state conditions, with typical patient
dosing regimens, the sustained-release
quinidine gluconate tablets, in spite of
lower quinidine base content, provide
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Lormetazepam and Amobarbital Sodium
in the Outpatient Treatment of Insomnia:

A Controlled Trial*
M. Ansseau and St. Diricq

Psychopharmacology Unit, Hopital Universitaire de Baviére,

Liége, Belgium
/\

-ABSTRACT

In a double-blind clinical trial, 50 psy-
chiatric’ outpatients with moderate in-
somnia (requiring daily treatment with a
hypnotic drug) were treated for two
weeks with lormetazepam (1 mg) or
amobarbital sodium (100 mg). In inter-
views before and after treatment, data
were collected on the patients’ demo-
graphic characteristics, sleep disturbances,
concomitant organic or psychiatric dis-
orders, and opinions of the drug taken
during the two-week period. During the
trial the patients took notes on their use
of the drug, the quality and duration of
their sleep, and any adverse effects of the
drug they were using.

Lormetazepam and amobarbital were
equivalent in the amount of time it took
patients receiving each drug to fall
asleep and in the duration of the patients’
sleep, but insomnia disappeared (or the
condition improved) in a larger propor-
tion of patients receiving lormetazepam,
and there were fewer adverse effects
(eg, hangover in the morning, sedation

*Qriginal version published in French in Acta
Psychiatr Belg 1980; 81:580-594.

in the morning and during the day, and
dry mouth) in patients receiving lor-
metazepam than in patients receiving
amobarbital.

INTRODUCTION

The benzodiazepines are at present the
treatment of choice for insomnia. Their
advantages are obvious: marked activity,
exceptional tolerance, negligible toxicity
(whether taken over the long term or as
an overdose in a suicide attempt), and
minimal risk of drug addiction.
Although the benzodiazepines have
little effect on the structure of sleep, they
appreciably reduce the duration of deep
slow sleep (stage IV sleep) without
affecting the release of growth hormone
associated with this stage—but with a
compensatory increase in the duration of
stage II sleep and, in general, a small
reduction in the duration of REM sleep.!
To varying degrees all the benzodiaze-
pines have anxiolytic and hypnotic
properties. Some compounds, however,
have a more specific hypnogenic or
hypnotic profile close to the ideal profile?:
rapid onset of activity (but without
dangerous euphoria in susceptible sub-
jects), physiological sleep lasting six to
eight hours, with pleasant' and easy
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waking, and no ill effects on the next
day’s activities. Moreover, the discovery
of specific benzodiazepine antagonists®*
means that it will soon be possible to
suppress the effect of the sleeping pill
should the subject need to be awakened.

Lormetazepam* (Figure 1) has a
useful pharmacological profile for a
hypnotic drug: rapid absorption (30
minutes after oral administration the
concentration in the plasma is 80% of
the peak value)® and two-phase elimina-
tion from the plasma (a distribution
phaseé with a half-life of about two hours

*Trademark: Loramet® (Wyeth Laboratories,
Philadelphia, Pennsylvania).
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and an elimination phase with a half-life
of about ten hours).6

The drug’s efficacy against insomnia
has been demonstrated in several con-
trolled trials.”*' The active dose is
usually in the range of 0.5 to 2 mg, but in
hospitalized psychiatric patients doses
of up to 6 mg are sometimes necessary
and can be given without causing problems
of tolerance.!?

Compared with the benzodiazepines,
barbiturates have several disadvantages:
a marked alteration in the structure of
sleep (notably in REM sleep), high
toxicity if taken in a massive dose,
hepatic enzyme induction with numerous

-drug interactions, and possible addiction.

CH,

OH

Figure 1. Chemical structure of lormetazepam.
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The aim of the present study was to
verify the advantages of lormetazepam
over a barbiturate in the treatment of sleep
disturbances in psychiatric outpatients.

MATERIALS AND METHODS

The subjects were 50-men and women
selected from psychiatric outpatients who
had sleep disturbances that could be
described as “moderate insomnia.” Such
insomnia was defined as requiring daily
treatment with a single hypnotic drug.
“Mild” insomnia was defined as re-
quiring occasional use of a hypnotic
drug, and “severe” insomnia as requiring
daily hypnosis or daily treatment with
more than one tablet containing the
highest commercially available dose of a
hypnotic drug, ’

The patients were randomly assigned

to two groups, one given lormetazepam

(1 mg) and one given amobarbital sodium
(100 mg) prepared as identical tablets.
The doses remained the same during the
two-week trial.

Most of the patients were being seen -

for psychiatric disorders. They were
included in the study if their insomnia
was moderate, if they consented to
participate in the study, and if they were
sufficiently motivated to follow the
investigator’s recommendations and to
take notes on the quality of their sleep.

Excluded from the trial were pregnant
or lactating women (women who were
sexually active had to use some method
of contraception); patients with severe
circulatory, respiratory, liver, or kidney
disease; psychotic patients who were not
stabilized; - patients with myasthenia;
alcoholics and patients with other types

of addiction; epileptics; patients with
sleep disturbances caused by pain;
patients hypersensitive to benzodiaze-

" pines; and patients receiving tranquilizers

or sedative antidepressants (doxepin
hydrochloride and amitriptyline hydro-
chloride, in particular).

Each patient was coded and received
two bottles containing tablets sufficient
for two weeks of treatment. The patient
was asked to take one tablet with a little
water (about 100 ml) just before going to
bed each night. The patient was advised
not to take any alcoholic beverage or any
beverage containing caffeine after 6 PM.

The clinical assessment consisted of
the following stages:

1. An interview before treatment in
which the investigator noted the patient’s
age, sex, weight, occupation, concomitant
organic or psychiatric disease, and type
of sleep disturbance (difficulty falling
asleep; awakening during the night;
premature awakening) as well as the
length of time in which the symptoms
had been present, any previous treat-
ments and their results, and information
on the patient’s general physical condition.

2. Individual sleep assessment forms,
which the patient filled in after the first
night and after the first and second weeks
of treatment. These forms were used to
evaluate: the time of medication, how
long it took to fall asleep, the duration of
sleep (in absolute terms and in compari-
son with previous nights), the quality of
sleep, the number of awakenings and
their causes, the presence of dreams or
nightmares, and the patient’s condition
on waking up in the morning and during
the day. The patients were also asked to
note on the forms any other medicines or
alcoholic beverages taken in conjunction
with the treatment, as well as any adverse

~
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effects experienced during the night or
during the day.

3. An interview after treatment de- -
signed to obtain a global evaluation: how -

long it took to fall asleep, the number of
awakenings during the night, the duration
of sleep, and the patient’s opinion of the
medication. The investigator also assessed
the general result of treatment and the
efficacy of the drug and noted the severity
of any adverse effects and the possible
relation of these effects to the drug
tested. Any drug used previously as a
hypnotic was replaced by the test drug,
while other drugs required for treatment
of the psychiatric or somatic disease
were used throughout the trial.

RESULTS

Statistical analysis of the data revealed
that the two groups of patients were
homogeneous with regard to age, sex,
weight, the number of patients who had
previously received hypnotic treatment
and the results of this treatment, the type
of sleep disturbances and their duration
(Table I), and the nature of the main dis-
order and its specific treatment (Table IT).

Of the 50 patients, 48 completed the
trial. In each group, one patient dropped
out of treatment; the cause or causes of
the attrition are not known.

After the First Night

There was no significant difference
between the two groups in the length of
time it took to fall asleep, the duration of
sleep and the patient’s assessment of the
duration of sleep on one night in relation
to previous nights, the quality of sleep,
the number of awakenings, and the
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presence of pleasant or unpleasant dreams
(Table III).

Waking up in the morning was easier
or no different for patients taking lor-
metazepam than it was for patients taking
amobarbital; patients receiving lormetaze-
pam described their condition during the
day as “better” or “good” whereas a
larger proportion of patients receiving
amobarbital reported that they had a
“hangover’” in the morning.

After the First and Second Weeks

There was no significant difference
between lormetazepam and amobarbital
for the majority of variables investigated.
A hangover was associated with use of
the barbiturate, however (Table IV).
Data collected after two weeks of treat-
ment revealed no significant difference
between the two groups (Table V).~

Global Assessment

The global assessment made by the
investigator at the end of the study
(Table VI) showed that treatment with
amobarbital was accompanied by dif-
ficulty in falling asleep, hangover, seda-
tion in the morning and during the day,
and dry mouth. Patient acceptance of
lormetazepam was good or excellent,

"and, in patients taking lormetazepam,

insomnia completely disappeared or the
condition greatly improved. The investi-
gator’s general impression of the drug
was that it was excellent, very good, or
good. There was no difference between
the two groups in the time it took to fall
asleep and the duration of sleep. )
Figure 2 illustrates the variables that
were significantly different between the
two groups during this clinical trial.
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Table II. Concomitant disorders in patients receiving lormetazepam or amobarbital for

treatment of insomnia.

Lormetazepam Amobarbital
Concomitant Disorders (L) Group (A) Group
Manic depressive psychosis 2 —
Depression: reactive 5 7
neurotic 4 4
involutional 3 3
melancholic 0 1
Behavioral disturbances 1 1
Disorders of concentration 1 0
Obsessive neurosis 2 0
Psychosomatic disorders 2 1
Anxiety state 1 1
Hypochondriasis 1 0
Mental deficiency 1 0
Neurotic disorders 0 1\
Sexual disorders 0 1
Total 23 20
DISCUSSION

In psychiatric outpatients receiving treat-
ment for moderate sleep disturbances,
lormetazepam and amobarbital sodium
were equivalent in the amount of time it
took patients receiving each drug to fall
asleep and in the duration of the patients’
sleep.

After the first night of treatment,
patients receiving lormetazepam reported
easier awakening in the morning and a
better condition during the day; at the
end of the first week a larger proportion
of the patients receiving amobarbital
reported hangovers. Global assessment
showed that patients in the amobarbital
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group had greater difficulty in falling
asleep, while the lormetazepam group
was distinguished by better acceptance
of the drug, a more complete global
response, and a more positive assessment
by the investigator. A hangover and
sedation in the morning and during the
day were reported in 529 of the patients
in the amobarbital group, whereas only
one patient in the lormetazepam group
complained of headaches in the morning.

These results showed that a benzo-
diazepine of moderate duration of action
such as lormetazepam is at least as
active and generally better tolerated than
a barbiturate in general psychiatric
outpatients,

M. ANSSEAU AND St. DIRICQ

Self-Assessment

100% Hangover in the
morning
£
=
=z
B
1 50%
£
5 S
<
s s Daytime
:easieror
mac‘ﬁ:ggid condition: better
or good
0% L
100% Hangover in the
morning
xe
[
Q
= .
£1 50%
[
@
=
5]
=
<
0%
Global Assessment
100%} Difficulty in Adverse effects
i getting to sleep
]
£
B
&
-
g
<| 50%
z
2
5 Result: .
% insomnia Investigator's
) Acceptability: completely opinion:excellent,
excellentorgood | disappearedor . | VoY good or
0% much improved | 9ood
v | w v | wlo]ew o | w v | w

Figure 2. Lormetazepam (L) versus amobarbital (A): significant differences.

ACKNOWLEDGMENTS

We thank Dr. J. Collard, who checked
the manuscript; Dr. F. Champion (Wyeth,
S.A)), for his administrative assistance

and for supplying the test material; Mr.
E. Melaerts, who performed the statistical
analysis; and Mrs. C. Gayetot, who
typed the manuscript.

371




ss1om X Uopeq 4 § ,

nowyIp ssowr X 1a8ueyd Ou = ‘IaIses I %
9sIom yonwr {4 ‘asiom \ ‘o8ueyo ou
fopoys yonwr Ay spoys 4§ ‘eSueyo ou

= Japeq Jepeq yonw 4 |
= J08uo] ¢ 9s3uo] yonw i -

%SS >d > %01 (V) %IT>dS %0 (1) $00>d L1/S Ve Surwowr st ur roaoSuey
(§=mu)
%08 > d > %8 SN (44} £/1 sweaIp SurqImsicy
(1 =u)
%01 F %21 SN LI/ ve/e SUresIp Jo oouasalg
(1y =u) (L1 =uw (rz=uw
%S F 9%6¢ piow 10 | aIourio | g slow 10 T 01
%ST F 919 :ouou SN suou [ auou 4 suruayeme Jo Jaqunp
(1y =u) Lr=w vz =)
%01 F %I : X N\ ¢ L4 §Aep ap
%0T F %88 pood 10 SN poog 1o / p poo3 o s 7z Suump uoprpuo)
(ov =) (L1 =1u) (2 =u)
%0 <Xb<%ST: X N T T
%001 > d > %S8 = SN =T =TT $Sunjesm Jo Lipend)
(1 =u) L1 =) (v =) |
74 %IT F %E8: \y 10y = Y 0y =] "oy =0z
O %11 F %L1 : SN /€ /b 4dagrs jo Aupendd
z (1 = 1) (L1 =w (g = w)
% WELF %BL:E \ 10y = 1ot =71 1110t =0z #4038 Jo
M %ET F %TT: 7 SN /s /¥ uoneInp jo uosuedwoy)
Z (6€ =) (91 =) T (eg=u) / - )
w UMY I unuop L SN uwQgs gL uwge yz daays jo uoneing
7 (6€ =u) (91 =u) (€7 =nu) doays 0y
Z SET Ul ¢ ¢ sgf unuge SN S8y urwge STC unugg SumoF ur Lejoq
S (956 12) sousIoIq dnorp (v) dnorp (7)
= UBSJAl PAIBWINSH [eHqIeqOWy wedazejouuory
“JusuIBaI) Jo Ysam 11y oy I9)Je JUaWsSasseJas syusned ‘AT o[qeL
oszom X Uanaq 4 §
n NnoLyIp 210w X ‘oSueys ou = ‘orses J i
= 9sI0M Yonuwr 3 ‘asIom / ‘e8ueyd ou = Ganeq ¢ ‘repeq yonw Wi
W Jopoys yonwr Y touoys § . a3ueyds ou — Yauof J 9eduofyonwr Jg
m
m %IL>d > %LT(V) %LL>d > %I (T S00>d £T/11 ve/T Sunwow oy Ews%mnwm
m_ 1 =1 %Ys>d > %E SN . £/1 8/1 Stwrealp sulqInsi(q
=
L Ly =u)
m %CT F %¢£T SN £T/¢ ye/8 | Surealp jJo aduasalq
Z Ly =u) (€T =) (yz =)
- 0 04T€ I0W IO | aIow 10 | § erowr o | / ;
© &Mmﬂ Mo wao :auou SN suou ¢ suou /£ sduruoyeme Jo JoqunpN
(€T uzs (74 u/av "
ep o
%EL > d > %6T %66 >d > %IL I (4
ovoow o / AMJ poog 10 / () S00>d pood 10 ] U poo§ 1o ] @ Suump uonipuo)
(€z =) (ve ﬂ u)
%99 > d > %¥T %001 = d > %8L \ €1 I
T o ] swv =10 / (1) S00>d =10 J QI =10 | €T }3upieam jo fyend
(Ly =u) (€T .IWE /?N A&
%r1 F %Is: \\ 104 = W\ o\ =11 A\ 0\ =01
. %Y1 F %6y - | 10 /] SN i ® l] 6 Jo ]l v 4daays jo fyend
Ly = c,V Mmm =u) z@m A u) —
%v1 F %8¢\ 10y = Wy =6 =6 *
%Y1 F %T9: [ 10/ SN Jo /) 1 J i // §1  uonemp jo uosuedwo)
(Ly =) (¢ =1u) ¥z =)
Uuge F urody yz SN unuys gl uryg 4z dog[s jo uonein(y
Ly =u) . (g=1) (yg =) _
STE unug L sg[ unuQg SN S9¢ unuge SL-unugg dogys o3 Sumesd ur Aepa
(%56 12) aouarpq dno1p (V) dnorp (7)
UBQIN pajewnsyg [elqieqowy wedszejouo|

“JUSUITESI} JO IYSIU ISIY Y} JOYE JUSWSSISSB-J[os Suaned ‘III S[qeLL,

373

372



Q

M. ANSSEAU AND St. DIRIC

CLINICAL THERAPEUTICS

"pasoidul J0U BIUWOSUT = T'U ‘poAOIdWI S[1I] BIUWOSUL = I {PaACIAUIT Yonuw BIUWOSUT = ‘1wt ‘pareaddesip A[93o[duios eruwosuy — POy

%EL > d > %6T (V)

1092 8..96«

%I1T>d S %0 (T S00>d £T/T1 st/
%IL > d > %LT (g =) (st =u
:poo3 /pood A1aa Audlieoxd (V) Jood/irey 71 1o00d/1e] T
%66 > d > %bL S00>d poo3/poos £194 ¢ poo8/pood A19A g (10188ns9aur Aq) Srup
:poo3 /pood A1aajus(eoxy () JUS[[99%3 T JUS[[99X3 p] 313 JO JUSUWISSISSE [BQO[D)
(€7 =) (sT=1u)
Tu/TTTI TU/TI T
%IL >d > %LT "YW/ P (V) S00>d T g Tw 6 «(J01e8n59AUI
%66 > d > %pL rw/po (1) POy P2 Pl 4q) synsaz [zqo[n
(€7 =) (sz =)
[ru/oqessed ¢1 [ru/a1qessed g
%99 > d > %¥T :pood/iuafjeoxy (V) S00>d pood g poos 6 (susned 4q) Snip
%66 > d > %L :poof/uspeoxy (1) JUS[[99Xd T JUS[[20X3 311 JO JUIWSSISSE [BQO[L)
(87 =u) (z=w (sz=1)
Uz F urugy gz SN oy e yL unuge yL daays Jo uoneinQg
(Ly =) (zc =) (st =) .,
%P1 F 9%9¢ 2Jow IO | slIowIo | § srIowrIo | ¢ (sswmn jo 1oquunu)
%P1 F %*t9 :duou SN suou I auou 9J yB1u je Suruaemy
(8 =u) (g =) (st =1) daals 0
$GO UIW 9 + SEQ U ¢ SN SgT U Gg Sgp U Z¢ Sumed ur Aepe
‘ | , ) daays 0}
%ES > d > &m 1 (V) %92 >d > %1 (1) S00>d £Z/L ST/ " Sumes ur Kynoynq
"8y =)
%001 > d > %L8 SN £2/TT ST/ET uonoe onoudAy
(%56 12) aouazaIq dnoip (V) dnoig ()
UBIN patewnsyg relqieqowry wedazejouuo]
‘Tesiqieqowe pue WedazZeoUWIO] JO JUIWSSISSE [BGO[D ‘TA 2IqBL
T e e  Wooupp esouw ~ touE ou  weEEs |y %
9SI0M Yonw A\ ‘osiom X ‘o3ueyo ou = Jepeq J LopequonW g L
souoys yonw Y} Sopoys A ‘eSueyd ou = aduof J “aeBuor yonwr Js
(1y =u)
%7T1 F %0T SN L1y 14944 Sutuiour oy U 19A03UBH
(8=1u)
%06 > d > %¥T SN (44! 9/ surea1p Surqimsiq
1y =u) )
%721 F %0¢ SN L1/T ¥T/9 SteaIp Jo 20uasald
(1p =u) (L1 =1) (yT =u) _
9%GT F 9%LE PI0W IO | srow o | [ oW 10 1 §
%G1 F 9%E£9 :ouou SN suou Qf suou 9| s3uruayeme Jo JoqUINN
(1p =u) (L1 =1) (yT =u)
HOZ D < BTSN 5 3 v e £ 3 ONIpUo
%001 = d > %58 :pood 10 / SN pooS 10 / 91 pood 1o s/ 7z § Aep ay) Sunmp uonipuo)
(oy =w) (L1 =1) (€7 =u)
%0 <b < %71 \NT \O
%001 > d > %88 = SN =41 = €T }3unjea jo Ayend
(1r =u) (L1 =1u) Wz =) .
%11 F %E8 N\ 10\ = N\ 1o\ =91 \\ 1o\ =81
%IT F9%LT: / SN ! /9 4 doays jo Lyend
(L1 =1) (yg =)
(1 =u) WwWo\o No\<e i
%88 < b= %001: |\ 4\ = =LI = 0C *U39[S JO
%I >dS%0: | SN Z 0 7 T uopep jo uosuedwo)
(6€ =) (ST =1u) (T =)
UG F uruee Yyl SN urrey yL unge yL doajs jo uonemnQq
(65 =) (ST=u (g =1u) daays o)
SLS UIW { T SO0 UIW OF SN . SO0 Ul ¢ ST U 67 Sumas ur Aepoq
(%56 12) souaIgIq dno1p (V) dno1p (1)
UBIN parewunsy [engreqowry wedazeyouno]

“Joom puOdds oY) I)Je JUIWSSISSB-J[9§ SHudned "A d[qEL

375

374



REFERENCES

1.

376

Gaillard JM. Pharmacologie du sommeil
chez 'homme. Confront Psychiat 1977,
15:103-150.

. Collard J. Le contréle de Pinsomnie par

une nouvelle benzodiazépine: le fiuni-
trazepam ou Ro 5-4200 (investigations
princeps de phase I et controlée de
phase II). Acta Psychiatr Belg 1972;
72:721-735.

. Hunkeler W, Mohler H, Pieri L, et al.

Selective antagonists of benzodiazepines.
Nature (London) 1981; 290:514-516.

Darragh A, Lambe R, Scully M, Brick].
Investigation in man of the efficacy of a
benzodiazepine antagonist, Ro 15-1788.
Lancet 1981; 2:8-10.

. Hiimpel M, 1lli V, Milius W, et al. The

pharmacokinetics and biotransformation
of the new benzodiazepine lormetazepam
in humans. Absorption, distribution,
elimination and metabolism of lor-
metazepam 5~ 14C. Eur J Drug Metab
Pharmacokinet 1979; 4:237-243.

. Hiimpel M, Nieuweboer B, Milius W, et

al. The pharmacokinetics and biotrans-
formation of the new benzodiazepine
lormetazepam in humans. II. Radio-
immunological determinations in plasma
and urine of young and older volunteers.
First-pass-effect. Clin Pharmacol Ther
1980; 28:673-679.

. OswaldI, Adam K, Borrow S, Idzikowski

C. The effects of two hypnotics on sleep,

10.

11.

12.

CLINICAL THERAPEUTICS

subjective feelings and skilled perfor-
mance. In: Passouant P, Oswald I, eds.
Pharmacology of the States of Alertness.
Oxford and New York: Pergamon Press,
1979:51-63.

. Ott H, Grethlein E, Doenicke A, et al.

Lormetazepam bei prioperativen Schlaf-
storungen.  Dosisabhidngigkeit der
Wirkung und Vergleich zu 100 mg
Pentobarbital. Anaesthesist 1979; 28:
29-35.

. Jovanovic UJ, Ott H, Heidrich H, et al.

Age-specific doses of lormetazepam as
anight sedative in cases of chronic sleep
disturbance. Waking Sleeping 1980;
4:223-235.

Heidrich H, Ott H, Beach RC. Lor-
metazepam—a benzodiazepine deriva-
tive without hangover effect? A double-
blind study in a general practice setting.
Int J Clin Pharmacol Ther Toxicol
1981; 19:11-19.

Bruwier M. Etude clinique du lor-
metazepam (WY-4082) chez des patients
d’un hopital gériatrique. Rev Méd Liége
1981; 36:819-824.

Ansseau M, Dawson AF, Champion F.
The use of high dose lormetazepam in
psychiatric inpatients. Curr Med Res
Opin 1982; 7:598-600.

CLINICAL THERAPEUTICS/VOL. 5, NO. 4, 1983

Treatment of Depression with Maprotiline
Hydrochloride: Multicenter Evaluation of

Efficacy ar\ld Tolerability™

ABSTRACT

A multicenter, noncomparative evalu-
ation of the antidepressant effects and
tolerability of maprotiline hydrochloride
was undertaken. The drug was given to
134 patients between the ages of 17 and
83 years who had either a dysthymic
disorder or a major depressive disorder.
Inmost cases, the starting dosage was 75
mg/day with a mean of 71.6 mg/day.

*The  following physicians participated in the
multicenter study: David A. Baron, M.D,,
USC/LAC Department of Psychiatry, Pasadena,
California; Dennis _Caffrey, M.D., Henry Ford
Hospital, Detroit, Michigan; Joseph T. DiBianco,
M.D., Misericordia Hospital Medical Center,
Bronx, New York; John P. Hutton, M.D., and R.
Bergman, R.N., Shawnee Hills Community Mental
Health Center, Charleston, West Virginia; S.
Idupuganti, M.D., Maimonides Medical Center,
Brooklyn, New York; Laurence C. Miller, M.D.,
St. Vincent’s Hospital, Staten Island, New York;
J. 8. Moreno, M.D., St. Joseph’s Hospital, Paterson,
New Jersey; Shamin Qureshi, M.D., Foster
McGaw Hospital, Chicago, Illinois; Deepak

~ Sankholkar, M.D., Lincoln Hospital, Bronx, New

York; Michael Shehi, M.D., Smolian Psychiatric
Clinic, University of Alabama/Birmingham School
of Medicine, Birmingham, Alabama; and SusanJ.
Stagno, M.D., and Nicholas Votolato, Pharm. D.,
Ohio State Umvers1ty, Columbus, Ohio.

The mean final dosage was 144.7 mg/day.
Mean dosages were considerably lower
in patients aged 65 and over.

Patients were given maprotiline for
six weeks and were evaluated before
treatment and one, two to three, four to
five, and six or more weeks after starting
use of the drug. Efficacy was judged on
the basis of overall improvement, com-
pared with the patient’s condition before
using maprotiline, and reductions in the
specific symptoms of disturbed sleep,
anxiety, depressed mood, and lack of
drive. The results indicate that maprotiline
is a highly effective antidepressant drug
with a rapid onset of action in some
cases. By the final week of treatment,
89% of the evaluated patients had marked
or moderate improvement in their overall
condition.

Fifty-three patients had one or more
side effects, which were mostly mild or
moderate. Only one patient complained
of a severe side effect, lethargy. Anti-
cholinergic effects, notably ‘dry mouth
(19%), and sedation (16%) were the
predominant side effects. There was no
greater incidence of side effects in patients
65 years of age and older than in younger
patients. It is thus concluded that mapro-
tiline is a safe and effective antidepressant
agent for adults of all ages.
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