SHERI SPIRT, M.D.

PSYCHIATRY

16 East 96th Street Unit 1A

New York, N.Y. 10128

Phone: (212) 595-6901

Email: SSDR18@aol.com
Fax: 212-595-6901
“Lexapro” – Escitalopram
(BACKROUND INFORMATION)

BASIC CHEMISTRY:

1. Isomers – compounds that contain the same number and type of atoms but can be arranged in different configurations.

2. Stereoisomers – compounds that contain the same number of atoms linked together in the same way, but in a different 3 dimensional arrangement.  Enantiomers are mirror images of each other.

3. Racemic mixture – a mixture of all the possible stereoisomers of a compound in equal proportions.

4. Stereochemical designations: s/r-mirror images; d/l-rotate a plane of polarized light in opposite directions.

5. As most receptors can distinguish between stereoisomers, they can have different biologic activity.  Examples include R-carvone vs. S-carvone(spearmint, caraway), Darvon vs. Novrad, and L-dopa active in treating Parkinson’s disease vs. the d-stereoisomer which can produce toxic side effects.

6. Celexa is a racemic mixture of its r and s isomers.

Lexapro (escitalopram)

1. Is just the s- isomer found in Celexa.

2. It is a more potent and selective SSRI.

3. It binds less to other receptors which can account for various side effects.

4. Negligible in vitro enzyme inhibition and therefore less potential for drug interactions.

PHARMACOLOGY:

· Is the most selective SSRI available for the serotonin receptor

· Virtually no effect on dopamine reuptake

· Even less potent than Celexa for the norepinephrine receptor

· Almost no affinity for the histaminic receptor.  (Will be less sedating)

The r –isomer on the other hand does not appear to contribute to serotonin reuptake inhibition, is less potent, has a greater affinity for the histaminic receptor, and is not effective in animals in treating depression or anxiety.

PHARMACOKINETICS:

· Half Life : 27-32 hours

· Peak Plasma levels : 5 hours

· Linear Kinetics

· Minimal CYP450 BINDING

· 56% protein binding

· No dose adjustment needed in the elderly, or in patients with either renal impairment or hepatic dysfunction. 

· Dose range: 10-20mg.

EFFICACY:

1. Study 1 – MDD, Fixed dose 10mg. vs. Placebo, 8 weeks, double blind, MADRS, CGI

Interesting point – looking at change in CGI scores there was a separation from placebo at week 1 suggesting an earlier onset of action.

2. Study 2 – Placebo vs. Escitalopram 10mg. vs. Escitalopram 20mg. vs. Celexa 40mg., 8 weeks, double blind, MADRS, CGI, HAMD

     10mg. = 20mg.

     10mg. = placebo in # pt.’s discontinuing treatment secondary to adverse reactions.

3. Study 3 – comparing escitalopram with Celexa. 

· Separation from placebo at week one seen with escitalopram

4. Study 4 – completers from 8 week trial randomized to 36 weeks double blind (placebo vs. continued escitalopram).  Relapse definition MADRS> or = 22.

SAFETY AND TOLERABILITY:

Few patients discontinue treatment due to side effects; even fewer than with Celexa therapy.

Most common side effects seen are nausea (most common reported), insomnia, ejaculatory disturbance, increased sweating, fatigue, and somnolence.

After one year on treatment the mean change in body weight was found to be only about 4 lbs.

DOSING:

1. Start at 10mg.  10mg. is often sufficient for most patients.  If dose is to be increased it is advisable to wait 2 weeks.  May be taken morning or evening once daily with or without food.  I advise with food however to minimize the potential to develop nausea.

SUMMARY:

· Starting dose of 10mg. is at least as effective as 40mg. of Celexa

· Significantly improves depression often as early as one week after initiation of treatment

· Effectively treats anxiety symptoms.  As it has almost no effect on norepinephrine, it has minimal activating or agitating problems.

· Overall incidence of side effects and discontinuation rate comparable to placebo

· Once a day dosing with virtually no drug drug interactions.  No change in dosing required in the elderly, in those patients with mild or moderate renal impairment,  or hepatic dysfunction.

