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I. The following drug interactions may occur in persons treated with MAO inhibitors

A. Hypertension after administration of L-DOPA:  true

B. Antagonism of the hypotensive actions of guanethidine

C. A hypotensive response following ingestion of foods containing tyramine:  true

D. A decreased response to tolbutamide (hypoglycemic)

E. Potentiation and prolongation of the action of pethidine

II. Tricyclic antidepressants such as imipramine

A. Are free of adverse effects on the heart:  false

B. Can cause convulsions

C. Are routinely used in conjunction with MAO inhibitors in the treatment of endogenous depression:  no, contraindicated TCA/MAO

D. Can cause dry mouth and blurred vision:  yes, anticholingic signs

E. Can cause postural hypotension:  has anticholinergic side effect do produce postural or orthostatic hypotension

III. Classification of anxiolytic and hypnotic drugs

A. Most widely prescribed drugs worldwide

B. Abusive in nursing homes, nurses don’t like old men, give it to patients so don’t have to deal with patients

C. Sedative, anxiolytic, hypnotic effects, depending on dose

D. Benzodiazepines (BDZ)

1. Most important group

2. Diazepam

E. 5-HT1A receptor agonists

1. Buspirone:  not BDZ

F. Barbiturates

1. Thiopental:  short duration of action in 15 minutes, needed for anxiolytic, want short acting at this time, for induction of anesthesia, sedative action, redistribution phenomenon, goes to brain to knock out neuron for anesthesia, and quickly redistributes to other tissues in the body such as muscles and fat

G. Beta adrenoceptor antagonists

1. Propranolol:  if nervous to talk with girl because increased SANS activity, for actors with stage fright, don’t need BDZ

H. Miscellaneous

1. Chloral hydrate:  anesthetic in third world countries

2. Meprobamate

3. Clonidine

4. TCA:  if anxious and depressed, kills two birds with one stone

5. Antipsychotic

6. Antihistamine:  how many of you took benadryl?  Has nice antianxiety, but feel drowsiness and sedation

IV. Pharmacological effects

A. Safest:  BDZ have widest margin of safety, therapeutic index is terrific, so matter how much you give, it takes so much to give to kill a patient, unless Ramses likes to party and drink many will have XS CNS depression from alcohol and BDZ, or morphone and BDZ

B. Least tolerance with BDZ

C. Reduction of anxiety and aggression

D. Sedation and induction of sleep

E. Reduction of muscle tone and coordination:  some BDZ are excellent muscle relaxant if played soccer yesterday and have cramp

F. Anticonvulsion effect:  used for seizure, but one thing you should know, what type of seizure you are talking about, and elder or a young, diazepam is drug of choice for status epilepticus must be used in 30 minutes, best pharm agent regardless of price

V. Unwanted effects

A. Toxic effects resulting from acute overdose:  if patient taking barb, alcohol, opiods also

B. Unwanted effect occurring during normal tolerance and dependence

VI. GABAergic nerve terminal

A. Anxiolytic

1. Diazepam has metabolite with a very long duration of action

2. Lorapzepam 12 hours

3. Buspirone

4. Ondansetron:  5HT2 antagonist, antiemetic for anticancer agent emesis

5. Propranolol:  beta blocker

6. Antihistamine and anticholinergic

a. Benadryl

b. Trihexyphenide

B. Hypnotics

1. BDZ

a. Triazolam 5 hours (shortest acting)

b. Nitrazepam 24 (long acting)

c. Tempazem 8 hours

d. Lormetazepam 10 hours

2. Other drugs

a. Chloral hydrate

b. Chlormethiazole

C. MOA

1. Enzymes

a. GABA-T:  GABA ketoglutamate transaminase:  converts glutamate to GABA

b. GAD:  glutamic acid decarboxylase

2. Must have GABA on channel for BDZ or Barb to have Cl channel activated

3. When have too much Cl will hyperpolarize the cell and will depress the system, this is why used as anticonvulsant

4. GABA-A:  receptor for Cl influx

5. Different receptors for GABA, BARB, BDZ

6. Beta carboline:  negative GABA agonist, inverse agonist, if used in state of anxiety will induce anxiety

7. Flumazenil:  for BDZ overdose, allosteric blocker at BDZ site, no intrinsic activity, “Maxican”

8. PhD students:  drugs important experimentally to produce seizure

a. Bicuculline:  competitive antagonist to GABA

b. Picrotoxin:  blocks Cl channel noncompetitively

VII. Sleep

A. Stages

1. NREM:  70-75%

2. REM

B. EEG

1. NREM

a. Has four stages

b. Hypnotic agents we like to prolong stage 2

c. Stage 2 is 50% of the time when you sleep

C. Effects of sed-hypno on sleep

1. Decrease latency of onset of sleep:  go to sleep quickly

2. Decrease duration of REM sleep:  if Carro woken up in stage REM will punch you because dreaming about girls

3. Increase duration of stage 2

D. Look for nonpharmacologic treatment

1. Take hot bath

2. Drink milk not coffee before bed

3. One glass red wine

4. Save $ for patient

VIII. Anxiolytic drugs

A. Alprazolam

1. GABA enhancer, so acts like BDZ in general, all do the same

2. DOC for panic attack

B. Diazepam

1. DOC for status epilepticus

C. When have short BDZ action, the withdraw rebound will be severe, so when withdraw alprazolam, which has minutes of short acting, the rebound will be severe, agitation, restlessness, anxiety, cross tolerance between alcohol/BDZ is there, you can use the cross tolerance, treat alcoholism with BDZ, but give long acting, must temper him down slowly, if do it with short acting, will have rebound, chlordiazepoxide (Librium), triazolam shortest duration action

IX. Treatment of Insomnia

A. Flurazepam

1. Can cause little REM suppression, BDZ have shown to suppress stage 3 and 4, have no REM rebound

2. Older people:  residents of nursing homes, where the rate of hypnotic use often rises to as high as 95%

3. Flurazepam can cause confusion, dizzy, ataxia

4. An advantage is that it doesn’t induce drug metabolizing liver enzyme, as Barb and most other sedatives do.

5. CSF:  narrow, Barb are dangerous with narrow margin of safety, can die if go to party drink alcohol after drink Barb, and BDZ

6. Like chloridazepoxid and diazepam, it interacts with alcohol to depress

7. Barbs cause acute porphyria:  barbs cause demyleination of nerve ending in brain and periphery

8. Flurazepam and other BDZ has teratogenic effects

