SONATA

Insomnia:

nonspecific term used to describe conditions characterized by a patient’s perception of poor or inadequate sleep.
Fundamental Points

· 49% insomnia at some point in life

· 10% > 10 weeks

· Greater in woman and the elderly

· predictor of major depression-with insomnia 4 times more likely to develop major depression

60% higher health care expenditures for people with insomnia

DIAGNOSIS

Do you have difficulty falling asleep?

Do you wake up during the night and have difficulty getting back to sleep?

Do you get less sleep than you think you need?

Do you often feel sleepy during the day?

Do you have difficulty completing your work or other daily activities because you are too tired?

At risk:

Psychiatric patients, elderly, woman, poor, have other health problems

Medical: sleep apnea, pain, medications, restless legs syndrome, bad sleep hygiene, changes in circadian rhythms(job shift, jet lag), primary

Assessment: get sleep schedule-days and weekends, alcohol and caffeine consumption, use of drugs-recreational, OTC, and prescription, any health problems or complaints

TREATMENT:

Education

Non pharmacologic Therapy

Pharmacologic Agents:

Long-acting: Dalmane(Flurazepam) 15-30mg, t 1/2=47-100, Doral(Quazepam) 7.5-15, t1/2=39-73

Intermediate acting: Prosom(estazolam)-.5-2, t1/2=10-24, Temazapam-Restoril,7.5-30, t1/2=3.5-18.4

Short-acting: Triazolam-Halcion, .125-.5, t1/21.5-5.5, Zolpidem-Ambien-5-10, t1/2=1.4-4.5, Zaleplon-Sonata, 5-20, t1/2=1

Antidepressants: sedating tricyclic agents, trazadone

Antihistamines

SONATA:

pyrazolopyrimidine class

low affinity for the GABA-A receptors, preference to omega-1-on alpha subunit of GABA A receptor complex

same percentage of time spent in each sleep stage, not shown to increase total sleep time

can resume normal functioning in as little as 4 hours after administration.

can administer either at bedtime, after patient has experienced difficulty falling asleep, or after patient awakens and then cannot fall back to sleep.

Results of Study: onset to sleep-about 30 minutes; duration of sleep-about 6 hours

No evidence of tolerance over 4 weeks of treatment.

No significant changes in pharmacokinetic parameters have been observed in either elderly patients or patients with mild to moderate renal dysfunction.

10mg. of Sonata was comparable to placebo in terms of delayed word recall at 4 hours after administration.(test of memory function)

No associated withdrawal syndrome.  Determined using the Benzodiazepine Withdrawal Symptom  Questionnaire (BWSQ). For each of the studies-(14 and 28 day placebo controlled), a potential withdrawal syndrome was defined as the emergence of 3 or more new symptoms during the placebo run-out phase.  Patients taking Ambien 10mg. developed new symptoms at approximately twice the rate of those taking placebo or Sonata 10mg.

Rebound insomnia, or a temporary worsening from baseline values of symptoms of insomnia once therapy is discontinued, is an important measure of the short and long term efficacy of a sleep medication. study: assessment of increase above the maximum baseline value of time to sleep onset. With 10mg., no rebound on 1st and 2nd night after discontinuation, with 20mg, some rebound on 1st night, none on second.  With Ambien 10mg, rebound seen at Night 1.  None night 2.  Both studies placebo controlled.

Side effects; comparable to placebo; dizziness, somnolence, headache.

No interactions with Paxil, Warfarin, Digoxin, Ibuprofen,

Additive CNS effects with alcohol, Imipramine, Thioridazine. 

Decreased clearance when coadministered with cimetidine, use 1/2 dose of Sonata.

Effects on sleep onset may be reduced if Sonata is taken with or immediately after a high fat heavy meal.

Hypnotics should be limited to short term use, less than 3 weeks.

As Sonata is metabolized by the liver, patients with impaired hepatic functioning should start with dose of 5mg.

All metabolites are inactive.

No significant changes in vital signs, EKG, hematology, or clinical chemistry.

10mg. shown to produce no residual sedation, memory impairment, or unpleasant subjective feelings when administered at night as little as 2 hours before awakening.  In terms of objective measures, subjective assessments, and adverse events, Sonata was essentially indistinguishable from placebo. 

