‘paziwopury

$)29M 9 ‘uado ‘P3||0s3U0d ‘paziwopuey
SEENY

8 ‘Pa3||0J3u0d ‘paziwopuel ‘puljg-a|gnoq

19ge|-uado ‘sandadsosd DnsijelnieN
S}99M 9 ‘[9qe|-uado ‘aA1329dsold

SY99M  ‘[9qe|-uado ‘SA1329ds0ld
S}99M 97 ‘Pa]|011u0d

-ogade|d ‘paziwopuel ‘pul|g-s|qnog
S}99M 7| ‘Pa]|011u0d

-ogade|d ‘paziwopuel ‘pul|g-sjqnog
S ELI

G ‘pajj0Au0d’pazZiWopuel ‘puljg-3|qnoq
S}99M 8 ‘Pa)|011u0d

-ogade|d ‘paziwopuel ‘pul|g-sjqnog
S}99M 8 ‘Pa)|011u0d

-ogade|d ‘paziwopuel ‘pul|g-sjqnog
IEEI

91 ‘p3jj011u0d ‘paziwopues ‘pul|g-s|gnoqg

(TLL = U) SW + 81d 'sA (Tl = U) SW + 0DV

(921 = u) 9dd 'sA (TTL = U) 1X4d

'SA (LT = U) Bw 009 410 SA ($¥Z = U) bw 00€ d1D

(#9 = u) 17 'sA (59 = u) X4TA
(0F = u) 17 'sA (€7 = u) X41A
17 snoiaaid Bupdeidas X41A

1| 9dAy dg *sA |

9dA1 dg ‘SN + X41A "SA SW + T41S SA SW + dng

(85 = U) SW +

T41S sA (LS = U) SW + dNg "SA (99 = U) SW + X4TA
(0€ = U) SW + X47A A (0€ = U) SW + 1X4d

(0L = U) SW + INdSQ 'sA (6 = U) SW + dng
dNg "SA 4SS

jusWIeal} dAdUN(pE Se dng

SN 10 QY J3Y10 03 JudWIeaI} dAIIdUN(pE Se dng

(81 =u)

SW + 8Xd "sA (641 = U) SW + (dNg 10 LX¥d) AV

SW + dSH

+ IXdd 'SA 93d + SW + dSI4 "SA 90d + S + LXdd

(50T = u) DI 'sA (S0Z = U) D40
(6 =u)

8Dd 'sA (8 = ) X1d "SA (8 = U) dZ10 'sA (6 = U) D40
(£L€ = u) 92d 'sA (0L€ = U) dZ10 "sA (98 = ) D40

(8 = U) TULS + 17 'SA (S¥ = U) TULS A (6 = u) 1

syuaned passaidap | 9dA) dg vi€

syuaned passaidap 49 ot/

uolssaidap dg yum swaned /|
uolssaidap 49 yum syuaned g9

adA) g1 ‘| 9dAy 1 G) syuaned dg 69
uojssaidap anisuodsaiuou e

219A3S B yum siuaned 4g €|

syuaned passaidap 49 99¢

uoissaidap | dg yum swuaned oLy

uoissaidap | dg yum swuaned £€g

syuanied passaidap || 9dA) 49 il

[S£] (9107) "|e 12 weyiep

[S¥] (0L0T) "le 39 AoJjBdW

swuaned || adk1 dg passaidap 671 [0£] (9107) ‘[ 19 Wepialswy

sjuaned passaidap || 9dA1 49 €8 [9/] (8007) ‘[e 19 wepidiswy

17 01 dAIsuodsal-uou

syuaned || 2dAy passaidap 49 /1L [69] (0L0Z) '|e 32 wepiaiswy

aseyd

uolenuiuod ul /g ‘(aseyd
91nde) syuaied passaidap dg 87T

[29] (9007) ‘|e 32 Youana]

[L9] (9007) ‘|e 19 1504
[99] (z007T) ‘| 33 eIAIA

syuaned passaidap 49 61
(]

[€£] (v661) "[e 19 SydesS
[06] (2002) "Ie 19 ayjor

yum syuaned dg L1
uoissaidap

[z/] (z661) “|e 39 uosjabo4
[1£] (Z007) "[e 3° yuny3
[S9] (£002) “[e 33 syoes
syuaned passaidap dg o€ [¥9] (+007) '|e 39 uol3YS
[65] (6007) ‘|e 35 umolg
syuaned passaidap dg € [6€] (S007) ‘|B 32 wepiarswy
[#2] (€007) ‘|e ¥ uayol

[09] (£102) "|e 30 43nysyy

saydUMs eluewodAy/ejuepy

SPOYISW

ubisag

9|dweg Apnis

‘(p3nunuo)d) "€ 3|qel



902 (&) E. CHENIAUX AND A. E. NARDI

3.3. Manic switches

We found 45 studies on manic switches in patients with
bipolar depression who were using an AD (see Table 3)

Six studies compared depressed bipolar patients with uni-
polar ones [46-50,77]. In two of these studies [46,77], the rate
of manic switch was significantly higher among patients with
BD. However, in the other four studies [47-50], no differences
were found between the two groups of patients. Altshuler
et al. [78] and Leverich et al. [62], on the other hand, observed
that type | bipolar patients had more treatment-emergent
mania than type Il

In a retrospective study, Bottlender et al. [79] compared
patients with bipolar depression who had used ADs with those
who had not used this type of substance and found that the
former had more manic episodes. However, in a prospective
naturalistic study, Bauer et al. [80] could not observe an asso-
ciation between the use of ADs and the development of
a manic episode. Lewis et al. [81], on the other hand, found
a greater proportion of manic episodes among non-treated
patients than among those taking tricyclic ADs.

Three retrospective studies have found manic switches
rates of 35% [82], 39.6% [83] and 55% [84], respectively, in
patients with bipolar depression on AD use. In a naturalistic
study, Henry et al. [85] observed that 24% of patients treated
with SSRIs had a manic switch, a proportion similar to that
found in patients undergoing electroconvulsive therapy.

Gorwood et al. [86] observed that treatment-emergent
mania was associated with a previous history of treatment-
emergent mania and a greater number of previous episodes of
mania. In contrast, Serretti et al. [87] found an association with
a smaller number of previous episodes of mania. Other ele-
ments related to manic switch found by these authors were
type | of BD and the depressive polarity of the first episode of
the disease. Four studies compared the use with non-use of
a MS associated with AD [21,87-89]. In three of them
[21,87,89], there were fewer manic switches among patients
treated concomitantly with a MS.

Three controlled randomized studies evaluated the occur-
rence of manic episodes in patients with bipolar depression
treated with imipramine [53-55]. Regarding manic switch
rates, this AD was not distinguished from tranylcypromine
[53], moclobemide [54], paroxetine or placebo [55].

Fluoxetine has been evaluated in five studies [39,43,44,48,56].
In two open-label studies with patients with type Il BD, switch
rates of 3.8% at 12 weeks, 2% at 52 weeks [48], and 4.1% at 14
weeks [44] were found. In controlled studies, fluoxetine was not
distinguished from lithium [44], olanzapine/fluoxetine combina-
tion, olanzapine [39] or placebo [39,43,44].

Olanzapine/fluoxetine combination was evaluated in three
randomized controlled trials [24,39,59]. According to the
results, it was not differentiated from olanzapine monotherapy
[24,39], fluoxetine [39], lamotrigine [59] or placebo [24,39]
regarding the proportion of patients who switched into mania.

Six studies have addressed the use of paroxetine [45,55,63—
66]. In five of these studies [55,63-66], all patients in the samples
also received a MS. Regarding the manic switch rates in these
five studies, paroxetine was not distinguished from imipramine
[55], risperidone, paroxetine/risperidone combination [64],

venlafaxine [66], a second MS [63] or placebo [55,65]. In the
other study, in which the substances were used as monother-
apy, paroxetine did not differ from placebo, but was more
associated with manic switches than quetiapine [45].

Three studies evaluated sertraline [60-62]. Altshuler et al.
[60] found no differences between sertraline, lithium and
sertraline/lithium combination. In the other two studies, ser-
traline, venlafaxine, and bupropion, used as adjunctive treat-
ments to a MS, were compared. Leverich et al. [62] found no
differences between the three ADs, but in the study by Post
et al. [61], venlafaxine led to more manic switches than sertra-
line and bupropion.

In the only study that addressed citalopram [67], this AD,
used in combination with a MS, was associated with a switch
rate of 6.7%.

Eight studies evaluated venlafaxine [49,50,61,62,66,69,70,76].
In the three open-label studies, the rates of manic switch with
this AD were 0% [49], 0% and 5.9% [69], respectively. In two
studies [70,76], venlafaxine was not distinguished from lithium.
Vieta et al. [66] found no difference between venlafaxine and
paroxetine. In two other studies [61,62], venlafaxine, sertraline,
and bupropion have been used as adjunctive treatment to MSs.
In the study by Post et al. [61], venlafaxine was associated with
a higher rate of manic switch, but Leverich et al. [62] found no
differences between the three ADs.

Six studies have addressed bupropion [61,62,71-73,90]. In
all of these studies, except one [90], bupropion was used as an
adjunctive treatment. Two studies were uncontrolled [71,72].
In the study by Erfurth et al. [71], none of the 13 patients
presented a manic switch. Fogelson et al. [72], in turn, identi-
fied six patients from their eleven samples who switched into
mania. In the study by Joffe et al. [90], there was no difference
between bupropion and SSRIs. In a comparison with desipra-
mine, bupropion was associated with lower cases of manic
switch [73]. In two studies [61,62], bupropion was not distin-
guished from sertraline. Leverich et al. [62] found no differ-
ence between bupropion and venlafaxine, but Post et al. [61]
observed that bupropion was less associated with manic
switches than venlafaxine.

In the only study on agomelatine [75], this AD, in associa-
tion with a MS, was not distinguished from placebo.

3.4. Cycle acceleration

In our review, we found 26 studies that evaluated the possi-
bility of ADs causing cycle acceleration in BD (see Table 4).
Three studies compared depressed bipolar patients with
unipolar ones [46,48,50]. In the retrospective study [46],
more patients with BD presented cycle acceleration with the
use of ADs than patients with unipolar depression, but two
prospective studies [48,50] found no difference between the
two groups. Vohringer et al. [91], in turn, evaluated the num-
ber of new affective episodes within one to three years after
the remission of a depressive episode with an AD and found
no difference between patients with type | and type Il BD.
Two retrospective studies found cycle acceleration rates of
23% [84] and 26% [82], respectively, in patients with BD who
took ADs. In a naturalistic study of 13.7 years on average,
Coryell et al. [92] did not observe an association between



EXPERT OPINION ON DRUG SAFETY 903

(panunuo))

42d >
411D :pasedw skep 9 ‘ybry Jo passaidap skep ‘Ai1anss uoissaidaq

juanbayy a1ow sawiry ¢ SAPA NdSA + 11
(%£°92) 1 = (%S'L) X4TA 9181 dsdejay
17 + |WVY = 17 :uonnuanaid saposida aAIssaidap maN
g)d pue |\ < 17 :uonuanaid saposida maN
gdd + 17 uey} saposida djuew a1ow saWn ' ;|| + 1
sdnoib usamiaqg aduaiayip ou :dnoib paddols gy uj ‘saposids

anIssaidap asow pey syuaied 13)2A> pidels :dnosb paddols qy-uou uj

|| 9dAy = | 9dAy 4g :soposida djuew 1o dAIssaIdap MaN

dnoib uonenunuod gy ul saposida

dAISSaIdap dJ0w 0} pajedosse sem BudA> pides ‘uonenuuodSIp
= uoneNURUOd QY :S9POosIda djuew Jo dAIssIdap MaN

(%8'Z1) paddois 10u gy = (%07) paddois qy :asdejas duepy
(9%8°€S) paddols 1ou qy < (9%06) paddols qy :asdejas anissaidag

paddoys Jou qy = paddois
@y :9sdejau d1uepy ‘paddois Jou gy < paddois qy :3sdejas saissaidaq
(syusned
9) paddols Jou gy < (swuaned g) paddols Qy :asdejas diuepy
(9%9¢) paddols 1ou gy < (9%0/) paddois qy :asdejas anissaidag

BuipA> pides jo a1es 19YbIY %eEE QY + 17
1UBWIRA} QY-Uou < judwieall qy :buipho pidey
Bupjel 1ou = qy Bupjel usned :Hulph> pidey
9|dwes-gns ajewa} Ul asn qy 0}
pa1eidosse 1ng ‘sdnoub syl ussmiaq aduasayip ou :buipAd pidey

saposids
Sluew Huipadaid sy9am ay) 0} paleIdosse Jou sem juswiealy qy

@V 031 pajeosse uonesa|ade 3Ad pey %9
av yum syuaned dg ayl Jo %ET

juaned oN

syuaned 4n pue dg ul Jejiwis sales asdejdl :wivy-buo

(%0) dN < (%9°57) d9

SUIUOW 6 IAOSSOLD
‘pa||0J3u0>-0gade|d ‘paziwopuel ‘puljg-ajgnoq

(uelpaw

ur) syuow /g ‘I3A0Ss0ID ‘puljg-ajgnod

SYluOW 9 ‘pa)|0JIU0d ‘pIzZIWIOPUR] ‘DA11DRdS0Id
sJ1eak € ‘p3||013u0d ‘9AId3dSOId

syuow 61

‘pa|j0J3u0d-0gade|d ‘paziwopuel ‘puljg-ajgnoq
uBIPAW Ul SYIUOW 61
‘p3||0J3u03-0g3de|d ‘paziwopuel ‘puljg-d|gnod

(paddoys 10u Jo uolssiwal Jaye paddols
JudWieal} Qy) paziwopuel ‘9A13d9dsold

s1eaf ¢ ‘9|qej-uado ‘(UolreNUIIUOISIP
*SA UOIIBNUNUOD (Y) paziwopuey

sieaf ¢-| ‘s|qej-uado ‘paziwopuey

1eaA | ‘|agej-uado “isijeinieu ‘9A1129dsosRy

1eaf | ‘aAndadsonay

Jeaf |

‘|aqej-uado ‘paziwopuel Jou ‘9A13d3dsoId

(Ueipaw uy)

syluow 6§ ‘pajjonuod-ogadeld ‘puijg-a|gnog

Jeak | 03 dn ‘aaiadsoid Dnsijeinien

9AIdadsoud psijeinieN

9A11D9ds0.119Yy

uelpaw uj s1eak /-g| ‘aAndadsold “psijeinieN

3|qe[-uado ‘jeuipnyibuoj ‘aAdadsoiaYy
1eaA | ‘leuipnibuol ‘an13dadsol1ay

S)93M 9 ‘P3||0J3U0D JOU ‘|gej-usdQ

SY99M TS ‘pa||03u0d

-ogade|d ‘puljg-3|gnop :wl)-buo ‘syaam
71 ‘Pa]|043u0d 10U ‘j3ge|-Uuado :WiSl-Loys

9A1109ds0.119Y

4dd 'sA 411D
43d + 17 'SA WdSa + 11

JUSW}E3I} UOLIBNULUOD
(SL =u) 17 7sA (OF = u) X41A
T+ 1AV 'SA 17

@Dd "SA 1T+ 1T SA [T 'SA 1
add + T 'SA WL+ 1T

(1§ = u) 13> pidey
-uou sa (9| = u) syuaned 3K pidey

syuaned
(6 = u) 1| 9dAy 'sA (LZ = u) | 2dA) 49

UOIIENUIIUOISIP "SA UO[IBNUIU0D QY
(6€ = u) paddois
10U 'SA (0 = U) UOISSIWA Iaye
syuow 9 yyum paddois yuswieasy qy
(61 = u) paddois
10U "SA (GZ = U) UOISSIWRI Jaye
syjuow 9 yyum paddois yusawieasy qy
(1 = u) paddoys
10U 'SA (EF = U) UOISSIWI I9Yye
syuow 9 yyum paddoys Juswiessy qy

4dd +11'sAay + 1
(LLy = u) swiean

dVy-Uou 'sA (0z/ = u) yuswieast qy
(€€ = u) Bupjey

10U 'SA (/= u) gy bunjel juaneq
3sn-uou ‘sa aposida djuewodAy

/A1uew 1s11y ayy 03 Joud Qy jo asn

jusWieal} gy Jo uonebisanu
BupA> aseasnul

10 aposida djuew e pue uonepiul
ay usamiaq Aywixoid :buieyd aj
asn gy Jo 1Pay9 3y} jo uonebisanu

syuaned
dn “SA || dg :Adesaylouow X41A

syuaned dn ‘sa dg :Adesaylouow X174

syuaned dn ‘sA dg

(O1wAyna 1o passaidap)

syuaned || 2dA) dg 0L [o¥] (9007) “|e 33 Jxjied
syuaned ajewdy dg § [€0L] (6461) “Ie 32 4yam
1740 XA

0} papuodsal oym syuaned
Il 3dAy g passaidap s [FOL] (SLOT) '|e 12 wepidlswy
syuaned dg passaidsp €1 [20L] (0661) ‘[B 33 Suoisuyor

syuaned || 3dAy dg 7z [ev] (2861) "|e 12 duey

syuaned | adA1 dg s/ [LoL] (L861) ‘e 33 uunD

uoleUIqWIOD

Av/SW Yyim paniwsl oym
syuaned passaidap dg 89 [00L] (S5L0T) uXelew-13

SW pue gy yum

aposida anissaidap buunp
paiean 49 Jiwiyina oL [16] (5L02) "|e 33 436ULYQA

SW pue gy yum

aposida anissaidap buunp

paieal) 4g J1wiying o/ [66] (0L07) “|e 3@ lwdeyo
uoleUIqWIOD
av/SW Yum paniwal oym
syusned passaidap 49 65 186] (S007) ‘[ 10 34or
uoljeuiquiod

av/SW yim paniwal oym
syuaned passaidap dg vy [£6] (1002) '[e 13 J3|NYSIY
uoleUIqUIod
av/SW Yyim paniwsal oym
siuaned passaidap 49 ¥8  [96] (£007) ‘[ 32 JBNYsIY

syuaned dg LS [s6] (8861) “Ie 33 Jysm

syuaned dg zv/L [¥6] (8007) ‘[ 19 ¥P3UYDS

syuaned 49 08 [08] (5007) |e 33 Janeg
sjuaned 49 671 [€6] (€007) '[e 1@ ZIP|IA
syuaned 4g S [z6] (€007) '|e 3@ |]9K10D

|

adfy g1 | adhy gg) sapiosip
dg fiopesas yum swusned |g [8] (S661) “|e 18 J3|nys)y
syuaned dn 10 dg $8 [¥8] (0007) "|e 12 lwaeys

uolssaidap

dN Yum /| pue uoissaidap
Il dg ynm uswom g1 [0S] (0007) ‘e 32 wepiRlswy

uolssaidap

dN yum 68 pue uoissaidsp
Il d8 yum syuaned 68 [8] (8661) ‘[e 19 Wepidlswy

av yum paieai sjusned
passaidap dn /€ pue dg Lb [9¥] (¥007) "|e 33 1wseyn

uofiesaade 3PPA)

SPOYILS

ubisaq

9|dweg Apnis

‘uonesd|ade 3PA) v 3jqel



904 (&) E. CHENIAUX AND A. E. NARDI

v the use of an AD and the occurrence of new manic episodes.
% a Four studies [80,93-95] compared the use of an AD with non-
5 & % use of this type of substance, and two of them [94,95] found
S § g an association between rapid cycling and AD trgatment. '
§ % 5 Four studies [?6—99], with samples fo.rmed by. blpola;pst;izs
5 et with .5, comparedpatents whe contin.ed 1 Use AD
85 Sy ciated with a MS, compa
5 % g :ﬁ 3 % with those who interrupted the medication. In three [96-98] of
% % S = 8 § these four studies, there were more depressive relapsgs-between
% = Q g § H o patients who had the AD removed, and in the remaining study
2 § y E W % 'C._? [99], there was no difference between the tyvo g.roups. !n one. [97]
i = =5 g "_? '§ of these four studies, there were more manic eplsodes.ln patients
N E\r: :,\' % E’ = '—E_ with the AD discontinued, and, in the othe: tr:ree s:uj!e: Eg;—19090]]
x <% 9 ad no difference was found between groups. In two studie ,
% f g ? g% in which a bipolar depressive episode was treatgd Witl; an Alj
é‘ i:ld g o é £ and a MS, an association was fou1'1d betyveen ra'pldf cl)llc ing an |
f §‘§ s 3 § § a greater recurrence of depressive episodes in follow-up o
§ : E " QI—L § :' patients who maintained the use of AD. o
& E g 3 = ? Four controlled studies have addressed trlcy'cllc ADs [42,1.01—
T 3 ;ﬁ g 103]. Quitkin et al. [101] found nl\]orle hmanic/:.epls'odes.foells(\;vr:\l;_:]i-
R 532 up patients with BD who used the lithium/imprimanin -
% % -Li _ zg_% ngtir;n than those taking lithium assc?ciated VYith 'pla.lcebo.. Kane
s 8 % % § N % et al. [42], in turn, observed that patients taking |m|pram|ne.ohr
g E g E g% e:_c placebo had more affective episodes than .thf)se trea.ted W.It
g 5 3 33 8— S 2 § lithium. In the study by Wehr et.al. [103], the I|th|um/def5|prf31m(|jne
3 é é £ % é g 2 combination was associated Wlth a greater number oJ ehprzzcso::
R
= = ° g cad etal.[102] found no difference be
2z Eé E : %g g comkEination and the use of lithium monotherapy.
i s g 9% % f g 2 A single study evaluated venlafaxine. Ams'Ferdam et a.l. [104]
% E % ? % E ‘E = E ::; found no difference between this AD a'nd Iit!'\lum regarding the
= ° ° = 2% g rate of recurrence of affective episodes in a 5|x-mont.h foll;)w-ur.
5 § % Four controlled studies have addressed th? risk o (i.ycef
—m 3 .‘; gs acceleration in the use of SSRIs [40,43,44,90]. With a sample o
SE i ,S é % only 10 patients with BD type Il, Parker et al. [40] observed, over
g 82 i 5 E 2 a nine-month period, a worse outcome with placebo thag
k=) Z < ﬁ E% 5 %i citalopram. In two studies .[4.?,44], the samplesj were 'cozﬁposih
& E_E5°% g ¢ 3'—3 i of patients who had rem|55|on.of .a depressz ep(;soI etl\:\gse
§ ’gg Ss o . §g E fluoxetine, which was then maintained or rep aced. In ese
£252 g ? 2 g 28 studies, in relation to recurrence rates, fluoxetine was not dis
é% égi% £s ¢ TE 2: tinguished from lithium [44] nor from placebo [43,44]. 'Joffe
é = é gw)% g Zg;_’:E § et al. [90] found no diffet:enBce betwteer|1 ?Ssg]ls;r;:zl;:?r::%zr;.x
234 Finally, in the study by Brown et al. [59], -
g % % éé etine coi,nbination Wai not distinguished from lamotrigine in
2 E a § é‘ﬁ E the rate of recurrence of affective episodes.
g[2252 £ g |28E
2B e X B = = g
fgeg ¢ 58S <§c 2 3.5. Suicidal risk
§ E § E §'§ =5 ,QE: = % We found 12 studies addressing the occurrence of suicidal idea-
i ¥ é % £ tion or behavior in patients with BD using ADs (see Table 5). '
g T %%% Two naturalistic studies [105,106] could not' find an as§OC|a;
g s g - |8 8 % tion between long-term use of ADs and an |ncreased rlsk'o
=) § S - 8 |32 5 c suicidal behavior. In addition, in one of these studies [10§], with
- = o a5 = >
g ,’_3 ,'_3 é s |5 é é a follow-up of 27 ye:'ars, the. occurrence 0[1;SU|C|daI :e};al\jlsc;rdw?;
E ; ; = S’ §;§ more associated with perlgds whep ADs were o. .h
C 3 B T Z |52 contrast, in two retrospective studies [89,107],. Patlents W. lo)
i =) E & % E 5 % g used an AD alone had a high'er frequgncy of sgnadaflwts)ehavnor
'E Alg = s R [g7° than those who took the AD in combination with a MS.




Table 5. Suicide.

Study

Suicidal risk

Methods

Naturalistic, 27 years

Design

Sample

206 BP type | patients and 139 BP type Il

Suicide behavior in BP type | and type Il patients: periods

Periods with AD vs. periods with

Leon et al. (2014) [106]

with AD < periods with not AD
Suicidality not associated to AD treatment

Suicide attempt: 1 BP type | patient

not AD
AD treatment vs. non-AD treatment

patients
425 depressed BP patients

Naturalistic, 18 months

Bauer et al. (2006) [105]
Tundo et al. (2015) [47]

Prospective, open-label, 12 weeks

49 BP type |, 52 BP type Il and 154 UP depressed BP type | vs. BP type Il vs. UP

depressed patients
AD vs. MS vs. AD + MS

patients treated with AD
AD vs. AD + MS

Yerevanian et al. (2007) [107] 405 BP patients

Pacchiarotti et al. (2011) [89]

Suicidal behavior event rates: AD > AD + MS > MS

Suicide attempts: AD > AD + MS

Retrospective, 3 years in median

Retrospective and prospective, 10 years

95 BP patients

in median
Double-blind, randomized, placebo-

1 patient with PCB + MS had suicidal ideation

AD (PRXT or BUP) + MS (n = 179) vs.

366 BP depressed patients

Sachs et al. (2007) [65]

controlled, 26 weeks
Double-blind, randomized,controlled, 45 Suicidal attempt ou ideation: OFC, 3 patients; LMTG, 7

PCB + MS (n = 187)
OFC (n = 205) vs. LMTG (n = 205)

410 patients with BP | depression

Brown et al. (2009) [59]

patients
Suicidal and self-injurious behavior: LMTG (3.4%) > OFC

weeks
Double-blind, randomized,controlled, 7

OFC vs. LMTG

410 patients with BP | depression

Brown et al. (2006) [58]

(0.5%)
1 patient (0.7%): suicide attempt

No patient

weeks
Open-lable, not controlled, 14 weeks

Prospective, open-label, 12 weeks

FLX monotherapy

148 BP type Il depressed patients

Amsterdam et al. (2010) [56]

17 BP depressed type Il patients non-responsive VLFX replacing previous Li

Amsterdam et al. (2010) [69]

to Li
83 BP type Il depressed patients

Prospective, randomized, open-label, 12 1 patient with Li had suicidal ideation

VLEX (n = 43) vs. Li (n = 40)

Amsterdam et al. (2008) [76]

weeks
Double-blind, randomized, placebo-

Suicide attempts: 2 patient (1.2%) with AGO + MS, 5

AGO + MS (n = 172) vs. PCB + MS

344 BP type | depressed patients

Yatham et al. (2016) [75]

patients (2.9%) with PCB + MS

controlled, 8 and 52 weeks

(n=172)
AD: antidepressants; AGO: agomelatine; AMI: amitriptyline; BP: bipolar; BUP: bupropion; CTLP: citalopram; DIVAL: divalproex; DSPM: desipramine; ECT: electroconvulsive therapy; FLX: fluoxetine; IDZX: idazoxan; IMI: imipramine;

Liz lithium; LMTG: lamotrigine; MCLB: moclobemide; MS: mood stabilizer; OFC: olanzapine/fluoxetine combination; OLZP: olanzapine; PHNZ: phenelzine; PRXT: paroxetine; PCB: placebo; QTP: quetiapine; RISP: risperidone; SSRI:

selective serotonin reuptake inhibitors; STRL: sertraline; TNCP: tranylcypromine; UP: unipolar; VLFX: venlafaxine; YMRS: Young Mania Rating Scale
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Several studies, controlled [58,59,65,75,76] and uncontrolled
[47,56,69], found very low rates of suicidal ideation or behavior
related to AD use. In two of these studies [65,75], the AD was
associated with a MS. Paroxetine, bupropion [65], olanzapine/
fluoxetine combination [58,59], fluoxetine [56], venlafaxine
[69,76] and agomelatine [75] were the therapeutic options
evaluated. Olanzapine/fluoxetine combination was compared
with lamotrigine in two studies by the same authors. Each
patient group consisted of 205 patients. In the short-term,
7-week study, lamotrigine was more associated with suicidal
and self-injurious behavior: 3.4% versus 0.5%, respectively [58].
However, in the 45-week follow-up study, no significant differ-
ences were found between the two treatment options [59].

4. AD in the therapeutic guidelines for bipolar
depression

The World Federation of Societies of Biological Psychiatry
published in 2010 [108] an update of its guidelines for the
treatment of BD. The authors set five levels of recommenda-
tion. At level 1, they include only quetiapine. At level 2, there
is no therapeutic option. At level 3 are fluoxetine, lamotrigine,
olanzapine, valproate, olanzapine/fluoxetine combination, the
combination of lithium and lamotrigine, modafinil as adjunc-
tive treatment and N-Acetylcysteine associated with a MS.
Other ADs appear only at lower levels: sertraline or venlafaxine
associated with MS, and tranylcypromine as adjunctive treat-
ment, at level 4; and imipramine associated with lithium, and
paroxetine or bupropion associated with MS, at level 5.

The Canadian Network for Mood and Anxiety Treatments
and the International Society for Bipolar Disorders have pre-
sented therapeutic guidelines for bipolar depression [33].
According to the authors, the first-line options are quetiapine,
lurasidone with lithium or divalproex, lithium, lamotrigine,
lurasidone monotherapy, and lurasidone as adjunctive treat-
ment. Among the second-line options are divalproex, a SSRI or
bupropion as adjunctive treatment, electroconvulsive therapy,
cariprazine, and olanzapine/fluoxetine combination.

The International College of Neuro-Psychopharmacology
has produced an algorithm to guide the treatment of bipolar
depression [109]. As a first step, the options are quetiapine or
lurasidone. In the case of an unsatisfactory response, the
following step is followed: olanzapine/fluoxetine combination,
olanzapine, combination of a MS with lurasidone, modafinil or
pramipexole, or lithium plus lamotrigine, replacing the first
option; or the addition of escitalopram or fluoxetine. Third
step: valproate, aripiprazole, imipramine, phenelzine, lamotri-
gine or lithium plus L-sulpiride. Finally, the fourth step: tranyl-
cypromine, lithium, venlafaxine plus an antimanic agent,
armodafinil or intravenous ketamine with a MS, lithium plus
fluoxetine or lamotrigine, levothyroxine plus a MS or lithium
plus oxcarbazepine.

The UK National Institute for Health and Care Excellence
(NICE) published a clinical guideline on assessment and man-
agement of BD in 2014 [110]. Its recommendations regarding
the treatment of bipolar depression are as follows. If the depres-
sive episode is of moderate or severe severity and the patient is
not taking any medication, olanzapine/fluoxetine combination
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or quetiapine should be started as monotherapy. Other options
would be monotherapy olanzapine or lamotrigine. If there is no
response to olanzapine/fluoxetine combination or quetiapine,
consider lamotrigine as monotherapy. If the patient is already
using a MS, that is, lithium or valproate, it should be maintained
and associated with the above-mentioned options.

The British Association for Psychopharmacology also pub-
lished guidelines on the treatment of bipolar depression [111].
The therapeutic option with the highest level of recommenda-
tion was lurasidone. In a second level, quetiapine, olanzapine/
fluoxetine combination, and olanzapine alone were included.
Lamotrigine as an adjunctive treatment and ADs were placed
at a level well below the others.

The Royal Australian and New Zealand College of
Psychiatrists also developed clinical guidelines for the treatment
of bipolar depression [112]. According to these therapeutic
guidelines, as an initial option, an atypical antipsychotic (que-
tiapine, lurasidone or olanzapine) or a MS (lithium, valproate or
lamotrigine) may be used as monotherapy. If there is no posi-
tive response, the antipsychotic or MS may be associated with
a MS or AD. In relation to ADs, the following recommendations
are made: whenever possible, their use should be avoided; and
should not be prescribed if manic symptoms are present, if
there is motor agitation or rapid cycling, if BD is type |, or if
there is a manic-switch history related to treatment.

The Japanese Society of Mood Disorders [113] recom-
mends, for the treatment of bipolar depression, quetiapine,
lithium, olanzapine, and lamotrigine. It also recommends the
combination of lithium with lamotrigine and electroconvulsive
therapy. Tricyclic ADs and the use of any AD in monotherapy
are contraindicated.

The Taiwanese Society of Biological Psychiatry and
Neuropsychopharmacology [114] includes as first-line options
for the treatment of bipolar depression quetiapine, lamotrigine,
and valproate. Lithium monotherapy or in combination with
valproate or lamotrigine, and the combination of valproate/
lamotrigine are the second-line options. As third-line treatments
are olanzapine, olanzapine/fluoxetine combination, quetiapine/
SSRI combination, and combination of lithium (or valproate)
with an AD (fluoxetine, sertraline, paroxetine or bupropion).

The Indian Psychiatric Society includes a wide variety of options
as first-line treatments for bipolar depression [115]. Lithium, lamo-
trigine, quetiapine, olanzapine/fluoxetine combination, valproate
with lithium, valproate with AD, MS or antipsychotics with AD,
psychosocial intervention, and electroconvulsive therapy are
recommended.

5. Meta-analysis studies on the use of ADs in bipolar
depression

Gijsman et al. [116] performed in 2004 a systematic review and
meta-analysis of 12 controlled studies, with a total of 1,088
patients randomized. The authors found that ADs were more
effective than placebo. The rate of manic switch with ADs was
similar to that of placebo, being higher with tricyclic ADs than
with the other ADs combined (10% vs. 3.2%).

In the Sidor & MacQueen meta-analysis [117], fifteen stu-
dies were included, corresponding to a total of 2,373 patients.
The authors concluded that ADs were no superior to placebo

or any other option for the treatment of bipolar depression.
Regarding manic switch, ADs were not associated to a higher
risk than the other therapeutic options.

Vézquez et al. [118] performed a meta-analysis that included 10
placebo-controlled studies of 1,432 depressed bipolar patients.
According to the results, the ADs led to a therapeutic response
significantly superior to the placebo.

McGirr et al. [119] conducted a meta-analysis of placebo-
controlled studies in which a second-generation AD was combined
with a MS or atypical antipsychotic. Six studies were found, includ-
ing a total of 1,383 patients. The authors observed a significant
reduction in severity scores of depressive symptoms; however,
there was no difference from placebo in rates of clinical response
and remission. On the other hand, treatment with ADs was not
associated with the risk of manic switch during acute episode, but
in the long-term follow-up, this association was found.

In an earlier review article, Peet [120] found a high rate of manic
switch with tricyclics (11.2%), superior to that observed with SSRIs
(3.7%) or placebo (4.2%). Recently, a systematic review and meta-
analysis on manic switch in the treatment of bipolar depression
with ADs was carried out. Fornaro et al. [121] found 51 studies,
which included 10,098 patients. Treatment-emergent mania rates
were 30.9% in retrospective studies, 14.4% in prospective open
studies, 11.8% in randomized controlled trials, and 30.9% in cross-
sectional studies.

Ghaemi et al. [122] performed a meta-analysis of seven studies
that evaluated the long-term use of ADs in BD for at least 6 months.
In comparison to the use of a MS alone or with non-treatment, ADs
were associated with a lower risk for recurrence of a depressive
episode, but a greater risk for the development of a manic episode.
However, when the AD/MS association was compared to the use of
the stabilizer alone, no differences were found.

In the meta-analysis of Liu et al. [123], long-term stu-
dies of at least 4 months with ADs in the treatment of
bipolar depression were included. Eleven controlled ran-
domized studies were found, with 692 patients. ADs, com-
bined or not with a MS, were superior to placebo in
preventing new depressive episodes without increasing
the risk of manic episodes. On the other hand, compared
to MS monotherapy, AD monotherapy increased the risk
of manic switch and was not effective in preventing new
depressive episodes.

6. The debate over the use of ADs in bipolar
depression

The issue of the use of ADs in BD represents one of the
most controversial in psychopharmacology. For some,
these substances are ineffective and dangerous and
should only be used as a last resort, but for others they
are quite useful, despite some risks [124].

Beyer [18] emphasizes that there are very few placebo-
controlled studies on the treatment of bipolar depression
with ADs, which leads to many doubts about the efficacy
and safety of this therapeutic option. For him, on the face of
it, it is a paradox that ADs are so widely prescribed in BD. This
probably occurs because of the limited number, poor efficacy,
and tolerability of other treatments, and pressure from
patients seeking rapid improvement in depressive symptoms.



For Ghaemi [125], based on clinical studies and his personal
experience, antidepressants are ineffective in bipolar depres-
sion, do not prevent new depressive episodes and lead to
mood destabilization after the acute phase. In addition, accord-
ing to the author, tricyclics and venlafaxine cause mania.

Goodwin [5] believes that bipolar depression has a lower
response to antidepressants compared to unipolar depression.
Thus, according to him, if a patient with depression needs to
use several antidepressants successively to improve, it is likely
that he actually has BD.

For Malhi [126] the prescription of antidepressants should
be avoided in patients with BD with these characteristics:
history of treatment-emergent mania or poor response with
this class of medications, manic symptoms during depression
and rapid cycling. For other patients with bipolar depression,
according to the author, antidepressants could be helpful.

For Azorin & Kaladjian [127], in the acute phase of bipolar
depression, antidepressants may be prescribed in the most severe
cases and when the risk of manic switch and destabilization is
lower. In BD type I, the prescription of antidepressants would be
safer, in contrast with what would happen in patients with a history
of substance abuse and a high number of previous affective
episodes. In the maintenance treatment, according to the authors,
antidepressants are useful for a small fraction of patients with type
| BD and for a greater proportion of type Il patients.

Antosik-Wéjcinska et al. [128] conducted a review of clinical
studies on the use of antidepressants in bipolar depression.
The authors report the increased risk of manic switch in BD
type | and with tricyclic antidepressants and venlafaxine. They
report that, after treatment of the acute phase, withdrawal of
the antidepressant is related to an increased risk of recurrence
of depression. In addition, the authors approve antidepressant
monotherapy in BD type Il

Pacchiarotti et al. [129] published in 2013 recommenda-
tions on the use of antidepressants in BD. According to the
authors, in the acute treatment of a depressive episode,
adjunctive antidepressants may be used when there is
a history of positive response to these substances, but should
be avoided if there are concomitant manic symptoms, psycho-
motor agitation, rapid cycling or a history of treatment-
emergent mania. Antidepressant monotherapy is contraindi-
cated, especially in BD type I. In addition, among antidepres-
sants, norepinephrine-serotonin reuptake inhibitors, and tri-
and tetracyclics should not be the first option.

Based on a systematic review on the topic, Salvi et al. [130]
argue that a portion of patients with bipolar depression may
benefit from the use of antidepressants and that the risk of
inducing mania is reduced if MSs are associated and tricyclics
are avoided. In addition, the continued use of antidepressants
after remission of the acute episode may reduce the recur-
rence of depressive episodes without increasing the frequency
of manic episodes.

In a recent review article, Gitlin [22] summarizes the results
obtained in clinical studies on the use of ADs in BD. According to
him: the efficacy of these substances in bipolar depression is not
well established; when associated with MSs, ADs do not induce
a manic switch; modern ADs, especially in association with a MS,
do not seem to cause cycle acceleration; the use of ADs in
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patients with type Il BD is probably safe; and, finally,
a subgroup of bipolar patients develops positively with the AD/
MS association in maintenance treatment, without causing
instability. Thus, for Gitlin, the question is not whether ADs can
or cannot be used in BD, but which are the patients that evolve
positively and those that evolve poorly with these medicines.
For Fornaro [131] the results of clinical studies on the
treatment of bipolar depression with ADs are contradictory
and inconclusive. He believes this is due to the use of different
definitions of bipolar depression, methodological limitations
of the studies and non-uniform interpretations of the meta-
analyzes. In his article, the author emphasizes the idea that the
samples are not homogeneous. In that sense, among patients
who are experiencing a bipolar depressive episode but do not
meet the mixed state criteria, some would have more conco-
mitant manic symptoms than others. Thus, there would be
quantitative differences between them and the response to
ADs would vary depending on how mixed that depressive
episode is, resulting in heterogeneous clinical outcomes.

7. Conclusion

BD is a serious and disabling mental disorder and presents
a high prevalence. Depressive episodes occur in both BD and
MDD. Based only on symptomatology, that is, without informa-
tion on previous manic episodes, it is not possible to distinguish
bipolar depression from unipolar depression. In BD, depressive
episodes are generally more numerous and longer than manic
ones. Thus, on average, patients remain much longer in depres-
sion than in mania during the course of the disease. Depressive
episodes are associated with major occupational impairment,
cognitive dysfunction, various comorbidities, and, more ser-
iously, suicidal ideation and behavior. Treatment of bipolar
depression is poorly studied. Clinical studies on the treatment
of mania, and especially unipolar depression, are much more
numerous. Although ADs have a high response rate in unipolar
depression, their use in BD is very controversial. For many
authors, in bipolar depression, these substances are less effec-
tive, cause manic switches and cycle acceleration, and increase
the risk of suicide. Despite this, ADs are widely prescribed for
the treatment of bipolar depression.

To date, only quetiapine, olanzapine/fluoxetine combina-
tion and lurasidone have been approved for the treatment of
bipolar depression. In randomized clinical trials, monotherapy
olanzapine and cariprazine were superior to placebo.
Lamotrigine and lithium, especially as adjunctive treatments,
are also considered useful. Finally, electroconvulsive therapy
proved to be efficacious in a comparison with drugs in
a sample of patients with refractory bipolar depression.

In our review, we found only one study that presented
good methodological quality. In all others, there was no com-
parison with placebo, the sample was too small or the AD was
associated with another substance, mainly MSs. Thus, the
interpretation of the results of the published clinical studies
is quite limited.

Available data indicate that the therapeutic response to
ADs in bipolar depression is similar to that observed in uni-
polar depression. In addition, no differences were found
between type | and type Il bipolar depression in response to
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ADs. However, very few studies have been conducted on
these issues. Few studies have also evaluated AD response
rates in bipolar depression, but the results were not very
different from those found for unipolar depression.

In studies on the therapeutic efficacy in bipolar depres-
sion, imipramine was equal to or inferior to MAOIs, did
not differ from SSRIs, and was better than or equal to
placebo. Fluoxetine was not distinguished from imipra-
mine, olanzapine/fluoxetine combination, olanzapine
monotherapy or placebo. Olanzapine/fluoxetine combina-
tion was superior to olanzapine monotherapy, lamotrigine,
and placebo. In the comparison of sertraline with lithium,
venlafaxine or bupropion, no differences were found.
Paroxetine was not distinguished from imipramine, venla-
faxine, risperidone, MSs, and placebo, and was inferior to
quetiapine. Citalopram has proved to be useful as an
adjunctive treatment in patients using a MS. Venlafaxine
was not distinguished from paroxetine, sertraline, and
bupropion, but was superior to lithium. Bupropion was
not distinguished from placebo, desipramine, sertraline,
and venlafaxine. Agomelatine was no better than placebo.

The incidence of adverse effects does not appear to
distinguish bipolar depression from unipolar depression.
In studies on the tolerability of ADs in bipolar depression,
imipramine was inferior to fluoxetine, but was not distin-
guished from phenelzine and placebo. On the other hand,
this tricyclic was associated with anticholinergic effects,
weight gain and sexual dysfunction. Fluoxetine was better
tolerated than imipramine, but was not distinguished from
lithium and placebo. Olanzapine/fluoxetine combination
was less well tolerated than olanzapine monotherapy,
lamotrigine, and placebo. Sertraline did not differ from
lithium and lithium/sertraline combination. Paroxetine, on
the other hand, was similar to imipramine, venlafaxine,
a second MS and placebo. Citalopram, bupropion, and
agomelatine were not distinguished from placebo.
Venlafaxine was as well tolerated as paroxetine or lithium.

As would be expected, some studies have shown that
patients with bipolar depression present more manic
switches than those with unipolar depression. In addition,
BD type | was more associated to treatment-emergent
mania than BD type Il. The combination of a MS with
the AD decreases the risk of switching. In more than one-
quarter of the studies on the risk of manic switching
with AD, all patients in the samples were using a MD,
which is a confounding factor. Therefore, in these studies,
the results of comparisons of AD with other AD or with
other substances should be considered with caution.

Regarding the rates of manic switches, imipramine was
not distinguished from tranylcypromine, moclobemide,
paroxetine or placebo. Fluoxetine did not differ from
lithium, olanzapine/fluoxetine combination, olanzapine or
placebo. Olanzapine/fluoxetine combination did not differ
from olanzapine, fluoxetine, lamotrigine or placebo.
Paroxetine was not distinguished from imipramine, risper-
idone, paroxetine/risperidone combination, venlafaxine,
a MS or placebo, but was more associated with manic

switches than quetiapine. Sertraline presented similar
results to those obtained with lithium, sertraline/lithium
combination and bupropion. In one study, sertraline was
not distinguished from venlafaxine, but, in another, it was
less associated with manic switches than venlafaxine. No
difference was found in the comparison of venlafaxine
with lithium or paroxetine. In one study, venlafaxine was
not distinguished from sertraline or bupropion, but, in
another, it led to a greater proportion of manic switches.
Bupropion did not differ from sertraline, but led to lower
manic switch taxes than desipramine and venlafaxine.

Possibly cycle acceleration with the use of ADs is more
associated with BD than with unipolar depression, but no
difference was found between BD type | and type I
Among the four studies, two evidenced an association
between the use of ADs and the development of rapid
cycling in patients with BD. On the other hand, however,
four other studies have shown that, after an episode of
bipolar depression, the maintenance of an AD was not
associated with a greater recurrence of affective episodes
when compared to the discontinuation of medication.
Follow-up of patients taking tricyclic ADs showed cycle
acceleration. Surprisingly, venlafaxine was not distin-
guished from lithium in recurrence of new affective epi-
sodes. SSRIs, particularly fluoxetine, were not associated
with an increased risk of rapid cycling.

The studies are contradictory as to whether ADs in
monotherapy, that is, not associated with a MS, increase
the risk of suicide in BD. In any case, rates of suicidal
behavior in bipolar patients treated with ADs are quite
low. One study found that suicidal or self-injurious beha-
viors were less frequent with olanzapine/fluoxetine combi-
nation than with lamotrigine.

Due to the risk of manic switch and cycle acceleration,
ADs are not included or are among the last options for
the treatment of bipolar depression by the main thera-
peutic guidelines.

The meta-analysis studies present divergent results.
Two meta-analyses indicated that, in an acute episode of
bipolar depression, ADs would be superior to placebo, but
two others did not prove the effectiveness of these sub-
stances. Regarding the short-term manic-switch risk, no
study found differences between ADs and placebo or
another drug. However, the use of tricyclics was asso-
ciated with a higher rate of treatment-emergent mania
in comparison with other ADs. Based on long-term stu-
dies, some meta-analyzes have concluded that maintaining
an AD after the remission of an acute episode reduces the
recurrence of depression. On the other hand, the meta-
analyzes are divided on whether the prolonged use of ADs
would increase the chances of new manic episodes.
However, in the vast majority of original studies, the AD
was associated with a MS. Moreover, when this association
was compared to MS monotherapy, there was no differ-
ence. In addition, AD monotherapy was associated with
a greater number of manic episodes in the long term,
without prevention of new depressive episodes, when



compared to MS monotherapy. Thus, the authors of two
meta-analyzes have concluded that MSs, not ADs, would
be useful in maintenance treatment.

The authors’ opinions on the use of ADs in BD are
heterogeneous. Several of them point to the lack of evi-
dence of the efficacy of these drugs, but others admit that
these substances may be useful, especially in more severe
cases and in BD type Il. One reason for not using ADs in
BD is the risk of a manic switch. For authors who advocate
the use of ADs in BD, this risk is reduced if the substance
is associated with a MS; if manic symptoms, rapid cycling
and a prior history of treatment-emergent mania are
absent; and if venlafaxine and tricyclics are avoided.
Finally, regarding the use of ADs as maintenance treat-
ment, the positions are equally divergent. For some
authors, ADs cause instability in the course of the disease,
but, for others, they can prevent the recurrence of depres-
sive episodes without increasing the frequency of manic
episodes, especially if associated with a MS.

The contradictions between the results of the clinical stu-
dies and between the conclusions of the review studies and
meta-analyses are quite evident. This is likely to be due to the
methodological limitations of the vast majority of studies and
to the great heterogeneity between studies with regard to
methods and patient samples.

On the other hand, we need to mention a major limitation of
our review. The topic covered was very broad and the studies
reviewed were very heterogeneous, which hinders a critical
analysis of the results and a generalization of the conclusions.

8. Expert opinion

Treating bipolar depression is a major challenge in psychiatric
practice, something much more complex than treating bipolar
mania. Firstly, FDA has approved only four therapeutic options
for the treatment of bipolar depression: quetiapine, olanza-
pine/fluoxetine combination, lurasidone and cariprazine.
However, quetiapine and olanzapine/fluoxetine combination
are especially associated with weight gain and metabolic dis-
ruption as well as sedation, which significantly restricts the
prescription of these substances [132]. Lurasidone and caripra-
zine do not have this adverse effect profile, but it very often
causes akathisia [26,133]. In addition, in clinical studies with
these drugs, although the reduction in severity of symptoms
was significantly greater than with placebo, response rates
were not as high: 56.1% with olanzapine/fluoxetine combina-
tion [24], 61% with quetiapine [134], 53% with lurasidone [25],
and 49.7% with cariprazine [26]. Electroconvulsive therapy, in
turn, appears to be as effective in bipolar depression as it is in
unipolar depression [37], but its prescription is greatly limited
by the stigma associated with this treatment [135].

The authors who condemn the treatment of bipolar
depression with ADs, however, do not oppose the use of
olanzapine/fluoxetine combination, which contains an AD.
We can speculate that most of the AD effect of this
combination is due to fluoxetine, an AD. On the other
hand, the results of the meta-analysis performed by Wen
et al. [136] demonstrate that the augmentation of ADs
with atypical antipsychotics in patients with MDD is better
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than placebo in improving response and remission rates.
Blockade of 5-HT 2 receptors may be related to an
alleged AD effect of atypical antipsychotics, particularly
olanzapine [137], which in the study by Tohen et al. [24],
was superior to placebo in the treatment of bipolar
depression, although inferior to olanzapine/fluoxetine
combination. However, according to the same meta-
analysis [136], the addition of an atypical antipsychotic
to an AD entails higher rates of withdrawal due to adverse
effects. In relation to weight gain and the metabolic syn-
drome, olanzapine appears to be worse than the other
atypical antipsychotics [132]. Another problem related to
olanzapine/fluoxetine combination is related to the long
half-life of this AD [138]. Fluoxetine, like other SSRIs, is
less associated with manic switches than the tricyclics and
venlafaxine. In addition, the association with an antimanic
agent, olanzapine [139], further reduces the chances of
inducing a manic episode. However, if despite everything
the manic switch occurs, withdrawal of fluoxetine will only
aid in reversing the manic episode after an excessively
long time. Thus, although the association between an
atypical antipsychotic and an AD in the treatment of
depression seems to be interesting, the choice of olanza-
pine and fluoxetine has some drawbacks. Clinical studies
evaluating the efficacy of the combination of another
atypical antipsychotic, more tolerated, with another SSRI,
with a shorter half-life, would be most welcome.

On the other hand, in a recent review of randomized
clinical trials on the treatment of bipolar depression,
Vazquez et al. [140] classified ADs, especially the more
modern ones, as the option with the most favorable risk/
benefit ratio, considering efficacy and tolerability. In
a relatively recent meta-analysis, Taylor et al. [141] recom-
mended SSRIs, among other options, for the treatment of
bipolar depression and, moreover, stated that tricyclic ADs
are effective.

It is a fact that the effectiveness of ADs in bipolar
depression has not been proven. However, to date, this
issue has not been adequately tested. In only a single
large controlled study, the AD was used alone and com-
pared with placebo [45]. Thus, it is also not possible to say
that this type of substance is useless in BD.

As ADs are associated with high response rates in unipolar
depression [2], which, concerning symptomatology, is identical
to unipolar depression [4], it could be assumed that they would
be the best option for the treatment of bipolar depression, just
below electroconvulsive therapy, if there was no risk of mania
switching or cycle acceleration. Tricyclics and venlafaxine are
associated with higher rates of treatment-emergent mania.
A review of the results of randomized studies and meta-
analyzes that directly compared two ADs found that clomipra-
mine, venlafaxine, and escitalopram had demonstrated superior
efficacy to the others in MDD treatment [142]. So, we can
speculate that the higher the AD action of a substance, the
greater the likelihood of it inducing a manic switch. Therefore, if
the medicine is very good, paradoxically this is bad.
Consequently, psychiatrists are forced to use a lower therapeu-
tic option, either a less effective AD or another type of sub-
stance, such as an atypical antipsychotic or a MS.
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In clinical practice, we often find patients with bipolar
depression who, after attempts at various therapeutic options,
only present a positive response when using an AD, often
a tricyclic. A significant portion of these patients do not pre-
sent a manic switch induced by this medicine. After remission
of the depressive episode, one issue to be resolved is about
how long the AD should be maintained. Meta-analysis studies
indicate that maintaining the AD in the long term would
prevent the recurrence of depressive episodes, but they are
divided as to the risk of new manic episodes. We have
observed that the manic switch occurs more frequently in
the first few days after the introduction of the AD and that,
if it does not occur immediately, the tendency is also that it
will not occur in the medium term. The challenge in clinical
practice, however, is to be able to identify previously that
patients will not present a treatment-emergent mania.

Despite the great controversy over whether ADs should be
used in depression, there is a relative consensus on what care
should be taken in relation to the prescription of these sub-
stances to reduce the risk of a manic switch. According to the
findings of several meta-analyses and review articles, ADs are
safer in type Il than type | BD; and should be avoided in
patients who are experiencing mixed depression, in those
who have had previous episodes of treatment-emergent
mania and in rapid cyclers. SSRIs should be preferred over
tricyclics and venlafaxine and should be associated with
a MS or an atypical antipsychotic. Besides these guidelines,
in our personal practice, we consider two other elements as
indicative of the non-use of ADs in a bipolar depressive epi-
sode: the recent occurrence of a manic episode and, in rela-
tion to the course of the disease, manic predominant polarity.

We identify with Gitlin’s position [22]. For him, the question
is not whether it is correct or not to use ADs in bipolar depres-
sion, but to which patients these substances may be beneficial
and to which ones are harmful. Fornaro’s opinion [131] is some-
what similar. For him, patients with bipolar depression are very
heterogeneous, because some of them have more, while others
have less, mixed characteristics, which would lead to a great
variety of responses to the treatment with ADs.

Authors such as Angst [143] and Goodwin [5] question the
categorical approach to bipolar/unipolar distinction. For them,
according to the concept of bipolar spectrum, a dimensional
approach, which takes into account quantitative differences,
would be more valid. Thus, BD type | and MDD (or unipolar
depression) would be the extremes of a continuum. Consistent
with this position, we believe that patients suffering from
a mood disorder are heterogeneous not because some are
bipolar and others are unipolar, but because the level of bipo-
larity is variable. That is, some patients would be ‘more bipolar’
than others. For example, if the patient has, as characteristics,
manic predominantly polarity, a history of early onset of illness
and of very numerous and short affective episodes, rapid
cycling, the presence of manic symptoms during depressive
episodes, a hyperthymic or cyclothymic temperament, a family
history of BD, a good response to lithium and the occurrence of
manic switches induced by ADs, then he or she would be ‘very
bipolar'. Alternatively, if the patient does not have these char-
acteristics or has opposite characteristics, he would be ‘very

little bipolar. Between these two extremes, there would be
innumerable levels of bipolarity. There could even be ‘almost
nothing bipolar, but never a non-bipolar, that is, a unipolar,
even if the patient had never had a manic or hypomanic
episode. This conception would explain the wide range of
responses to ADs in bipolar depression. Thus, the ‘more bipolar’
a patient is, the more likely manic switches and cycle accelera-
tion would occur due to treatment with an AD.
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