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• Family history : Positive for bipolar disorder  

• Course of illness: Early onset of first depression (<25 years)*
 Multiple prior episodes of depression (≥5 episodes)*  

• Symptomatology  :Hypersomnia and/or increased daytime 
napping Initial insomnia/reduced sleep  

• Hyperphagia and/or increased weight   

• Atypical depressive symptoms such as leaden paralysis   

• Psychomotor retardation  

• Psychotic features and/or pathological guilt   

• Lability of mood   

 









BD -First Line 

• Lithium or Lamotrigine. •Antidepressant 
mono-therapy is not recommended.  

• •Life-threatening inanition, suicidality, 
psychosis, catatonia - ECT.  

• •Psychotherapy - used in addition to 
pharmacotherapy. Inter Personal Therapy (IPT) 
& Cognitive Behavior Therapy (CBT). 
•Psychotic features require adjunctive - 
antipsychotics 



Contd 

• If not responding to 1st line - – Addition of 
Lamotrigine, Bupropion or Paroxetine.  

• • Next step would be - – Newer 
antidepressants - SSRI’s or Venlafaxine or 
MAOI.  

• • Breakthrough episode - Optimize the dose of 
maintenance medication. • Antidepressant 
induced switch into hypomania is low in BPAD 
II . So can be started on antidepressants early 







BD in children 















BPD & Bipolar depression 

• Impulsiveness is an important aspect of both 
disorders and that there is a compounding 
effect associated with a diagnosis of bipolar II 
disorder with comorbid BPD.  

• Oxcarbmazepine  

• Flupenthixol   

 



 Substance Use & Epilepsy 







Epilepsy + BD 

• Watch for Leviracetam induced mood changes 

• Missed  especially if premorbidly has cluster b 
traits or epileptic personality 







Association of PKCε with the risk 

of suicide1 

Role of PKC-Zeta in bipolar 

disorder susceptibility2 

Excessive activation of PKC dramatically 

impairs cognitive function3 

Evolving Role of PKC 

1.Pandey GN, et al. Int J Neuropsychopharmacol. 2021;24(5):400–408. 
2.Kandaswamy R, et al. Am J Med Genet B Neuropsychiatr Genet. 2012;159B(2):201–9. 
3.Birnbaum SG, et al. Science. 2004;306(5697):882–4. 
4.Olive MF, Messing RO. Mol Neurobiol. 2004;29(2):139-154.  
5.Zarate CA, Manji HK. CNS Drugs. 2009;23:569–82 

CCP: Conditioned place preference; PKC: Protein kinase 

C. 

* The pictures are not of actual patients and are for representation purpose only.  

28 

Inhibitors of PKCε are useful in reducing 

ethanol consumption and anxiety.4 

PKC inhibition blocks the development 

of cocaine CPP.5 PKC also has role in 

blocking cannabis and morphine 

preferences 



Bipolar & PKC 

Mania PKC 









Approved for BD 

• OFC   - single modality 

 

• Quetiapine – single modality  

 

• Lurasidone  -single & adjunct to li + Divalproex  

 

• The overall effect size of the 3 treatments in 
mitigating depressive symptoms is similar.  



 BOLDER (BipOlar DEpRession) I & II trials & 
EMBOLDEN (Efficay of Monotherapy  Quetiapine in 

BipOLar DEpressioN) 

•  BOLDER I & II - 8 week, DBRCT, comparing 
300mg & 600mg, significant improvement in 
MADRS scores over placebo. • Response rates 
- 58% & Remission rates - 53%. • EMBOLDEN- 
Quetiapine was significantly more effective 
than Lithium in improving MADRS score at 8 
weeks. • Low incidence of emergent mania. • 
Adverse effects - dry mouth, sedation, 
somnolence, dizziness & constipation. 



Comparative Evaluation of QUEtiapine Plus 
Lamotrigine vs Quetiapine in Bipolar 

Depression (CEQUEL) 
•   Quetiapine is efficacious but has a 

substantial adverse effect burden 

•  Sedation, weight gain 

•  Lamotrigine is well tolerated but not 
particularly efficacious as monotherapy in 
bipolar depression 

•  Effective combination 



PREVAIL 

• The Program to Evaluate the Antidepressant 
Impact of Lurasidone . 

• PREVAIL 1 - 348 depressed bipolar I patients treated with lithium or 
valproate who were randomized to receive adjunctive lurasidone 20–120 
mg/day (n = 183) versus placebo (n = 165) for 6 weeks.  

• The PREVAIL 2 study included 505 bipolar I depressed patients 
randomized to 6 weeks of lurasidone monotherapy (20–60 mg/day [n = 
166] or 80–120 mg/day [n = 169]) or placebo (n = 170). 

•  Compared to placebo, lurasidone is associated with a superior rates of 
response (52.0% vs. 30.2%, NNT = 5) and remission. 



Pramiprexole 

• D2/D3 dopamine receptor agonist  

• Efficacy of pramipexole in the treatment of bipolar depression  

•  The first report randomized 22 patients with bipolar depression with an 
inadequate response to existing mood stabilizers, and then added either 
pramipexole (n = 12) or placebo (n = 10) for 6 weeks . The response rate is 
significantly higher in the pramipexole group than in the placebo group 
(67% vs. 20%, NNT = 2), but not in the remission rate (20% vs. 16%, NNT = 
30). Another report randomized 21 patients with bipolar depression with a 
similar study design and gave a higher response and remission rates in the 
pramipexole group than in the placebo group (60% vs. 9%, NNT = 2; 40% 
vs. 9%, NNT = 3, respectively).  

• Pramipexole is generally well tolerated and is not associated with an 
increased incidence of hypomania/mania. 



Modafinil 



Ketamine 

• N-methyl-D-aspartate receptor antagonist and targets 
glutamate.  

• Rapid resolution of depression and suicidal ideation after 
single intravenous infusions of low doses of ketamine has 
been reported in patients with bipolar depression. A meta-
analysis of 3 double-blind placebo-controlled studies in 69 
patients with bipolar depression showed a significant 
improvement in mean primary depression scores in the 
ketamine group versus the placebo group .  

• The onset of antidepressant effects is observed within 40 
min and is maintained for several days 



Adjunctive Bright Light Therapy 
for Bipolar Depression 

• 6-week randomized double-blind placebo-
controlled trial to investigate the efficacy of 
adjunctive bright light therapy at midday for 
bipolar depression. 

• The data from this study provide robust 
evidence that supports the efficacy of midday 
bright light therapy for bipolar depression. 



rTMS & bipolar depression 

• Repetitive transcranial magnetic stimulation 
(rTMS) has been found to be an effective 
technique in the treatment of unipolar 
depression & lack of high quality studies on 
which we can base our conclusions about the 
effectiveness of rTMS for the treatment of 
bipolar depression.  

• Does not seem to increase the risk that a 
patient will develop (hypo)mania. 

• Tijdschr Psychiatr. 2017;59(10):605-611 



tDCS & Bipolar Depression 

• April 2002 to November 2016 (systematic 
review and meta-analysis -382 studies  

• 46 patients from 7 studies with depression 
rating-scale scores pre- and post-tDCS.. 
Depression scores decreased significantly with 
a medium effect size after acute-phase of 
treatment (SMD 0.71 [0.25-1.18]. Six cases of 
affective switching under tDCS treatment 
protocols were observed. 

• Prog Neuropsychopharmacol Biol Psychiatry. 2017 Aug 1;78:123-131.  





NAC & BD 





Psychotherapy 

• CBT  

• Mindfulness  

• Interpersonal Social rhythm therapy  

• Support groups – Chennai  has started …. 



BD in elderly 

 






























