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◊ In 3 studies in a total of 21 patients peak plasma concentrations
of tacrine hydrochloride were achieved 0.5 to 3 hours after oral
doses of 25 or 50 mg and oral bioavailability ranged from less
than 5% to up to 36%.1-3 Mean elimination half-lives were 1.37
and 1.59 hours after the 25 mg dose and 2.14 and 3.2 hours after
the 50 mg dose. Tacrine’s elimination appears to be mainly by
metabolism in the liver and less than 3% of a dose was recovered
unchanged in the urine of one patient.1 Plasma concentrations of
tacrine’s main metabolite 1-hydroxy-9-aminotetrahydroacridine
(velnacrine) rapidly exceed those of the parent compound and
elimination half-lives of 43 and 81 minutes were found for this
metabolite in 2 patients studied.2 Tacrine’s pharmacokinetics
have been reviewed.4
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2. Hartvig P, et al. Clinical pharmacokinetics of intravenous and

oral 9-amino-1,2,3,4-tetrahydroacridine, tacrine. Eur J Clin
Pharmacol 1990; 38: 259–63. 

3. Sitar DS, et al. Bioavailability and pharmacokinetic disposition
of tacrine HCl in elderly patients with Alzheimer’s disease. Clin
Pharmacol Ther 1995; 57: 198. 

4. Madden S, et al. Clinical pharmacokinetics of tacrine. Clin
Pharmacokinet 1995; 28: 449–57.

Uses and Administration
Tacrine hydrochloride is a centrally acting reversible
inhibitor of acetylcholinesterase activity used in the
treatment of mild to moderately severe dementia in
Alzheimer’s disease (below). 
The initial oral dose of tacrine hydrochloride, ex-
pressed in terms of the base, is 10 mg four times a day
for a minimum of 4 weeks. Dosage should not be in-
creased during this period because the potential exists
for a delay in onset of increased liver enzyme concen-
trations. Serum-alanine aminotransferase concentra-
tions should be monitored regularly (see Precautions,
above) and, if there is no significant increase, the daily
dose may be increased by 40 mg at four-week intervals
according to response and tolerance, to a maximum of
160 mg daily in four divided doses. Tacrine should be
taken on an empty stomach to improve absorption,

although it can be taken with food if gastrointestinal
adverse effects are a problem. 
Tacrine has been used intravenously to antagonise
competitive neuromuscular blockers and as a postoper-
ative respiratory stimulant.
Dementia. Tacrine is used in the symptomatic management of
Alzheimer’s disease (see Dementia, p.362). It may delay cogni-
tive decline in some patients with mild or moderate Alzheimer’s
disease but many cannot tolerate the dosage required and have to
stop treatment because of gastrointestinal effects or signs of
hepatotoxicity. There have been numerous studies of the use of
tacrine in Alzheimer’s disease and a meta-analysis1 found tacrine
to have a small beneficial effect on both cognition and global
clinical impression, although it was considered that the clinical
relevance of these findings was unclear and that there were no
data from long-term controlled studies. Some have considered2-6

that a cautious trial of tacrine may be warranted in patients with
mild to moderately severe Alzheimer’s disease (although alter-
native drugs are now available) and various guidelines on its use
have been issued.5,6 The metabolite velnacrine has also been
tried but does not appear to be effective, and is also associated
with hepatotoxicity.7
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Preparations
USP 31: Tacrine Capsules.

Proprietary Preparations (details are given in Part 3)
Arg.: Cognitiv†; Austral.: THA; Braz.: Tacrinal†; Gr.: Cognex†; Spain:
Cognex†; USA: Cognex.

Xanomeline (USAN, rINN)

LY-246708; NNC-11-0232; Xanomelina; Xanoméline; Xano-
melinum. 3-[4-(Hexyloxy)-1,2,5-thiadiazol-3-yl]-1,2,5,6-tetrahy-
dro-1-methylpyridine.

Ксаномелин

C14H23N3OS = 281.4.
CAS — 131986-45-3.

Profile
Xanomeline is a selective muscarinic M1 agonist. Xanomeline
tartrate has been studied in the management of Alzheimer’s dis-
ease but drugs of this type have not generally produced benefit.
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Symptoms of anxiety and depression often coexist, and
although it may be difficult to distinguish which is the pre-
dominant disorder, especially in milder forms, patients
usually require an antidepressant. Anxiolytics and antipsy-
chotics can be useful adjuncts in agitated depression, but a
sedative antidepressant might be preferable. Combination
preparations of antidepressants with antipsychotics or anx-
iolytics should not be used because the dosage of the indi-
vidual components should be adjusted separately. Also,
anxiolytics should only be prescribed on a short-term basis
whereas antidepressants are given for longer periods. 
The efficacy of antidepressants in chronic fatigue syn-
drome in clinical studies have been equivocal although it
has been suggested that antidepressant therapy should be
tried in patients with co-existing depression.62 Cognitive
therapy may also be useful.
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Mania
Although isolated episodes of mania (see p.372) may oc-
cur, mania is usually followed by depression when it is
considered to be part of bipolar disorder. It is accepted
practice to include mania without depression within the bi-

polar category. The treatment and prophylaxis of acute
mania are therefore described under Bipolar Disorder,
above.

Agomelatine (rINN)

Agomelatina; Agomélatine; Agomelatinum; S-20098. N-[2-(7-
Methoxy-1-naphthyl)ethyl]acetamide.
Агомелатин
C15H17NO2 = 243.3.
CAS — 138112-76-2.
ATC — N06AX22.
ATC Vet — QN06AX22.

Profile
Agomelatine is an agonist at melatonergic MT1 and MT2 recep-
tors and an antagonist at 5-HT2C receptors. It has antidepressant
actions and is used orally in the treatment of depression (p.373)
in doses of 25 to 50 mg given daily at bedtime.
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Amineptine Hydrochloride (rINNM)

Amineptine, Chlorhydrate d’; Amineptini Hydrochloridum; Hid-
rocloruro de amineptina; S-1694. 7-[(10,11-Dihydro-5H-diben-
zo[a,d]cyclohepten-5-yl)amino]heptanoic acid hydrochloride.
Аминептина Гидрохлорид
C22H27NO2,HCl = 373.9.
CAS — 57574-09-1 (amineptine); 30272-08-3 (aminept-
ine hydrochloride).
ATC — N06AA19.
ATC Vet — QN06AA19.

(amineptine)

Profile
Amineptine hydrochloride is a tricyclic antidepressant (see Am-
itriptyline, below). It has been given orally in the treatment of
depression. 
Hepatic adverse effects seem to be more common than with most
other tricyclic antidepressants (see Effects on the Liver, p.377).
Also amineptine has been subject to abuse and withdrawal has
been both prolonged and difficult; for these reasons, it is no long-
er marketed in many countries.
Adverse effects. In 5 patients very severe acne-type lesions
were associated with the chronic self-increased use of high doses
of amineptine (200 to 1000 mg daily).1 Unusual lactam metabo-
lites were detected in all patients and in 2 these metabolites were
still present, along with the lesions, 3 months after therapy had
been withdrawn. In another case, a 48-year-old woman devel-
oped acne-like eruptions after long-term treatment with aminep-
tine at a dose of 400 mg daily.2 There was no clinical improve-
ment 6 months after amineptine withdrawal.
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2. De Gálvez Aranda MV, et al. Acneiform eruption caused by

amineptine: a case report and review of the literature. J Eur Acad
Dermatol Venereol 2001; 15: 337–9.

Porphyria. Amineptine is considered to be unsafe in patients
with porphyria because it has been shown to be porphyrinogenic
in in-vitro systems.
Preparations
Proprietary Preparations (details are given in Part 3)
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