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Mania Induced by Opipramol

Kazhungil Firoz, Asfia Khaleel, Rajmohan V, Manoj Kumar, Raghuram TM

ABSTRACT

INTRODUCTION

Opipramol is an atypical anxiolytic and antidepressant 
drug which has been found to be effective in depressive 
disorder.[1,2] Although it was developed by Schindler 
and Blattner in 1961, its use was limited and recently it 
has regained popularity among psychiatrists all over for 
the treatment of somatoform and depressive disorders. 
Structurally its nucleus is similar to that of tricyclic 
antidepressant imipramine and the attached side chain 
is identical to that of perphenazine. Although it is 
structurally similar to tricyclic antidepressants, it does 
not inhibit the neuronal uptake of norepinephrine and/
or serotonin and is a sigma-receptor agonist, primarily 
at the sigma-1 receptor subtype, but also at the sigma-2 
subtype with lower affinity. Sigma-1 agonism is 
responsible for its antidepressant activity and sigma-2 
for the anxiolytic properties.[3] Sigma receptor agonist 

opipramol is not presumed to cause affective switch 
because of its relative sparing of monoamine receptors. 
Hereby, we describe a case of opipramol-induced mania 
in a patient with bipolar depression.

CASE REPORT 

Mr. A 39-yr-old male was brought to our OPD with 
4 weeks history of talking excessively even to unfamiliar 
people, being irritable to others, overspending, singing, 
dancing and reduced need for sleep. There was family 
history of bipolar disorder in a first degree relative.

On exploration it was reported that he had a manic 
episode with psychotic symptoms 15 years back and 
was on lithium prophylaxis till 5 years ago. Four 
months ago, the patient consulted a psychiatrist 
with history of excessive sadness, inability to sleep, 
easy fatiquability, anhedonia, not being able to carry 
out his job and reduced libido, and was diagnosed to 
have moderate depressive episode and was restarted 
on lithium 900 mg/day. Two months ago, as patient 
did not improve on lithium monotherapy with serum 
lithium level of 0.7 Meq/litre, opipramol 50 mg/day 
was added along with lithium. And after 1 month on 
opipramol treatment patient was brought to us with 
the current symptoms. Patient’s investigations showed 
serum lithium level of 0.7 mEq/litre and thyroid 
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Antidepressants have propensity to induce manic switch in patients with bipolar disorder. Opipramol is an atypical 
anxiolytic and antidepressant drug which predominantly acts on sigma receptors. Although structurally resembles tricyclic 
antidepressant imipramine it does not have inhibitory action on the reuptake of norepinephrine/serotonin and hence it 
is not presumed to cause manic switch in bipolar depression. Here, we describe a case of mania induced by opipramol, 
in a patient with bipolar affective disorder who was treated for moderate depressive episode with lithium and opipramol 
and we discuss neurochemical hypothesis of opipramol-induced mania.
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function was normal. On mental status examination, 
he was found to be intrusive and overtalkative with 
euphoric mood. Patient was diagnosed as a case 
of bipolar affective disorder, current episode being 
treatment emergent manic switch due to opipramol 
as per the International Society for Bipolar Disorders 
(ISBD) criteria and patient was admitted.

Opipramol was stopped and patient was continued on 
lithium 900 mg/day and risperidone titrated up to 4 mg/
day. His manic symptoms started resolving by second 
week and remitted by fourth week and the patient was 
discharged. The total manic score on Young’s mania 
rating scale was 39 at the time of admission and it 
dropped to 28, 17 and 6 at the end of first, second and 
fourth week of treatment, respectively.

DISCUSSION

Although being effective, almost all the antidepressants 
carry a risk of mania/hypomania in bipolar affective 
disorder. Treatment-emergent affective switch (TEAS) 
is not well defined and according to the International 
Society for Bipolar Disorders (ISBD) 2009 criteria, 
switch can be called as ‘definite’ treatment emergent 
manic switch if: 
1.	 It occurs within a window period of 8 weeks from 

intervention, 
2.	 Full syndromic hypomanic, manic, mixed symptoms 

emerge and 
3.	 If symptoms last for at least 2 consecutive days with 

daily occurrence of symptomatic periods lasting 
more than 50% of time each day.[4]

In the largest multicentre trial of antidepressants in 
bipolar depression STEP–BD, when patients followed 
for up to 2 years, transition from depression directly 
to manic, hypomanic or mixed states was observed 
in 21% of individuals prospectively observed for a 
single episode.[5] Tricyclic antidepressants (TCAs) have 
consistently been associated with a high risk of TEAS 
compared to other antidepressants; incidence rates 
ranging from 9% to 69%.[6] The question whether 
concomitant use of mood stabilizers would reduce 
the switch inducing property of antidepressants is 
unanswered and wide variation in rates of TEAS 
observed in studies is often attributed to concomitant 
administration of mood stabilizers. Studies show that 
when mood stabilizers are combined with TCAs risk of 
switching to  mania is significantly reduced.[7] When 
used along with mood stabilizers very low switch rates 
ranging from 0% to 3.7% have been observed with 
SSRIs.[5] 

In our case, manic symptoms emerged within 4 weeks 
of opipramol treatment even though he was on lithium 

and serum lithium level was optimal. The dose of 
opipramol in our case was 50 mg/day which indicate 
that even very low dose of opipramol has propensity 
to cause switch to mania. 

Opipramol has agonistic action on sigma-1 receptor 
which is responsible for its antidepressant activity.[3] 
It does not have inhibitory action on reuptake of 
norepinephrine or serotonin and dopamine unlike 
other antidepressants. Opipramol also blocks histamine, 
serotonin, dopamine and alpha-1 adrenergic receptors, 
on the basis of which switch due to opipramol cannot be 
explained. SSRIs, TCAs and norepinephrine-dopamine 
reuptake inhibitor bupropion which are reported to 
cause switch also have sigma receptor agonism and 
only factor which is shared between these drugs and 
opipramol is the affinity for sigma receptors.[8,9] In 
animal models, sigma-1 receptor mediates stimulant 
and appetitive properties of cocaine which is similar to 
hypomanic symptoms and sigma-1 receptor antagonists 
block the hyperlocomotion and appetitive effect of 
cocaine.[10] Hence agonistic action on sigma receptor 
itself may be postulated to cause behavioral activation 
and manic switch in case of opipramol, though this 
correlation is yet to be understood in detail.

In summarisation, the above-mentioned case of 
bipolar depression who developed treatment emergent 
manic switch due to opipramol while on concomitant 
treatment with lithium remitted by fourth week of 
opipramol discontinuation. Sigma-1 receptor agonism 
of opipramol may be hypothesized as the basis of 
manic switch due to opipramol. This is the first case 
of opipramol-induced manic switch published in the 
literature and further studies are essential to confirm 
our view.

REFERENCES

1.	 Azima H, Silver A, Arthurs D. The effects of G-33040 in 
depressive states: A multi-blind study. Am J Psychiatry 
1962;119:465-6.

2.	 Kristof FE, Macpherson AS, Brown M. Clinical evaluation 
of a new antidepressant: G-33040. Am J Psychiatry 
1962;118:1134-5.

3.	 Wang J, Mack AL, Coop A, Matsumoto RR. Novel sigma 
(sigma) receptor agonists produce antidepressant-like 
effects in mice. Eur Neuropsychopharmacol 2007;17:708-16.

4. 	 Tohen M, Frank E, Bowden CL, Colom F, Ghaemi SN, Yatham 
LN, et al. The International Society for Bipolar Disorders 
(ISBD) Task Force report on the nomenclature of course and 
outcome in bipolar disorders. Bipolar Disord 2009;11:453-73.

5.	 Perlis RH, Ostacher MJ, Goldberg JF, Miklowitz DJ, 
Friedman E, Calabrese J, et al. Transition to mania during 
treatment of bipolar depression. Neuropsychopharmacology 
2010;35:2545-52.

6.	 Peet M. Induction of mania with selective serotonin 
re-uptake inhibitors and tricyclic antidepressants. Br J 
Psychiatry 1994;164:549-50.



Firoz, et al.: Mania induced by opipramol

98	 Indian Journal of Psychological Medicine | Jan - Mar 2015 | Vol 37 | Issue 1

7.	 Bottlender R, Rudolf D, Strauss A, Moller HJ. Mood-
stabilisers reduce the risk of developing antidepressant-
induced maniform states in acute treatment of bipolar I 
depressed patients. J Affect Disord 2001;63:79-83.

8.	 Narita N, Hashimoto K, Tomitaka S, Minabe Y. Interactions 
of selective serotonin reuptake inhibitors with subtypes of 
sigma receptors in rat brain. Eur J Pharmacol 1996;307:117-9.

9.	 Dhir A, Kulkarni SK. Possible involvement of sigma-1 
receptors in the anti-immobility action of bupropion, a 
dopamine reuptake inhibitor. Fundam Clin Pharmacol 

2008;22:387-94.
10.	 Matsumoto RR, McCracken KA, Pouw B, Zhang Y, Bowen 

WD. Involvement of sigma receptors in the behavioral effects 
of cocaine: Evidence from novel ligands and antisense 
oligodeoxynucleotides. Neuropharmacology 2002;42:1043-55.

How to cite this article: Firoz K, Khaleel A, Rajmohan V, Kumar M, Raghuram 
TM. Mania induced by opipramol. Indian J Psychol Med 2015;37:96-8.

Source of Support: Nil, Conflict of Interest: None.

FORM IV

Statement of ownership and other particulars about the publication, [Indian Journal of Psychological Medicine] as per Rule 8
1.	 Place of publication	 :	 M/S Medknow Publications And Media Pvt. Ltd,
			   B9, Kanara Business Center, Off Link Road, 
			   Ghatkopar (East), Mumbai – 400075, India
2.	 Periodicity of its publication 	 :	 Quarterly (January, April, July and October)
3.	 Printer’s Name	 :	 Mr. Hemant Rameshchandra Manjrekar
	 Nationality	 :	 Indian
	 (a) Whether a citizen of India?	 :	 Yes
	 (b) If a foreigner, the country of origin	 :	 N.A.
	 Address	 :	 B9, Kanara Business Center, Off Link Road, 
			   Ghatkopar (East), Mumbai – 400075, India
4.	 Publisher’s Name	 :	 Mr. Hemant Rameshchandra Manjrekar
	 Nationality	 :	 Indian
	 (a) Whether a citizen of India?	 :	 Yes
	 (b) If a foreigner, the country of origin	 :	 N.A.
	 Address	 :	 B9, Kanara Business Center, Off Link Road, 
			   Ghatkopar (East), Mumbai – 400075, India
5.	 Editor’s Name	 :	 Dr. M. S. Reddy
	 Nationality	 :	 Indian
	 (a) Whether a citizen of India?	 :	 Yes
	 (b) If a foreigner, the country of origin	 :	 N.A.
	 Address	 :	 Asha Hospital, 298, Road No.14,
			   Banjara Hills, Hyderabad-500 034, Andhra Pradesh, India
6.	 Names and addresses of individuals who own 		    

the newspaper and partners or shareholders 		   
holding more than one per cent of the total capital	 :	 Indian Psychiatric Society

I, Mr. Hemant Rameshchandra Manjrekar hereby declare that the particulars given above are true to the best of my knowledge and 
belief.
			    
Date: 24th January 2015					     (Signature of Publisher)


