B. Anxiolytics and hypnotic drugs
Anxiety: is an unpleasant state of tension, apprehension, or uneasiness-a fear that arises from an unknown source. Symptoms involve sympathetic activation (as tachycardia, sweating, trembling, and palpitations) are treated using antianxiety (also called anxiolytics or minor tranquilizers) and/or psychotherapy.

The same drugs often function clinically as both anxiolytic and hypnotic.



A. M.O.A.: binds to specific, high affinity sites on the cell membrane, which are separate from but adjacent to the receptor for GABA causing an enhanced hyperpolarization (more influx of chloride ions) and further inhibition of neuronal firing.
B. Actions: (no antipsychotic, analgesic activity, nor affect the autonomic n.s.)


1. Reduction of anxiety at low doses


2. Sedatives and at high doses hypnotics


3. Anticonvulsants


4. Muscle relaxants

C. Therapeutic uses:


1. Anxiety disorder: should be used for a short period of time because of addiction potential. Diazepam, long acting, is preferred long 

term treatment. And for panic disorders Alprazolam, short acting, is effective for short- and long- term treatment. They 


are more effective and safer than barbiturates and meprobamate.


2. Muscular disorders: Diazepam is useful in treating spasticity from degenerative disorders as multiple sclerosis and cerebral palsy.


3. Seizures: Clonazepam is useful in the chronic treatment of epilepsy.




Diazepam is the drug of choice in grand mal epileptic seizures and status epilepticus.




Chlordiazepoxide, clorazepate, diazepam, and oxazepam are useful in the acute treatment of alcohol withdrawal.

4. Sleep disorders: the 3 most commonly prescribed here are:
a. Flurazepam: long acting, reduces both sleep induction time and the number of awakenings and increase the duration of sleep. Cause little rebound insomnia

b. Temazepam: intermediate acting, for pts with frequent wakening, makes pt stay sleep.
c. Triazolam: short acting, induce sleep in pts with recurring insomnia (having difficulty in going to sleep)
5. Amnesia: the short acting drugs.

D. Dependence: Psychological and physical dependence can develop with high doses given over a prolonged period. Abrupt discontinuation of the benzodiazepines results in withdrawal symptoms (confusion, anxiety, agitation, restlessness, insomnia, and tension. Drugs with short duration of action (triazolam) induce more abrupt and severe withdrawal symptoms.
E. Adverse effects: Drowsiness and confusion are the most common. Ataxia occurs at high doses. Cognitive impairment also occurs.

F. Precautions: use cautiously with liver diseases. Potentiates alcohol and other CNS depressants. Overdose is not lethal unless other central depressants (as alcohol) are taken concurrently.
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Flumazenil:
· A GABA receptor antagonist that can rapidly reverse the effects of benzodiazepines. Onset is rapid but duration is short.

· May precipitate withdrawal in dependent pts or may cause seizures if a benzodiazepine is used to control seizure activity.



They have been largely replaced by the benzodiazepines, mainly because they induce tolerance; drug-metabolizing enzymes, physical dependence, and very severe withdrawal symptoms. Foremost is their ability to cause coma in toxic doses. Thiopental is still used to induce anaesthesia. They are not analgesics, they may alleviate pain.
A. M.O.A.: 1. interfere with sodium/potassium transport across cell membrane.


2. Potentiates GABA action on chloride entry.


3. Block excitatory glutamate receptors.

B. Actions: Classified according to their duration of action.

Phenobarbital: Duration of action is more than a day. Used in seizures.

Pento-, Seco-, Amobarbital: Short acting (3-8 hrs). Sedatives and hypnotics.
Thiopental: Acts within seconds, short duration of action (20 min). Induction of anaesthesia.

1. CNS depression: sedatives at low doses, hypnotics at high doses that may be followed by anaesthesia, and finally coma and death.
2. Respiratory depression.

3. Enzyme induction (CYT P450)
C. Therapeutic uses:


1. Anaesthesia. Thiopental (in induction).

2. Anticonvulsant: Phenobarbital.

3. Anxiety: replaced by benzodiazepines. 
E. Adverse effects:
1. CNS: drowsiness, and impaired concentration.

2. Drug hangover: feeling of tiredness after hypnotic doses.
3. Addiction: withdrawal symptoms are much more severe than that associated with opiates and can result in death.

F. Precautions: use cautiously with drugs metabolized with CYT P450.
G. Precautions: leading cause of death in overdose (severe depression of respiratory and central c.v. system). In which can be ttted with artificial respiration, purging stomach of contents, haemodialysis if high doses are taken and alkalinisation of urine.



1. Chloral hydrate:

· It is a trichlorinated derivative of acetaldehyde that is converted to trichloroethanol in the body.

· Sedative and hypnotic that induces sleep in about 30 min and lasts about 6 hrs.
· S.E. is epigastric distress, unusual, unpleasant taste sensation.
2. Antihistamines:

· Diphenhydramine and doxylamine are effective in treating mild types of insomnia and found in cough preparations.
· Numerous undesirable S.E.
3. Ethanol:

· Has antianxiety and sedative effects, but its toxic potential outweighs its benefits.

· It synergizes with CNS depressants and barbiturates to give exaggerated depression effects.
· Disulfiram: causes accumulation of acetaldehyde (alcohol metabolite) resulting in flushing, tachycardia, hyperventilation, and nausea with pts on alcohol, so help these pts to stop alcohol to prevent these unpleasant effects.
BENZODIAZEPINES





Clonazepam





Clorazepate





Chlordiazepoxide





Diazepam





Flurazepam





Quazepam





Alprazolam





Lorazepam





Temazepam





Midazolam





Oxazepam





Triazolam





Used in the chronic treatment of epilepsy.





Therapeutic advantages





Therapeutic disadvantages





Acute ttt of alcohol withdrawal





1. Drug of choice in terminating grand mal epileptic seizures and status epilepticus.


2. Useful in skeletal muscle spasms





Less potent and more slowly eliminated drugs show no rebound insomnia on discontinuation of treatment.





Agent of choice in treating panic disorders.





Long- acting





Intermediate- acting





Short- acting





They may disturb intellectual functioning and motor dexterity.


They have the potential for dependence and withdrawal seizures may occur.





Withdrawal of drug often results in rebound insomnia.





For sleep disorders.





Zolpidem





Buspirone





Hydroxyzine





Zaleplon





Eszopiclone





Shows no withdrawal effects.


Exhibits minimal rebound insomnia.


Little or no tolerance occurs with prolonged use.





Useful in long term therapy of chronic anxiety with symptoms of irritability and hostility.


Does not potentiate the CNS depression of alcohol.


Low potential for addiction.


Causes only minimal sedation.





Has no anticonvulsant or muscle relaxant property.





Slower onset of action than benzodiazepines.





Antihistamine with anti-emetic action.


Low tendency of habituation.


Used for sedation prior to dental procedures.



















































































































































































































































































Only drug effective in insomnia for to six months.
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