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DRUG SUMMARY TABLE: Antipsychotics and Lithium

Subclass

Phenothiazines

Mechanism
of Action

Clinical Applications

Pharmacokinetics
and Interactions

Toxicities

Chlorpromazine  Block of D, receptors ~ Block a, M, and H, Schizophrenia « bipolar ~ Oral and parenteral ~ Extensions of - and
Fluphenazine >> 5-HT, receptors receptors « sedation,  disorder (manic phase),  forms, hepatic M receptor-blocking
Thioridazine decreased seizure  antiemesis, preop metabolism, long  actions - extrapyramidal
Thioxanthene threshold sedation half-life dysfunction,
Thiothixene tardive dyskinesias,
hyperprolactinemia
Butyrophenone
Haloperidol Block of D, receptors ~ Some o block Schizophrenia; bipolar ~ Oral and parenteral ~ Extrapyramidal
>> 5-HT, receptors « less M block and disorder (manic phase),  forms « hepatic dysfunction (major)
sedation than Huntington's chorea, metabolism
phenothiazines Tourette’s syndrome
Atypicals
Aripiprazole Block of 5-HT, Some ¢ block Schizophrenia Oral and parenteral ~ Agranulocytosis
Clozapine receptors >> D, (clozapine, (positive and negative  forms - hepatic (clozapine) « diabetes
Olanzapine receptors risperidone, symptoms)  bipolar metabalism and weight gain
Quetiapine ziprasidone) and M disorder (olanzapine, (clozapine, olanzapine),
Risperidone block (clozapine, risperidone), hyperprolactinemia
Ziprasidone olanzapine), major depression (risperidone) « QT
variable H, block (aripiprazole), agitation prolongation
in Alzheimer's and (ziprasidone)
Parkinson's
Lithium
Uncertain, suppresses  No specific actions  Bipolar affective Renal elimination, ~ Tremor, edema,
IP; and DAG signaling  on ANS receptors disorder « prevents half-life 20 h hypothyroidism, renal
or specific CNS mood swings * narrow dysfunction « pregnancy
receptors  no (prophylaxis) therapeutic category D
sedation window—
monitor blood
levels « clearance
decreased by
thiazides and
NSAIDs
Newer drugs for bipolar affective disorder
Carbamazepine  Unclear re: bipolar Ataxia and diplopia  Valproic acid competes  Carbamazepine Hematotoxicity
Lamotrigine disorder « see Chapter  (carbamazepine).  with lithium as first forms active and induction of
Valproic acid 24 for antiepileptic nausea, dizziness, choice in bipolar metabolite (phasel);  drug metabolism
drug mechanism and headache disorder, acute phase lamotrigine and (carbamazepine) « rash
(lamotrigine) « - others also used valproic acid form (lamotrigine) = hepatic
gastrointestinal in acute phase and conjugates (phase ll)  dysfunction, weight gain,
distress, weight for prophylaxis in and inhibition of drug
gain, alopecia depressive phase metabolism (valproic

(valproic acid)

acid)

ANS, autonomic nervous system; DAG, diacylglycerol; 5-HT,, serotonin type 2; IP;, inositol triphosphate; NSAIDs, nonsteroidal anti-inflammatory

drugs.
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Antipsychotic Agents;-

** Aripiprazole Oral: 2, 5, 10, 15, 20, 30 mg tablets; 1 mg/mL solution: 7.5 mg/mL for IM
¢ Chlorpromazine Oral: 10, 25, 50, 100, 200 mg tablets; 100 mg/mL : 25 mg/mL for IM

¢ Clozapine Oral: 12.5, 25, 50, 100, 200 mg tablets; 25, 100 mg

% Fluphenazine Oral: 1, 2.5, 5, 10 mg tablets; 2.5 mg/5 mL: 2.5 mg/mL for IM

% Fluphenazine decanoate Parenteral: 25 mg/mL for IM or SC injection

#* Haloperidol Oral: 0.5, 1, 2, 5, 10, 20 mg tablets; 2 mg/mL : 5 mg/mL for IM injection

%* Haloperidol ester 50, 100 mg/mL for IM injection

¢ Loxapine Oral: 5, 10, 25, 50 mg capsules

+* Molindone Oral: 5, 10, 25, 50 mg tablets

#* Olanzapine Oral: 2.5, 5, 7.5, 10, 15, 20 mg tablets; Parenteral: 10 mg powder for injection
%* Paliperidone Oral: 3, 6, 9 mg extended-release tablets

** Perphenazine Oral: 2, 4, 8, 16 mg tablets; 16 mg/5 mL concentrate

%* Pimozide Oral: 1, 2 mg tablets

** Prochlorperazine Oral: 5, 10 mg tablets; 5 mg/5 mL syrup Oral: 10, 15 mg capsules

o Quetiapine Oral: 25, 50, 100, 200, 300, 400 mg

** Risperidone Oral: 0.25, 0.5, 1, 2, 3, 4 mg tablets1 mg/mL oral solution

% Thioridazine Oral: 10, 15, 25, 50, 100, 150, 200 mg tablets

%* Thiothixene Oral: 1, 2, 5, 10, 20 mg capsules

¢ Trifluoperazine)Oral: 1, 2, 5, 10 mg tablets

% Ziprasidone Oral: 20, 40, 60, 80 mg capsulesParenteral: 20 mg powder for IM injection

Mood Stabilizers(Biopolar Disorder)

» Carbamazepine Oral: 200 mg tablets,; 100 mg/5 mL oral suspension

Divalproex Oral: 125, 250, 500 mg delayed-release tablets

Lamotrigine Oral: 2, 5, 25, 100, 150, 200 mg tablets

Lithium carbonate Oral: 150, 300, 600 mg capsules; 300 mg tablets; 8 mEq/5 mL syrup
Topiramate Oral: 25, 50, 100, 200 mg tablets

YV V V V

» Valproic acid Oral: 250 mg capsules; 250 mg/5 mL syrup
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DRUG SUMMARY TABLE: Sedative-Hypnotics

Subclass

Mechanism
of Action

Pharmacokinetics and

Toxicities

Benzodiazepines

Clinical Applications

Drug Interactions

Alprazolam Bind GABA, receptor subunits  Acute anxiety states, panic Hepatic metabolism +active  Extension of CNS
Chlordiazepoxide to facilitate chloride channel attacks, generalized anxiety metabolites. Additive (NS depressant actions
Clorazepate opening « membrane disorder, insomnia; skeletal depression with many « tolerance
Clonazepam hyperpolarization muscle relaxation s seizure drugs » dependence liability
Diazepam disorders Half-lives: 2-4 h
Flurazepam
Lorazepam
Midazolam, etc
Benzodiazepine antagonist
Flumazenil Antagonist at benzodiazepine ~ Management of IV form Agitation, confusion
sites on GABA,, receptor benzodiazepine overdose Short half-life - possible withdrawal
syndrome
Barbiturates
Amobarbital Bind to GABA, receptor sites Anesthesia (thiopental) Oral activity « hepatic Extension of CNS
Butabarbital (distinct from benzodiaz- - insomnia and sedation metabolism; induction of depressant actions
Pentobarbital epines) « facilitate chloride (secobarbital) « seizure metabolism of many drugs ~ « tolerance
Phenobarbital channel opening disorders (phenobarbital) Half-lives: 4-60 h » dependence liability
Secobarbital > benzodiazepines
Thiopental
Newer hypnotics
Eszopiclone Bind to GABA, receptor sites Sleep disorders, esp when Oral activity, CYP substrates  Extension of CNS
Zaleplon (close to benzodiazepine site)  sleep onset is delayed Additive CNS depression depressant effects
Zolpidem - facilitate chloride channel with ethanol and other » dependence liability
opening depressants

Short half-lives

Melatonin receptor agonist

Ramelteon

Activates MT1 and MT2
receptors in suprachiasmatic
nucleus

Sleep disorders, esp when
sleep onset is delayed
Not a controlled substance

Oral activity; forms active
metabolite via CYP1A2

« fluvoxamine inhibits
metabolism

Dizziness, fatigue,
endocrine changes

5-HT agonist
Buspirone

Partial agonist at 5-HT
receptors and possibly
D2 receptors

Generalized anxiety states

Oral activity « forms active
metabolite - interactions
with CYP3A4 inducers and
inhibitors; short half-life

Gl distress, tachycardia
« paresthesias
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Table 22-3 Dosages of Drugs Used Commonly for Sedation and Hypnosis.
Sedation Hypnosis

Drug Dosage Drug Dosage (at Bedtime)
Alprazolam 0.25-0.5 mg 2-3 times daily |Chloral hydrate |500-1000 mg
Buspirone 5-10 mg 2-3 times daily Estazolam 0.5-2 mg
Chlordiazepoxide |10-20 mg 2-3 times daily Eszopiclone 1-3mg

Clorazepate 5-7.5 mg twice daily Lorazepam 2-4 mg

Diazepam 5 mg twice daily Quazepam 7.5-15mg
Halazepam 20-40 mg 3-4 times daily Secobarbital 100-200 mg
Lorazepam 1-2 mg once or twice daily Temazepam 7.5-30 mg
Oxazepam 15-30 mg 3-4 times daily Triazolam 0.125-0.5 mg
Phenobarbital 15-30 mg 2-3 times dalily Zaleplon 5-20 mg

Benzodiazepines

(Preparations Available)

® Alprazolam Oral: 0.25, 0.5, 1, 2 mg tablets, 1.0 mg/mL solution

® Chlordiazepoxide Oral: 5, 10, 25 mg capsulesParenteral: 100 mg powder for injection

® C(lorazepate Oral: 3.75,7.5, 15 mg tablets and capsules

® C(lonazepam Oral: 0.5, 1, 2 mg tablets;

® Diazepam (generic, Valium)Oral: 2, 5, 10 mg tablets; 0,5 mg/mL solutions Rectal: 2.5, 10, 20 mg gel

® Parenteral: 5 mg/mL for injection

® Estazolam (generic, ProSom) Oral: 1, 2 mg tablets

® Flurazepam Oral: 15, 30 mg capsules

® Lorazepam Oral: 0.5, 1, 2 mg tablets; 2 mg/mL solutionParenteral: 2, 4 mg/mL for injection

® Midazolam Oral: 2 mg/mL syrup Parenteral: 1,5 mg/mLin 1,2, 5, 10 mL vials for injection

® Oxazepam Oral: 10, 15, 30 mg capsules; 15 mg tablets

® Quazepam Oral: 7.5, 15 mg tablets

® Temazepam Oral: 7.5, 15,22.5, 30 mg capsules

® Triazolam Oral: 0.125, 0.25 mg tablets

Benzodiazepine Antagonist

% :Flumazenil (generic, Romazicon) Parenteral: 0.1 mg/mL for IV injection

S Lt ol 100



Oggiadl gagle iy 3 (8pL) Ogale 5515

Barbiturates

» Amobarbital (Amytal)Parenteral: powder in 250, 500 mg vials to reconstitute for injection
Mephobarbital (Mebaral) Oral: 32, 50, 100 mg tablets

Pentobarbital (generic, Nembutal Sodium)

Oral: 50, 100 mg capsulesRectal: 30, 60, 120, 200 mg suppositories: 50 mg/mL for injection
Phenobarbital (generic, Luminal Sodium) Oral: 15, 16, 30, 60, 90, 100 mg tablets; 16 mg

YV V V V

capsules; Parenteral: 30, 60, 65, 130 mg/mL for injection
» Secobarbital (generic, Seconal)Oral: 100 mg capsules

Miscellaneous Drugs

® Buspirone (generic, BuSpar) Oral: 5,7.5, 10, 15, 30 mg tablets

® Chloral hydrate Oral: 500 mg capsules; 250, 500 mg/5 mL syrups

® Eszopiclone (Lunesta) Oral: 1, 2, 3 mg tablets

® Hydroxyzine Oral: 10, 25, 50, 100 mg tablets; 10 mg/5 mL syrup; Parenteral: 25, 50 mg/mL for
injection

® Meprobamate Oral: 200, 400 mg tablets

® Paraldehyde Oral, rectal liquids: 1 g/mL

® Ramelteon Oral: 8 mg tablets

® ZaleplonOral: 5, 10 mg capsules

® Zolpidem Oral: 5, 10 mg tablets;
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Pharmacokinetics
Mechanism of Action Clinical Applications & Drug Interactions Toxicities

Tricyclic antidepressants

Amitriptyline, Block norepinephrine (NE)  Major depression CYP substrates: interactions  a block, M block, sedation,
clomipramine, and 5-HT transporters (backup), chronic pain, with inducers and weight gain « overdose:
imipramine, etc obsessive-compulsive inhibitors arrhythmias, seizures
disorder (OCD)— Long half-lives
clomipramine

Selective serotonin reuptake inhibitors (SSRIs)

Citalopram, fluoxetine,  Block 5-HT transporters Major depression, anxiety ~ CYP 2D6 and 3A4 inhibition  Sexual dysfunction
paroxeting, sertraline, disorders, OCD, PMDD, (fluoxetine, paroxetine)
etc PTSD, bulimia, etc + 1A2 (fluvoxamine)

Half-lives: 15+ h

Serotonin-norepinephrine reuptake inhibitors (SNRIs)

Venlafaxine Block NE and 5-HT Major depression, chronic  Half-lives: 10+h Anticholinergic, sedation,
Desvenlafaxine transporters pain, fibromyalgia, hypertension (venlafaxine)
Duloxetine menopausal symptoms
5-HT, antagonists
Nefazodone Block 5-HT, receptors Major depression, Usually require bid dosing ~ Sedation « modest a and H,
Trazodone hypnosis (trazodone) « CYP3A4 inhibition blockade (trazodone)
(nefazodone)

Short half-lives

Other heterocyclics

Amoxapine Mirtazepine blocks Major depression, Extensive hepatic Lowers seizure threshold
Bupropion presynaptic a, receptors smoking cessation metabolism - CYP2D6 (amoxapine, bupropion)
Maprotiline « mechanism of actionof ~ (bupropion), sedation inhibition (bupropion) + sedation and weight gain
Mirtazepine others uncertain (mirtazepine) (mirtazepine)

Monoamine oxidase inhibitors (MAOIs)

Isocarboxazid Inhibit MAO-A and MAO-B  Major depression Hypertension with tyramine ~ Hypotension, insomnia
Phenelzine « selegiline more active vs  unresponsive to other and sympathomimetics
Selegiline MAO-B drugs Serotonin syndrome with

SSRIs

Very long half-lives

MAO-A, monoamine oxidase type A; MAQ-B, monoamine oxidase type B; PMDD, premenstrual dysphoric disorder; OD, overdose; PTSD, post-traumatic
stress disorder.

‘-—<’-J5 Legy Sloy > 106



Oggiadl gagle iy 3 (8pL) Ogale 5515

Antidepressant Dose Ranges.

Drug

Usual Therapeutic
Dosage (mg/day)

Preparations Available

SSRIs Selective Serotonin Reuptake Inhibitors

Citalopram 20-60 Oral: 10, 20, 40 mg tablets; 10 mg/5 mL solution

Escitalopram 10-30 Oral: 5, 10, 20 mg tablets; 5 mg/5 mL solution

Fluoxetine 20-60 Oral: 10, 20, 40 mg capsules; 10, 20 mg tablets; 20 mg/5 mL liquid
Fluvoxamine 100-300 Oral: 25, 50, 100 mg tablets

Paroxetine 20-60 Oral: 10, 20, 30, 40 mg tablets; 10 mg/5 mL suspension

Sertraline 50-200 Oral: 25, 50, 100 mg tablets; 20 mg/mL oral concentrate

SNRISs (Selective Norepinephrine Reuptake Inhibitors)

Venlafaxine 75-375 Oral: 25, 37.5, 50, 75, 100 mg tablets
Desvenlafaxine 50-200 Oral: 50, 100 mg capsules
Duloxetine 40-120 Oral: 20, 30, 50 mg capsules
Tricyclics
Amitriptyline 150-300 Oral: 10, 25, 50, 75, 100, 150 mg tablets: 10 mg/mL for IM
Clomipramine 100-250 Oral: 25, 50, 75 mg capsules
Desipramine 150-300 Oral: 10, 25, 50, 75, 100, 150 mg tablets
Doxepin 150-300 Oral: 10, 25, 50, 75, 100, 150 mg capsules; 10 mg/mL concentrate
Imipramine 150-300 Oral: 10, 25, 50 mg tablets 75, 100, 125, 150 mg capsules
Nortriptyline 50-150 Oral: 50, 100 mg tablets
Protriptyline 15-60 Oral: 5, 10 mg tablets
Trimipramine 150-300 Oral: 25, 50, 100 mg capsules
5-HT, antagonists
Nefazodone 300-500 Oral: 50, 100, 150, 200, 250 mg tablets
Trazodone 150-300 Oral: 50, 100, 150, 300 mg tablets

Tetracyclics and unicyclics

Amoxapine 150-400 Oral: 25, 50, 100, 150 mg tablets

Bupropion 200-450 Oral: 25, 50, 75 mg tablets150, 300 mg tablets
Maprotiline 150-225 Oral: 7.5, 15, 30, 45 mg tablets;

Mirtazapine 15-45 Oral: 7.5, 15, 30, 45 mg tablets;

MAOIs (Monoamine Oxidase Inhibitors)

Isocarboxazid 30-60 Oral: 10 mg tablets
Phenelzine 45-90 Oral: 15 mg tablets
Selegiline 20-50 Oral (generic, Eldepryl): 5 mg tablets, capsules;
Tranylcypromine 30-60 Oral: 10 mg tablets
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