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SUMMARY

Thirty-one patients with endogenous, endoreactive or exogenous depression, usually associated
with anxiety, participated in a randomized, double-blind controlled study designed to compare
the therapeutic efficacy and tolerance of butriptyline (75 mg per day for 6 weeks), given either in
its regular form or as a sustained-release formulation. Patients in one group received 3 dail){ doses
of 25 mg butriptyline; those in the other group received a single 75 mg daily dose at bedtime of
the sustained-release formulation plus 2 doses of placebo during the day. All patients were
assessed by means of 5 psychometric scales (Hamilton, BPRS, NOSIE, Cattell and CGI) before
the start of therapy, after 3 weeks and after 6 weeks. Biological parameters (blood, liver, ECG 'fmd
EEG) were also controlled. The results of the psychometric assessments showed that butriptyll_ne,
in both dosage forms, was consistently effective and produced marked improvement in rating
scores in the majority of the patients. The few side-effects reported were mild and transient, a-r!d
were mostly of the classical anticholinergic type. The sustained-release form, given once daily,
provided simplicity and convenience of administration, resulting in improved patient acceptance
and improvement in sleep disturbances.
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INTRODUCTION

The role of medication in the treatment of various forms of depressive states is well
established. At present, the principal concern of the clinician is the selection of the
antidepressant agent which will best serve the needs of every individual patient.
Because of our previously favourable experience with butriptyline hydrochloride
(‘Evadyne’t), a tricyclic antidepressant with anxiolytic properties, rapid onset of
action and almost negligible toxicity,”8:13 we have undertaken a study of the
existing formulation of butriptyline, given in 3 daily doses, in comparison with a
New sustained-release form, designed for single daily dose administration. The main
purpose of our investigation was the assessment of the therapeutic efficacy and
tolerance of the sustained-release form in the treatment of depression.

PATIENTS AND METHODS
A total of 35 patients entered the study. All were in-patients at the ‘Baviére
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Unlversity Hospital’ (Liege University, Psychiatric Clinic, Psychopharmacological

Unit and_C_IPUL). The group comprised both previously hospitalized patients and
New admissions,

triaI])_ elgzss;ve }llness e ?he principal diagnostic category used for admission to t_he
Teactions)p ;SS&VC neurosis (DSM I 300.40, reactive depression or depressive
most freq;leztlypsdyiihonc ((:ljepresswe rea‘ctions (DSM 1II 298.00) were the t_wq form_s
gator’s CliniCaljudgf;Z: ic:l the ba}slls of the f'ol}oang ev_aluaflons. (? Isn\;:]si:‘
tric case record ie d’ st rgsearc, PS‘YChlat{-xst s diagnosis, (if) recent psy 2
amilton Ryt » 1.C. war PS}’Chlatr!_st s diagnosis, (iii) psychom.etrlf: scores on the
(BPRS), Nurs Ing Scale for Depression (HAM), the Brief Psychiatric Rating Scale
the Clil;ical éi Observanon.scale for In-Patient Evaluation (NOSIE), Cattell, ?.nd
Patients haq ¢ obal Imp}'e_s»sion Scale (CGI). In order to qualify for admission,
2,3,4, 190 110 menLea minimum of 15 points on the Hamilton scale. Items Nos. 1,
rom ’COIl,sid anFl 13 were included; items Nos. 6, 17, 18, 19 and 2Q were excluded
Psyc 'atrist’se'r aélon' Patle'nts- were enrolled in the study on!y if the research
s, t.lu ge_ment coincided with results of the psychometric scores.
a fu]] aSSeS: > recelved a complete physical examination at admission;; this mcludéd
atientg wermzpt of 1_151@111_31ologic parameters, liver function tests, ECG and EEG.
O contra. s Isqualified if their initial physical examinations revealed thf_a presence
€patic Cn (;i}atlons for the evaluation of tricyclic agents, such as allergies z.md/or
Patient; cug;r s hae‘_natOIOgiC, pulmonary or renal dysfunction or (:S;%:é
aving receizigﬂ)lf considered t_o be drug faillur?s to antidepressant agentis,tau;l - éllgd.
Urthermg electroconvulsive therapy within the last 3 months were not e Y
ollowin re, patients were excluded if they presented with one or mOl_'EtO =
Convmsig conditions: organic brain syndrome, history of CNS.dlsease, his ?—riry
drug aq b filsorder, moderate to severe mental deficiency, prior psychosurgery
I%a‘ dlction, OT pregnancy. . ]
witha;ftnFs Were assigned on a randomized, double-blind basis. to receive t;:?;;::g_
releasy nptyllm? (75 mg per day) either as the regular formulation or a[s ja :yline ¥
given i p3r €paration (‘Evadyne S/R’). Because the regular form of blslt;iﬂed-releasc
prepar:.t‘ €qual doses of 25 mg each, those patients allocated to th_e Suand P
S o '0n also took 3 identical capsules per day; the_mor::;lgiven St
oy €re placebo and the total dose of 75 mg butriptyline W A
W "8 dose. The period of drug administration was 6 weeks, P T
sek washout period on placebo. However, patients who showed excep4 ol
rood respon i i trintuline and were followed up for 2to @2
tlonal ponse contml}ed taking butriptyline an S o5 pavehometiicss sales;
ef Joreeh, Al Peiicnts wererasreasccy g : trial (6—weeks’treatmcnt).
Ore therapy, after 3 weeks and after completion of the tr ek tan
emlﬁ)ruring the trial period no concomitant mEdjcalti%n? ngﬁep:odium, s alleed
o e shoriEA R Ry PHOR. S dividual psychotherapy or
© form of psychological therapy, such as g.rou_p or indl1 oical complaints Dot
chaviour modification was offered. Mu‘ad‘xcatlon f;?rl_ fpn e
€aused by emotional disturbances was administered on ng oé ide-eliects of the
A special form was kept, in each case, for recor

medicati
Ication under study. i
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RESULTS AND DISCUSSION

;f:cllrtl)gorrrlli iully completed case reports were reviewed. These related to 18 women
SETAL ’w angi'nlg 11;1 age from 18 to .65 years. The patients’ socio-economic
Al L a_ltl' y domogeneous. During the course of the trial, all were in the
Sheyiti et 1o unit an followed essentially the same daily routine. When the trial
St 5;1011: w;s found that 17 pa:tients had received the sustained-release
e p A) and 14'had received the regular formulation (Group B).
ASgTUUPF were corr}parable with regard to patient characteristics.
Hami]igintg);;g ela;;?gesrl, 1:‘i'ive rating scales were utilized for psychiatric assessment:
e t’h 3 moré E, Cattell and CGI. Among these, the Hamilton scale and
H i cllnbeanlngf'ul tools for the purpose of diagnosing neurotic depres-
S ag sson ;ot a’m;ans of NOSIE, BPRS and Cattell are available on request
e ed t at.these ratlpg scales are not always appropriate for the
e ol abill)‘ te nelzil‘Otlc_depress.lon. Moreover, some depend, to a very large
i tra:ining e nulr S}; anNgle instructions given to the patient (self-rating scales) or
e S othes (NOSIE), and BPRS is better suited for the evaluation of
e e ;PSyCthSf:S than for the patient material enrolled in this trial.
Seetho A thef:al_}smne definite signs of improvement on all scales, we never-
e ¢ ove three (NOSIE, BPRS and Cattell) as supplementary
For simplici : :
T ﬁlgxllf:l:gtiindsconvemence in summarizing the results of this study, raw
e g scores before and after treatment have not been included in
per. Details, however, are once again available on request.

Hamilton rating assessment

Group A. . o
ptylilfe (7501_:]1; g{ ;:dgatlentls receiving the sustained-release formulation of butri-
scores from baseline vr:le), 0 showed between 809, to 94 % improvement in rating
corresponding to a ma 121 eg'-Thls is an above average or excellent improvement,
76 % to 80% improve Ted improvement on CGI scores. Five patients showed a
patients Shoive db ment, which is good or moderate improvement, and only 2

etween 249/ to 329 improvement, which can be considered

minimal. There was :
; Nno worseni : : .
(Table 1). ng of scores in patients or any non-responsive cases

Tablel. Summ i
: 2 ary of changes in Hami i
with butriptyline in two dosage forms i s Derlalor defentlon sorel alteb wastmont

Treatment "
I;a{:ic £ %4 score Assessment
nts :
G S improvement of response
rcfg:sp A (75 mg butriptyline sustained 10 5 . P
e capsule once daily) 5 gg;o to gg QA Excellent
to 809, Good
2 3 2 £
z 24%t0 329 1
g:ﬁggﬂ;ﬁi)mg butriptyline 3 80"//0 : IO(f‘)’/ l:mi:a :
o xcellen
; 58%t072% Good
407, Minimal

Group B Out of 14 patients receivin

between 80 g 25 mg butriptyline 3-times daily, 8 showed

to 100% i : :
7 improvement in scores, which is excellent or marked
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LTII:SI']%VCIT;EHL Five patients showed 589 to 72%, improvement, which can be
iire :;3“ a mod.erat.e de_gr_ee of 1mpr.ovement, anc! only 1 patient showed 40%
T _ent, which is minimal. In this group, Patient Nos. 14, 17 and 32 were
red as inadequate because CGI was not performed at the end of the study.
wazlég Sveral] percentage improvement in Group A was 77% and that_ in Gropp B
line H/o- In other v&fords, bqth groups responded well to treatment w1!:h butripty-
fOI'r;.‘lulOtWever' we view the improvement in the patients on the sustained-release
a1 oxe aillon to be more rr.lejamngful in that 10 out of the 17, 1.e. almqst 59 ‘79, showed
o ellent response: this is a slightly higher proportion than seen in patients who
ceived butriptyline in 3 equal daily doses.

g Gl score assessment
roup A. Seven of 17 patients showed marked improvement, 7 showed moderate

improvement, and 2 showed minimal improvement. One patient (No. 29) was not
scored (Table 2).

Group B. Three of 14 patients showed marked improv
Presented with moderate improvement. Minimal impro
Patient. Three patients were not scored (Table 2).

T - - - .
_ihliz. Summary of changes in CGI scores after treatment with butriptyline 10 two dosage
Clinical response assessment

ement, while 7 patients
vement was noted in 1

forms

e, No. patients

Group A (75 mg butriptyline sustained 7 Marked improvement

release capsule once daily) 7 Moderate improvement
2 Minimal improvement
1 Not scored

Group B (25 iptyli i i Marked improvement

mg but t _ 3
SR R 7 Moderate improvement

1 Minimal improvement
3 Not scored

ents rated on the CGI
on the sustained-release
nse but, because patient
the same active drug,

g scale, pati

As with the results of the Hamilton ratin
yline. Those

responded well to both dosage forms of butript
formulation presented the more clinically significant respo
numbers concerned were small and both groups received 1d ot be
statistically significant superiority of one formulation over the other cou Ll
expected. It is reasonable to assume from the results, however, thz}t a Smg‘ective .
dose of butriptyline in a sustained-release formulation was equally as €

3 daily doses, each of 25 mg butriptyline.

Side-effects
Few side-effects of treatment were I€p

of the classical anticholinergic type, S e
vision. They did not persist, but tended to diminish during

orted, and were mild in nature, being mostly

such as drowsiness, dry mouth or blurred
the course of treatment.

CONCLUSIONS ¥ .
¢ antidepressant which differs in many

Butriptyline hydrochloride is a tricycli
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respects from other analogues,B e.g. it is a potent blocker of dopamine uptake and a
good central anticholinergic. Its pharmacology has been well reported,’-8:13 and
animal studies have shown its lack of interference with REM sleep. A number of
investigators have reported!-6.9-12.14 on its clinical effectiveness in patients with
neurotic and reactive depression, and it has been noted to act within 7 to 14 days,
to have marked anxiolytic effects and good tolerance, side-effects usually being
confined to mild and transitory anticholinergic effects.

The sustained-release formulation of butriptyline (‘Evadyne S/R’), given once a
day at bedtime, provides further therapeutic advantages, not least of which is the
convenience of administration of a single dose compared with a 3-times daily
regimen. Moreover, the single daily dose, given at bedtime, is able, in most instances,
to treat the sleep disturbances associated with depression, such as difficulty in falling
asleep or early morning wakefulness. In our study, the use of the sustained-release
preparation appeared to minimize the awareness of side-effects, treating, as it were,
depression during sleep. It should afford equally effective treatment with better

control of drug intake, especially in out-patients, and result, therefore, in improved
patient compliance which is so often a problem in such patients.
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atic activity of minaprine, a new, original psychotropic drug, was studied in a group

enting with mild or moderate psychopathological disorders and psycho-
inly related to sexual function. Patients were treated with 75 mg daily for 30
B r P_SyChofropic chemotherapy was excluded during the study. Assessment Z‘;tfg
very fay ourablse"emy fating scores of the main presenting symptoms showed thatithe dmis and
Psychosomag; Y on asthenia (including psychic), lowered daytime alertness, sleep dlsmrba[;:nx,iety
depression i C‘Esyr_n.ptoms. with excellent or good results in 60% to ‘90% of the c(:)ase?the casesj
xcellent (’)rn' Itability and aggressiveness were favourably influenced in 569 to 62 %o "t_ barehts
Persisteq 1o lgood overall results were obtained in 69.5% of the patients. Therapeu lli lerance
Of minapy; * ! month after stopping minaprine therapy in most of the cases. The clinica c:\ensx‘on,
Which disaue Was excellent: only 2 patients showed a slight and temporary m-crezi;e ltr;eatmcnt.
€ result. Dl}ear.ed Spontaneously after a few days without stopping or mOdlfyu}g tlfc treatment
- mOderai o th1§ CllnlelI evaluation suggest that minaprine may b"j a useful druﬁ 0-1; background,
nE © ormild anxiety-depressive states, especially when there is a psy chaithend ested that
in relieving psychosomatic (mainly sexual) symptoms. It is also SUgg

is also effectiy,
2 e
e . > x h as the

INaprine should be studied in other groups of patients with psycho!og:cal disorders, suc
n.

elderiy and childre

K . ; iologic di
€Y words; Minaprine — psychotropic drugs — psychophysiologic disorders

INTRODUCTION

: - 2).3 methyl-4
Maprinet is a new, original molecule, morpholino (2-eth);1;‘%l%?c:usc of the
ph_enyl_ﬁ pyridazine, which attracted our attention as .early £ fact, to define the
onginality of its pharmacological profile..2:15 It is dlﬁicu}ta"tl,ecau,se the activity
pharmacological class into which minaprine should be placed, of action. The bio-
of this compound is probably not due to a single mc'chgmi;l;n of dopamine turn-
chemica] effects of minaprine hydrochloride include: c?mm; possibly, an antagon-
OVerin the brain, an increase in intra-cerebfa! se.ro_tomnt a:)le ,of neuromediator. d
istic action against glycine, which is itse]f.an mhlblto:ﬁ tbt(zc major comp ?undslclilslt:e
Although, in this respect, minaprine differs f;m\}; demonstrated tl}at it c:oumm_c
at the present time, preliminary clinical resultls ;’;c’ activity.22 Tt_us thf.:r;!gj =y
qualified as having ‘disinhibiting _psych_oananelz Sfpe ychopathologlcal con
profile was then evaluated clinicallyina widerang
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