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CELEXA

AN OVERVIEW

PHARMACOLOGY:

· Citalopram is structurally unrelated to the other SSRI’s or to any other available antidepressant agent. (Slide 3)

· Citalopram is 3400 times more potent for 5-HT than NE uptake.  although Citalopram may be a less potent inhibitor of serotonin reuptake compared to paroxetine and sertraline, it is the least potent inhibitor of noradrenaline and dopamine reuptake, making it the more selective serotonin reuptake inhibitor. Note: a lower IC 50 value implies greater potency of uptake inhibition. (Slide 4)

· Absolute bioavailability  following a single oral dose is about 80% and is not affected by the presence of food.  Half-life is about 35 hours with steady state concentrations achieved  in about one week.  It exhibits linear and dose-proportional pharmacokinetics over the therapeutic dose range. 80% protein bound. Dose range is from 20mg. To 60mg. Although some patients respond to as low as 10mg.  Secondary to its longer half life discontinuation symptoms are minimal. (Slide 5)

· Citalopram is primarily metabolized via N-demethylation  by CYP3A4 and CYP2C19 isoenzymes.  Metabolites are not active.  12-20% is eliminated unchanged in the urine. CYP 2D6 is involved in the metabolism of the metabolites. (Slide 8)

· Citalopram is a weak inhibitor of CYP 1A2 and CYP2D6 with no inhibition of the CYP3A family.

· Half life is increased in the elderly by approximately 30% and oral clearance was reduced by37% and half life doubled in patients with reduced hepatic functioning.  Minimal changes in elimination were seen in patients with mild to moderate renal impairment.  Citalopram is unlikely to be significantly removed by hemodialysis given its large volume of distribution.  Dosage adjustments should therefore be made in the elderly, patients with hepatic dysfunction and only those patients with severe renal impairment.

SIDE EFFECTS:

· Introduced in Denmark in 1989, and used in over 65 countries with a total exposure reported to be greater than 16 million. In total there is research data on greater than 28,000 patients. (Slide 15)

· Most common side effects were nausea, dry mouth, somnolence, diarrhea, and ejaculation disturbance. (Slide 17)Stimulating side effects were not statistically significant from placebo (Slide 18)

· Citalopram treatment was associated with a mean weight gain of less than 1 kg. (Slide 20).  In a comparison with paroxetine in a 24 week double-blind treatment period (20-40mg/d of paroxetine or citalopram) 3.9% of citalopram treated patients experienced significant weight gain compared with 21.6% of patients treated with paroxetine.  Significant weight gain was defined as a > 7%  increase in body weight, (Slide 21A). After 12 months the mean weight gain was 1.5kg therefore suggesting citalopram treatment is not associated with long term weight gain. (Slide 21)

· Minimal sexual side effects (Side 22)

· Minimal changes in vital signs and blood pressure (Slide 23)

· In a study of 61 patients that had discontinued treatment with paroxetine because of side effects, when switched to citalopram only 10% (6 patients) discontinued treatment and 2 others tolerated treatment with a dosage reduction.  Most of the side effects that had been reported during paroxetine therapy did not recur during citalopram therapy.  The big offenders were decreased libido, somnolence, nausea, and ejaculatory disturbance. (Slide 31)

DOSING:

· I prefer to start at 10mg., sometimes 5mg. for 3 days in patients reported to be very sensitive to side effects of medications and increase by 10mg on a weekly basis until  therapeutic efficacy is achieved.  Comes in 10mg., 20mg., and 40mg. tablets.

EFFICACY AND INDICATIONS:

· Depression (Slide 39), (Slide 40). Acute treatment. 6 week study.

· Long term treatment of depression. 24 weeks. Lower relapse rate compared to placebo after response. (Slide 46)

· There were no significant differences between patients abruptly switched to placebo and patients that remained on citalopram suggesting that abrupt discontinuation of citalopram does NOT produce clinically significant withdrawal symptoms.  Typical withdrawal symptoms include headache, nausea, insomnia, nervousness, dizziness, and electric like shock sensations. (Slide 47)

· Efficacy in preventing recurrence – 72 week trial – (Slide 52)

· Reduction in anxiety symptoms, similar to paroxetine. (Slide 73C-both approximately a 50% reduction in HamA scores)

· Other proposed indications include treatment of Social Phobia, Panic Disorder,  Generalized Anxiety Disorder, Obsessive Compulsive Disorder, PMDD, PTSD, Bipolar Depression, Atypical Depression

