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Minaprine (200 mg daily, either once or divided b.d.)
was compared with amitriptylIne(25-50 mg t.d.s.) over
six weeks in 144 patIents with major depression.
Significant reductions In HRSD scores at the end of six
weeks' treatment were recorded with both dose regknes
of minaprine and with amftriptyline, with no significant
differences between them. There was a significantly
greater Incidence of drowslneu and dry mouth with
amitriptyline than with minaprine.
British Journal ofPsychiatry (1992),161, 113â€”115

Minaprine is an amino-phenylpyridazinecompound
synthesisedby Wermuth & Exinger (1972) which
facilitatesserotonergic,dopaminergic,and cholinergic
transmission. The compound has been shown to
exertantidepressanteffectsin mostanimalmodels
of depression(Biziereeta!, 1982)andinclinicaltrials
againstplacebo(Jouventet a!, 1984), imipramine
andmaprotiline(Radmayreta!, 1984),nomifensine
(Mikus et al, 1984), and mianserin (Wheatley,
1989).

The main advantages claimed for minaprine are
that it is relatively free from anticholinergic effects,
cardiotoxicity, drowsiness, and weight gain. In a
previousstudy undertaken by our group (Wheatley,
1989)equivalentantidepressantactivitywasrecorded
againstmianserin;the incidenceof anticholinergic
effectswasnegligiblewitheitherdrug,butdrowsiness
was significantlymore frequent with mianserin.
Mianserin was chosenfor that trial as being a
comparablenon-anticholinergiccompound,although
drowsiness(Wakeing, 1983)andweightgain (Harris
& Harper, 1980)are common with it. However, in
orderto confirmthe freedomfrom anticholinergic
and sedativeeffects,a comparisonto a standard
tricycic antidepressant is required and, of those
available,amitriptylineisprobablythemostwidely
usedand documentedfrom thesepointsof view
(Mindham, 1979).

Method

In our previousstudy,minaprine100mgtwicedailywas
as effective as 100 mg thrice daily and so the former dose
was used for the present study. The trial was double-blind
and an additional comparison to once-daily medication was
alsoincluded,patientsbeingrandomlyallocatedto oneof
the following:

(a) minaprine200 mg single dose for six weeks (200mg
morning, placebo midday and evening)

0') minaprine 100mg b.d. for six weeks (100mg
morning, placebo midday, 100 mg evening)

(c) amitriptyline 25 mg t.d.s. for one week (25 mg
morning, 25mg midday, 25mg evening);ami
triptyline50 mg t.d.s. for five weeks(50 mg morning,
50mg midday, 50mg evening) (these doses were
halved in patients aged 65 years and older).

All doses, irrespectiveof nature, were contained
in identical capsules,individually blister-packedand
labelled:â€˜¿�Morning',â€˜¿�Midday',and â€˜¿�Evening'.The opened
blister packs provided a means of verifying drug
compliance.

Althoughit iscommonpracticetoadministeramitriptyline
as a single dose at night, being the standard for this
trial it was felt important to adhere to the makers'
recommendationswhichpostulatedivideddosage.For
ethical reasons a placebo group was not included because
of risk of suicide in these unsupervised patients in the
community.

The trial was undertaken by 16 general practitioner
members of the group who treated 144 patients attending
their surgeries and suffering from major depression
according to DSMâ€”IIIâ€”Rcriteria (American Psychiatric
Association, 1987)with a minimum score on the Hamilton
Rating Scale for Depression (HRSD) of 19 (Hamilton,
1960).Thosetaking part had previouslyattended training
sessions to validate inter-raterreliabilityin completing the
HRSD(Loudon& Tiplady,1981).Ascomparedto hospital
out-patients, depression is seen at an earlier and more acute
stagein generalpractice,whenresponseto antidepressant
drugsis morelikely to beeffective(Wheatley,1973).

Patientswere excludedif they were sufferingfrom
schizophrenia,chronicbrainsyndrome,seniledementia,
epilepsy, cardiac, renal or hepatic failure, or peptic
ulcer,as werewomenwho mightbe pregnantor breast
feeding. Furthermore,patientswere excludedif they
were being treated with lithium, had an abnormal EEG
or ECG, or were suicidal. Written informed consent
was obtained from all patients before the start of
the trial.

On breakingthecode, it was foundthatthe allocation
of patientsto treatmentgroupswasasfollows:minaprine
o.d. 53,minaprineb.d. 45,andamitriptyline46. Asin the
previousstudy,femalesoutnumberedmales,thesexratios
for the three groups being minaprine (o.d.) 2.8: 1,
minaprine(b.d.) 1.4: 1, andamitriptyline1.9: 1. In the
threegroupsrespectively,themeanageswere:48.6,43.4
and 49.0 years and this was the first episode of depression
in 53%. 62% and 67% respectively.
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Table 1
Meanscoresonthe HRSDin the threetreatmentgroups

as the trial progressed

hand, nausea/vomitingwas higher in both minaprine
groups - o.d. 6% (NS)and b.d. 7Â°/a(NS) - as compared to
amitriptyline (0Â°/a).

The majority of patients dropping out did so because of
side-effects (amitriptyline 5, minaprine o.d. 2 and b.d. 1).
Two patients in each treatmentgroup (six in all) were lost
to follow-up due to defaulting, while one patient had to
be admitted to hospital because of a suicide attempt and
one otherpatientdroppedout becausehe found the capsules
too big to swallow.The drop-out rate due to side-effects
was significantly greater with ainitriptyline than both
minaprine groups combined (@2=9.954,,D<.005).

Discussion

As is the usualexperiencewith trials of new anti
depressantdrugs,thisstudyshowedno significant
differences betweenminaprine and the â€˜¿�standard'
aniitriptyline, in respectof either rapidity of onset
of actionor overallantidepressanteffect.Theseare
similar fmdingsto thosein the previousstudyagainst
mianserin,thusprovidingfurtherevidencefor the
effectivenessof minaprine. Although, of course,the
possibilityof a type II statisticalerror cannotberuled
out, the numbersin eachgroupweresufficientto
give a 50% chance( P< 0.05) of a difference of at
least 20% being demonstrated betweentreatments
(Clark & Dowme, 1966).

Any advantages for the new drug depend therefore
ona moreeffectiveside-effectprofileand,of course,
its safety, although the latter is not the subject of
this report. With regard to the incidence of side
effects,therewasa clearadvantagefor minaprine
200mg either asa singledaily doseor divided twice
daily, overthecontrolstandarddrug,amitriptyline
75-150 mg divided thrice daily. This advantagewas
demonstratedin respectof drowsinessand dry
mouth, two of thecommonestside-effectswith the
tricydic antidepressants.

A majorproblemwithantidepressantsismotivation
of patients to continue treatment for the vital
first two to three weeks,before any appreciable
antidepressanteffectbecomesapparent.By nature
of theillness,depressedpatientsareapatheticor even
antagonisticto drugtherapyandwill useanyexcuse
to terminateit. Side-effectsmayoccurwithinthefirst
24hoursof treatmentandarecommonlyusedasthis
excuse.Therefore,a newantidepressantdrug,even
althoughnottherapeuticallysuperiorto thosealready
available,may ensurebetterpatientcompliancein
treatment. Minaprine would appear to fulfil this
requirement.
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Results

The full six-week trial was completed by 42 patients in the
minaprine(o.d.) group,35in theminaprine(b.d.) group,
and 34 in the amitriptylinegroup. The â€˜¿�lastvisit carried
forward' (LVCF) method was used for all patients
completingat least two weeksand thesewerethen included
in the analysis of the results, givingtotals of 49, 41 and
37in the threegroupsrespectively(totaln = 127).Thepaired
t-test was used to test for pre-post differences, and the
i-test for between-groupdifferences. The resultsare shown
in Table 1.

The differencesin HRSD frombaselinebecamestatistically
significantat weekone in all three groups ( P<0.Ol) and
all other differenceswerehighlysignificantfrom baseline.
The greatestchangein meanscore was recordedin the
amitriptyline group, namely a reduction of 12.3, closely
followed by minaprine b.d. with a reduction of 12.2 and
minaprine o.d. with a reduction of 12.1. Comparison of
the change scores from week0 to week6 in the threegroups
showed no significant between-drugdifferences.

Analysisof meanHRSD scoresduringthetrial isuseful
to allow comparisons between the three treatment groups,
but does not give any indication as to the numbers either
completelyor partiallyrelievedof symptomsor in whom
there was no effect. As in the previous study, cases were
classified into three categories in relation to the final
HRSD score: cured <6, improved 7-17, and no better or
worse> 18. Usingthesecriteria,at the end of the trial
the numbers â€˜¿�cured'were minaprine (o.d.) 15 (31%),
minaprine (b.d.) 14 (34%), and amitriptyline 12 (32%);
â€˜¿�improved'27 (55%), 18 (44%) and 16 (43%) respectively;
and â€˜¿�nobetteror worse'7 (14%), 9 (22%) and 9 (24%)
respectively. However these differences were not statistically
significant (x2)

A check-listof all possibleside-effectswasprovidedand
thiswas recordedbeforetreatmentand aftereachweek of
treatment.Initially,patientswereaskedwhethertheyhad
any of these symptoms and subsequently only a general
question: â€œ¿�Havethe capsules upset you in any way?â€•

There were no reported side-effects in 77% of patients
on minaprine o.d., 71Â°/son minaprine b.d. and 61Â°/son
amitriptyline. (NS for all comparisons x2.) However,
drowsiness occurred much more frequently with amitriptyline
(20Â°/a)than with eitherminaprineo.d. (2Â°/a)(P<0.Ol)
or minaprine b.d. (4Â°/a)(P<0.05). So did dry mouth:
amitriptyline (l7Â°/o),minaprine o.d. (4Â°/a)(P<0.05)
and minaprine b.d (2Â°/a)(P<0.02). On the other
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A group of 25 patIents (16 women, 9 men) attending
an ENT department with globus sensation and 25
matched ENT controls were assessed using the Beck
Depression Inventory and scales for daly stressful
events (â€˜hassles').Globus patients of both sexes were
signIficantly more depressed than controls and had Beck
scores suggestive of significant depression. Thhieen
patients, but only two controls, had an Independent life
event wIthin two months of dIsease onset, and patIents
had higher hassles scores than controls.
British Journal of Psychiatry (1992), 161, 115â€”117

Our previouspsychologicalinvestigationsof globus
patients(Wilsoneta!, 1988;Dearyeta!, 1989)have
found increasingself-ratingsof free-floating anxiety,
somatisationanddepression,andlowextraversionin
womenwhencomparedwithage-matchedcontrols.
Lehtinen & Puhakka (1976) found depressiveand
obsessivecharacteristicsin 11 womenwith globus
sensation,but men were similar to controls.The
resultswere not, however,subjectedto statistical

analysis.Pratt et a! (1976), in contrast, found
that men in their studyhad a higherincidenceof
depressionandhypochondriasis.Brownetal(1986)
havesincereportedsomesuccessin therapyof globus
sensationwith antidepressants.

In our previous study (Deary et a!, 1989)
depressionandsomatisationwereassessedusingthe
Crown Crisp ExperientialIndex- a brief research
questionnairecoveringseveralaspectsof neurotic
illness.The aim of the presentstudywasto assess,
in greaterdetail, stressand depressionin globus
patients.Over the pastfive years,we havenoticed
that manyglobuspatientsof both sexesspontaneously
identifya strongtemporalrelationshipbetweenthe
onsetof theirsymptomsanda stressfullife-eventor
repeateddaily stressors.Therefore, we examinedthe
degreeto whichglobuspatientsexperienceeveryday
â€˜¿�hassles'(Kanner, 1981)asa measureof perceived
regularstress,anda preliminaryattemptwasmade
to comparethe numbersof major independentlife

Depression and â€˜¿�Hassles'in Globus Pharyngis

IAN J. DEARY,ASTRIDSMART andJANET A. WILSON
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