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Antipsychotics
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CLINICAL HINT:

Because clozapine can cause severe agranulocytosis, it should be used only
in refractory cases of schizophrenia. Clozapine provides a therapeutic niche
Jor patients with severe tardive dyskinesias, unmanageable extrapyramidal
symptoms, refractory bipolar disorder, and psychosis secondary to

- antiparkinsonian drugs.




Comparison of Usual Dosing? for the Currently Available Second-Generation Antipsychotics in Schizophrenic

Antipsychotic

Typical $tarling Dosage

Maintenance Therapy
Dose Range

Titration

Maximum Recommended
Dosage

Clozapine (lablels)

Risperdone (tablels and
oral solution)

Rispariclons IM tong
acting

Olanzapine (tablels and
orally disinfegrating
lablets)

Queflapine (lableis)

Ziprasidone {capsules)

lprasidene
{Intrarmuscdar)

Arpiprazole (fablets
Paliperdone (exlended-

release fableis)
Asenapine

floperldone

12.5 mg once or fwice a day

1 mg once a day

25-60 g every 2 weeks

5-10mg/day

25 mg twice aday

20 mg fwice a day with food

For acule agltation: 10-20
mg, as requlred, up to a
maximurm of 40 mg/day.

10-15 mg once a day

3-9 mg once a day

5 mgq sublinguct twice a day

1 mg b

150-300 mgy/day In divided
doses, or 200mg as a
single dose in the avening

-6 mg once a day

Siarl with orairisperidone
for 3 weeks
16-20 mg/day

lLowes! dose needed fo
maintain remission

20-80mg b.ld.

Nof applicable

10-30 mg/day

36 mg/doy

5-10 mg sublingual twice o

cay
12-24 mg In divided doses

The dosage should be increased to 25-50 mg on the second day.
Further increases may be made in daily increments of 25-50 mg
{o o target dose of 300-450 mg per day. Subsequent dosage
increases should be made no mare than once or twice weekly
in Increments of no more than 160 mg.

Increase fo 2 mg once a day on the secend day and 4 mg once
a day on the third day. In some pallents, a stower fikalion may
be appropriate, When dosage adjustments are necessary.
further dosage increments of 1-2 mg/day ol infervals of not less
than 1 week are recommended.

Starting dose: 25 mg every 2 weeks

Dosage Increments of 5 mg once a day are recommended when
reculred, al Inlervals of not less than 1 week.

Increase Inincremaents of 25-50 mg two or thiee times o day on
the second and ihird day, as toleraled, lo a target dosage of
500 mq dally by the fourth day {given in two or three doses/day}.
Further dosage adiustments, If required, should be of 25-50 mg
twice a day and occur al iInfervals of nol fewer than 2 days,

Dosage adjustments bosed on individual clinical status may be
made al intervals of not fewer than 2 days.

For acule agiation: Dosages of 10 mg may be administered
avery 2, and dosages of 20 mg may be administered every 4
hr up to a maximum of 40 mg/doy.

Dosage Increases shouldd not be made before 2 weeks.

Plasma cencentration rlses to a peak approximately 24 hr affer
dosing.

For bipolar | manic pallents: dosage & started at 10 mg and
decreased eventually to 5 mg Iwice a day,

Acute schizophenia.

900 mg/day

16 mg/day

50 mg for 2 weeks

20 mg/day

800 mg/day

80mgbid

For acute agltation: 40 mg/
day, for not more than 3
consecutive days

30 mg/day

12 mg/day

16 mg twice a day sublingual

24 mg In divided doses

Note: Information taken from U.S. Prescribing information for individual agents.
TDosage adiustiments oy be requlred in special populations.
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Maintenance Monitoring for SDAs

Fasting lipid

parameters Weeks
Weight 4,8,12,16,52
Waist circumiference 52

Blood pressure 12,502

Fasiing glucose 12, 82

12; & years
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i . CLINICAL HINT:
The coadministration of lorazepam and olanzapine should be avoided
because fatalities have occurred,




Diébdmine Receptor Antagonists

Therapeulic Dose

Side Effects

Equivalent Oral Relative Therapeutically Exirapyramidal
Drug Name Chemical Classification Posage (mg) Potency (mg/day)” Sedation Autonomic? Reactions®
Acetophenazine (Tindal) Phenothiazine: piperazine 20 Med 20-100 bt + L[t
compound
Chlorpromazine Phenoihlazine: aliphatic 100 Low 150-2.800 R tbot 1
{Thorazing) compound
Chlorprothixene (Taractan)  Thioxanthene 100 Low 100-600 o RN e f
Fluphenczine (Permitil) Phenothiczine: piperazine 2 High 5-60 4 ! it
{Prolixing compound
Haloperidol (Haldol) Butyrcphanone 2 High 2-100 ] + P
Loxapine (Loxitane) Dibenzoxazepine 10 Med 30-280 S 4/ AR
Mesaridazine (Serentil) Phenothiazine: piperidine 50 e — b b 1
compound
Molindone (Moban) Dihydrolnclolone 10 — - ok 4 4
Perphenazine (Trilafon) Phenothiazine: piperazine 8 Med 8-64 SEs ' ETEER
compound
“Pimozide (Orap) Diphenylibutylpipariding 1.5 High 2-20 + ] o
Prochlorperazinec Phenothlazine: piperazine 15 e — R + b
(Compazne) compound
Thioridazine (Mellaril) Phenothiazine; piperidine 100 Low 100-800 A 34 4
compound
Thiothixene (Navane) Thioxanthene 4 High 5-60 4 + Ehd
Trifluoperazine (Stelazine) Phenothiczine: plperazine b Med 5-60 44 + bl
compound
Triffupromazine (Vespring Phenothiazine: ciiphatic 25 High 20-150 b ot f bt s

compound

YExtreme range.

s Anti-e-adrenergic and anfichaelinergic effects.

“Exciuding tardive dyskinesia, which appears 1o be produced fo the same degree and frequency by
dpimozide is used principally in the freatment of Tourette’s syndrome: prochlorperazine is used rarely, if ever, as an antipsychotic agent.

Adapiaed from American Medical Association. AMA Drug Evaluafions: Annuci 1992, Chicago: Author; 1992,

all agenis with equieffective antipsychotic dosages.




Antidepressants
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SSRIs
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* CLINICAL HINT:
Suicidal persons often act out their suicidal thoughts more effectively as they
recover from their depression. Thus, potentially suicidal persons should be
closely monitored during the first few weeks of SSRI therapy.




SSRIs
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SSRI Dosage
Starting (mg) Maintenance (mg) High Dosage (mq)
Paroxaefine 510 2060 >60
Paroxeting CR 25 25-62.5 >62.5
Fluoxeiine 2-5 2060 =80
Seriraline 12.5-25 50200 > 300
Citalopram 10 20-40 =60
Escitalopram 5 10-30 >30
Fuvoxamine 25 50-1C0 >300




SSRIS

CLINICAL HINT:

Paroxetine is the SSRI most likely to produce a discontinuation syndrome.
1o limit the development of symptoms of abrupt discontinuation, the dosage
of paroxetine should be reduced by 10 mg each week until it is 10 mg/day,
at which point it may be decreased to 5 mg/day and stopped after one more
week.




SSRIs
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CLINICAL HINT:
Headaches usually occur in the morning and can be treated with aspirin or
acetaminophen. They usually subside spontaneously after a few weeks.




SSRIs
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SSRIs
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Duloxetine
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Clinical Information for the Tricyclic and Tetracyclic Drugs

Usual Adult Dosage
Generic Name Trade Name Range (mg/day)®
Imipramine Tofranil 1503007
Desipramineg Norpramin 150-300"
Trimipramins Surmontil 180-200
Armitripiyline Elavil 1503007
Nortripiyline Pamelor, Aveniyl S0-180
Profriptyling Vivachil 156G
Amoxapineg Asandin 180400
Doxepin Adapin, Sinequan 150-300°
Maprotiline Ludiomil 150225
Clomipraming Anafranil 180-280
“Exact range may vary among laboratorias.
“Includes parent compound and desmethyl maiabolite.
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Antimanic agents
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Common Lithium Side Effects and Their Management

Side Effect

Possible Approaches (Most Not Based on
Strong Evidence)

Trernor (C); usually worse under sogial
serutiny

Gasfrointesting! distrass (O)

Weight gain (O)

Cognitive impairment (UC)

increased urination (C) (diabetes
insipidus. i.e.. blockage of vasopressn
recepior response at level of
decreased production of cyclic
cdenosine monophosphaie)

Kidney function impairmant (UC)

Psoriasis (O, )

Lower dose +; use g-blocker, such as propranclol
(inderaf) 10 mg four fimes daity

Consider primidong (Myscling) s afernaiive +

Replace some of lithium (Eskalith) dose with
dihydropyriding calcium channegl blocker +

Lower dose +

Switch lithium preparaiions =

Replace some of lithium dose with @ calcium
channel blocksr +

Warn and treat in advancs &

Avoild nondist sodas -~

Consider weight loss adjuncis <«

Treqi residual depression +

Check thyroid
Even if euthyroid. considar fraating with Ty &+

if extreme or funciionally impairing. frect with thiozide
diuretics or amileride (Midamon)

Switch fo olher mood stabilizing agents

Carbamaozepine (Tegretoh doss not cause diabefss
insipiclus but does not conrect ithium-related
dicbetss insipidus

Reduce dose =

NMoniior closely
Discontinue drug if rise in creatine is consistent =
Replace with other mood stabilizers +

Omega-3 fafty acid supplemeniation may help
suppress fithium effect +

Acns (O) Retinoic acid only for women not of chiidbearing age
Of r&n <=
Tetracycling (Achromycin V), clindamycin (Cleocin) -
Hypothyroidism (O) Replace with Ts =+
Use T: and T3 combination if mood remains iow +
=, likely works; -, many case reports; ++=, wel supportad, conirolled data; =, questionable or

hypoihetical: C, common; D, dose relaied; |, idiosyncratic: O, cecasional: T, iriodethyrening; T,




Drug Interactions with Lithium

prug Class

Reaction

Aniipsychotics

Antidepressants

Anticonvulsants

Nonsteroidal anik-inficmmatory drugs

Diuretics
Thigzides

Potossium sparing
Lacp

Osmotic (mannifol, ursa)

¥Xanthing (amincphylineg, cafieine,
theophyline)
Carbonic anhydrase inhibifors
{acetazolamides)
Angiotensin-converting enzyme (ACE)
inhibitors
Calcium channegl inhibitors

Miscellanseous
Succinylcholing, pancuronium
Metronidazole
nMethyldopa
Scdium bicarbonate
lodides
Propranolol

Case reporis of encephalopathy, worsening of
axirapyramidal adversz effects. and nauroleptic
maiignant syndrome. Inconsistent reports of altered red
blood cell and plasma conceniraiions of lithium.
antipsychatic drug. or both

Occasional repors of a serotoninlike syndroma with
potent seratonin reuptake inhibitors

No significant pharmacokinetic inferactions with
carbamazepine of valprogie; reports of neuratoxicity
with carbomazepine; combinations helpiul for
treatment resistence

May reduce renal lithium clearance and increase ssrum
conceniration; toxicify reported (exception is aspiring

well-docurented reduced renal lithium clearance and
increased serum concentration; toxicity reported

Limited data, may increasa ithium concentration

Lithium clearance unchanged (some case reporis of
increased lithium concentraiion)

Increcsa rendal lithium clearonce and dscreose lithium
concanirdadion

Increase renal lithium clearancs and decrease lithium
concenitaiion

[ncreass renal ithium clearance

Repors of reduced lithium clecrance, increagsed
concentrations, and foxicity

Case reporis of neurotoxicity: no consistent
pharmacokinatic inferactions

Repors of prolonged nauromuscular biockade

Incraasad hthium concentraiion

Few reports of naurofoxicity

Incraeased renal lithium clearance

Additive aniithyroid efiects

Usad for lithium fremor. Possible slight increase in lithium
concentrafion.




Na Valproate (Depakine)
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Na Valproate(Depakine)
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Vaip'rorciiéisiide Effects

Side Effect

Treatment

Comment

G distress (O)

Tremor {O)

Weight gain (O)

Alopecia (UC)

Polycystic ovary syndrome
(uc

Hepatitic enzyme (O)
Elevation =3+« normal

Hepatiiis
Fancreatitis (VR)
- Asympiomatic + ammonia

Coarse, flapping fremor

Encephalopaihy

Spina bifida 1%-4% in in
utero exposad fetus

Switch o enteric coate
preparaiicn -

Add histaming 2 blocker -

Give with meals or all ot night +

L Dose =

Proprancte! (nderal) +

Prophylactic diet and exercise
instructions -

Augrment wiih fopiramaie
{Topamax), sibutraming
Meridia) +-

Prophyiaxis with zing and
selenium supplemeanis =

Preventive freatment with oral
conifracepiives -

Swiich o lomofrigine
(Lamicial) «

Monitor direction of changse

D/C VPA

D/C VPA
D/C VPA, monifor amylass
) Dose, add -carniting =

| Dose, add i-carniting =

D/C VPA

Avold pregnancy +

Use birth conirol pill, ofher
meihods +

Use folate proshylactically in

waomen of childbearing age ~

Stralght hair may grow back
curly
(May precede use of VPA)

May be associcted with +
tesiosterone

Folient should advise physician
if right upper quadmant pain
cccurs or if fevel, maiQise,
faigus, colored urine, or
jaundice occurs

Patient should advise physicion
it ssvere Gl pain, nauseq, of
vomifing occurs

Avold VPA and other
anticonvulsanis in
combination (such as
cartbamazepine (Tegreiol)

+, likely works: =, many case reports; +++, wall-supporied, coniroled data; =, gquesticnable or

hypoiheiical: C, common: D, dose related: D/C, discontinue; Gl, gastrointestingl; |, idiosyncratic: O,
occasional; PCO, polycystic ovary; 8, sensitivity may cross to other anficonvulsant: UC, uncommon;
VC, very common; VPA, valpraate; VR, very rare.




Black Box Warnings and Other Warnings for Valproate

R

- More Serious Side Effect

Management Consideralions

i

Hepatotoxicity

pancrearitis

Hyperammongmia

Associaied with urea
cycle disorders

Teraiogenicity

Somnolence in fne elderly

Thrombocytopania

Rare, idiosyncratic event

Estimated risk 1:118.C00 (ocdutis)

Greatest risk profile (polypharmacy, younger than 2 yr of age, menial
retardation) — 1:800

Rare, similor pattern to hepatotoxicity

Incidence in clinical irials data is 2 of 2.416 (0.0C08%)

Postmarketing surveiiance shows no increased incidence

Relapse with rechalienge

Asymptomatic amylase noi predictive

Rare—more cCommon in combinaiion with carbomazepineg (fegretol)

Associoted with coarse tremor and may respond 1o I-carniting
adminisiraiion

Disconiinue valproate and proiein intake

Assass underlying urea cycle disorder

Divalproex is coniraindicaied in patients with urea cycle disorders

Neural iube dafect: 1%-4% with valproate

Preconceptual education and folate—vitamin B compiex
supplemeantation for all young womsen of childbearing pofaeniicl

Siower tifration than conventional doses

Regular monitoring of fuid and nutrifional intake

Decreass dose if clinically sympiomatic (L.e., bruising, blesding gurms)

Thrombocyiopenia more likely with valproate levels > 110 ng/ml
(women) and =135 pg/mb (men)

Adapted from Physician's Desk Reference. Oradell, N Madical Economics Company: 2002,




Lamotrigine
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W' Table 29-24
4. Gradual Introduction of Lamotrigine in Adults with Bipolar Disorder

Lamotrigine with Lamotrigine with Lamotrigine with
Valproate (mg/day) Carbamazepine (mg/day) Neither (mg/day)
Weeks 1 and 2 dose 12.5 50 25
Weeks 3 and 4 dose 25 100 50
Week 5 dose 50 200 100
Subsequent weekly 25-50 100 50-100
dose increments
FDA target dose 100 400 200
Typical final dose 100-200 400-800 200—400
range

FDA, U.S. Food and Drug Administration.




Carbamazepine (Tegretol)
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