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ZU EXPERIMENTELL-PSYCHOLOGISCHEN UND
PSYCHOPHARMAKOLOGISCHEN FORSCHUNGEN
VON EMIL KRAEPELIN IN TARTU

V. Vahing, L. Mehilane
Tartuer Universitat

Mit den Forschungen 1im Bereich der experi-
mentellen Psychologie begann E. Kraepelin schon
an der Leipziger Universitdt. E. Kraepelin erin-
nert sich dessen, daB Wilhelm Wundt im Jahre 1879
das Institut fiur Psychologie an der Leipziger
Universitéat gegrindet hat. Vorlaufig befand sich
das sogenannte Privatinstitut 1in einem zuriick-
haltenden Zimmer und Wundt hatte nur einige treue
Gleichgesinnte. 1In ein paar Jahren befand es sich
schon in einem dreistdckigen Haus. Nach Kraepe-
lins Tode schreibt Weygandt in einem Beitrag, dal
E_Kraepelin und Catell die treuesten Anhdnger von
Wundt gewesen sind /15/. 1In Wundts Laboratorium
begann E. Kraepelin schon 1882 mit seinen For-
schungen auf dem Gebiet der experimentellen Psy-
chologie. E. Kraepelin untersuchte mit Hilfe der
von Wundt erworbenen und teils selbst ausgearbei-
teten Methoden die Wirkung mehrerer in jener Zeit
gebr&uchlicher Arzneimittel auf die psychischen
Leistungen des Menschen. Seine Forschungen dieser
Art setzte Kraepelin auch w&hrend des Wirkens in
Tartu fort (1886 - 1891), dadurch auch seine
Nachfolger und Mitarbeiter anspornend. An der
Heidelberger Universitat falte er seine For-
schungsergebnisse zusammen und verdffentlichte
sie 1892 in der Monographie "Ueber die Beeinflus-
sung einfacher psychischer Vorgange durch einige
Arzneimittel™ /8/. Die Monographie, die E. Krae-

1886 - 1891 leitete E. Kraepelin 5 Jahre
nacheinander die Klinik und den Lehrstuhl fir
Nerven- und Geisteskrankheiten der Tartuer Uni-
versitat.



pelin seinem Lehrer W. Wunde gewidmet hat, ist in
die Geschichte der Weltliteratur als die erste
psychopharmakologische Monographie eingegangen
/12/.

Die Tatigkeit von E. Kraepelin im Bereich der
experimentellen Psychologie und Psychopharmako-
logie kann auf Grund seiner Betatigungsorte,
Forschungsrichtungen, Methodologie und Verallge-
meinerungen 1in drei Perioden eingeteilt werden.

Die erste Periode umfalBt seine Tatigkeit
(1882 - 1885) in Wundts Laboratorium in Leipzig
/6, 7/. In den Untersuchungen, die er 1in dieser
Zeit abgeschlossen hat, befallt er sich sowohl mit
experimenteller Psychologie als auch mit Psycho-
pharmakologie. E. Kraepelin erforschte zum Bei-
spiel die Wirkung von Athylather, Chloroform,
Amylnitrate, Alkohol und einigen anderen Stoffen
auf die elementaren psychischen Yorjjange des
Menschen. Es waren Uberhaupt erste experimentell-
psychologische und psychometrische Forschungen im
Bereich der psychotropen Wirkung von Pharmaka,
weshalb sie auch 1im Hinblick auf methodisches
Niveau und Ergebnisse ziemlich zurickhaltend
waren. Wie sich E. Kraepelin spater selbst ent-
sinnte, war das Verfahren der Versuche in manchen
Abschnitten unexakt gewesen, deshalb waren die
Ergebnisse zweifelhaft und auch die Folgerungen
zum Teil voreilig. Auf die einigermallen proviso-
rische Bedeutung Kraepelins Forschungen wahrend
der Leipziger Periode hat auch [I. Kannabihh 1in
seiner "Geschichte der Psychiatrie” hingewiesen
/16/.

In der zweiten sogenannten Tartuer Periode
(1886 - 1891) erregen Aufmerksamkeit Kraepelins
Forschungen 1in erster Linie durch methodische
Vollkommenheit und Durchdachtheit. Schon Ende
1886 war Kraepelin einer der Opponenten bei der
Verteidigung der Doktorarbeit von August Short,
Assistent der Klinik fir Psychiatrie. |In der
Dissertation wurde die Wirkung von Hyoszin behan-
delt. Der wissenschaftliche Leiter dieser Dok-
terdissertation war H. Emminghaus, Vorgdnger von
E. Kraepelin.



Zur Vervollkommnung der Methodik muBten eini-
ge Vorarbeiten geleistet werden. Kraepelin hat
sich mit Dank daran erinnert, daB es ihm méglich
war, die notige vervollkommnete Apparatur fir
experimentell-psychologische Forschungen im
Physiklaboratorium der Tartuer Universitat zu
bauen. In dem Leitartikel "Psychologischer Ver-
such in der Psychiatrie™ /9/ des ersten Bandes
des von Kraepelin herausgegebenen Sammelwerkes
"Psychologische Arbeiten”™ erwdhnt er wieder 1in
voller Dankbarkeit Alexander Schmidt, den Univer-
sitatsprofessor in Tartu, der ihm ein Zimmer fir
Durchfihrung der Untersuchungen zur Verfigung
gestellt hatte.

In Tartu begeistert Kraepelin fir experimen-
tell-psychologische Forschungen auch seine Mitar-
beiter. Unter seiner Leitung ist 1887 die Doktor-
dissertation von H. Dehio "Untersuchungen lber
Einflisse des Coffeins und Thees auf die Dauer
einfacher psychischer Vorgange™ /2/ abgeschlos-
sen. In dieser psychometrischen Forschung wurde
Uberblick iber den EinfluR von Koffein und Tee
auf die Latenzzeiten der psychischen Vorgange des
Menschen verschaffen. 1889 verteidigte A. Oehrn
seine Dissertation "Experimentelle Studien zur
Individualpsychologie” /11/. In seiner Disserta-
tion behandelt er objektive Einschatzungsméglich-
keiten von individuellen Abweichungen der Experi-
mentergebnisse. M. Einer befaBte sich in seiner
Dissertation (1889) "Experimentelle Studien (lber
den Zeitsinn™ /3/ mit der Forschung des Zeit-
sinns. In demselben Jahr hat A. Bertells seine
Dissertation "Versuche (ber die Ablenkung der
Aufmerksamkeit" /1/ verteidigt. In den Disserta-
tionen von M. Falk "Versuche Uuber die Raumsché&t-
zung mit Hilfe von Armbewegungen"™ /4/ und von G.
Higier "Experimentelle Prifung der psychologi-
schen Methoden im Bereich des Raumsinnes der
Netzhaut" /5/ werden auf Grund der experimentel-
len Beobachtungen verschiedene Aspekte der Raum-
wahrnehmungen behandelt. E. Michelson befalt sich
in seiner Dissertatiansarbeit "Untersuchungen



Uber die Tiefe des Schlafes"™ (1891) /10/ mit den
objektiven Einsch&tzungsméglichkeiten der Tiefe
des Schlafes.

Nur noch in den ersten zwei Jahren der Hei-
delberger Periode beschaftigte sich E. Kraepelin
einigermaBen mit den psychopharmakologischen
Untersuchungen, verallgemeinerte und ordnete die
friheren Materialien. In Heidelberg fesselte
immer mehr E. Kraepelins Aufmerksamkeit die kli-
nische Psychiatrie.

Von den Doktorarbeiten, die unter Kraepelins
Leitung in Tartu abgeschlossen wurden, sind 1in
erster Linie die Studien von Axel Oehrn hervorzu-
heben. E. kraepelin empfahl ihm vor allem folgen-
de Hinweise zu beachten:

- GroRere Altersunterschiede und unterschied-
liches Bildungsniveau sind zu vermeiden;

"Anpassungsmoéglichkeiten” und Versuchsbe-
dingungen sollten fur alle Versuchspersonen im
groflen und ganzen gleich sein.

Oehrn hatte 10 Versuchspersonen: Prof. E.
Kraepelin; Dr. med. H. Dehio, Assistent der Kli-
nik fir Psychiatrie; Dr. med. E. Michelson, As-
sistent; Dr. med. Bertells; Dr. med. A. Wladimi-
rov; Medizinstudent Falk; Jurastudent Hahn; Che-
miestudent Dannenberg; Fraulein R. und A. Oehrn
selbst. Die Wahrnehmung wurde mit Hilfe von un-
terschiedlichen Verfahren untersucht, z.B. durch
Aufsuchen verschiedener Buchstaben, durch Korrek-
turlesen u.s.w. Bei der Gedachtnisforschung hat
Oehrn die Methode von Ebbinghaus angewandt, und
zwar das Erlernen sinnloser Silben und das Auf-
reihen von Zahlen. Bei der Forschung motorischer
Funktionen wurde das Diktat und das Lesen be-
nutzt. Die SchlufRfolgerung war kurz, doch zum
Nachdenken bringend: Bei experimenteller For-
schung psychischer Vorgange bereiten grofle
Schwierigkeiten einerseits spontane Labilitat der
Vorgénge, andererseits ihre hohe Empfindlichkeit
gegeniber den &uBeren Faktoren, darunter gegen-
Uber der Versuchssituation.
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In Tartu widmete E. Kraepelin seine ausfihr-
lichen Studien der Wirkung von Alkohol, Koffein
und Tee und ebenso dem EinfluR dieser Stoffe auf
psychische Vorgédnge des Menschen. H. Dehios und
Kraepelins eigene Untersuchungen haben originelle
psychometrische Auskunft lber die Kennzeichnung
der Wirkung obengenannter Stoffe gegeben. Kraepe-
lins damalige Folgerungen und Verallgemeinerungen
haben noch heute ihren Wert nicht verloren.

E. Kraepelin begann die Wirkung von Alkohol
schon in Leipzig zu erforschen. Seine ersten
Ergebnisse in diesem Bereich stellte er der Kon-
ferenz fur Naturforscher und Mediziner 1in Frei-
burg 1883 vor. Seine Studien waren viel umfang-
reicher wund methodisch reifer als die erste
psychometrische Forschung von I1.W. Warren /14/,
der sich ebenso mit dem Einflul Alkohols befalite.
I.W. Warren benutzte nur das Messen der Latenz-
zeit der motorischen Reaktion. Seine Versuche
waren technisch unexakt, deshalb kam er auch zu
widerspriuchlichen Ergebnissen. In seinen For-
schungen verwendete E. Kraepelin Methoden der
motorischen Reaktion und der Assoziationsexperi-
mente. Es ist deutlich eine technisch und metho-
dologisch genauere Durchfihrung der Versuche und
ebenso eine sorgfaltigere Ergebnisanalyse zu
bemerken. Doch war er selbst spater mit dieser
Versuchsdurchfihrung nicht zufrieden, deshalb
begann er in Tartu erneut die Wirkung von Alkohol
zu forschen. Er wandte dabei verschiedene Komp-
lexmethoden, vervollkommnete Apparatur zur Mes-
sung der Reaktionszeiten und préazisierte Analyse-
methode zur Auswertung der Ergebnisse an. Krae-
pelin kam zur SchluBfolgerung, daRB Alkohol ver-
schiedene Teile des psychischen Zustandes unter-
schiedlich beeinfluft: sensorische und intellek-
tuelle Funktionen werden gehemmt, motorische
Funktionen werden aber angereizt. Es war damals
nicht nur ein neuer, sondern auch ein die bishe-
rigen Auffassungen grundsé&tzlich uberprufender
Standpunkt.



Bahnbrechend waren auch die Forschungen von
E. Kraepelin und H. Dehio Uber die Wirkung von
Koffein und Tee. Friher hatte man wohl den Ein-
fluBR Kaffees auf die Reaktionszeiten erforscht
(Dietl wund Vintschgau) /8/, aber diese Forschun-
gen stitzten sich auf zurickhaltende Untersu-
chungsmaterialienundwarenauchmethodischman-
gelhaft. Das ist eben der Grund dazu, warum Krae-
pelins und Dehios Forschungen Dietls und Vintsch-
gaus Studien sowohl methodisch als auch dem Um-
fang nach betréachtlich ubertreffen. E. Kraepelins
und H. Dehios Forschungen haben wegen der Ver-
gleichung der Wirkung von Koffein und Tee einen
besonderen Wert. E. Kraepelins verallgemeinerte
SchluRfolgerungen Uber die Wirkung von Koffein
waren grundsédtzlich neu. E. Kraepelin betonte,
dal &hnlich dem Alkohol auch Koffein unterschied-
lich verschiedene psychische Vorgange beeinfluflt,
dabei werden durch Koffein sensorische und intel-
lektuelle Vorgange angereizt, motorische Vorgange
dagegen werden gehemmt.

Bei der experimentellen Untersuchung der
psychischen Vorgénge ist eine der grofRten Schwie-
rigkeiten 1ihre spontane Empfindlichkeit hinsicht-
lich der &uferen Faktoren. E. Kraepelin war dber
alle solche die Versuchsreinheit stdérenden Um-
stéande 1im klaren. Er war immer bemiht, jegliche
stérenden Faktoren auszuschalten. Unter anderenm
sei es hier erwadhnt, daB er seine Forschungen in
Tartu hauptsachlich in einem fir Versuche vorge-
sehenen Raum des Instituts fir Physiologie durch-
gefihrt hatte. Er war bestrebt, Versuche mehrmals
zu wiederholen, um ein mehr oder weniger stabiles
Niveau der Ergebnisse der benutzten Methode zu
erzielen, erst dann begann er der Versuchsperson
Pharmaka zu geben. E. Kraepelin wiederholte mehr-
mals in kirzeren oder langeren Zeitabschnitten
eine und dieselbe Untersuchung mit dem Ziel,
méglichst zuverladssige Ergebnisse zu bekommen. Es
ware sehr lehrhaft, seine Uberlegungen iiber die
methodische Seite der Versuche ndher zu beobach-
ten.



"Das Bestreben, trotz aller Schwierigkeiten
den Experimentalbeobachtungen auf psychologischem
Gebiete die erwiinschte Eindeutigkeit und Allge-
meingultigkeit zu sichern, 1ist es daher gewesen,
welches gerade hier zu einer ausgedehnten Anwen-
dung der statistischen Methode
mit allen ihren Vorzigen und Mangeln und damit zu
einer so bedeutenden H&ufung der Versuche gefihrt
hat, dass es dem Einzelnen kaum méglich ist, mehr
als eine einzige beschrédnkte Seite irgend eines
umfassenden Problems selbst experimentell zu
durcharbeiten. Auf diese Weise aber ist bei den
unzweifelhaft bestehenden individuellen Differen-
zen die Beziehung der Ergebnisse verschiedener
Beobachter aufeinander und die Gewinnung wirklich
durchgreifender Gesetze um so mehr erschwert, als
erfahrungsgemdss auch die kleinsten und anschei-
nend unbedeutendsten Abweichungen in der tech-
nischen Ausfihrung, der Beobachtungsart, der
Zeitlage und Aufeinanderfolge der Versuche eine
hoffnungslose Unvergleichbarkeit herbeizufihren
vermégen.

Diese und &hnliche Erwdgungen sind es gewe-
sen, welche mich veranlasst haben, trotz vieler
dusserer Stérungen zu verschiedenen Zeiten immer
wieder auf meine vor 10 Jahren begonnenen Ver-
suche (ber die Beeinflussung psychischer Vorgéange
durch medicamentdose Stoffe zurickzukommen, um
dieselben nach verschiedenen Richtungen hin nach-
zuprifen und zu vervollsténdigen." /8/

Die im Laufe der neuen Experimente erworbenen
Erfahrungen, die entdeckten methodischen Fehler
und Abweichungen in Ergebnissen spornten Kraepe-
lin an, die Ergebnisse und die Methodik seiner
vorangegangenen Versuche zu Udberprifen. Kein
eigensinniger Stolz hinderte ihn bei der &uferst
scharfen Selbstkritik und auch bei der entschlos-
senen Ab&nderung seiner Entscheidungen, falls es
fiir ihn ausreichend Tatsachen gab. Diese Einstel-
lung ist in folgender Uberlegung deutlich *fu
sehen: "In meinen ersten Versuchen habe ich mich,
ebenso wie alle friheren Beobachter, damit beg-
nigt, der Einverleibung des Medicamentes eine
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Reihe von Zeitmessungen vorauszuschicken, so
lange, Dbis mir die erhaltenen Zahlenwerthe
gleichmédssige zu sein schienen. |Ich ging dabei
von der Voraussetzung aus, dass nunmehr alle
weiteren Schwankungen in der Groésse der Zahlen
auf Rechnung des Medicamentes zu setzen seien;
die Einfliusse der augenblicklichen Disposition
schienen dabei durch die jedesmalige Feststellung
der besonderen Versuchsnorm genigend beriucksich-
tigt zu sein. Leider haben mir spéatere umfangrei-
che, speziell auf diesen Punkt gerichtete Beob-
achtungsreihen anderer Art gezeigt, dass die
psychische Leistungsfédhigkeit auch ohne irgend-
welche &ussere Beeinflussung regelmdssig Schwan-
kungen zeigt, welche bei der Beurtheilung medi-
camentdser Stdrungen unbedingt 1in Betracht gezo-
gen werden missen." /8/

Dieser Gedankengang zeigt, was fir ein an-
spruchsvoller Mensch E. Kraepelin war. Aber seine
Uberlegungen sind interessant auch von einenm
anderen Gesichtspunkt aus, n&mlich ist darin eine
Vorstufe zu diesem methodischen Verfahren zu
bemerken, was heute in der experimentellen Psy-
chopharmakologie als sogenannte Plazebo-Methode
genannt wijrd und was als eine vereinheitliche
Methode fiur die Gewdhrleistung der zuverldssigen
Versuchsergebnisse verwendet wird. Obwohl Kraepe-
lin noch nicht in seinen Versuchen zur Anwendung
von Plazebo gekommen war, lagen seinen Auswertun-
gen Uber die Wirkung von Pharmaka immer zahl-
reiche Kontrollversuche ohne Arzneimittel zugrun-
de. Die Dissertation von A. Oehrn, die er unter
Leitung von Kraepelin abgeschlossen hat, enthilt
wertvolle Angaben zur individuellen Variabilitat
der Normwerte der Untersuchungsmethoden. E. Krae-
pelin verwendete diese Angaben als Kontrollgruppe
bei anderen Forschungsarbeiten.

Von E. Kraepelin wurde eines der methodischen
Verfahren zur Gewdhrleistung der ZuverlaBlichkeit
der experimentellen Untersuchungsergebnisse aus-
gearbeitet. Namlich wiederholte er von Tag zu Tag
einen und denselben Versuch, manchmal stundenlang
an einem Tage, wobei er Veranderungen in den
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Latenzzeiten beobachtete. Auf Grund seiner Beob-
achtungen beurteilte er Uber die Automatisierung
der Reaktionen. Am 20 Oktober 1888 /12/ falite er
in einem Bericht auf der wissenschaftlichen Sit-
zung des Rates der Medizinfakult&t der Tartuer
Universitét seine Versuchsergebnisse uUberblick-
lich zusammen. Es stellte sich heraus, daf in den
ersten Tagen die Versuchsergebnisse sich ziemlich
schnell verbesserten, dann schon etwas langsamer
und ungefdhr ab des sechsten Tages, an dem klei-
nere zufallige Abweichungen und Verdnderungen im
Tagesablauf, ebenso Midigkeit bemerkbar wurden,
erreichten sie ein gewisses stabiles Niveau. Erst
dann begann E. Kraepelin dem Untersuchten irgend-
eine Arznei zu geben, und das folgte in Abwechs-
lung mit den sogenannten "leeren Tagen"™, an denen
man nicht die Arzneimittel gab. Oft dauerten die
Versuchsserien lange, bis 17 Tage, die Gesamtzahl
der Versuche betrug 150. Das alles bekraftigte
die Tatsache, dal Kraepelins Versuchsergebnisse
im Widerspruch zu den bisherigen Forschungsergeb-
nissen standen, aber ungeachtet dessen hielten
sie der kinftigen Zeitprobe stand.

Er war einer der ersten, der es Tfir sehr
wichtig hielt, daB bei den experimentell-psycho-
logischen Untersuchungen eine besondere Aufmerk-
samkeit dem Befinden und dem inneren Zustand des
Patienten gelten soll.

E. Kraepelin blickte in die Zukunft der
perimentellen Psychologie optimistisch. Er hoffte
sehr viel von der Forschung Uber Wirkung der Arz-
neimittel, die einen fruchtbaren EinfluR sowohl
auf die Psychologie als auch auf die Pharmakolo-
gie haben sollte.

In dem die Ergebnisse zusammenfassenden Kapi-
tel gibt Kraepelin zwei grundsé&tzliche Richtun-
gen, von denen man sich leiten lassen milRte: "Da-
mit ist natirlich durchaus nicht gesagt, dass die
von uns aufgefundenen Beeinflussungen schon ein
irgendwie vollsténdiges Bild der Psychischen Ge-
sammtwirkung jener Stoffe liefern. |Im Gegentheil
steht zu erwarten, dass die Anwendung neuer Un-
tersuchungsmethoden auch noch andere Seiten des
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durch die Vergiftung herbeigefihrten Zustandes
kennen lehren und dadurch die jetzt entworfenen
Umrisse vervollstadndigen wird. Andererseits steht
zu erwarten - und darin scheint mir ein nicht
unerheblicher Nutzen dieser "Pharmakopsychologie™
zu liegen -, dass wir bisweilen umgekehrt 1in die
Lage kommen werden, aus der besonderen Wirkung,
die ein schon genauer bekanntes Mittel auf einen
bestimmten psychischen Vorgang ausiubt, die wahre
Natur dieses letzteren besser zu erkennen"™ /8/.
Aber gleich vertritt er alternativ seinen zweiten
Standpunkt: "Mit voller Absicht habe ich es lber-
all im Vorstehenden vermieden, eine Anknipfung
der psychologischen Erfahrungen an die physiolo-
gisch-chemischen Vorstellungen uber die Wirkung
der Arzneimittel zu suchen. Zur Lésung einer sol-
chen Aufgabe halte ich mich nicht fir competent.
Auch firchte 1ich, dass der Widerstreit der Mei-
nungen auf dem Gebiete der Pharmakophysiologie es
fir jetzt uUberhaupt schwierig machen wird, 1in je-
ner Frage weiter, als zu einigen allgemeinen und
unsicher begrindeten Hypothesen zu gelangen. Mein
Ziel war es ausschliesslich, die Methoden fir ei-
ne exacte Feststellung der psychischen Arzneimit-
te lwirkungen nach einigen Richtungen hin auszu-
bilden und die Moglichkeit ihrer praktischen An-
wendung, sowie die Brauchbarkeit 1ihrer Ergebnisse
an den ausgewahlten Beispielen darzulegen™ /8/.
Abgesehen von der intensiven klinischen Ar-
beit hat E. Kraepelin seine Forschungen 1im Be-
reich der experimentellen Psychologie und der
Psychopharmakologie nicht abgeschlossen. Seit
1S96 veroffentlicht er "Psychologische Arbeiten™.
In seiner Lebenszeit erschienen 8 umfangreiche
Bande, der letzte Band erschien nach seinem Tode.
Diese neun Bé&nde enthalten von vielen Autoren
insgesamt 23 experimentell-psychologische Abhand-
lungen im Bereich der Psychopharmakologie. Es muf}
erwahnt werden, daf von diesen 23 Forschungen 15
verschiedene Aspekte der Wirkung von Alkohol be-
handeln. Diese Abhandlungen sollten sowohl bei
Psychologen und Psychiatern als auch bei Pharma-
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kologen Interesse erwecken, Kraepelins Forschun-
gen gebihrt eine ausfihrlichere Bearbeitung und
Verknipfung mit der Gegenwart.

Wie es in dem letzten Handbuch der experimen-
tellen Pharmakologie nachzuschlagen ist, wird
darin wohl Kraepelin erwdhnt, aber man kann kein
Wort; liber sein Wirken 1in Tartu bzw. Uber die
obengenannten Forschungen finden.
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PSYCHOMETRIC DEVELOPMENTS OF THE
HAMILTON SCALES: THE SPECTRUM OF DE-
PRESSION, DYSTHYMIA AND ANXIETY

P. Bech

Department of Psychiatry, Frederiksborg General
Hospital

1. Psychometric methods
The history of mental rating scales begins

with the intelligence scales developed by Binet
[12]. As stated by Terman and Merrill [38]:

the Binet type of scales has no serious reval. It
is not merely an intelligence test; it 1is a
method of standardized interview In the

field of depression and anxiety this statement is
valid for the Hamilton scales. They are not
merely scales; they are information collected by
a standardized interview; and both Hamilton
scales have no serious rival as they cover the
universe of items within clinical depression and
anxiety.

Since the introduction of the Binet scales
psychometric methods have been developed for de-
fining the dimension of intelligence. The two
most useful methods 1in this respect have been
factor analysis [16; 37] and latent structure
analysis [21; 34]. Both psychometric methods have
been applied to the Hamilton scales.

2. Factor analysis of the Hamilton Depression
Scale (HDS)

When Hamilton [23] published his depression
scale he wused factor analysis to define the
dimension of severity of depressive states. How-
ever, no general factor was found. |In his second
study with the HDS a general factor of severity
was found [24] . As pointed out by Hamilton him-
self [27] the reason for this discrepancy between
the two studies was that the heterogeneity of the
patients regarding severity of depression was
larger in the second than in the first study.
This is one of the drawbacks of the factor
analytic method that it 1is sensitive to the
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distribution of the population under investiga-
tion. When summarizing the many studies that have
been carried out on the HDS with factor analysis,
Hamilton [27] has stated that most investigators
would accept two factors in the scale, a general
factor of severity and a second for anxious-agi-
tated depression.

3. Latent structure analysis of the Hamilton
Depression Scale

Among the first to develope an alternative
psychometric method to factor analysis within
intelligence tests was Guttman [21]. He empha-
sized that the Binet scaling principle should be
analysed for its ability to separate the brighter
person from the duller. Guttman™ hierarchical
construct of intelligence implied that the items
of an intelligence scale should have a rank order
of difficulty; 1i.e. the least difficult items are
listed first, the moderately difficult items 1in
the middle, and the most difficult items are
listed in the end. As the brighter person is able
to respond adequately to most of the items while
the duller person only 1is able to respond ad-
equately to the less difficult items, the total
score of adequate items response is a sufficient
statistic of the dimension of intelligence.
Hamilton [26] made an attempt to analyse his
depression scale by the Guttman scalogram prin-
ciple but focussed only on a few items.

We have wused the latent structure analysis
developed by Rasch [34] when we validated the HDS
[7]1- This Rasch method is a further construct of
the Guttman scalogram analysis taking probabilis-
tic theories of errors of measurement 1into ac-
count. We found that the structure of severity of
depressive states in the HDS could be sufficient-
ly defined by six items (indicated by a the
letters a to f in Table 2). On the basis of these
six HDS 1items we [5] developed the Melancholia
Scale (MES) which has a hierarchical structure in
the sense of Guttman as shown in Table 1. Pa-
tients with minor depression or dysthymia scored
on the first 1items, while patients with major
depression also scored on items of guilt, motor
activity and suicidal thoughts (Table 1).
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Classification of depression

1CD-10

Classical
textbhook
classification

Depression:

Lowering mood

Reduction of
energy and ac-
tivity

Reduction of

enjoyment and
interest

Impaired con-
centration

Marked tired-
ness

Disturbed sleep
Diminished
appetite

Reduced self-
esteenm

Guilt feelings

Suicidal
thoughts

DSM-T111-R

Prototypic
classification

(1) Depressed
mood

(2) Markedly
diminished

interest

(3) Significant
weight loss
or weight
gain
Insomnia or
Hypersomnia

*

(5) Psychomotor
agitation
or retarda-

tion

©)

Fatigue or
loss of en-

ergy
Feelings of

worthlessne
Ss

Q)

Diminished
ability to
concentrate

©)

Recurrent
thought of
death

®
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Table

by symptoms
Melancholia

scale

Latent struc-
ture analysis

1 Work and in-
terests

2 Lowered mood

3 Sleep dis-
turbances

4 Anxiety

5 Emotional
tardation

re-

6 Intellectual
retardation

7 Tiredness and
pain

8 Guilt feel-
ings

9 Decreased
verbal activ-
ity

10 Suicidal

thoughts

11 Decreased
motor activ-

ity

1



Our results of the MES have been confirmed in
other studies with the scale by use of Rasch
analysis [14; 28; 29].

4. Consequences of the psychometric studies with
HDS

In Table 1 is shown the psychometric develop-
ment in the classification of depression from the
ICD system (e.g. 1CD-10), the DSM-I11-R system
and the MES modification of HDS.

The ICD system 1is based on the classical
textbook <classification where no structure is
needed. The DSM-111-R is based on the prototype
algorithm meaning that the symptoms indicated in
Table 1 have a higher mutual correlation that
they do with other symptoms in the DSM-111-R.
This prototypic approach [13] 1is identical with
the principle of factors in factor analysis. The
latent structure analysis in an approach ident-
ical to the concept of transparency used by
Feinstein [15] which refers to the ability to see
through each level of total scores of a rating
scale to determine what it contains. As indicated
in Table 1 a total score of MES of 0 to 5 means
no depression; a score of 6 to 14 means minor
depression or dysthymia; and a score of 15 or
more means major depression. The dimension of
severity of depression in the HDS as defined by
Rasch analysis has been supported by external
validity studies. It correlated with the global
assessment performed by experienced psychiatrists
[6] - Pretreatmently, the <classification of pa-
tients with panic disorder into no, minor and
major depression had predictive validity concern-
ing response to imipramine versus placebo [10],
as no difference was seen 1in patients without
depression while imipramine was superior in de-
pressed patients.

When used as outcome measure of antidepressive
treatment a negative correlation between total
scores of the melancholic scores and plasma le-
vels of clomipramine was found posttreatmently
[1]. Furthermore, Rosenberg et al. [35] have
demonstrated that the total score of the melan-
cholia HDS subscale correlated significantly with
cerebral blood flow values pretreatmently, while
such an association was not found using the 17
items HDS total scores or the items individually.
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Finally, it has been shown that placebo-active
drug differences in clinical trials with antide-
pressants are more pronounced when wusing the
melancholia HDS subscale than the 17 1items HDS

[41.
Table 2
Universe of Items and Their Combinations

ITEM HDS  MES HAS CS  mADRS
(17)  (11) (8+6) INDEX

Depressed mood « O O o o x3

Guilt b o o x15

Suicide O O x 15

Initial O

Middle a

late u}

Work <=0 =] x 15

Retardation (motor) d D

Agitation (motor) o o

Anxiety (psychic) o [a) [u} x 15

Anxiety (somatic) [m] Q6) a

Gastrointestinal [n]

Somatic general tu

Sex O

Hypochondriasis [m]

Loss of insight [m]

Weight O

Insomnia (General) [u} 5] o x 15

Motor retardation 0

Verbal retardation o

Intellectual retardation [u} o x 15

Emotional retardation ] x 15

Tiredness and pains [m] o o

Tension (inner) o =]

Phobia

In Table 2 1is shown the universe of items of
the HDS and MES. To our knowledge rating scales
currently in wuse in psychotherapy, in social
psychiatry or epidemiological psychiatry for de-
pression have no items which cannot be found in
the HDS/MES universe. One of the most frequently
used self-rating scales in epidemiological psy-
chiatry, the General Health Questionnaire [20]
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can be considered as a patient rated version of
the MES [2]. The scale measuring minor psychia-
tric cases in the setting of general practice
(Clinical Interview Schedule, CIS, [20] is also
covered by the universe of items in Table 2.

A scale developed to be sensitive to change
during psychopharmacological treatment by
Montgomery and Asberg [32] (MADRS) is included in
the HDS/MES universe as well (Table 2). This
scale seems less sensitive to change during
treatment compared to MES [20]. Using 50 % reduc-
tion of pretreatment score the MADRS was found
less sensitive than HDS [4]. Furthermore and
Maier have correlated the HDS/MES version of
MARDS (Table 2) with the original MADRS version
in a study including 118 depressed patients. A
correlation coefficient of 0.91 was obtained. The
intercept of the regression line was 1.6 with a
slope of 0.9. 1In other words, a score of 10 on
the MADRS corresponds to 10.6 on the HDS/MES
version; a score of 20 on MADRS corresponds to
19.6 on the HDS/MES version; etc.

Likewise, we have found that a score of 15 or
more on the MES corresponds to a major depression
on DSM-111 [8]- The group of items defining the
DSM-111 concept of dysthymia 1is also included the
universe of items in Table 2.

The universe of items in Table 2 has, however,
not a coverage of items specifically for the
depressive triade of negative self-evaluation of
past, present, and future. The first scale that
covered these items was the Wechsler et al. scale
[39]- This scale has, however, not been frequent-
ly used in clinical research.

5. Factor analysis of the Hamilton Anxiety Scale
(HAS)

In his first study with this scale Hamilton
[22] found a general factor as the first factor
and a bipolar factor as the second (psychic
versus somatic anxiety). 1In his second study
these findings were confirmed [25]. In both
studies Hamilton investigated patients with
anxiety neuroses. We have recently, in a popula-
tion of patients with panic disorders [11] repli-
cated the findings of Hamilton.
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6. Latent structure analysis of the Hamilton
Anxiety Scale

When using the HAS outside 1its original scope
(anxiety neurosis) we found that the factor of
psychic anxiety was most relevant in depressive
illness [18]. |In patients evaluated before car-
diac bypass surgery we found [9] a high correla-
tion between HAS and MES (R = 0.91). In the
latter study only 3 % had a major depression
while 63 % had a minor depression.

In a study using Rasch analysis Maier et al.
[30] found that the psychic anxiety factor of HAS
was most likely to fulfill the Rasch criteria
than the total HAS or the somatic anxiety factor.
This finding is in harmony with a Rasch analysis
carried out in patients with panic disorders

[11].
7. The universe of HDS, MES, HAS

In Table 2 is shown the relevant items of the
HAS in relation to the HDS/MES universe. Of these
items depressed mood, psychic anxiety, insomnia
general and intellectual retardation are ident-
ical to the corresponding MES 1items that covers
minor depression. The original HAS item of gen-
eral muscular symptoms corresponds to the MES
item of tiredness and pains. The original HAS
item of behaviour at interview corresponds to the
HDS item of agitation, but it seems that this
item should not be included in the dimension of
severity [11]. The HDS 1item of somatic anxiety
can be considered as a funeral 1item of autonomic
hyperactivity which mignt be of importance in
describing the minor degrees of depression. Two
important HAS items, tension and phobia, should
be included to <cover the whole dimension of
anxiety. In conclusion, therefore, we have in-
cluded tension and phobia in the HDS/MES universe
to cover also the HAS. The eight HAS items should
be further analysed by Rasch models to test
whether they describe mild degrees of minor de-
pression.

8. Test of time of the Hamilton scales
It has often been stated that it was the

introduction of antidepressants the years before
the publication of the Hamilton scales which
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induced the need for scales measuring outcome of
treatment like those constructed by Hamilton.
However, it is often overlooked that the Hamilton
scales themselves have, if properly administered,
a “therapeutic“c effect. Before the introduction
of antidepressants Skottowe [36] in his inte-
grated textbook of psychiatry made the following
observation: .. The initial psychiatric inter-
view 1is always important, but 1in no group of
illnesses it is of greater 1importance as a first
step in treatment than it 1is in the depression.
The gentle elucidation of all the symptoms 1is of
the highest 1importance. Let the patient see that
the doctor 1is thoroughly familiar with the Kkind
of illness that confronts him; he knows the kind
of feelings and thoughts that it brings to the
patient. This in itself 1is a most reassuring
step“ -

The universe of items of the Hamilton scales
(Table 2) will guide the doctor and thereby
giving the patient a relief as stated by Skot-
tope.

It is in the historical validation interesting
to note that in the controlled clinical trials on
antidepressant symptom rating scales have out-
dated psychological tests [33]. In an overview on
antidepressants drug trials published between
1964 and 1986 in elderly depressed patients,
Gerson et al. [17] have shown that the Hamilton
Depression Scale outdated the contemporary scales
around 1976.

When making a eeta-analytic review of antide-
pressant drugs (Bech, 1988) it became clear that
there exist many different versions of the
Hamilton Depression Scale. The original item
definitons were often inadequate and included
versions separating males and females which, of
course, have historical reasons. It seems that
the most frequetnly used versions of the Hamilton
scales are those published by Guy, often referred
to as the NIMH versions. However, Hamilton never
accepted these versions which he considered as
check-list scales [27]. The operational criteria
that we recently have published were developed 1in
collaboration with Hamilton [10].

9. Conclusion

The universe of items covered by the Hamilton
Depression and Anxiety Scales 1is an important
guide for the doctor making the initial psychia-
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trie interview with the anxious or depressed
patients. Like the Binet scales for measuring
intelligence the Hamilton scales can be
considered as a method of standardizing a clini-
cal interview.

The psychometric methods of factor analysis
and latent structure analysis have 1illustrated
the complementary problem of the primary (gen-
eral) dimension of depression or anxiety versus
the many second order dimensions. The results
with the Hamilton Depression Scale have shown
that a general dimension of severity has been
isolated, the melancholia subscale, which has
lead to the development of the Melancholia Scale
(MES) to be considered as a one-dimension scale.

Various validity studies have confirmed this
general dimension of severity of depression,
which, 1inter alia, 1is relevant when comparing the
relative potency of antidepressant drugs. Among
the second order dimensions the anxiety factor
and the sleep factor have been most important
when describing the profile of antidepressants.

In the Hamilton Anxiety Scale there are two
main factors of which the psychic anxiety factor
includes items relevant for mild depression or
dysthymia.

Both the anxiety scale and the depression
scale were released by Hamilton with rather 1in-
sufficient operational definitons which have re-
sulted in many attempts to make vrevised item
definitons. It 1is important to reach a consensus
regarding this aspect of the Hamilton Scales.

In a chapter on Binet to be found in the
monography of scientific psychology Miller [31]
has stated that: “<.. the vein that Binet opened
up is still being mined today - and still yields
ore of the highest grade ...“% This statement is
valid for Hamilton as indicated 1in this psycho-
metric overview of his scales.
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A MINIREVIEW OF IMPLICATIONS OF CHRONOPSYCHOPHAR-
MACOLOGICAL THERAPY

M. Otter
Department of Pharmacology, Tartu University

In medical practice majority of the orally
applicable drugs are wusually administrated ac-
cording to the scheme “3 times daily“< The argu-
ments to administer the drug in dosi refracta are
weak and validity of this formula 1in modern-day
medicine with vrespect to pharmacokinetics and
chronobiology will be discussed.

Large literature 1is available to support the
statement that both pharmacokinetics and the sus-
ceptibility of any biosystem to drugs depend on
the body % biological rhythms as well in animals
as in man. Circadian (* 24 hours) and other
endogenous biological rhythms, detectable at all
levels of organisation, constitute a temporal
structure 1in all animal species. Circadian, cir-
cannual, and other rhythmic changes in biological
susceptibility and response of organisms to a
large variety of physical and chemical agents,
including medications and foods, are rather com-
mon phenomena. A better understanding of periodic
and thus predictable changes 1in drug effects can
be attained through consideration of three com-
plementary concepts, the chronopharmacokinetics
of a drug, the chronesthesy and the chronergy.

During the last three decades, chronopharmaco-
logy has been a field of rapid proliferating
data, mainly from animals, but recently also from
man. The facts at present clearly demonstrate
that the administration of therapeutic agents
requires an understanding of the chronobiological
concept of the functions of the body as well as
the chronopathology of disease processes and

chronopharmacology principles. It is also well
reorganised that the classical concept of homeos-
tasis should be modified. The basic cellular

functions are cyclic and there exist a number of
cyclic humoral and neural control mechanisms
which are in phase with environmental inputs.
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The aim of this presentation 1is to summarize
some generalizations for medical praxis basing on
human chronopsychopathology, circadian chronopsy-
chopharmacology and then to exemplify chrono-
therapeutic consequence. The final decision how
to administration habit according to the prin-
ciple “3 times daily equal doses“~

Modern chronopsychopharmacology involves the
investigation of:

a) drug effects as a function of biological
timing;

b) drug effects upon the characteristics of
endogenous bioperiodicities;

c) rhythmic patterns in programmed drug admin-
istration in order to optimise effectiveness.

There are rhythmic alterations in the drug
bioavailability, metabolic processes, excretion,
receptor sensitivity and pharmacologic action
with peaks separated by around 24 h (i.e. circa-
dian rhythms).

Circadian rhythm in drug effect may result
from rhythms 1in any one or more factors shown in
Figure 1. These 1include chronopsychopharmacoki-
netics of drugs (i.e. circadian rhythms in drug
absorption, distribution, metabolism and elimin-
ation), rhythms in drug-receptor sensitivity, and
rhythms in pharmacological response which may be
modified in either desired or undesired way.

Bioavailability of drugs administered orally
is better in the late morning and early afternoon
than at other test times.

The following example represents the practical
application of the rhythmicity in urinary drug
excretion. Three schedules of lithium carbonate
administration were provided to patients suffer-
ing from depression. The schedules were: A) 3
equal doses at 8.00, 12.00. 20.00; B) 2/3 of the
daily dose (750 - 1000 mg) at 8.00 and 1/3 at
12.00; C) 1/3 at 12.00 and 2/3 at 20.00. Psy-
chochronotherapy according to the schedule C sta-
bilized a circadian rhythm of wurinary lithium
excretion, and thus reduced the drug nephrotoxic-
ity (gauged by both creatinine and urea clear-
ance)

Figure 2 summarizes Reinberg™ 1ideas in tem-
poral pharmacology. In any psychopharmacological
study one must take into consideration - in
addition to conventional iterns such as species,
sex. age, dose, route and mode of the drug
administration etc. - environmental factors as
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well as organismic bioperiodicity. A better
understanding of changes in drug administration
etc. - environmental factors as effects as a
function of biological timing 1is achievable by
considering three® complementary concepts: the
chronopharmacokinetics of a drug, chronesthesy
of target biosystems to the drug, and the
chronergy, i.e. integrated overall effects.

SUBJECT S SYNCHRONIZATION

ENVIRONMENTAL
+ FACTORS
TIMING IN ADMINISTRATION OF
DRUG OR FOOD
+
CIRCADIAN CHANGES IN METABOLIC
PROCESES
ORGANISMIC

BIOPERIODICITY
BIOSYSTEM CHRONESTHESIA

CHRONOKQETICS %RONERGY

OF DRUG OR FOOD

Figure 2. Reinberg™ [13; 14] concepts in
clinical psychopharmacology

Circadian rhythms of pharmacokinetic para-
meters (chronopsychopharmacokinetics) have been
reported for psychotropic drugs as reviewed by
Reinberg and Smolensky [14], Lemmer [9] or Bru-
guerolle [3]. Benzodiazepines among other psycho-
tropic drugs have not been extensively studied on
this chronopsychopharmacologic point of view.

Aymard and Soulairac [2] measured plasma con-
centrations of N-desmethyl-diazepam and showed
that the time to peak occured at 1 hour at 7.00
p.m. and elimination half-life passed from 3
hours (7.00 a.m.) to 30 hours (7.00 p.m.). Klotz
and Ziegler [7] in a randomized crossover study
showed that while no significant changes could be
observed 1in the absorption and distribution pro-
cesses or elimination half-life of midazolam,
total plasma clearance was higher in patients
during morning (supine or ambulant) than in the
evening (ambulant) and concluded that posture and
circadian rhythms may effect blood flow dependent
hepatic elimination of midazolam.
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Regardless, the metabolism and elimination of
lorazepam differs from other benzodiazepines such
as diazepanm, desmethyldiazepam or midazolam,
since the metabolic pathways of Jlorazepam only
involves conjugation with glucuronic acid and
elimination of the metabolic product by renal
excretion [5].

Fasting or body position differences may be
invoked to explain these variations but these
factors were controlled and are strictly ident-
ical between the two trials. So the absorption
temporal changes of lorazepam are circadian time
dependent. From a pharmacokinetic point of view
the daily differences in the pharmacokinetic
parameters suggest the need for taking 1into ac-
count the hour of administration of a drug when
assessing its kinetics.

Table 1

Plasma total lorazepam kinetic data after loraze-
pam administration at 7.00 a.m. or 7.00 p.m.
(mean x=s.e.m. n = 16) [4]

Time of Dosing

Parameter 7.00 a.m. 7.00 p.m.
Crax< (ng-ml“1) 24. 70 *=1.69 23. 16 =1.72
Tmax (h) 2.37 =*=0.48 3.68 *=0.48
Ka 2.61 =*£0.56 0.77 *£0.15**
<ic <h) 0.52 *=0. 11 1. 18 == 0. 26*

(h> 12.25 %=0.80 14. 11 *=1.20
AUC exp. 335 =28 347 %31
(ng-ml-h~1)

AUCOY, (ng-mI*h"1) 439 =*36 392 *+30
* p <0.05

** p < 0.025 (paired T test)

The time of day of drug administration in-
fluenced the kinetics of diazepam especially in
the absorption and/or distribution phase.

Diazepam 1is the most widely used antianxiety
agent. The existence of circadian variation of
diazepam kinetics in man was determined [12]. Ten
healthy male subjects, 20 to 30 yr of age,
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ingested a single 5-mg dose of diazepam at 9.30
a.m. and at 9.30 p.m. with a three weeks interval
in a randomly assigned crossover study.

The mean diazepam concentration 1in plasma was
significantly higher at 0.5, 1 and 1.5 hr after
drug administration in morning dosing ‘than in
the evening dosing. The mean Cmax was signifi-
cantly higher in the morning trial than 1in the
evening trial (250 =+ 12 and 165 =+ 11 ng/ml,
respectively; p < 0.01). The tmax was signifi-
cantly faster in morning dosing (p < 0.01).
However, neither the mean t.. nor the mean AUC

values for diazepam differed significantly be-
tween morning and evening dosing. Although there

was a great interindividual variation in the 1
2

for diazepam, an intraindividual variation was
relatively very small between morning and evening
trials. The drug-induced subjective sedative ef-
fects in the morning trial are Jlikely to be
produced by higher plasma diazepam concentrations
both in the absorption and the distribution
phases after morning dosing.

The results suggested that diazepam was more
rapidly absorbed from the gastrointestinal tract
after morning dosing than after evening dosing,
although no difference was found in the amount of
absorption of the drug. The amount of food re-
mained in the stomach might have influenced the
rate of absorption of the drug because possibly
less food remained in the stomach after the
smaller morning meal than after the larger even-
ing meal. To elucidate this possibility, diazepam
kinetics were compared between the morning trial
and the evening trial 1in the subjects with 9 hr
fasting state. Although the difference in the
mean Cmax tended to be decreased between morning
and evening trials the time-of-day effect on
diazepam kinetics did not disappear even in sub-
jects with 9 hr fasting state.

Ten healthy male subjects with 9 hr fasting
state were intravenously 1injected a single 5 mg
dose of diazepam at 9.30 a.m. and at 9.30 p.m.
with a three weeks interval 1in a randomly as-
signed crossover study. The mean plasma concen-
trations for diazepam were significantly higher
in morning dosing than in evening dosing at 0.25
hr (382 =21 and 294 = 10 ng/ml, respectively; p
< 0.01), at 0.5 hr (317 =20 and 230 = 12 ng/ml
respectively; p < 0.01), at 1 hr (246 =+ 18 and

32



165 += 9 ng/ml, respectively; p < 0.001), at 2 hr
(177 = 11 and 104 =+ 9 ng/ml, respectively; p <
0.001).

What is the mechanism of this time-of-day
effect on diazepam kinetics following an intra-
venous administration? Diazepam 1is a highly pro-
tein bound drug. The free fraction of drug in the
plasma is only 1 to 2 % The usual drug assay is
the total concentration of drug in the plasma. It
includes both the drug that is bound to plasma
proteins and that which 1is unbound. Changes 1in
free fraction of drugs can influence the dis-
tribution of drugs from the plasma into the
tissue and the blood cells, especially in such a
highly protein bound drug as diazepam. Therefore,
the free fraction of diazepam in plasma was
determined at 0.5 hr after injection by an equi-
librium dialysis procedure.

There was a highly negative correlation be-
tween diazepam free fraction and total diazepanm
concentration in plasma (r = -0.678, p < 0.01).
The mean diazepam free fraction 1in plasma was
significantly higher 1in the evening trial (p <
0.05). Since diazepam was intravenously adminis-
trated and therefore the drug was completely
absorbed 1into the body, the difference 1in the
mean total diazepam concentrations at 0.5 hr
after injection 1is likely to be produced by the
time-of-day effect on protein-binding of the drug
in plasma. On the other hand, the mean free
diazepam concentration in plasma was significant-
ly higher after morning dosing than after evening
dosing at 0.5 hr following injection (4.3 == 0.4
and 3.2 = 0.5 ng/ml, respectively p < 0.01).
Since usually only unbound drugs exerts pharmaco-
logic effects, the time-of-day effect on the
diazepam-induced sedative action might, at least
in part, be attributed to the circadian variation
of protein-binding of diazepam in plasma.

The rhytmic changes 1in the susceptibility of a
biosystem including both molecular and membrane
pehnomena and related metabolic processes are
defined as chronesthesy. 24-h variations 1in the
susceptibility of a biosystem are illustrated by
the results of studies of the time-dependent
effects of many psychotropics.

Usually ~circadian rhythm of sensitivity to
drugs at receptor sites 1is more difficult to
assess than pharmacokinetic aspects.
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In the field of psychopharmacology, the corre-
lations between the steady-st-ate amitriptyline
and/or nortriptyline concentrations in plasma and
their clinical antidepressant effects have been
reported [17; 18].

Amitriptyline and nortriptiline, the tricyclic
antidepressant drugs, are used in the treatment
of depression. Although the drugs are completely
absorbed from the gastrointestinal tract, the
systemic availability of the drug after oral
administration 1in man 1is relatively low due to
the high rate of first-pass metabolism 1in the
liver [1]. Because the plasma half-life of tri-
cyclic antidepressant drugs 1is rather long, re-
cent practice has been to give single daily doses
of these drugs in the -evening. Therefore, the
time of day of drug administration might be of
importance, if there is a difference in Kkinetics
following single doses at different times of day.
This 1issue was examined in the first study by
means of simultaneous measurement of amitripty-
line and nortriptyline and 10-hydroxynortripty-
line, a major metabolite of nortriptyline, anti-
cholinergic effects and subjective sedative ef-
fects induced by the drug. Ten healthy male
subjects ingested a single 50-mg dose of ami-
triptyline hydrochloride in solution at 9 a.m.
and after a three weeks interval at 9 p.m. 1in a
randomly assigned crossover study. Meals were
controlled 1in order to fit the subjects ™ usual
meal amount by preparing standardized breakfast
and dinner.

The mean amitriptyline serum concentrations
were significantly higher 1in the morning trial
than in the evening trial at 1, 2, 3 hr. after
drug administration. Neither the mean Cmax, the
mean ft, nor the mean AUC values for amitriptyline

2
differed significantly between morning and even-
ing dosing. The Tmax was significantly faster in
the morning trial than in the evening trial (p <
0.02).

The fact that the drug-induced anticholinergic
and sedative actions were more prominent 1in the
morning trial is likely to be produced by higher
serum amitriptyline concentrations in the absorp-
tion phase after morning doses. Since both anti-
cholinergic and sedative actions of tricyclic
antidepressants are less consequent close to bed-
time than 1in the morning, the recent custom of
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giving single daily doses of these drugs in the
evening 1is reasonable from the chronopharmaco-
logical point of view, promoting better compli-
cance with treatment.

The chronergy of a psychopharmacological agent
involves its chronopharmacokinetics as well as
the chronesthesia of a set of biosystems. The
acrophase of the drug level in blood as demon-
strated, e.g. for theophylline [15].

In order to obtain a satisfactory therapeutic
effects and to avoid jeopardy of the subject to
be treated, the dose of the drug has to be
adjusted according to the phase of the subjects
sensitivity cycle.

After several decades of investigation in
chronopharmacology, it would appear that there 1is
an adequate scientific base to begin consider-
ation of chronotherapy in selected clinical situ-
ations. The same chronopharmacological principles
have important implications for all contemporary
kinetic and toxicological studies of drugs.
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THE USE OF PSYCHOTROPIC DRUGS IN THE
TREATMENT OF NEUROTICS

L. Mehilane
Department of psychiatry, Tartu University

The application of psychotropic agents is
indicated due to their symptomatic and 1in part
pathogenetic effects in the complex treatment of
the neuroses [5; 8]. Up to now the tranquillizers
have been most often used in the drug therapy of
neuroses. However, it is known, that the basic
symptoms of a neurosis such as anxiety and fear
are extremely diverse. From the earlier work the
character of the following variants of anxiety
and fear was explained: diffuse fear and anxiety,
prevailing fear, phobia, hypochondriacal and de-
pressive thoughts of fear and the somato-vegeta-
tive disorders accompanying them. In a number of
psychogenic disorders psychogenic response -»
neurosis -» prolongated neurosis -» psychogenic
development of a personality they observe the
acute responses of fear and anxiety in which
acute anxiety, fear and somatovegetative dis-
orders were in the forefront in a diminishing
order. They relieve the fixed conditions in that
thinking (the 1life of will) and disorders of
other psychic functions serve as obligatory symp-
toms of a leading syndrome in addition to emo-
tional disorders. An areactive type is rather
prevailing in the somatovegetative area that
suggest that the initial functional dysfunction
is changed by the more persistent pathology, it
stands to reason it needs a different therapy in
principle [6, 7].

At the same time it is known that the spectrum
of the psychotropic effect of the tranquillizers
is relatively limited 1in comparison with the
other psychotropic drugs. Depressive mood, super
valuable ideas, fixed phobias, feebleness ot
will, disturbances of memory and attention, as
thenia, drowsiness, the accentuation ot the per
sonality and the character and several other
frequent symptoms oi psychogenic disorders re
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spond badly to the influence of tranquillizers
[9; 10].

A number of reports have been published in
last years about insufficient efficacy of anxio-
lytics in neurotics. It has been noted that
anxiolytics not only do not cure depressed neur-
otics, but in many patients even may 1induce a
progression of masked depression [4] . Modesting
(1985) has found that 1in patients with masked
depression previous administration of anxiolytics
may cause lowering of overall efficacy of treat-
ment .

When the tranquillizers have been used for a
long time, their basic effect will become to a
great extent weaker. It is probable that the
tranquillizers may induce a psychic dependence on
them [4]. The investigators of many countries
state that the tranquillizers are more and more
often used by the suicidents [9]. Because of that
it is necessary to specify the indications of the
use of psychotropic drugs in the therapy of
non-psychotic disorders.

Table 1
Experimental population and results of treatment

Compound applied

Characteristics Chlor-
Diazepam Melleril prothi-
xene
Number of
patients: total 36 36 36
depressive n. 12 12 12
neurasthenia 12 12 12
hypochondriac n. 12 12 12
Daily dosage of the 15-40 mg 25-100 15-90 mg
compound mg
Therapeutic effect (in
percent)
good 35 84 75
moderate 58 8 19
nil 7 8 6

This study was carried out 1in order to compare
the effect of two neuroleptics - melleril and
chlorprothixene 1in small dosages - with diazepam
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in neurotics. Our experimental population in-
cluded 108 neurotic patients, 1i.e. 36 with neur-
asthenia, 36 with depressive neurosis and 36 with
hypochondriac neurosis. Treatment course was car-
ried out randomly with one of following com-
pounds: in 36 patients diazepam (15 - 40 mg
daily), 1in 36 patients chlorprothixene (15 - 90
mg daily) and in 36 patients melleril (25 - 100
mg daily) was administered for three to five
weeks.

Clinical symptomathology and state of patients
was assessed by means of six rating scales, i.e.
Hamilton ™ Depression Scale, AMP psychopathologi-
cal scale, BPRS, Zung™ Selfrating Scale, Tartu
General Psychiatric Scale and Tartu Scale for
Neurotics. The state of cortical nervous pro-
cesses has been assessed by means of Tartu Psyc-
hometric Test Battery [11; 12].

The pretreatment clinical state of patients in
all three subgorups was characterised by marked
neurotic symptomathology, mean scores by BPRS
psychopathology scale being 37, 38 and 41. 1In all
patients severe and resistant neurotic symptoms
brought about a marked professional and social
desadaptation and hospital treatment was indi-
cated .

The initial state of cortical nervous pro-
cesses in neurotics was characterized by follow-
ing findings. The memory index in both operative
and learning memory tests was lower (p < 0.05),
latency periods in association as well as in
motor reflex tests were longer (p < 0.05) and the
number of disinhibitions in motor reflex test as
well as the number of nonadequate responses in
association test and confabulation index in
learning test were higher (p < 0.05) than in
normal persons.

The results of the treatment course were fol-
lowing. In the sample of neurotics treated with
diazepam a good remission (evaluated by means of
Tartu General Psychiatric Scale) was achieved in
34 percent of patients, in the sample treated
with chlorprothixene in 75 percent and 1in the
melleril sample 1in 84 percent of patients. Also
results of assessment by means of all other
rating scales testify to the superiority of mel-
leril and chlorprothixene as compared with diaze-
pam. Practically all patients treated with mel-
leril and chlorprothixene 1improved clinically to
such an extent that they were discharged from
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hospital in a good state of adaptation. In most
patients treated with diazepam results were mod-
erate. In many patients subdepression, obsessive
and overvalued ideas persisted and their state of
readaptation was not good, further treatment was
needed.

The results of melleril and chlorprothixene
were superior to diazepam in all three types of
neurosis. With all compounds the best effects
were achieved in the group of hypochondriacal
neurosis. According to both Hamilton scale and
Tartu neurosis scale in all types of neurosis the
best results were encountered under melleril
treatment course. Especially in depressed and
hypochondriacal neurosis the superiority of mel-
leril was marked.

Analysis of the influence on investigated com-
pounds upon different factors of neurotic sympto-
mathology demonstrated following differences. On
the basis of factors in Hamilton scale as well as
in Tartu neurosis scale it was found that diaze-
pam exercised most marked action upon anxiety,
this effect being practically equal to melleril
and superior to chlorprothixene. Depressed mood
was most significantly improved under melleril,
less under chlorprothixene and least under diaze-
pam. Similar relations were encountered 1in the
action of different compounds upon hypochondriac
symptoms. Behavioural activity was most markedly
enhanced by melleril, whereas diazepam and chlor-
prothixene exercised equal action. Similar shifts
were found in the factor of vegetative and so-
matic concerne.

Therapeutic changes 1in cortical nervous func-
tions were found to be well coordinated with
clinical effects. In both cortical excitatory and
internal inhibitory processes diazepam did not
bring about practically any shifts. Melleril
caused marked changes 1in cortical excitatory as
well as in internal 1inhibitory processes. Under
chlorprothixene treatment course shifts in corti-
cal nervous processes were even mOre numerous.

Datas delivered allow to conclude that meller-
il and chlorprothixene administered 1in moderate

daily dosages exercise 1in depressive, neuras-
thenic and hypochondriacal neuroses markedly more
intense therapeutic action than diazepanm. Es-

pecially good results of melleril and chlorpro-
thixene treatment course were achieved in neur-
otics, in whom depressed mood, overvalued 1ideas
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and obsessive 1ideas were dominating symptoms and
also in patients with Jlonger duration of the
disease. In neurotics with dominating anxiety and
vegetative disregulation diazepam exercised a
good therapeutic action. On the basis of neuro-
physiological findings one can suppose that neu-
roleptics induce more profound changes in pa-
thogenetic mechanisms of neurosis.

Table 2
Total effects of investigated compounds by rating
scales
Compound applied
Total scores by rating Chlor-
scales Diazepam Melleril prothi-
xene
AMP  Psychopathological
Scale
before treatment 28 23 32
after treatment 14 7 12
therapeutic shift 14 16 20
BPRS
before treatment 38 37 41
after treatment 26 23 27
therapeutic shift 12 14 14
Hamilton Scale
before treatment 22 25 26
after treatment 13 8 10
therapeutic shift 9 17 16
Zung*s Scale
before treatment 49 50 49
after treatment 39 30 33
therapeutic shift 10 20 16
Tartu Scale For Neur-
otics
before treatment 75 81 72
after treatment 35 21 26
therapeutic shift 38 60 46

Psychopharmalogical agents have an associated
psychotropic and somato-vegetotropic (polytropic)
action. It has been found that together with
desirable therapeutic effects, these drugs very
often produce associated adverse side-of-fects
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which may be confused with behavioural disorders
resulting from mental illness during dhe treat-
ment process. The action of a psychopharmacologi-
cal agent may change qualitatively depending upon
the dosage, route, patients ” general health, men-
tal state, the length af therapy and the simulta-
neous administration of other drugs.

Table 3

Effect of investigated compounds in different
types of neurosis (by Hamilton Rating Scale)

Compound applied

Type of neurosis Chlor-
Diazepam Melleril prothi-
xene
Depressive neurosis
total score before 22 26 27
treatment
after treatment 13 12 9
therapeutic shift 9 14 18
t-value of the shift 2 6. 5 5.8
Neurasthenia
total score before 20 23 25
treatment
after treatment 13 7 11
therapeutic shift 7 16 14
t-value of the shift 1.6 7.4 4.6
Hypochondriac neurosis
total score before 24 25 27
treatment
after treatment 13 6 10
therapeutic shift 9 19 17
t-value of the shift 8 10. 6 7.4

The results of the study of 463 neurotics
treated with neuroleptics (levomepromazine 12.5 -
25 mg daily, triineprazine 7.5 - 15 mg, haloperi-
dol 1.0 - 1.5 mg, methophenazine 7.5 - 15 mg),

antidepressants (imipramine 25 - 75 mg, ami-
tryptyline 25 - 75 mg, pirazidol 25 - 75 mg,
trazodone 50 - 100 mg), tranquillizers (mezapam
30 - 50 mg, tofizopam 150 - 300 mg) and noo-

tropics (pyrazetam 1.2 - 2.4 g, fenibut 500 - 750
mg have been analysed. The clinical and para-
clinical assessment of the vresults have been
carried out similarly to the previous study.



Table 4

Effect of investigated compounds upon different
factors of neurosis (t-value of therapeutic
shifts by Hamilton rating scale)

Compound applied

Type of neurosis Chlor-
Diazepam Melleril prothi-
xene
Depressed mood 4.7 10. 6 7.9
Hypochondriasis 4.4 10.0 7.8

Anxiety 6.7 5.7 8.1

It appears that while choosing the most opti-
mum drug for a certain patient it is necessary to
consider not only nosological and syndromological
origin, but the most 1important 1is the symptomo-
logical origin.

The tranquillizers are effective in abolishing
psychogenic anxiety with acute genesis and fear
and somato-vegetative symptoms accompanying them.
The prevailing anxiety and compulsive states are
not yet subordinated to the full reduction under
the influence of tranquillizers, as a rule. The
states, in which, besides anxiety and fear, dis-
orders of thinking, emotional disorders and dis-
orders in will supply as obligatory symptoms of a
leading syndrome the effectiveness of little
doses of antidepressants and neuroleptics excels
in the effectiveness of tranquillizers.

As a result of these studies it 1is obvious
that phenibut has a weak tranquillizing effect.
Its nootropic effect 1is stronger 1in comparison
with pyracetam and appears more rapidly.

Diazepam and other benzdiazepines tranquilli-
zer with 1its high tranquillizing effect induce
langour, tiredness, vreduction of psychophysical
tonicity and the supression of some brain func-
tions. Phenibut with 1its tranquillizing effects
removes tiredness, induces the ascent of psycho-

somatic tonicity; it has a general activating
effect. It 1is necessary that we should prefer
phenibut in the treatment of geriatric, somatic
and childrens ” psychic disorders. It appears that

phenibut could be a drug of choice for extreme
situations of high emotional stress and exhaus-
tion as it is necessary to guarantee high ability
to work with optium emotional and intellec-
tual-mnestic functioning.
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LOW-DOSE NEUROLEPTICS IN ANXIETY
AND ADJUSTMENT DISORDERS -
BENEFIT AND RISKS

M. Ostherheider

Departement of Psychiatry,
University of Wuerzburg, FRG

Several efforts have been made in the past
years to develop different alternatives to con-
ventional treatment in anxiety disorders. Until

yet anxiolytic treatment in outpatients -  for
example - is mostly performed by using benzo-
diazepine tranquilizers. On the other hand - in
some European countries, especially in West-Ger-
many - so called low dose neuroleptics - in the
first place with depot effects, like Fluphena-
zine, Flupenthixol and Fluspirilene - are more

and more used as an alternative to benzodiaze-
pines for example. In Germany the prescription of
benzodiazepine tranquilizers decreased in 1987
about 8 % and 1in the same period the prescription
of low dose neuroleptics increased about 10 %.
One of the vreasons may be that development of
dependence under bezodiazepine treatment has be-
come a severe problem. Especially among general
practitioners the application of low dose
depot-neuroleptics enjoys increasing popularity
in the treatment of non-psychotic disorders.

Even in the early sixties experiences were
made with Fluphenazine in low dose and in most of
the mentioned studies not antipsychotic but good
anxiolytic efficacy was observed [1 - 9]. Other
investigations showed similar results with Flu-
penthixol and Fluspirilene and also antidepress-
ive properties has been reported by several of
these authors in comparison to reference sub-
stances like Amitriptyline, Nortriptyline, Phe-
nelzine and also Diazepam, Bromazepam and Oxaze-
pam (Table 1) [10 - 22]. Most of them described
good anxiolytic properties, relaxation and bene-
ficial decrease in mental tension without affec-
ting activity, physical powers and awareness.

In the 70 and 80 % interests - first of all
in Germany - are focused on Fluspirilene. At
first PACH and co-workers, finally LEHMANN as
well as LAAKMANN and their groups described
Fluspirilene as a potent, specific and safe drug



with anxiolytic and antidepressant qualities [23;
24; 25] . Fluspirilene 1is - like Pimozid and
Penfluridol - a Diphenylbutylpiperidin, which
releases slowly from the intramuscular injection
depot and results in a constant, prolonged but
low-grade vreceptor occupance. Usually Fluspiri-
lene is applied in a 1,5 mg/weekly dosage inter-
val .

Table 1

Low dose neuroleptics in anxiety:
Review of the literature

Flurphenazine: Proctor 1960
Larkin 1961
Bodi et al. 1961
Carsley/0Olsen 1962
Dunlop 1962
Levitov 1965
Janke 1965
Hakkarainen 1977
Scholling/Clausen 1978

Flupenthixol: Predescu et al. 1973
Ovhed 1976
Young et al. 1976
Rosenberg et al. 1976, 1981 i
Wheatley 1983
Jokinen et al. 1984
Poldinger/Sieberns 1985

Fluspirilene: Pach et al. 1973, 1976
Waniek/Pach 1974
Deberdt et al 1980
Thilmann 1981, 1983
Hassel 1985
Lehmann 1987

There are different hypotheses about the mech-
anisms of action. Probably it depends on the
interference of serotonergic, noradrenergic, his-
taminergic and possibly dopaminergic receptor in-
teractions according to the substances ” specifity
in this dose, which results in anxiolytic and
mood-stabilizing effects as well as 1improvement
of drive [26].

We want to turn to the problem of side effects
under low dose neuroleptic treatment with a
special aspect to the prescription habits of
general practitioners.
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Results are shown of a multicentre outpatients
study by LEHMANN with Fluspirilene, which gives a
representative summary of typical side effects
under Fluspirilene. Extrapyramidal symptoms are
under the most frequent side effects and from a
critical point of view it has to be emphasized
that in most of the studies - dealing with our
topic - the follow up hadn ™ been longer than 8
weeks. So, specific neuroleptic side effects -
especially tardive dyskinesia - occuring 1in a
drug and dose dependent manner are still a sub-
ject of criticism (Table 2) [27].

Table 2

Side effects under fluspirilene treatment (1 261
outpatients) by LEHMANN, 1987

N %
increase in weight 74 5.87
fatigue 48 3.81
extrapyramidal symp. 42 3.33
dryness of mouth 17 1.35
sweating 10 0. 79
dizziness 9 0.71
circulatory disorder 7 0. 56
stomach trouble 4 0.32
visual disturbance 4 0. 32
other 11 0.87

Representative for several papers on this
problem I want to quote a publication of CASEY at
al ., in which he reviewed the Jliterature on
tardive dyskinesia in non-schizophrenics and
where it ™ pointed out - and so other authors do
as well - that prevalence of tardive dyskinesia
is possibly 1in the same range or even higher in
affective disorders and that may be of great
importance for the use of neuroleptics 1in this
indication by general practioners (Table 3) [28].

Already in 1974 KLAWANS et al. reported about
neuroleptic-induced tardive dyskinesia in non-
psychotic patients. The clinical features of
seven patients who developed dyskinesia after
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Table 3
Prevalence of TD in Nonschizophrenics
Point prevalence (%)
Reference n TD criterion Schizo- Bipolar Organic Mental Remarks
phrenia disorder mental retard-
disorder ation
Faurbye 355 Global 34 .7 22..0 15 .7 Mean age, 61.4 yr
et al. 1964 judgment .
(3 rates)
Greenblatt 270 Global - - 15 .4 - Other diagnoses, 13.9
et al. 1968 judgment %
Simpson 3.319 Global 11.5 13.9 10.5 Mean age, 59.0 yr neu- |
et al. 1978 judgment roleptic exposure, |
12.4 yr t
Crane and 182 Global 8 22 15 Schizophrenia, 64.0 yr 1
Paulson 1967 judgment Organic disorder, 57.0 [
yr
Brandon 910 Facial 21 23 28 In females younger |
et al. 1971 dyskinesia than 50, TD prevalence
was higher 1in organic
than 1in schizophrenic
patients
Yassa 328 AIMS 24 42 41 No significant corre-
et al. 1984b d "mild" lations with age and
item) neuroleptic exposure
Richardson 211 AIMS, RD-TD - - - 48.8 Age correlated with TD
et al. 1985
Note AIMS = Abnormal Involuntary Movement Scale (Guy 1976); RD-TD = research diagnosis

criteria for TD (Schooler and Kane 1982).



Neuroleptic-induced tardive dyskinesia

Patient/Age,
yr/Sex

1/43/F

2/68/F

3/69/F

4/52/M

5/746/M
6/51/F

7/41/F

Neuroleptic Drug

Chlorpromazine

Trifluoperazine

Trifluoperazine

Chlorpromazine

Prochlorperazine
Thioridaz ine

Prochlorperazine

Description of Patients

Duration Indication

of Ther-

apy, yr
6 Anxiety neurosis
4 Anxiety neurosis
4 Anxiety neurosis
6 Anxiety neurosis
3 Chronic gastritis
6 Anxiety neurosis
4 Chronic gastritis

in non-psychotic patients

Table

(Klawans et al ., 1974)

Manifestation

Lingual-facial-buccal
dyskinesias, limb chorea

Lingual-facial-buccal
dyskinesias, finger move-
ments ,

gutteral cough

Lingual-facial-buccal
dyskinesias, finger move-
ments

Lingual-facial-buccal
dyskinesias, foot tapping,
respiratory dyskinesias

Lingual-facial-buccal
dyskinesias

Lingual-facial-buccal
dyskinesias, limb chorea

Lingual-facial-buccal
dyskinesias, finger move-
ments

4



prolonged therapy with neuroleptic drugs are sum-
marized in the table 4. All were given pheno-
thiazine-derived drugs for periods of three to
six years to treat anxiety neurosis associated
with given about neuroleptic dose (Table 4) [29] -

With a view of the above mentioned problems we
carried out a vretrospective-like study on the
long term compatibility of Fluspirilene with a
special aspect of tardive dyskinesia.

The study was organized by our outpatients?
treatment research group and performed 1in private
practices. Study design was as followed: |In the
first group (Fluspirilene group) we examined
non-psychotic outpatients who had in the last 3
years at least 26 injections with 1.5 mg Fluspi-
rilene. They had never received other neurolept-
ics. In the second group (bezodiazepine group) we
saw outpatients who had been treated under the
same indications 1in intervals or continously with
benzodiazepine drugs. These patients had also
never had neuroleptics. Inclusion criteria - as
reported by the general practitioners - are
presented in figure 1 and the rating scales that
were

Figure 1

Long term compatibility of fluspirilene:
inclusion criteria

age : pat. > 18 vy
sex :m / f
diagnosis: non psychotic disorders

neurotic anxiety
adjustment disorder

organ neurosis
psychosomatic disturbance

(diagnostic data from general practitioners)

used in the figure 2. Also psychopathometric
evaluation - at the moment of the examination -
had been done by using FPI, CGI, STAI, HAMA and
SDS. Patients” data are shown in the table 5.
There were no significant differences for age and
sex. As for the duration of 1illness we"ve seen a
difference between both groups; 1illness course in
benzodiazepine treated patients was significantly
longer. The duration of treatment in the benzo-
diazepine group was 1in the mean 67,38 month in
cases where the patients had been treated conti-
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nously and 35.91 month for interval treatment.
Figure 2

Long term compatibility of fluspirilene:
rating scales

Abnormal Involuntary Movement Scale ( AIMS ),
N1TMH

Extrapyramidal Symptom Scale ( EPS ),
Simpson et al.

Webster Rating Scale ( WEB ),
Webster et al.

Akathisia Scale ( AKA ),
Tegeler et al.

The UKU Side Effect Rating Scale ( UKU ),
Lingjaerde et al.

Table 5

Long term compatibility of fluspirilene:
patients ” data

FLYSPIRILENE BENZODIAZEPINE

N = 70 N = 56

M / F 15/55 M / F 12/44
(21.4/78.6 %) (21.5/78 %)

age: 18 - 87 age: 22 - 87
med = 51.63 med = 54.82
s = 18.98 s = 18.61

age/M: 22 - 70 age/M: 22 - 79
med = 41.60 med = 55.75
s = 15.90 s = 17.85

age/F: 18 - 87 age/F: 23 - 87
med = 54.36 med = 54.57
s = 18.96 s = 19.00

Alarming high is the mean number of given Fluspi-
rilene injections: It is about 65 in the last 3
years and the total mean number (for the past 5
years) 1is more than 80 injections. With a look on
the different side effect rating scales it is to
be seen, that in four of five scales the Fluspi-
rilene group ranges  higher, but surprisingly
there was no significant difference at all. Only
according to the AIMS score we had a trend on
differences with a significance level of “p““less
than 0.1 (Table 6). Also 1in the UKU, which 1is
described as a specific rating scale for drug
relating side effects, no significant differences
were found (Table 7).
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Table 6

Rating scales:
total scores

scales FLU BENZ
AIMS (0-42) 1.25 SD 2.71 0.76 SD 1.73
EPS  (0-27) 0.97 SD 2.27 0.57 SD 1.99
AKA  (0-66) 6.24 SD 4.25 6.53 SD 4.90
WEB  (0-30) 0.80 SD 2.13 0.61 SD 1.85
UKU  (0-144) 10. 82 SD 8.58 10.52 SD 9.00
Table
UKU: mean total scores for subscales
items FLU BENZ
psychic side 6 .51 6 .27
effects SD  3.47 SD  3.52
neurological 0 .65 0 .50
side effects SD 1. 12 SD 1. 19
autonomic 2.14 2 .57
side effects SD 1.80 SD  2.40
other side 1.52 1.18
effect SD  2.19 SD 1.89

On the one hand we have seen indeed no remark-
able differences, but on the other hand it has to
call in question whether rating scales &a@& exact
and useful enough for correct evaluation of this
problem. Investigations with focus on side ef-
fects and compatibility should include objective
clinical examination findings  too. Therefore
individual case analysis had been done in several
patients with a higher score in different items
of the rating scales.

So we had a 49 year old woman with clinical
signs of moderate tardive dyskinesia, especially
perioral and respiratory dyskinesias. The patient
suffers from neurotic depression - as assessed
by her practitioner - for about 15 years. She
had been administered to the incredible number of
injection of 156 1in the past 3 years and 302
injections during the last 5 years. Further in-
vestigation had been done (like CCT and ultra-
sound Doppler technique) with no pathological
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findings. First of all no organic syndrom was
seen. Also the differences in the rating scales
are remarkable, some of them not reflecting the
problem (Table 8).

Table 8

Long term compatibility
individual analysis

49 y. female
“fieurotic depression“©

duration of illness: 15 vy.

numbers of injections (fluspirilene 1.5 mg/w.)
in the past 3 y. : 156

total numbers of injections (past 5 y.): 302
AIMS 19

EPS 0

UKU 15

WEB 0

AKA 12

Among our patients we had 7 persons (10 %) who
received more than 120 injections of Fluspirilene
in the last 3 vyears. Although only 1 of these
patients developed tardive dyskinesia, we think
the main problem has become clear: treatment
recommendations are often disregarded; certainly
also in consideration of the course of the 1ill-
ness. But according to the assumption - and
there are some data and evidence for that - [life
time exposure to neuroleptics irrespective of
dose may play an important role in the develop-
ment of tardive dyskinesia, problems will come up
to clinicians in these circumstances if not an
extensive clearing up will be done with the aim
to reach a responsible dealing on the part of
those physicians, who put patients on low dose
neuroleptics. At this time it 1is not possible to
say, that “feuroleptanxiolysis““is a safe alter-
native to benzodiazepine for example 1in anxiety
syndroms. But on the other hand the review of the
corresponding literature and our first results
show that the compatibility - provided that
correct application is performed - of Fluspiri-
lene and probably other low dose neuroleptics in
the mentioned range of indications is better than
it has to be expected.

Benefit for low dose neuroleptics 1is found in

— less problems according to dependence,
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— improved compliance in “problem patients“©

and
— less side effects in “Short term““use.
Therefore the range of indications - after a
careful diagnostic regimen - is:

— non specific anxiety syndroms

— adjustment disorders and neurasthenic syn-
droms especially with feelings of somatic
impairment

- psychosomatic disorders in the “Wider

sense““
To limitate the risks of this treatment, psy-
chotic disorders - especially organic psychosis

— , neurosis and psychosomatic disorders “in the
narrower sense““ and also chronic courses should
be excluded from this treatment. A limitation of
age (max. 55 years) and of treatment (max. 12
weeks) should be done also. Within the first
occurence of early dyskinesia, treatment should
be discontinuated at once. The conclusion has to

be - this time - : “The best procedure in a
clinical situation is to justify neuroleptic use
for each individual case. In particular, chronic

neuroleptic use 1in non-psychotic patients needs
to be periodically reassessed““ [30]-

It is hoped that this paper will stimulate
further research into the role of neuroleptics in
anxiety and depressive conditions. While there
may be complications to their long-term use, in
the short-term they are relatively free of side
effects.

If low-dose neuroleptics have anxiolytic prop-
erties, which review of the literature and ex-
periences of our own suggests seem probable, then
understanding their mode of action may reveal
mechanisms of value for the development of future
anxiolytic drugs and perhaps increase the clini-
cal spectrum of anxiety disorders for which ef-
fective drug ther-apies are available.
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AMMONIUM CHLORIDE AND LOW-DOSE NEUROLEPTICS
IN THE TREATMENT OF NEUROTIC STATES

L. Mehilane
Department of psychiatry, Tartu University

No doubt that psychotherapy is one of the ma-
jor methods 1in the treatment of psychogenic dis-
orders. The realization of the main principles in
the treatment of neuroses (ethi adlogiaal, patho-
genetical, individual consistent, dynamical, com-
plex) is accomplished by psychosocial methods and
organizatory measures /2/. The principle of symp-
tomatic treatment also presumes the application
of biological methods, 1including psychotropic
drugs /3/. But the problems of the differentiated
indications of psychotropic drugs in the treat-
ment of psychogenic disorders have been only par-
tially solved up to now.

Till now tranquillizers have mainly been ad-
ministered in the treatment of these disorders.
It. has become apparent that tranquillizers have
an effect on only few symptoms of neuroses /3/.
Administered for a longer period they conduce to
the psychogenic disorder turning into chronic,
the development of masked depression, the forma-
tion of psychosocial dependence on these drugs
/5/. In many cases tranquillizers serve only for
materialized psychotherapy.

We"ve succeeded in demonstrating the pathoge-
netic effect of small doses of antidepressants
and neuroleptics in the treatment of neuroses us-
ing both animal experiments and clinical studies
/1; 2/. In this paper we"ll present the effi-
ciency of ammonium chloride therapy (10 - 15
courses), tioridazine (25 - 75 mg pro die),
chlorprotixene (15 - 45 mg) and diazepam (15 - 20
mg) in t.he complex treatment of neuroses.
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63 out of 165 patients had the diagnosis of
depressive neurosis (300.4), 51 of them had neu-
rasthenia (300.5) and 51 hypochondriac neurosis
(300.7).

The treatment with ammonium chloride lays in
its iv. injections of 10 % solution (2 - 3,5 ml).
It was followed by a subjective feeling of warmth
all over the body with superficial loss of con-
sciousness during 10 - 12 sec. On awaking the pa-
tients were in high spirits, they felt alert,
sometimes they even were slightly euphoric, they
were easily susceptible to psychotherapy.

Table
The efficiency of tioridazine, chlorprotixene and
ammonium chloride in the treatment of neuroses
Foims of Diaze- Tiori- Chlorpro- Ammonium

neuroses pam dazine tixene chloride

Depressive neurosis

before treatment 70 82 64 68
after treatment 39 13 20 20
therapeutic shift 31 69 44 48
t-values of the 2,4 11,3 6,9 7,1

therapeutic shifts

Neurasthenia

before treatment 65 77 64 70
after treatment 37 27 23 25
therapeutic shift 28 50 41 45
t-values of the 2,6 5,4 5,4 6,8

therapeutic shifts

Hypochondriac neurosis

before treatment 85 85 87 84
after treatment 47 22 34 45
therapeutic shift 38 63 53 39
t-values of the 2,5 9,6 8,7 4,1

therapeutic shifts
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The results of all the methods of treatment
have been estimated by the following clinical
scales (Zung®"s, Hamilton®s, BPRS, Tartu General
Scale and Tartu Scale of Neuroses). The data of
cortical nervous function have been evaluated by
the Tartu Test complex. Table 1 includes the sum-
mary condition of various forms of neuroses hav-
ing been estimated, according to the Tartu Scale
of Neuroses, both before treatment and after
treatment, a therapeutic shift and statistical
probability by t-tests.

As we can see from the summary no significant
shifts were observed in the mechanisms of excita-
tory and internal inhibitory processes under the
influence of diazepam. A tendency of the increase
in the reactions to the immediate signals of mo-
tor reflexes can only be observed.

The exactness of the Tformation of new asso-
ciations and the exactness of motor reflexes, the
capacity for the mobilization of old verbal asso-
ciations improved essentially under the influence
of tioridazine. Under the influence of chlorpro-
tixene the volume and the exactness of new verbal
associations improved, as well as the capacity
for the reproduction and formation of new asso-
ciations .

Under the influence of the treatment with am-
monium chloride the stability of excitatory pro-
cesses 1improved 1in both signal systems, as well
as the intensity of excitatory processes and the
co-operation between signal systems, the mecha-
nisms of internal iInhibitory processes strengthe-
ned.

The efficiency of chlorprotixene and tiorida-
zine was clinically greater in chronic forms, as
well as in case of clearly formed neurotic syn-
drome, phobias, prevailing thoughts of fear and
neurotic depression.

Under the influence of diazepam a rapid tran-
quillizing effect was achieved and it was recom-
mendable to administer it as a symptomatic remedy
for courses lasting for a few days.
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During a long-time course, lasting for many
weeks, the above-mentioned undesirable medical
and social problems were revealed in connections
with the use of diazepam.

Treating with ammonium chloride the convales-
cence was observed in 88 % of patients. In pa-
tients with clearly formed anxious-hypochondriac
and anxious-depressive conditions (all together 7
% of cases), anxiety 1increased and their condi-
tion became worse.

After the clinical ammonium chloride convul-
sion therapy a substantial improvement of mood
was observed, asthenia and headaches disappeared.
Sleep, ability to work and general psychophysical
tone grew better.

For a summary it must be emphasized that am-
monium chloride therapy is an effective remedy in
treatment of neuroses, practically without com-
plications and by-effects. This method in combi-
nation with adequate psychotherapy is effective
even in case of chronic psychogenic disorders.

The best results are achieved in such neu-
rotics, whose vegetative disorders are of sympa-
ticotonic character.
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DIAZEPAM AND LATERALIZED
RECEIVING OF INFORMATION

M. Cerny, H. Cerna, M. Posmurova, J. Pavlat
Psychiatric Research Unit and Department of Psy-
chiatry, Medical School of Charles University

Both hemispheres are supposed to cooperate in
the control of emotions. But on the basis of some
clinical and experimental findings has been es-
tablished the 1idea of special and in some re-
spects leading role of the right hemisphere in
organizing emotional processes, particularly when
the manifestations of depression and anxiety are
formed. Therefore it may be expected that diaze-
pam as anxiety relieving drug will affect the ac-
tivity of the right hemisphere more than that of
the left hemisphere.

Some experiments have been already realized
analysing a possible lateralized effect of diaze-
pam. Thus e.g. Hynek et al. /1/ studied the ef-
fect of the combination of methylphenidate and
diazepam in a single dose on the EEG activity in
the right and left hemispheres. The drugs dimin-
ished the interhemispheric difference in EEG ac-
tivity. Kostandov /2, 3/ examined the influence
of intramuscular injections of diazepam on corti-
cal potentials P300 evoked by neutral and emotio-
nal words and in the processes of elaboration and
reproduction of conditioned cortical reactions.
Under the action of diazepam the interhemispheric
difference in the latency of cortical response
disappeared due to latency increase in the right
hemisphere.

The aim of our study was to contribute to the
verification of above mentioned hypothesis about
a possible lateralized effect of diazepam first
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of all by means of the method of dichotic presen-
tation of verbal stimuli. The work should be re-
garded as a preliminary study.

METHOD
Subjects
Subjects for this experiment were 10 females
aged 20 to 22 years who were selected from medi-
cal students. The criteria for selection were:
a) dextrality, b) normal hearing, c¢) good health.

PROCEDURE

The experiment was carried out in two identi-
cal sessions and were realized with a one-week
interval. The difference between the first and
second sessions consisted only in the fact that
the first session was initiated 2 minutes after
i.v. application of 4 ccm of physiological solu-
tion and the second session after 1i.v. applica-
tion of 20 mg of diazepam. Both solutions were
applied in a blind way. The experimental subjects
received an introductory information that we will
verify with them the efficacy of two drugs which
may evoke either no subjectivly felt changes, or
possibly manifestations of psychic and motoric
inhibition.

The experimental session consisted of three
trials: a) Verbal Dichotic Listening Test;
b) Tactile Memory Test; c) Manschreck Neuro-
psychological Battery.

The dichotic listening test consisted of
eight sets of two- or three-syllable words. Each
set was made up of eight pairs of words; the mem-
bers of each pair were matched for acoustic
length. Produced by a female speaker, the words
were recorded on two channels of audio tape. Word
pairs were successively presented with stereo
headphones in such a way chat the Ss received two
different words simultaneously, one at each ear.
The interval between successive pairs was 1 s.
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The Ss were asked to attend to a specific ear
(to the left ear in the Tfirst, fourth, fifth and
eight sets and to the right ear in the second,
third, sixth and seventh sets) and after each set
after being asked promptly to report aloud only
words heard in that ear.

After the subject had carried out this task,
he was told that a set of words could be read to
him and among them there will be also words
transferred by both headphones. The subject
should report after each word if he has heard it
regardless of the fact in which headphone it ap-
peared. Twice eight control words were added to
each set.

In the Tactile Memory Test touches applied
simultaneously to fingers of both hands are to be
remembered. One task consists of three pairs of
touches. The Ss lifts the touched fingers sepa-
rately on each hand.

There are two possible strategies of remem-
bering fingers which were touched: 1) nonverbal,
purely tactile, supposedly connected with non-
dominant hemisphere functions, and 2) verbal,
with symbolic denotation of fingers, supposedly
connected with dominant hemisphere functions.

Manschreck Neuropsychological Battery /4/ is
directed at verification of the functions of the
frontal and parietal cortex and the function of
the cerebellum. The examination of the frontal
cortical functions 1is carried out by four tests
of volitional motoric behavior, and the examina-
tion of the motoric functions related to the ce-
rebellum by two tests assessing the dexterity and
coordination of spontaneous behavior (forefinger-
nose-forefinger, gait and stand). The parietal
cortical functions are studied by means of two
sensoric tests (graphesthesia, stereognosis).

Most tests enable the discovery of the late-
ralization of eventual dysfunctions (they are
performed separately by the left hand and the
right hand). The performance is assessed on a
four-point scale.



RESULTS

Figures 1 and 2 illustrate the effect of di-
azepam on word dichotic listening (Figure 1 the
effect on word recall, Figure 2 on word recogni-
tion) .

Paired t-test showed significant right ear
advantage (REA) for words 1in word vrecall. The
difference between the right ear and left ear af-
ter taking diazepam was greater (p -.005) than in
placebo administration (p - .02). This signifi-
cantly greater difference was caused by lower re-
call performance of the left ear.

The REA in world recognition (Figure 2) after
the administration of the placebo was non sig-
nificant, but after taking diazepam it was sta-
tistically significant (p - .01) as a result of
much greater worsening of word recognition of the
left ear (p -.005) 1in comparison to the perform-
ance worsening of the right ear (p -.02).

In the tactile memory test no difference
between the performance 1iIn both sessions was
found in the experimental sample as a whole. Ho-
wever, when the sample was divided into Tfour
subgroups according to the employed strategy and
the hand with the experimental subjects started
to respond, a worsening of performance after ta-
king diazepam was revealed in the subjects using
the verbal strategy and starting with a dominant
hand, and in the subjects using the nonverbal
strategy and starting with a nondominant hand.
The results in the other two subgroups were
ambiguous. But in view of a low number of
subjects in the sample it is not possible to
judge the obtained data with the objectivity. The
identical situation was showed 1iIn the neuro-
psycho logical examinat ion.



Figure 1.
The effect of placebo and diazepam on word
dichotic listening: mean scores of word recall.

RE columns - right ear memory performance; LE -
columns - left ear memory performance; P -
placebo; D - diazepam; number over the columns -

statistically significant differences
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N=10

Figure 2.
The effect of placebo and diazepam on word
dichotic listening: mean scores of word recogni-
tion. The description see Figure 1.



Discussion

The data of this preliminary study confirm
the findings of many previous experiments with
dichotic listening, which have shown, that most
dextrals perceive verbal stimuli presented to the
right ear more accurately than verbal stimul
presented to the left ear. That means that the
left hemisphere 1is supperiori for the perception
of the verbal information.

OQur Tfindings have proved that diazepam
considerably increased REA for word recall and
word recognition resulting from diminishing
performance of the left ear. Albeit diazepam
caused significant decrease in word recognition
in comparison with the performance after the
administration of the placebo also in words
intended for the right ear, in words intended for
the left ear this decrease appeared on a much
lower statistical level.

The results which we have obtained when app-
lying the method of the dichotic presentation of
verbal stimuli support the 1idea, according to
which we expected a greater inhibition effect of
diazepam on the right hemisphere then on the left
hemisphere. We believed that the right hemisphere
is more TfTunctionally connected with brain struc-
tures which integrate nerve mechanisms of
emotions. Similarly as Kostandov /2/ we assume
that it would be possible to interpret the effect
of diazepam on the right hemisphere as a
secondary of the decreased tonic influence of the
limbic system, whose activity is moderated by
diazepam.
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D1-RECEPTORS IN RETINA:ZIN VIVO OBSERVATION
BY MEANS OF ELECTRORETINOGRAPHY

V. Filip, M. Filipova(*), 1. David
Psychiatric Research Institute
(*) Department of Neurology, Faculty
Hospital Bulovka

Introduct ion

Dopamine 1is major neurotransmitter 1in retina.
Dopaminergic neurons, together with the
GABA-ergic ones, form a network of neuronal feed-
back circuits in the bipolar cell layer of reti-
na, which modulates signal passage from photo-
receptor cells to higher structures of CNS /7,
8/. Prevailing part of the dopaminergic receptors
in retina are of D1 type, 1i.e. coupled with ade-
nylate cyclase.

The action potential of. retina can be rec-
orded as electroretinograrri (ERG). Since the main
component of ERG, the B wave, is generated in the
bipolar cell layer of retina /1/, it is not sur-
prising that it has been found sensitive to the
effects of neuroleptics /3, A/ and L-DUPA /5,
10/.

In extension of this work, we studied the ERG
response to haloper idol withdrawal in schizo-
phrenics and the effect of terguri.de (transdi-
hydro lisur ide) in parkinsonism.

Haloperidol withdrawal study

Sixteen psychiatric inpat ient.s (8 men, 8 wom-
en) ranging Jn age from 20 to /14 years with cl in
iral diagnosis ol schizophrenia were included in*
to the study. They had a minimum scute* ol b



points on the 12-point diagnostic scale of schiz-
ophrenia by Carpenter /2/ and a duration of ill-
ness of at least 6 months.

Haloperidol was administered per os t.i.d.
with minimum daily dose of 8 mg according to a
flexible dosage schedule. After 21 days, the ac-
tive drug was substituted with identically look-
ing placebo, and the placebo period then contin-
ued for one week.

Blood samples for serum prolactin (PRL) esti-
mation were withdrawn on the day 21 and 28 after
all-nigt bed rest. ERG was recorded on the day 21
and day 28 at 11 a.m. The last dose of haloperi-
dol was administered in the evening of the pre-
ceding day. ERG was recorded after 5 min of dark
adaptation. The response to one stimulus energy
(at the ascending part of the I1-R curve) was
evaluated under blind conditions. There was a
significant increase of the B-wave amplitude dur-
ing the placebo period (p = 0.001). Serum PRL de-
creased significantly during the same time (p =
0.019) (Figure 1).

Figure 1.
Effect of haloperidol withdrawal on ERG and serum
prolactin level. One week of placebo administra-
tion following three weeks of pretreatment with
haloperidol lead to a significant (p=.001) in-
crease of the B-wave amplitude and significant
(p=-019) decrease of serum prolactin.
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Terguride study

Terguride is an ergoline derivative origi-
nally synthesized 1in the Research Institute of
Pharmacy and Biochemistry (VUFB) Prague /12/. It
possesses dualistic (mixed agonistic/antagonis-
ticJ activity upon dopaminergic receptor. This
led to a paradoxical suggestion, that terguride
may be useful for treatment of both schizophrenia
and parkinsonism /6/.

Ten neurologic inpatients suffering from par-
kinsonism of atherosclerotic aetiology (437.0 ac-
cording to ICD-9) and having minimum score of 12
points on the rating scale of Simpson and Angus
/9/ were included into the trial. Terguride was
administered with meals according to an ascending
dosage schedule starting with a daily dose of 0.5
mg with a stepwise increment till the symptoms
ameliorated or adverse effects causing discomfort
emerged. Scotopic ERG (6 min dark adaptation) was
recorded at pretreatment and then once weekly.
The recording sessions took place in the after
noon, 3 hours after the last ingestion of tergu-
ride. Three series of stimuli with 1increasing
stimulus 1level (light energy) were used. The
plateau of terguride dosage was reached during
the 2-nd week at an average daily dose of 3.1 mg.
In all but one patient the daily dosage at the
end of the week 2 was 0.5 mg higher than at the
end of the week 1.

Due to blinking artefacts, recordings of 3
subjects were dropped out from the analysis. Ana-
lysis of the remaining 7 ERG"s (Figure 2) showed
a significant (p<.05) decrease of the ERG B-wave
amplitude at all three stimulus levels at the end
of the week 1, with a return to pretreatment val-
ues at the end of the week 2. The recordings of
the weeks 3 arid 4 showed higher B-wave amplitude
in comparison to pretreatment, blit the differen-
ces were not statistically significant.



B wave
amplitude

Time
Cweek]

Figure 2.
Time course of ERG B-wave amplitude during treat-
ment with terguride. Each curve represents one
stimulation (light energy) level. At the two hi-
gest stimulation levels / * and o /, the B-wave
amplitude at the end of week 2 is significantly
(p<.01) 1lower than at pretreatment.

Discussion
Both intervencies affecting dopaminergic re-

ceptor induced changes of the B-wave amplitude of
ERG. In the haloperidol study, the increase of
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sensitivity of the dopaminergic receptor after
haloperidol withdrawal was verified by decrease
of serum prolactin level. Our data do not allow
to decide whether we may talk about dopaminergic
supersensitivity.

In the terguride study, the biphasic effect
on ERG can be explained either by the receptor
sensitivity adaptation during the therapy, or by
dose dependent dualistic effect (the dosage of
terguride in the week 1 was Jlower than in the
next 2 weeks of treatment).

Preclinical studies with terguride in labora-
tory animals showed, that the pharmacodynamic ef-
fect of this compound in various parts of the
brain may be dissociated. Marked inhibitory ef-
fect of terguride on prolactin release and in-
hibition of cataleptic effects of neuroleptics
indicate stimulation of dopaminergic processes in
tuberoinfundibular and nigrostriatal pathways
respectively; decrease of spontaneous locomotor
activity, impairment of motor coordination and
inhibition of apomorphine - induced stereotypes
indicate inhibition of dopaminergic processes in
mesolimbic and mesocortical pathways /6, 11/. The
data on the effect of terguride on retinal D1 re-
ceptor are, however, not available. We can specu-
late that the biphasic effect of terguride on the
ERG confirms the dualistic character of this com-
pound .

Summary

1. The B-wave amplitude of ERG increased sig-
nificantly during one week of placebo administra-
tion following a 3-week pretreatment with halo-
peridol in schizophrenics.

2. The B-wave amplitude of ERG showed a bi-
phasic response to administration of terguride
in parkinsonics, with a significant decrease af-
ter one week of treatment and a subsequent return
to (above?) pretreatment level.

10* 75



3. These results confirm previous Tfindings
that pharmacological manipulation of retinal D1
receptors may be reflected in the electroretino-
gram.
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INFLUENCE OF PROPER-MYL UPON
PSYCHOPATHOLOGICAL SYMPTOMS
OF SCHIZOPHRENIC PATIENTS

0. Toomla, L. Toomaspoeg, A. Lehtmets, K. Toomla

Department of Psychopharmacology,
Tartu University

Problems of therapy and social adaptation of
schizophrenic patients are among topical ques-
tions in modern psychiatry. Therapy of this 1ill-
ness remains on the symptomatic level until the
secrets of the ethiopathogenesis of this illness
remain unsolved.

Psychopharmacotherapy has a Jleading role in
the treatment of schizophrenic patients. Despite
its great efficiency in psychotic symptomatology
it has only a modest influence on the nuclear
symptoms of schizophrenia (such as 1inapproriate
affect, loss of drive, blunted affect, formal
disturbance of thinking).

Disturbance of immunological homeostasis [1;
2; 3] in schizophrenic patients refers to the
possibility of using immunotropic drugs as well
as immunotropic drugs besides traditional methods
(neuroleptic drugs, ECT).

The aim of this work was to explain a few
possibilities of using iImmunotropic drugs in the
treatment of schizophrenia.

Materials and methods

We studied the effect of Proper-Myl on schizo-
phrenic patients, treated simultaneously with
neuroleptic drugs. Proper-Myl (Laboratory “Myl*,
Milano) is a complex of Cryptococcus albidus,
Sacch. cerevisiae var. ellipsoideus, and Candida
tropicalis. Proper-mMyl has immunostimulatory
properties. The effect of Proper-Myl on psychopa-
thological symptoms was studied 1in 31 freshly
hospitalized schizophrenic patients. Control
group was formed of 31 freshly  hospitalized
schizophrenic patients.
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Duration of illness in the research group was
15.1 years, in the control group 15.5 years, ages
of patients were 41.3 and 39.7 years respective-
Iy In the research group there were 24 patients
with paranoid, 6 patients with catatonic and 1
patient with hebephrenic form. In the control
group there were 22 patients with paranoid, 5
patients with catatonic, 2 patients with simplex
and 2 patients with hebephrenic form.

Psychical state of patietns was estimated on
AMP scale when hospitalized and before leaving
hospital.

Proper-Myl was administered against the back-
ground of traditional treatment during 30 days,
starting from the beginning of treatment in dos-
age 5 ml i/m daily. Patients of the control group
received only traditional treatment. Investiga-
tion was carried out by blind method.

Results

Results of the clinical research are given in
table 1. In both groups significant reduction of
psychopathological symptomatic took place. But
before Ileaving the hospital the psychical state
of patients in the research group was signifi-
cantly better than that of patients in the con-
trol group.

Disorientation, attention disturbance, Tformal
and essential disturbances of thinking, mood-emo-
tional disturbances, psychomotoric disturbances
and disturbances of impetus and social behavior
were more intensively reduced.

Special attention was paid to the main nega-
tive symptoms, which occur in a schizophrenic
patient and to their critical evaluation.

Table 1 shows that 1inappropriate affect, loss
of drive, autism and loss of critical evaluation
were significantly reduced 1in patients, who re-
ceived Proper-Myl, while 1in patients, receiving
only traditional treatment only inappropriate af-
fect was significantly reduced. There is one
indication of special value: the patient who
received only traditional treatment, developed
significant and deepened blunting of affects,
whereas patients, receiving Proper-Myl, did not.
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Influence of Proper-Myl

upon psychopathological

symptoms of schizophrenic patients

Symptoms

Whi le
AMP scale

Disorientation

Attent ion
disturbance

Formal dis-
turbances of
thinking

Essential dis-
turbances of
thinking

Disturbances
of perception

Mood-emotional
disturbances

Psychosomatic
disturbances

Disturbances
of impetus and
social beha-
vior

Inappropriate
affect
Loss of drive

Autism

Loss of criti-
cal evaluation

Re- Before
search treat-

group ment
C 52. 5
P-M 52.4
C 2.5
P-M 2.4
c 3.8
P-M 3.9
c 6.3
P-M 6.2
c 7.0
P-M 7.1
c 2.3
P-M 2.4
c 12.8
P-M 12. 7
c 5.0
P-M 4.9
[ 8.5
P-M 8.6
G 2.0
P-M 2.0
c 1.7
P-M 1.8
C 1.6
P-M 1.6
C 2.5

P-M 2.3
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Blunting of C 1.3 1.7

affects p < 0.05
P-M 1.3 1.3
C — control group
P-M — Proper-Myl group

Discussion

TNere are several investigators who have al-
ready used immunotropic drugs with “the aim to
increase the efficiency of treatment of schizo-
phrenia. It has been observed that such drugs as
eyelophosphane, azathioprine, tiophosphamide, so-
diumnucleinate, prodigiosane, lidaze, tuberculine
of Koch. levamisole, proper-myl increase the
efficiency of treatment of schizophrenia 5 -
13]. Results of the investigation have showed,
that the complex course of treatment with immuno-
tropic and psychotropic drugs increases the
sensitivity of organism with regard to the psy-
chotropic drugs, and therefore enable to decrease

the doses of those drugs. 1In clinical observation
more intensive reduction of disturbances of
thinking and perception, diminishion of tension,

and livening up of emotions could also be ob-
served .

According to our results, the immunotropic
drug Proper-Myl in combination with neuroleptics
deepens the intensity of recovery. While observ-
ing different spheres of psychic activity, it
could be noticed, that Proper-Myl deepened the
effect of neuroleptics 1in all spheres of psychic
activity. Especially considerable decrease of ac-
tion of neuroleptics is expressed in formal and
essential disturbances of thinking as well as in
mood-ernot ional disturbances.

In literature there is lack of information
about the influence of immunotropic drugs on the
main negative symptoms of schizophrenia (such as
inappropriate affect, loss of drive, autism,
blunting of affects).

Results of our research showed that neurolep-
tic drugs decreased significantly only the inten-
sity of 1inappropriate affects. At the same time
and jJjudging by statistics, Poper-Myl in combina-
tion with neuroleptics significantly decreased
the intensity of inappropriate affects, autism,
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loss of drive. Though in the 1influence of Poper-
Myl the intensity of blunting affects didn’t
change, we must estimate this as a positive
phenomenon because during treatment with neuro-
leptics only the intensity of blunten affects
deepened noticeably.

We presume, that the effect of Proper-Myl upon
the effiency of treatment of schizophrenic pa-
tients is connected with the action of these
drugs upon the immune system. It may be assumed,
that immunotropic drugs affect the level of auto-
antibodies, which stimulate the dopaminergic re-
ceptors and in this way 1induce schizophrenia [4]
or reduce the 1level of antibodies against neuro-
leptic drugs [6], increasing the effect of neuro-
leptic drugs.
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PECULIARITIES OF PSYCHOPHARMACOTHERAPY
IN THE ELDERLY

L. Nurmand, M. Otter
Department of Pharmacology, Tartu University

The purpose of this article 1is to describe
some principles of drug treatment and the best
psychopharmacotherapeutic practice in aged pa-
tients.

The elderly are in many ways a more heteroge-
nous group than the young. Because of* wide dif-
ferences in the rates of deterioration of organs
and enzyme systems with age, it is not possible
to establish a guideline to follow for altered
drug responses [6] - In the treatment of elderly
people, many variations from “standard“ recog-
nized therapy are necessary. This 1is due both to
aging 1itselt and to common age related diseases.
Without a proper appreciation and knowledge of
them, the <clinician will place the elderly pa-
tient at serious risk of harmful drug effects, or
if the patient is not given the therapy he needs,
will deny him the many advantages of correctly
conducted treatment. The objective should be a
safe and efficacious therapy [16]- The elderly
patients run a greater risk of developing adverse
side effects. Failure to comply with a drug
regimen and errors in administration increase
with age. The most 1important cause of poor com-
pliance 1is that the patient and his Tfamily may
fail to understand what they are supposed to do
[14].

Exceptions to normal patterns of drug Kkinetics
and dynamics occur more frequently in old people
than 1in the general population. Loss of reserve
capacity and reduced homeostatic <control add to
the increased vulnerability of old people to
drugs. (Table 1.). As multiple pathology 1is com-
mon in the elderly so difficult decisions must be
taken about which condition should be treated
first and which should be, perhaps temporarily,
left untreated, 1i.e. an order of priorities must
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The changes developing in
their possible influence
[17]
Changes
The decrease of lean
body mass
Changes of the motility
and secretion of gas-
tro-intestinal tract
Decrease of cardiac
function, vascular re-
sistance or permeabil-
ity, arterial hypovale-
mia and venous conges-
tion
Decrease of body fluids,

especially intracellular

fluid volume

Hypoalbuminemia

Changes of permeability
of blood/tissue

(blood/brain) barriers

Decrease
function,
toxication

of hepatic
especially de-
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the aging organism and
on drug effectiveness

Influence on drug ef-
fects

the
and
of

Increase of
concentration
possibility
overdosage

drug
a
drug

Changes of absorption
from gastro-intestinal
tract, danger of over-
or underdosage, poss-
ible alterating action
on the mucosa

Changes on
sorption and
tion. Hypoxia

drug ab-
distribu-

Dehydration,
liemia. Changes
drug distribution
ume, drug over- or
derdosage

hypoka-
of
vol-
un-

Changes of drug plasma
protein binding, in-
crease of the unbound
drug fraction

Changes of the effec-
tiveness and toxicity
of drugs cting on
central nervous system
Slowing of biotrans-
formation, increase of
effectiveness and
toxicity of drugs.

Possibility of a toxic
hepatic damage



Decrease of renal
flow, filtration,
tion, reabsorption.
crease of
clearance

Decrease of receptor
finity and reactivity

Decrease or lability
homeostatic mechanisms

blood
excre-

creatinin

Increase of activity
and toxicity of drugs
eliminated mainly via
renal excretion.
Possibility of cumula-
tion. Danger of a
toxic renal damage

Decrease or increase
of drug activity

Increase or decrease
of drug activity

pathologi- Deformation of spe-
cific activity of drug

Accompanying
cal processes

There may also be no drug for
therefore it must be ac-
conditions found can be
raised will be even
treat the side

be established.
some conditions, and
cepted that not all
treated. The problems thus
greater if drugs are given to
effects of other drugs [17].

Pharmacokinetic considerations

Pharmacokinetics of a drug 1is usually under-
stood as absorbtion, distribution, biotransforma-
tion and renal excretion. With old age a number
of changes occur in the gastrointestinal tract
which can alter the drug absorption, for example
increased gastric pH, decreased intestinal blood
flow secondary to decreased cardiac output, and
alteration 1in gastric emptying and gastrointesti-
nal motility.

Although careful studies of drug absorption
are few, higher rather than Jlower plasma levels
after oral administration of several drugs have
been found in elderly as compared with younger
patients. However, these differences can probably
be explained by decreased hepatic elimination or
by alteration in drug distribution rather than in
differences in drug absorption [7]- The most
important features of a drug’s distribution re-
late to that in the body fluids and the extent of
binding to plasma proteins. In old age there 1is
significant decrease 1in lean body mass and total
body water, an increase in body fat and a small
but significant decrease in plasma albumin, which
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may result in an increase 1in the free, pharmaco-
logically active fraction of drugs. sometimes
leading to more marked effects. The extent of
plasma protein binding of benzodiazepines is
slightly reduced in the elderly. The practical
significance of such changes in distribution vol-
ume and extent of protein binding is unclear, but
they are apparent in drug plasma half-life [17].
The duration of effect is influenced more by the
rate of elimination, principally by metabolic
degradation in the 1liver or by renal excretion.
On Che basis of the available, it is tempting to
speculate that by aging, the oxidative pathway of
drug metabolism 1is more affected while conjuga-
tion is relatively spared [31- Several drugs
exhibit reduction 1in clearance (chlordiazepoxide,
theophylline). On a systematic study of the ef-
fect of age on the disposition of diazepam [7], a
positive correlation was found between age and
the apparent distribution volume at steady
state. No alteration of plasma protein binding
was observed, and plasma clearance was unaltered.
It is reasonable to expect that changes 1in appar-
ent distribution volume and correspondingly pro-
longed plasma halflives of such drugs may lead to
altered pharmacologic effects [12]. The age-re-
lated changes in drug metabolism are often small
and less important than those brought about by
such environmental factors as cigarette smoking
[13]- The oral bioavailability of some drugs can
be increased in the elderly due to a reduction in
the first-pass extraction. 1In old age renal func-
tion diminishes together with renal blood flow,
so that by the age of 65 there is a reduction of
approximately 30 % in the glomerular filtration
rate compared with young adults [14].

Much of the pharmacokinetic data of hepatic
metabolism and renal excretion of drug in the
elderly has been obtained from single-dose
studies, and there 1is a lack of data on age-re-
lated comparision of steady-state drug levels

with long-term dosing. With renally excreted
drugs (lithium) adequate serum levels are ob-
tained in the elderly with lower doses. With

metabolized drugs it 1is again not possible to
generalize. For example the rate of ethanol elim-
ination is uneffected by age [12].
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Pharmacodynamic considerations

Although pharmacokinetic difference? can ac-
count for many age-related alterations in drug
effect, there 1is still a significant residue of
altered responsiveness that seems to be explic-
able only by a change in tissue sensitivity to
drugs. The elderly central nervous system shows
an 1increased sensitivity to single doses of psy-
chotropic drugs such as nitrazepam, diazepam and
clomethiazole, but not to dichlorphenazone [4]-
Drug interactions hanging up from effects on
pharmacokinetics, thus altering the amount of
drug reaching receptor sites, or from modifica-
tion of the events at the receptor occur in all
age groups. Aging modifies such interactions.

Reduction in the efficiency of the homeostatic
mechanisms appears to be an integral of the aging
process, with the result that the elderly are
less able to compensate the effects of any drugs
and therefore more vulnerable to their adverse
effects [1]. The elderly have a marked reduction
in ability to regulate their body temperature and
therefore drug-induced hypothermia can occur. The
phenothiazines produce particular difficulties in
this respect, benzodiazepines, tricyclic antide-
pressants and alchohol alone or in combinations
with other drugs, may also produce considerable
difficulties [1]- Elderly patients often have
multiple pathology and marked alteration 1in phar-
macodynamics may occur stemming either directly
from the pathology or indirectly from associated
complications, such as poor nutrition, anaemia,
and Tfailure of the hepatic, renal, cardiac or
peripheral circulation.

Old people are at particular risk of develop-
ing adverse drug reaction. These reactions in the
elderly often occur during the Tfirst 1-2 weeks
after starting treatment or increasing the dose.
Abrupt withdrawal of certain drugs (benzodiaze-
pines), can cause severe reactions especially in
the elderly (Table 2).

A review of the patient’s social conditions is
essential and improvement may make drug treatment
unnecessary. Drugs should be given in doses
worked out individually for each patient to ob-
tain the desired effect [13]. Often the relation-
ship of the clinician with his patient 1is more
important than the drugs he prescribes. The pa-
tient needs to be a partner in his treatment

SS



Druge regulary detected as culprit

Confusional
states

Hypnotics

Tranquil-
lizers

Ant idepres-

Anti-
psychotics

Anti-
cholinergic
(centrally
acting)

Levodopa

Anticon-
vulsants

Cimetidine

Depression Falls Postural
hypotension
Methyldopa Hypnotics Hypnotics
Reserpine Tranquil- Tranquil-
lizers lizers
Antidepres- Antidepres-
sants sants
Tranquil- Anti- Antl-
lizers psychotics psychotics
Carba-
mazepine

Parkinsonism

Anti-
psychotics

Drugs for
vertigo

Methyldopa

Reserpine

Meto-
clopramide

in some common dieordery of the elderly

Constipation

Codeine

Narcotics

Analgetics
Anticholin-
ergics

Anti-
psychotics
Ant idepres-
sants

Table
[101

Urinary
incontinence

Hypnotics

Tranquil-
lizers

Anti-
psychotics

Lithium



program and needs encouragement to Ulearn to ad-
just to and live with his disease or disability.
Geriatric patients, like most other patients,
greatly appreciate a clinician who 1is sincerely
interested in their emotional and social, as well
as medical, well being [14].

Pharmaceutical considerations

Some old people may have difficulty in getting
to a pharmacy, perhaps because of distance or
infirmity. It is little use prescribing a drug if
the prescription is not going to be filled.

There are patients with mental impairment,
poor vision, swallowing problems and arthritic
hands. Many obstacles lie between the drug in its
container and the target organ in the patient.
Medicine bottles should therefore be large enough
to be easily handled, have a neck trough which
tablets and capsules easily flow, and have a top
that is easily removed.

The prescriber should consider the cost of the
course of treatment, especially where the elderly
patient will have to pay for the drugs himself.
Doctors and pharmacists should also ensure that
after a patient has been discharged from hospi-
tal, the local pharmacist dispenses tablets with
the same size, shape and colour as those used
previously. The patient will also be confused if
the name of the drug is changed from a generic to
a propriety one or vice versa [1].- 0ld people
require much smaller doses. An example is ni-
trazepanm, for which the dose recommended for
elderly patients is 2,5 - 5 mg at night. They may
be advised to take only half tablets, but this is
often easier said that done by a patient with
failing eyesight and arthritic hands [12], A
limiting factor of prescribing liquids is that it
is very much more difficult to give ““accurate
doses. Patient may use the wrong size of spoon or
count the wrong number of drops. In some situ-
ations drugs may be given per rectum [13]. The
adverse drug reactions can to a large extent be
avoided in the elderly by <choosing safe and
effective drugs and applying sound therapeutic

principles 1in prescribing, such as starting with
a small dose, observing the patients frequently,
anti avoiding excessive polypharmacy. Before any

drug, especially psychotropic 1is considered, the
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cause of symptoms must be discovered. Full physi-
cal examination before drug medication is essen-
tial. Correct patient management 1is the primary
key to the treatment of these patients. Medica-
tion should be timed to cover expected problems
such as evening restlessness or wandering. The
treatment of depressive features, anxiety and
restlessness evident iIn dementing patients is
necessary.

The drugs used in treatment of psychiatric dis-
orders

Antidepressants. Depression is the commonest
psychiatric disorder in the elderly and 1is often
associated with physical disease, bereavement or
an adverse enviroment. It may also accompany
other conditions such as dementia or may Dbe
induced by treatment with drugs. While diagnosis
is similar to that 1iIn younger age groups, it is
often made more difficult by the presence of
other 1illness and by old age itself. Compliance
may be a problem in long-term therapy. Some
drugs, such as reserpine given for hypertension,
are a notorious cause of depression. Owing to
increased sensitivity to side effects and in some
cases impaired elimination, the elderly need
smaller doses than the young, often a third to
half of the standard adult dose, altough there is
considerable individual variation in dose re-
quirements. 1In some cases a single dose at night
may produce Tfewer side effects than divided
doses.

The tricyclic agents are effective antide-
pressants in the elderly, but adverse anticholin-
ergic effects (constipation, glaucoma, blurred
vision, dry mouth) and cardiovascular effects may
occur. They should be used with care 1in patients
with a history of cardiac disease [11]. Drowsi-
ness may also be a problem but anxiety or agita-
tion often being part of the clinical picture,
the sedative effects of amitriptyline (as a
single night dose) may be wused to advantage.
There 1is little pharmacokinetic justification for
the use of long-acting preparations of tricyclic
agents [19].-

In older people the monoamine oxidase inhibi-
tors must be used with causation since they have
particular proposity for producing interactions
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and adverse effects, the patient can be relied on
to follow the necessary dietry advise [10]/
Lithium salts are particularly effective in de-
pressive states associated with agitation. The
half-life of lithium is prolonged owing to re-
duced renal clearance, and careful dosing, with
monitoring of plasma concentration (therapeutic
range 0,5 - 1 mmol/1 1is essential [21]. 1In minor
depressive illness, and particularly in situa-
tional depression, environmental improvements -
simple support and social contact may be suffi-
cient [6] -

Neuroleptics are principal among the drugs for
disturbed behaviour <containing a psychotic el-
ement. The various types of neuroleptics vary in
their potency but not greatly in their spectrum
of activity. Elderly patients run an increased
risk of developing adverse reactions on neuro-
leptics [20] . Side effects include parkinsonism,
tardive dyskinesia, sudden falls and hypotension.
Powerful neuroleptics (chlorpromazine) should be
used in old people only when absolutely necess-
ary. A single intramuscular injection will allow
initial examination [13]. Long-term effect can be
managed by individually measured doses of a less
potent drug such as thioridazine. Thioridazine
can be given in small doses during the day and in
a larger dose in the evening to act as a hypnotic
sedat ive.

Sedative hypnotics and anxiolytics. With ad-
vancing age the duration of sleep tends to de-
crease and pattern of sleep to alter. Before

prescribing a hypnotic drug the particular causes
of 1insomnia should be sought. Most hypnotic and
anxiolytic drugs belong to the benzodiazepines.
The <elderly tend to be more sensitive to the
effects of these drugs and their elimination may

be impaired. Side effects are therefore more
common, particularly hangover effects with hyp-
notics and accumulation with anxiolytics. The

other 1important problem 1is tolerance and depend-
ence. Both classes of drugs are much over-used on
the elderly, and once started therapy may all too
easily be continued for long periods, in the
absence of any need. Hangover effects and accumu-
lation can be avoided "by using smaller "doses of

drugs with appropriately ;hort duration of ac-
tion, and short-terme use (less than 2 weeks)
will minimize the risk of dependence. Both hyp-

notics and anxiolytics are markedly potentiated
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by alcohol. Considerable information 1is accumu-
lating on the pharmacokinetics and pharmacody-
namics®™ of “the benzodiazepine group of compounds
in the elderly [2, 8, 9]. A negative correlation
between age and titrated dose and between age
resultant plasma levels of diazepam in patients
receiving this drug as sedation for elective
cardioversion is shown. These data clearly indi-
cate an increased sensitivity of the elderly
nervous system to the depressant effects of
diazepam [15]. Greater impairment of psychomotor
performance in the elderly than in young subjects
following a 1C mg oral dose of nitrazepam has
also been reported [2] no pharmacokinetic differ-
ences between the two groups could be demon-
strated. Prolongation of the half-life of loraze-
pam has been shown in one study in elderly
subjects [9] , also a prolongation 1in the elimin-
ation half-l1ife of <chlordiazepoxide from 9-12
hours to 17 3C hour. This was due to a propor-
tional difference in the systemic clearance of
the drug in the absence of any alteration in
plasma binding or drug distribution 1in one study
and to a difference iIn bot*h these and to clear-
ance and distribution volume in another study.
Oxazepam elimination, on the other hand, appears
to be unaffected by age. Thus, despite structural
similarities, there appears to be no consistent
pattern by which aging affects disposition of the
benzodiazepines [5]. These drugs are now widely
accepted to be the antianxiety drugs of choice.
The elderly are more susceptible to the toxic

effects of flurazepanm (mostly drowsiness, con-
fusion or ataxia) and for this reason a low
initial dose (15 mg) is preferable. Benzodiaze-

pines are also effective hypnotics and extremely
safe. They do cause dependence but this 1is gen-
erally less marked than with any other effective
hypnotic. For the elderly the shorter acting ones
are in theory better but they may cause rebound
daytime phenomena including increased anxiety.
There 1is little to choose between the benzodiaze-
pines and cost may be the deciding factor. The
dose should be less than the usual adult dose apd
accumulation should be watched for. Barbiturates
should not be used because they are less safe
than the benzodiazepines. Withdrawal effects may
occur after prolonged and high dosage [19].

In conclusion these are some general prescrib-
ing rules for the elderly [12, 19, 20].
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Consider whether the drug therapy 1is necessary
at all. Many diseases from which the elderly
suffer do not require drug treatment.
Only those drugs which the patient really
needs should be prescribed - the risk of
medication errors and adverse reactions or
interactions increases as the number of drugs
prescribed rises.
Use as few drugs as possible, when adding a
new drug to the prescription, consider whether
some another drug can be withdrawn.
Consider whether the dose choosed 1is appropri-
ate to the alternations in the patient’s phar-
macokinetic abilities and physiological state.
In general, the elderly patient requires
smaller doses than are customally given to the
adults.
Have in mind that any new symptoms appearing
may be due to drug side effects or drug
withdrawal. |If possible do not treat the side
effect of one drug with another drug.
Consider the possibility of drug interaction
with other substances the patient may be tak-

ing by himself - herbal or other nonpres-
cribed remedies, old drugs taken from the
medicine cabinet or drugs recommended by
friends.

IT possible avoid fixed drug combinations, use
them only when they are logical and well
studied and you really expect an aid from
them.

Consider what drug Tformulation is the most
appropriate to especially this patient. |Is the
drug package suitable for the elderly? Special
packing and clear labelling will help to mi-
nimise non-compliance with medical instruc-
tions. Dose regimens should be made as simple
as possible.

Attempt to check whether the patients com-
pliance 1is adequate, has the patient or his
relations been properly instructed? Not infre-
quently it may be necessary to have a respon-
sible neighbour or relative to manage drug
therapy.

The proper stopping a drug 1is as important as
starting it.
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OLUEHOYHLIE MCUXWATPWYECKWE WKANbI

0.N1. Hynnep, N.C. MexunaHe

NeHuHrpagcknii HAMW wm. B.M. bexTepesa,
Kagegpa ncuxuvaTtpum TapTyCKOro yHuBepcuTeTa

OueHo4Hble rpafyupoBaHHbie WKanbl MNcuMxonarto-
NOrN4YeckKol CUMATOMATUKW MOAYYUIM WNPOKOe pac-
npoctpaHeHue B KoHue 50-x m 60-xX rogax B CBA3U C
nosiBneHnem  60MbWOro KO/iMmyecTBa  MNCUXOTPOMHLIX
CpencTB M HEOOBXOAUMOCTbI NMPOBOANTb KO/IMHYECTBEHHYI0
CpaBHUTE/IbHYK OLEHKY MX TepaneBTMYeCKOW ahpheKTuB-
HocTn [1; 2; 3; 4]. B CCCP oueHOYHble wWwKanb npume-
HAKNTCA NUWb NPU KIVNHUYECKUX UCCefoBaHUAX MCUXO-
TPOMHLIX CpeacTB, MNpuyeM Janeko He BO Bcex pabo-
Tax. 3TO 3aTpynHAeT cpaBHEeHWe KINHUYEeCKUX uccre-
JOBaHMUIi pasHbiX CTpaH, nyb6nuMkauumiw Hawmx unccreposBa-
HWIA B MHOCTPaHHbLIX XypHanax. B TapTycKoW KAnHuyec-
KO ncumxuaTpuyeckon 6onbHuue 6osiee 15 net Ha Bcex
AenpeccuBHLIX 60NbHLIX 3anonHAeTcsa wkana NammnbToHa
M Ha BCeX OocCTaljibHbiX 60MbHbIX - wkana AMMN. B KAWHU-
YecKuUX ucc/efoBaHuUAX, Kpome TOro, MNpPUMEHANTCSH
pas3/inyHole BapmaHTbl camooLeHOYHbIX wkan (wkana LyH-
ra, Kycra), TapTyckas wkKana HeBpo30B, lWwkana BMNPC,
WwKana MO3UTUBHBLIX W OTpuuaTesibHbIX CUMMTOMOB Npwu
wnsoppeHun n gp [1; 4]. Wcnonb3oBaHWe wWKan npe-
cnegyet 3 uenu: 1) oOueHKY 9pPeKTUBHOCTU Tepanuu;
2) NoCcTaHOBKY gumarHosa; 3) BHeApeHue o6wero ssbika
npy nNpoBefeHun nccnepoBaHns B obnacTu ncuxuvarpuu,
C MNOMOWbK KOTOPOro MOXHO TOYHO XapakKTepu3loBaTb
60NbHLIX, Mpuyem 3Ta XapakTepucTuka 6yaeT OfHO-
3Ha4YHO MoHATa /6bIM MCUXMaATPOM, 3HAKOMBIM CO WKa-
no. TaKum obpa3om, WKasbl CAOCO6CTBYHNT YHUDUKayum
ncuxnaTpuyecknx MNOHATUI, A3blKa ncuxmatpuu. Kpowme
TOro, KONMYeCTBEHHAas OLeHKa BblpaXeHHOCTW OTAesNb-
HbIX CUMMTOMOB U TAXECTWU COCTOAHUSA MO3BOMAET noa-
BEPrHyTb 3TW [JaHHble MaTemaTnyeckon ob6paboTke.

MepBbiMM  MNOAYYUAN WMPOKOE pacrnpocTpaHeHune
WwKasnasl AenpecCcUMBHOW CUMATOMATUKU, UYTO O6bACHAETCA
OTHOCUTENbHOW NPOCTOTOM KAWHUKMK genpeccuin n 6onb-
WUM KOSIMYECTBOM HOBbLIX aHTuaenpeccaHToB, [MOSABUB-
wuxca B 3TOT nepuon. Ha npumepe aTuUxX WKaa Mbl OMU-
WeM OCHOBHble NPUHLUMNBL MX KOHCTPYMpPOBaHUA, 3anos-
HeHusi, 06paboTKMU, WX [OOCTOMHCTBA U HEALOCTaTKWu.

Ona oueHkn cTaTtyca 60/1bHbIX U TepaneBTuyec-
KOro afjdekTa MCNOMb3YWTCHA WKasbl, peruvcrpupykouue
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cuMnToMaTUKy B MOMEHT o6cnefoBaHuA. 3TU  WKasbl
npegHasHadeHsl W60 aAnsa 3anonHeHus Bpadom (uan

ncuxosorom) - Hanpuvmep, WkKana [amumnbToHa [10],
- WU cpegHMM wMegnepcoHasiom, AM6o camMuMm 60/bHbLIM
(camooueHo4Hble wkans) [9; 13]-. MNpu 3anonHeHUn ca-
MOOLEHOYHOI WKans 60/bHON NMH60 OoTBEeYaeT Ha BOMPO-
Cbl, nog4vYepkKumBasa Te NPU3HaAKU N XapaKTepUCTUKN, KO-
Topble OH y ceba HaxoguT, /MbO packnagbsiBaeT Kap-
TOUKM, cojepxalue oTAefibHbie BOMNPOCH MO 4 rpynnam
B COOTBETCTBMM C TeEM, HACKO/IbLKO OHW OTBe4yawT ero
cocTofiHMK (Hanpumep, OMPOCHUK fAe BboHuc pana Tpe-
BOXHbIX cocTosHun) [7]-

Hanb6onee TOYHLIMM W TMPUTOAHLIMU AN  OLEHKU
aHTUAEenNpPeccmuBHOro appeKkTa ABMANTCHA WKasbl, 3anon-
HAeMble BpayoM. TOYHOCTb, YYBCTBUTE/IbHOCTb WKasbl
onpegensnTca HabOpPOM BK/AKWYEHHbLIX B HEe MPU3HAaKOB.
Habop cuMMNnTOMOB B 3Ha4YWTENbLHOW Mepe onpegenseTcs
noaxonoMm aBTopa K gernpeccuu, Tem, 4YTO OH cuuTaeT
Hanbosiee BaxHbIMM MPOAB/EHUAMU 3TOro 3abosieBaHuA .
BkilyeHne 60/bWOro KonnmyecTtsa Mano3HauYUMbIX, BTO-
pPOCTENEeHHbLIX CUMNTOMOB '"3alymM/MBaeT” OCHOBHblE NPO-
ABMIEHNA [enpeccun Mnpu OueHKe TAXeCcTu fenpeccuu,
cKnagbiBawwencs u3 cymmbl 6annoB, XapakKTepusywouwmx
BblpAXEHHOCTb KaxAoro cumntoma. Tak, Hanpumep, B
wkane TamunbToHa [10] HapyweHusa cHa XapakTepu-
3ywTca Tpemsa npudHakamu (TPYJHOCTU 3acbinaHusd,
MJOXON COH C MNPOOYXAEHUSMWM, pPaHHME NPOOYXAEHUS) .
Bca wkana Bkaw4vaeT 14 nnn 24 cumntoma (KOPOTKWIA U1
O/MHHbIA BapuaHTb) . Takum o06pa3om, Ha HapylweHus
CHa napgaeT 1/7 vnin 1/6 BCcex MpPuU3HaKoB, XapaKTepu-
3Y0WNX TAXECTb Aenpeccun, 4YTo npugaet 3TOMY Hapy-
WweHuw HenpaBoMepHO 60Nblloe 3HaA4YeHWe TMpu OUeHKe
3HAOreHHol genpeccun. 3TO Tem 6osiee HeonpaBAaHHO,
UTO TO/IbKO paHHuEe MNpodyXAeHuUs XapaKTepHbl AN 3H-
OOreHHoli genpeccun. CHuMxaeT HafexXHOCTb WKalbHbIX
OUEHOK W BKJ/IlOYEHUE CUMNTOMOB, He ABAAWWMXCA cne-
unpuyecknMn ANA  faHHoro 3aboneBaHuda, Hanpumep,
obceccunin. 06ceccnn Hepeako BCTpedvawTCcHd Npu 3HAO-
reHHOW genpeccuun y nvy, MMewnWnx onpenesieHHble npe-
Mop6uaHble 4YepThl XapakTepa, HO N1Wb NpW Nerkoi wunm
ymMepeHHon no TaxecTu. [pm 6onee rnybokux pgenpec-
CUAX OHW BCTpeyawTcs pefko. Takum obpa3om, BKI0O-
YeHVe 3TOro CUMNTOMa MOXET JUllb WCKa3UTb KOU-
YEeCTBEHHYI OUEHKY TAXeCTW [AenpecCUBHOrNo COCTOSA-
HUA. WHpOpMaTUBHOCTb U Ba/IMAHOCTbL WKasbs FaMnnbTo-
Ha, NO HalWeMmy OnbiTY, 3HauYnTEeNbHO MNOBLIWAEeTCH Mnpu
OUEHKEe COCTOsIHUA 60/bHLIX HEeBPOTUYECKON pgenpec-
cuein. B cpaBHMTENbHOM uWCCNeAOBaHWU AN OUEHKMU
KJIMHNYECKOTro cocTosAHNA 50 60/bHbIX C HEBPOTUYECKOWN
penpeccuein  (AenpeccuBHbili HeBpPoO3, comMaToreHHas
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jenpeccus, fgenpeccusa npu rncuxonaTtnm) MUCrnonb3oBa-
imcb ofgHoOBpeMeHHO wkana [amunbTOHa, AMM, BIPC,
camooueHo4dYHasa wWkana UyHra m TapTyckas wkana HeB-
po30B.

TapTyckasa lWKana HeBPO30B nNpejHasHadyeHa Aans
M3yyeHns B AUHAMUKE MNPOABAEHUA MNCUXOTPOMHON aK-
TUBHOCTU M3y4yaemoro npenapara y 60/IbHbIX HEBPOTU-
yeckoin cumnTomaTukon [1]. lWkana cocTtouT w3 65
NnpM3HaKoB, pa36uTbiXx Ha 5 rpynn. |1 rpynna npusHa-
KOB OTpaxaeT 006Wyl aKTUBHOCTb, COLWaNbHbIA MHTE-
pec, o06WMTEeNbHOCTbL 6O/BLHOIO W Apyrve Mnpu3Haku,
XapakTtepusywume cefaTtUBHOCTb 3fhdhekTa npenaparTa.
Il rpynna npu3HakoB MO HanpaB/IeHHOCTU MPOTUBOMNO-
NIOXHa NepBON N MOXeT OblTb BbipaXeHWeM CTUMYUPYI-
Wero KOMMOHEHTa B MNCUXOTPOMHONW aKTUBHOCTU rMpe-
naparta.

111 rpynna CUMNTOMOB XapakKTepusyeT CTeneHb
TPEBOXHOCTM U cTpaxa 60/IbHOro M Npu X peaykumn -
TPaHKBUAN3NPYWOLWYHW aKTUBHOCTb NpenapaTta.

IV rpynna npu3HakoB BbipaxaeT NposAB/eHuNe fe-
NMPEeCcCMBHONoO HACTPOEHMA W [AeNpecCUBHbLIX MbiCNel,
T.e. MokazaTenn 3yTumusupywwero pgeicTeuma npena-
paTa.

V rpynna npuv3HakKoB COAEPXUT CYOBbEKTUBHbE W
06bEKTVBHbIE U3MEHEHUS COMATO-BereTaTUBHbLIX QYHKLUMUIA
B LEJIOM.

CTeneHb BbIPAXEHHOCTM MNPU3HAKOB OUeHUBaeTCH
nepeg Hadanom Kypca JiedyeHus, B Xo4e JNeyeHua u
nocse ero OKOHYaHuA.

0O - 6e3 60/e3HEeHHON BbLIPAXEHHOCTW, COCTOSIHME
COOTBETCTBYET OCOGEHHOCTAM JIMYHOCTU O6OJIBHOrO;

1 - nerkas cTeneHb BbIPAXEHHOCTW PacCTPOlCTB;

2 - cpepgHAa cTeneHb BbIPAXEHHOCTW;

3 - cuibHadA CTeneHb BbIPaXEHHOCTU.

BbisBMAOCH, 4YTO Haumbonee UWHPOPMATUBHLIMA U
afeKBaTHbIMX AN18 OULEHKU COCTOAHUA GO/IbHBIX HEBPOTU-
4YecKoW pgenpeccuenn okKasbBanucb WwkKana [amMunbToHa
(cpBur ot 27 po 3 6annoB, t - 10,26) u TapTyckas
wkana HeBpo3oB (oTr 62 pgo 8 6Gannos, t - 13,16)
(tabn. 1). Mo npumepy TapTyCKOW wWKanb HEBPO30B
uenecoobpa3Ho M B WKane NamunbToHa BLAEMNTb B OT-
JenbHYK rpynny cuMnTOMb TpeBOXHOro psga [96, 10,
11 »n 21 ], uwnoxoHapun [12, 13, 15], cob6cCcTBeHHO fge-
npeccuBHoro xapaktepa [1, 2, 3, 22 u 24]. Takum
obpa3om, WHHPOPMATUBHOCTbL WKasbl 3HAYNTENbHO MOBbI-
waeTcsd MO CpaBHEHWI C Y4YeTOM TO/bKO rnobanbHOWM
OUEHKM caBura B bannax.

[na oueHKn AMHaMUKWN 3HAOreHHoWn genpeccumn 60-
nee HajexHolMn, 4Yem WKana [avMunbTOHa, oKa3aauchb
wkana MoHTromepm - Acbepr [12] wn Buua - Padaenco-
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Ha [6], BkwYakwme, COOTBETCTBEHHO, 10 cumnTOMOB
(BHelWwHe nposBnsawlWasca TocKa, BbiCKa3biBaemasi TOCKa,
BHYTpPEHHEE HanpsXeHne, YKOPOYEHHbLIi COH, CHMXEHHbI
anneTuT, 3aTpyAHEHUS KOHUEeHTpauum, yTOMISEMOCTb,
HeCnocobHOCTb 4YyBCTBOBaTb, MNECCUMUCTUYECKNE MbIC-
m, cywvympganbHbele Mbicin) u 11 npu3HakoB (3aTopMmO-
XEHHOCTb ABuUraTenbHas, 3aTOPMOXEHHOCTb Bepb6anb-
Hasi, 3aTOPMOXEHHOCTb WHTeNNeKTyanbHad, TpeBora,
cyvnymnpganbHole nobyxaeHusi, CHUWXEHHOe HacTpoeHue,
NOHMXEHHasi CcaMOoOLUueHKa, 3aTOPMOXEHHOCTb 3MOLMO-
HanbHas, HapylweHue cHa, YyTOMIsSeMoCcTb W 6onm, pa-
6oTa M nHTEpech) .

Ta6bnuua 1

OueHka 2(PPEeKTUBHOCTU NeHeHUss O60/bHbIX
C HEeBpPOTMYECKON pgenpeccuein npum nomowm
OLEHOYHbIX WKan

KnnHnyeckne wkans Kon-Bo 6annos Casur t
o ne- Tlocne
YeHusa  fnedyeHus

likana LyHra 55 30 26 3,70
AMIN 20 4 16 4,72
BMNPC 38 20 18 2,66
TapTyckas uwkana
HEeBPO30B 80 8 72 13,16
N3 Hnx
I rpynnsl 12 3 8 5,89
Il rpynns 14 2 12 6,59
111 rpynnsl 18 - 18 11 ,63
IV rpynnsl 20 1 19 9,04
V rpynnsl 16 2 14 8,48
likana MamunbToHa 27 4 23 10,26
3 Hunx
JenpeccuBHOro
paga 9 1 8 7,87
TpeBOXHOro
pana 8 - 8 8,07
MnoxoHapuun 6 1 5 7,67

Ona Toro utTo6b un3bexaTb ''3awymneHHocTu' B
CyMMapHOM OUuEeHKe BTOPOCTEMNEHHLIMM U Manocneunpmnye-
CKuUMM cumntTomMamm B wWwWkane W.H. MuxaneHko - 0./
Hynnepa [3], KONn4YecTBEHHO OUEHMBAWTCS TONIbKO 6
CUMMTOMOB: CHWXEHWe HacTpoeHus, Tpesora, CHUXeHune
WHTEpPEeCOB, CHMXEeHUEe O0obWwuTenbHOCTU, pABUraTenbHas
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aKTUBHOCTb, AenpeccuBHble ugen. [pyrve npusHaku:
obceccun, unNOXOHAPUYECKNE naen, wnaen npecneposa-
HMSA, 3aTOPMOXEHHOCTb MblWeHNs, JAenepcoHann3auuns
(ayTo- 1 comaTo-, a TakKxe HapylweHua rnepexmBaHusA
BpeMeHn) , CYUUnaHble MbIC/IN, CYTOYHbIe KOonebaHus Ha-
CTpPOEeHns n comaTmyeckme npusHakum (Bec, CTyn, an-
neTuT, COH W fAp.) - OueHMBaNUCb aJbTEepHaTUBHO
(ecTb-HeT) u He BKAWYaA/INUCb B OOWYK OLEHKY TSAXecTu
[EernpeccnBHOro cocTosHuMA. Takum o6pa3oM, B 3TOW
wKane obecrne4vymBaeTCs KOJIMYECTBEHHas OuUeHKa rnas-
HbIX MPU3HAKOB 3HAONEHHOIW Aenpeccunm N KadecTBeHHas
XapakTepucTuKa WUPOKOro Habopa npu3HakoB, XapakK-
Tepnsyhwmnx OCO6EHHOCTU Aenpeccun.

Mpu3HakKn, BKNWYEHHbLIE B Mepeyuc/ieHHble WKasbl,
XapaKTepHbl ANA 3HAOFEeHHOW penpeccum, U MNO3TOMY
3TN WKasbl ManonpurogHsl nNpuv Agenpeccussx MHOro
reHe3a (HeBpPOTUYECKUX, pPeaKTUBHbIX, CEHWIbHbIX) W
npu aTUNMUHbLIX AenpPecCUBHLIX COCTOAHUAX .

BaxXHbiM U NpPakTUYECKN TPyAHLIM B OCYlWECTBNEeHUN
ABNSAETCHA yCTaHOB/ieHWe rpajaunini TAXeCcTu OTAE IbHbIX
CUMNTOMOB. [N TOro 4tobbl M3MEHEHUS B TAXECTU CO-
CTOSIHMA ajleKBaTHO OoTpaxalucCb B WKasie, Heob6xoaumo,
yToO6b "war wkanab'" B OTHOWEHUW Kaxaoro cumnToma
Obl1 paBHOMEpPHbLIM, T.e. 4YTOOGb €ero BblpPaXeHHOCTb,
oueHuBaemasi, Hanpumep, B 2 6anna, HACTO/IbKO Xe
oT/M4yanacb OT rpagauuv, oueHuBaemon B 1 6ann, Ha-
CKOJ/IbKO OT Hee oOT/Nn4yaeTcd rpagauusa B 3 b6anna T4-
xectu. B vactu wkan (Hanpumep, [amunbTOoHa) TA-
XecTb B bGannax onpegensercsa OUEHKOI cuMMnToMa Kak
"nerkoro', ‘'ymepeHHoro", ‘'Taxenoro”. OfHakKo Ha
Takyl OUEeHKY MOXeT CYWeCTBEHHO B/NATb ONbIT Bpauya:
ro, 4TO nNcuxuaTpy, paboTawuemy B THAXesioM oTaene-
HUM 6ONbHULUbLI, MOXeT noka3aTbCAa ''‘nerkum”, Bpayvy-
NCUXOHEBPONOry, paboTawwemy B KJIVHUKE NOFPaHNYHbIX
COCTOSIHWIA unu B gucnaHcepe, npeacTaBuTCs ""yMepeH-
HbIM" WM gaxe ''TaxesbM™. Ha OUEeHKY TAXeCTU MOXeT
NoOBAUATL Jaxe OCMOTp npegbigylwero 60/bLHOro: ecnn y
Hero Oblna TaAXenasi, SAPKO BblpaxeHHas JgenpeccuBHas
cumnTomMaTuka, chnegywownii 601bHOW NoKaxeTcsa 6osee
Nerkum.

B gpyrux cnydasax (Hanpumep, B WKane MmxaneH-
KO - Hynnepa) pgaHbl onucaHusa BCeX rpajauuii gaHHOro
cumnToMa, W Bpad [O/MKEH /UWb NOAYEPKHYTb COOT-
BETCTBYWIYI CTPOKY, OUEeHUBaemyw onpepeneHHosM 6an-
nom. Ecnu y Hero BO3HWKAWT COMHEHUSA, OH perucTpu-
pyeT agBe cocefgHue rpagauun (Hanpuvep, OLEHWBaeMbie
B 2 un 3 6ana), M 9TOT cumnToM 6yaeT oueHeH B 2,5
6anna. [lpu ncnonb3oBaHUM FpagyMpoBaHHON OLEHOYHOM’
wKans B OMHaAMUKe [ANs OLEeHKW TepaneBTUYEeCKOro af-
thekTa Bpady, 3ano/IHAWWUIA WKany, He [OMXEeH BUAETb
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npeabaywmx OueHOK, TaK KakK OHM MOryT noAcOo3Ha-
TenbHO NOBAVATbL Ha pe3ynbTaThl. Hanpuvmep, BO3HU-
KalT COMHEHMS, KaK OUeHUTb AaHHbli cumnTom. Ecnm y
Bpaya ecTb obuee BneyaTt/ieHWe, 4YTO COCTOSAHUE 6ONb-
HOro Yy/y4yWwunocb, 4YTO MOXeT OblTb pe3ynbTaToMm ero
"NpeaB3ATOro' OTHOWEHWA K MPOBOAMMOMY /SIeYEeHU, OH
MOXeT OLEeHUTb BbiPpaXEeHHOCTb 3TOro cmMnToma Kak 60-
nee nerkyw nNo CpaBHEHWI C npeabpaylwen 3anucblo.

MepeuncneHHble wWKans cnyxat ANA KONMYEeCTBEH-
HOM OUEHKW TSXECTU [AENPEecCUBHOW CUMNTOMATUKU U
UCMoNb3yKTCA rfiaBHbIM 06pa3om B AMHaMuUKe f[naa unc-
cnepoBaHusa 3MHeKTUBHOCTM aHTUAENPECCUBHON Tepa-
nMn, a TakKxe [ANA XapakKTepuUCTUKKM AenpecCUBHbLIX
60/IbHEIX B pa3/IMuHbLIX 3IKCMepuMeHTanbHbX paboTax,
bnoxmmmyeckmux n gp. COOTBETCTBEHHO MNPU3HAKN 3TUX
WKan AOJSIXHbl XapakTepu3oBaTb cTaTyc 60/1bHOro B ne-
pvopn obcnepoBaHusa, ANS 4Yero wkana [onxHa 6biTb A0-
CTaTOYHO UYYBCTBUTE/IbHOW W HaAeXHOW, T.e. OHa
OOMKHa (uUKCcMpoBaTb BCE W3MEHEHWA B COCTOSHUU
60/1IbHOTO, paBaTb OAHO3HAUYHYW OUEHKY CUMNTOMATUKWN
OAHOro M TOoro xe 6onbHoro (UAM rpynnbel GONbHbLIX)
npu 3anojIHEHUM WKa/lbl HECKO/IbKUMU Bpayamun, pocTa-
TOYHO YETKO OoTpaxaTb TAXEeCTb CUMMNTOMATUKU N BKNWO-
yaTb B cebs Bce OCHOBHble (AgepHble) cuMnTOoMb 3ab60-
neBaHnsi, B [JaHHOM C/lyyae 3HAOrNEeHHOl pAenpeccun.
WHaue rosopsi, 49 TOro 4YTo6b 6bITb AOCTATOYHOW U
HafexHoW, WkKana AosxHa 6biTb cneuyupuyHoOn, HaueneH-
HOW Ha 4YeTKO Oo4YepuyeHHOe Ncuxmyeckoe 3aboneBaHue,
HO 3TO OrpaHumyvBaeT €e MpPMMEeHeHWe nNpu APYrux Mncu-
XMYEeCKUX paccTpolicTBax, npexae BCero npu genpec-
CUAX B pamKax MorpaHuWYHbIX COCTOSAHWUI: HeBpoTu4yec-
KO, peakTWBHOI, AEnpeccun NCTOWEHUS .

Jpyrasa rpynna wkasa B 60MbWOW CTeneHun npeg-
Ha3HadyeHa [ANs XapakTepucTuknm 3aboneBaHusi, a He
cTtatyca 60/1bHOro, T.e. 3TWU WKasbl MOrYyT MPUMEHATCSH
W Oona  ANarHoCTUKM.  TUNUYHbBIM W Hambonee pac-
NPOCTPaHeHHbLIM NMPUMEPOM TaKoro poja sBnseTcs Hbio-
KacTnckaa wkana Il [8]. Bkw4yeHHble B Hee MpuU3HaKu
oueHUBaKNTCA pas3/IMYHbLIMK BannamMm C NONOXKUTENbHbLIM
Win oTpuuaTesibHbIM BecoMm: 1) BHe3anHoe Havyano - 6;
2) 6onbwas NPoAONXMTENBHOCTb AAaHHOro anmsoga - 6;
3) npegwecTByWME MNCUXONOrM4yeckme crtpeccops + 12;
4) ¢obun + 8; 5) NOCTOAHCTBO KI/IMHUYECKOWN KapTUHbI
- 2; 6) peaKTUBHOCTb + 14; 7) yTpeHHee yxyjleHune
-16; 8) paHHee npobyxaeHue - 10; 9) pgBurartenbHas
3aTOPMOXEHHOCTb - 9; 10) 6pen - 7. CymmapHbiA 6ann
wkanel or -56 po +34. Ecnu cymma 6annoB MeHble
-20, TO cTaBuTCA AuMarHos ''sHporeHHas pgenpeccusa',
oT -19 pgo -12 - gnarHo3 CcoMHWUTesneH, 6onbue -11 -
HeaHgoreHHas (HeBpoTMYecKasi) pgenpeccusi. MaTyccek
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c coaBTopamu [11] gna gupdhepeHumanbHOro gvarHosa
Mexay 3HAOreHHOW W HeBPOTMYECKOW AenpeccussMnm uc-
nonb30Bann WKaay W OUEeHWNN LOCTOBEPHOCTb OTAeNb-
HbIX MPU3HAKOB: TaK, MNPV 3HAOrEeHHOl fAenpeccunm [o-
cTtoBepHo 4vauwe (p < 0,001) BCcTpeydanucb crepywouune
NpPU3HaKN: yTAxesieHne genpeccum no yrtpam, AAUTeNb-
HOCTb MeHee 1 roga, OTCYTCTBME MCUXOpPEaKTUBHbIX
(hakTOpoB, MNCUXOMOTOpPHAA 3aTOPMOXEHHOCTb, BUTa/b-
Hbli KOMMOHEHT TOCKWM. [lpy HEBPOTMYECKOI aenpeccuu
Yale BCTpeyaIuCb HapylWweHusa 3acbinaHus, BeretTaTuB-
Hble HapylWeHusi, CUMNTOMb HeBpOTM3MA M Ap.

3HayeHMe wWKan Takoro Tuna 3ak/wyaeTcs B TOM,
4TO C KX MOMOWbI AenlalTCHA MOMbTKU OTCeATb cCneuu-
hunyeckykw [ faHHOro 3abosieBaHUss CUMNTOMATUKY OT
BTOPOCTENEHHON nnnM Hecneunpuyeckom. [MoNyyYeHHble C
MX NOMOLWbI0 AaHHble cayxaT Anaa co3gaHus 6onee agek-
BaTHOW Knaccugukauymm ncuxmyeckmx 3aboneBaHuin un
co3jainT NpeAnochIKN A/ UCMNOJIb30BaHNA KOMMbIOTEPOB
B AMarHoCcTuKe.

Kpome TOro, BO3MOXHO, Hambosnee BaxHbM pe-
3y/IbTATOM MPUMEHEHMUA WKan SABMAAETCA YHubMKauma wu
YyTOUHEHNE NCUXMaTpNUYeCKOn TEPMUHONOIMN N CO3[aHune
O6WENOHATHOrO A3blka, 6e3 KOTOPOro HEBO3MOXHO M0-
OOTBOpPHOE COTPYAHMYECTBO Mexay ncuxumaTpamm pas-
NINYHLIX CTpaH M wkon. OgHako crnegyeT MNOMHUTb, 4TO
cavas pas3paboTaHHas WKana He MOXeT OoTpa3nTb Bce
HIAHCblI MCUXUYECKOro COCTOSIHUA W NOoJlydYeHHasa C ee
NnOMOLWbK KapTWHa CKOpee HanoMMHaeT CKeneT, 4YeMm Xu-
BOW OpraHun3m.

B kauyecTBe npumepa Mbl NPUBOAUAN WKabl Ae-
NPeccuBHOW CUMATOMATUKN, MOCKO/NbKY OHW B HacToOs-
wee Bpems Haubonee pas3paboTaHbl M pacnpoCTpPaHEeHsI .
OgHako uMeeTcHA 60/bLOE KOMNYECTBO APYruUX WKai:
ONs WN30ppeHnr, MNOrpaHMyHbLIX paccTpoiicTB, cTapyec-
KUX MCUXUYECKUX HapylweHwun, maHum, a Takxe 6onee
y3Kue wkans 6bpepga, HapyweHWin namsTu, OLEHKM no-
60UHbLIX 3hPeKTOB Tepanuu u ap.
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PSYCHIATRIC RATING SCALES

J. Nuller, L. Mehilane

The experiences of using psychiatric rating
scales in Tartu Psychiatric Clinic and in
Leningrad Bechterev Institute are analysed in
this article. The use of Tartu neurosis rating
TNRS scale in neurotic depressions is evaluated.
TNRS enables to evaluate the changes 1in separate
components of depression in time - general
activity, degree of motor retardation, anxiety
and fear, depressed mood and depressive thoughts,
somato-vegetative manifestations. In neurotic
depressions it is better to use TNRS and Hamilton
Depression Rating scale. The scale of Mihhailenko
-Nuller is for severe endogenous depression.
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4yBCTBO BPEMEHW, BPEMEHHOE PA3/IMYEHUE
N KOMHUTWBHBIM CTWNb MPW TPEBOME W AENPECCUN

M.N. CmonbHUKOBa

NleHMHrpaacknii Hay4yHo-uccnegoBaTebCKUi
NCUXOHEBPO/SIOFMYECKNA WMHCTUTYT um. B.M. BexTepeBa

3BecTHO, 4TO TpeBOra siBAsgeTcA 06s3aTesibHbiM
KOMMOHEHTOM MHOIMUX pPaccCTPONCTB MNCUXOTUYECKOIOo W
norpaHn4yHoro ypoBHA [6; 11]. Y 4yacTu 60AbHbIX OHa
BbiICTynaeT BegylWuMM CUHAPOMOM B K/IMHWYECKOW KapTu-
He, a ee BblpaXeHHOCTb onpefenseT BbOOp Tepanuu.
JnarHocTtnka TpeBOrn B OCHOBHOM MNPOBOAMTCSA C MNO-
MOWb TPaguUMOHHOIO MeToda KAUHMYEeCKOW 6ecepbl.
MHorga, 4auwe B npouecce mccnepoBaTenbCKon paboThl,
MCMNONb3YKTCA pas/inyHble ncmxonaTosormyeckme n ncu-
XON0rMyeckKume wKasnb U ONpPoOCHUKN. B HacTosAlwee Bpemsa
OCTpPO CTOUT 3ajaya nouMcka OOBEKTUBHbLIX KPUTeEpueBs
HanMuusa TPeBOrn, a TakKxe CTeneHu ee peayuupoBaHus
B Nnpouecce JieveHus .

MNopgasnsiwee 60NbWMHCTBO 60/IbHBIX C pas3IMYHbLIMU
Gopmamn genpeccuMBHOro cuHagpoma (MenaHXo/NnyYecKuii,
TPEBOXHbI, TPEBOXHO-AEMNPECCUBHLIN) FOBOPAT O TOM,
YTO Y HUX WU3MEHW/0Cb YYBCTBO BpemMeHu. [losBnseTcs
owyueHne, 4YTO AEeHb TAHETCA My4YUTEsSIbHO [ONro, mepn-
NIeHHO, BpeMs CTaHOBUTCSA BA3KWUM WIN BOBCE HeNo-
OBWKHbIM. A pa3 u3MeHsAeTCH NpuMBbIYHOE YYBCTBO Teuye-
HUS BpEMEHW, TO U3MEHseTCH BHYTPEHHUA macwTab ero
n3mepeHusi. 0O6pas3HO roBops, YCKOPAKWTCA ""BHYTpPeHHMe
yachl'"', M, COOTBETCTBEHHO, KaxeTcs, 4YTO OO6bEKTMB-
Hoe, (u3nuyeckoe Bpemsa TAHeTCHA MeAneHHee. 3a cueT
yero 3TO npoucxoauT?

Mpu GOpMYNINMPOBAHMN TFUNOTE3bl Mbl UCXOAUAN U3
Tpex npeanocLioK. Bo-nepsBbIX, Ye/lOBEK He MOxXeT
BOCMNPUHNMATb HENOCPEACTBEHHO M3MEHEHMe Xoha rmno-
TeTndyeckux "BHYTpPeEHHMX 4acoB". Cneuympuka nwboro
YPOBHA MNCUXUKN KaK (OopMbl OTPaxeHuMs TakoBa, 4YTO B
Hell Ham paHbl He cBolicTBa ee Hocutensa (paboTb aHa-
nn3aTopoB, rO/I0OBHOFO MO3ra), a CBOWCTBO Ob6beKkTa.
3TO wWMeeT OTHOWEeHMe U K MNCUXNYECKOMY BpPEMEHM.
"NcxopHoW (GopMOi CEHCOPHOro BPEMEHU ABNAEeTCS Ncu-
XMYEeCKOe OTpaxeHue LOBUXKEHUA ”N uU3MeHeHunn" [3, c.
243]. HeT BOCNpuUATUA BpPEMEeHU KaK TaKoBOro, nAnn-
TeNnbHOCTb ''npefcTaBnseT Cco60i He 4YTO WHOe, Kak
MHOXEeCTBO u3meHeHun" [8, c. 112]. [Apyrumum cno-
BaMn, 4em O6ofblle WN3MEHeHWli nepexmsBaeTCcaA HamuM 3a
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eanHuuy GM3nyYecKoro BpeMeHu, Tem OJIMHHEEe OHO HaMm
KaxeTcda. OTcwoga cnefyeT nepsoe npepnosioxeHne: pas
B Aenpeccuun owyuaeTcs 3ameasieHne TedyeHus BpeMeHwu,
TO 3a eAuHUULy BpPEMEHW 4YeNloBEK B 3TOM COCTOSIHUMU
BOCMpUHMMaeT 6onblle N3MEHeHwuli, T.e. ero BoCnpusa-
Tne 6onee aupdpepeHUMpPOBaHO.

BO-BTOpbIX, MOCKOJIbKY OTCYTCTBYET ChneynabHbIin
aHa/M3aTop BpPEeMeHM, 4YYBCTBO BPEMEHM (GopmMupyeTcs
Ha OCHOBe [eATeNlbHOCTU BCexX OpraHoB 4YyBCTB, a
Takke, BO3MOXHO, BCEX KOFHUTUBHbLIX MNCUXNYECKUX
npoueccos OT CEHCOPHO-MepuenTMBHOIo YPOBHA [0
MblwleHMsA. [l03TOMy MblwneHne 60MbHbIX Aenpeccuen
[OMKHO 6bLITb 6onee gudpepeHuunposaHo, 6onee aHann-
TUYHO, '"HAcTpPOEeHO'" Ha BbhidBNEeHUEe cneundnkm ob6bLeK-
TOB.

W HakoHey, wncxoAs U3 TMOHUMaHWA COCTOSHUSA
TpeBOrn M ee 6MONOIMYECKOl (QYHKUUM KakK '"Komnaekca
HEPBHbIX, COMaTUYECKUX W MNCUXNYECKUX WU3MEHEHU,
BO3HUKaWWNX B OXMAAHUN BO3MOXHOW Yrpo3bl U MMEWWUX
uenbl NOAroTOBUTb OpPraHM3M K peakuumm "60pbbbl nnun
6ercTtBa” [6, c. 21], ™Mbl npegnonaraemM, 4YTO WMEHHO
ee HanMume B CTPYKTYype [JernpecCuBHbIX CUHAPOMOB
npuBOoAUT K 6osiee ''Apo6HOI"™ 06paboTKe nocTynawwen
MHpopmaumun. OAHaKO KAMHUYECKW '‘yucTboie' genpeccus-
Hble M TPEeBOXHble COCTOSAHUA BCTpevyawTcHa pefko, a ux
pasgeneHue ycsioBHO. [103TOMYy Hamu O6bliv NPOBEEHb
KOHTPOJIbHbIE CEPUN OMbLITOB Ha 340POBbLIX WCMLITYEMbIX,
B KOTOPbIX COCTOSIHME TPeBOrun 6b/10 CUTYaUMOHHO 00Yy-
cnoBneHo (nNpeask3amMeHauMOHHbIA CTpecc) W Bbi3BaHO
papmakoreHHo (npuem KoheunHa) -

MeToguka W npouegypa uccriefoBaHus

UyBCTBUTENBHOCTb K U3MEHEHUSIM HA CEHCOPHOM
YpOBHE onpejensnacb Npu MOMOWM MOPOroB oGHapyxe-
HUSI ACUHXPOHHOCTW [ABYX 3pPUTESNIbHbIX CTUMY/oB. B
CBETON30/IMPOBAHHON KOMHATe Ha 3KpaHe TaxucTocKona
UCMbITYEMbIM MPEefbsB/SANIOCH ABa CBETOBbLX NATHA Auva-
MEeTpoM 2 CM, KOTOpbie 6bIN pacnosioXeHsl crnpaBa WU
cneBa Ha OAWHAKOBOM PAacCTOSSHUM OT UeHTpasibHOoi
TOUKM (UKcauuu B3opa. Yr/foBoe pPacCTOosiHUEe Mexay

cTumynamm cocTaBuno 20°, BpemMs 3KCNO3MUMN Kaxporo
- 1 mc. OnbT npoBOAWACA f[BaxAbl: OAWMH pa3 MNepBbiM
npeabasnanca npasbii ctumyn (1 —> /1), BToOpoi pa3
nopsigoKk npegbsBneHns wmeHanca @1 —> M), Takum
obpa3om, Mbl Mony4yanu gBe BeMUYUHbB nopora. [Ans n3-
MEepeHuss MoporoB MCNO/b30BasiCs Hanbonee 3KOHOMHbIN
no BpemMeHW MeToh MWHMUMaNbHbIX U3MEHEHU. Bcsa npo-
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ueaypa W BblUMC/IEHWE MNOPOroB MPOBOAWINCHL C YYEeTOM
cTaHgapTHbX Tpeb6oBaHuin K atomy metomy ().

NcnbityemsiMn 6biin 51 60nbHON (24 MyX4YUHb n 27
XEeHWnH) B BO3pacTe oT 16 go 61 roga 6e3 MHTeNnnek-
Tya/lbHO-MHECTUYECKOI0 CHUXeHuA. 41 605bHOA cTpa-
Jan 3HAOreHHoW genpeccueid, 5 umenn gMarHo3 HeBpPO-
Tuyeckas pgenpeccus U 5 - wnloahheKTUBHBIA NCUXO3,
npuyem B AaHHOM NPUCTYyNe oTMeYyanncb J/Ullb TPEBOX-
HO-ZenpeccuBHas cumnTomMaTMkKa wWnuM pgernepcoHannsa-
uusa. 3amepbl NPOBOAMAUCH A3axbl: Ha BbICOTE MPUCTY-
na n B pemuccun (MHTepBan B cpegHem cocTaBun 33
OHA) .

B nepBOii KOHTPO/IbHOW Ccepuu uUccnegoBanucb nU3-
MEHEHMA NOPOroB Moj BAVWAHUEM NCUXOreHHoro (Bo/He-
HVe nepej 3K3amMeHOM) cTpecca. B akcnepumeHTe npu-
HAMM y4dacTtume 37 CTyAeHTOB B Bo3pacTte oTr 20 go 30
netr (10 MyX4uH n 27 XeHWuUH). OOHOBLIE MWCAbLITAHUA
nposogunnCb B cepefuHe cemecTpa.

Bo BTOpOli KOHTPONLHOW cepun onpeaensanochb
BAMAHUE (papMaKoNormyecknm BbiI3BAHHONO COCTOAHUA
TpeBoOrv Ha noporv ob6HapyXeHUA acCUHXPOHHOCTU ABYX
3pUTEeNbHLIX CTUMYNOB. B KadyecTBe aHKCUOrNeHHOro
npenaparta Ob1 ucnonb3oBaH KojpeumH. B nocnepgHee
BpemMsa nosAsunnucb paboTe 06 MCMNoNb30BaHUU KohenHa
ansa mogenuposaHua Tpesoru [9; 10]. Hawn ucnbitye-
Mble nocse npoBefeHNss KOHTPOJIbHbLIX 3amMepoB nojsydanu
B 3aBWCUMOCTM OT macch Tena ot 480 pgo 800 mr ko-

eHHa B pacTBope. B 3KcnepuMeHTe MNPUHANN ydacTue
t2 340pOBbIX po06poBOAbLAa B Bo3pacTte oOT 23 pgo 48
net (14 myxumH mn 18 xeHwmH). CocTosHMe TpeBOrn B
KOHTPOJIbHbLIX CEpUAX ONpeensasnocb C MNOMOWbK WKasbl
CUTyauuoHHOI TpeBoru XaHuHa-Cnunbeprepa.

Ona ycTaHoBneHuA cTeneHn audhepeHunpoBaH-
HOCTW MbIlWIEHUA WNCMONb30BaINCb WU3BECTHble MeTonbl
onpegenieHusa npeo6najawnwmx onepauyuin aHanusa wm
cuHTe3a [5]- McnbiTyembiM 6bl10 NPeasiokeHo ANnsi CBO-
60JHOV COPTUPOBKU TpU Buaa CTUMYJIbHOFO mMaTepuana:
1) 43 npegmeTta (MbU10, K4, MNomMaga, 4acbl U T.M.),
2) 28 oTTeHKoB ceporo upeta U 3) 50 BpeMeHHbIX NO-
HATWA. Bonbllee KONMYECTBO BbiAE/NEHHbIX FPynn cBuae-
TenbCTBOBaNO O 60Mbleil aHa/IMTUYHOCTU, O CYXEeHUn
onanasoHa 9KBMBaA/NEHTHOCTU, TO ecTb 06 opueHTauuu
Ha crneunpuky O6BLEKTOB, Ha BblAeNeHuMe pasnuuunii, o
60nblWen YYBCTBUTENBHOCTU K U3MEHEHUsAM. B akcnepu-
MeHTe npuHAnNuM ydacTue 35 60NbHbIX pgenpeccuein u3
OCHOBHOI rpynnsl. O6cnepoBaHue TakKxe NPOBOAMNIOCH
ABaxbl: Ha BbicOTe NpucTyna U no AOCTUXEHUU MoJsio-
XNTEeNbHOro TepaneBTUYEeCKOro aspfekTa.
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PesynbTaTsl

dkcnepuMeHT 1. Pe3ynbTaThl, MNOJIlyYEHHble B 3KC-—
nepuveHTe, npegcTasneHs B Tabnnue 1. Kak y 601b-
HbIX denpeccueil, TakK U B COCTOSHMW TpPeBOrum pasnmy-
HOro reHesa y 3[l0POBbIX UCMbLITYEMbIX OTMEYaeTCHA CHU-
XEeHMe NoporoB O6HapyXeHWs aCMHXPOHHOCTU ABYX 3pu-
TeNbHbLIX CcTumynos. W3 32 pobpoBonbueB, MNPUHABLKX
yyacTue BO BTOPOW KOHTPOJ/IbHOW Cepunm ONbITOB, TO/b-
KO y 19 Ha joHe npuema KojpemHa OTMedanoCb MOBbILE-
HVe YypOBHSA TpeBOrn. [laHHble MMEHHO 3TUX UCMbLITYEeMbIX
BK/AKYEeHb B Tabnuuy 1. Ha 13 wncnbiTyemblX KoghewH
okaszasn fierkoe akTuBupyklee BO34elicTBME, UYTO Bbipa-
3UN10Cb B CHUXEHUWN YPOBHSA TPEBOXHOCTU MO CPaBHEHWUIO
c ¢oHom (t-kp. = -2,84; p < 0,05). 3Hauummoro
cABnra noporoB B 3TOW rpynne o6HapyXeHo He 6biio:
t-kp. coctasun 0,099 n 0,028 pgna noporoB I —> /1 u
/. —> 1 COOTBETCTBEHHO.

Ta6bnuua 1

3aBMCUMOCTb MNOPOroB O6GHapPyXeHWst aCUMHXPOHHOCTHU
OBYX 3puTenbHbIX CcTumynos (B MC) OT apheKTUBHOro

COCTOSAHUSA
Moporwu (B MC) likana
n->n n->n XaHnHa
TpeBora
nepeg 54,7 £23,9 45,9 2P g8 55,7 +9,7
3K3aMeHOM
®OH 65,6 +* 20,4 65,2 +22,0 41,9 +5,8
t-KpuTepuii 2,45" 5 ,12%* 8,03%**

TpeBora noc-

ne npuema 52,0 = 15,4 40.6 + 18,8 49,0 +7,9
KoheunHa

®OH 63,0 + 18,1 53 6 + 17,7 39,8 £7,0

>

t-Kputepui 4,57 6 96** 7,26 .

Jdenpeccusa 77,1 *21,7 77,0 x£27,4
Pemunccusa 100,1 + 34,7 101,2 + 37,0

t-KpuTtepuun d,5 7,09
’n < 0,05 “p<0,00 ' p<o0,001
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B pgenpeccun caBur nNoporoB oTMmevasnCcsi He3aBU-
CUMO OT KJ/IMHMYECKU onpepensaemMoro Beaywero cMHApoO-
ma (MenaHxo/IM4eckoro, TpPeEBOrM wu penepcoHanMsa-
ummn) .

ObpawaeT Ha cebs BHMMaHME TOT ¢dakKT, UTO
abCo/ITHbIE BE/IMUYMHLI MOPOroB Yy 60/bHbLIX KaK B fe-
npeccum, TaK M B PEMUCCUN 3HAUYUTENIbHO BbILE, YEM Y
3[00POBbLIX WCMbITYEMbIX B KOHTPOJ/IbHbIX rpynnax. Hamu
6bII0 YCTaHOB/NIEHO, 4YTO 3TO CBA3aHO, MO KpahHeihn me-
pe, c asyms npudmHamm (nogpobHoe ob60CHOBaHME 3TUX
BbIBOAOB Mbl OMNyCKaem BC/leACTBUE OFpaHUYEHHOro
obbema cTaTbum). Bo-nepBbX, C HEOAHOPOOHbLIM BO3-
pacTHbM COCTaBOM Hawux rpynn. Y 60/AbHbIX C 3HAO-
FeHHbIMM a@heKTMBHbIMMN KO/ebaHUsIMM B CTaplwein BO3-
pacTHoli rpynne abCoONKWTHbe BEe/IMYMHL NMOPOroB BhiLE,
4yTO, NO-BUAMMOMY, CBSA3aHO C HapacTaHuem opraHoug-
HOCTU. BoO-BTOpbIX, 3TO CBA3aHO C TeMmM, 4TO 4YacTb
60/bHbLIX 06cnepgoBasiacb Ha (OHE aKTUBHOW Tepanuu
aHTungenpeccaHTaMm W TpaHkBuam3aTtopamum. OfHaKo
noafepxuBawwme [03b 3TUX nNpenapaTtoB camu Mo cebe
He Bbi3blBaT yBennyeHus noporos. [oaTomy Bo3pacTa-
HMEe MNOpPOroB Ha (GoHe nogjepxuBawwelr Tepanunm MoOXeT
CNIYXUTb OO6GBEKTMBHLIM KpPpUTEPUEM YNYUWEHUSs COCTO-
AHNA .

dkcnepumeHT 2. Mpn cBo60OAHOI COPTUPOBKE pa3-
NIMYHOr0 CTUMY/IbLHOTO MaTepuana cyxXeHue puanasoHa
3KBUBANEHTHOCTU Npu genpeccun ogHo3Ha4yHoO Habnwga-
Nnocb TOMbKO nNpu paboTe C peasbHbLIMU nNpegMmeTamu
(c-kp. = 3,08; p <0,001). B OTHOWEHUU BpPEMEHHbIX
MOHATUA N OTTEHKOB axpomMaTU4YeCKUX LBETOB MOXHO
roBopuTb /MWlb O TEHAEHUMM K BblgeneHuw 607blero
KonnyecTtBa rpynn B genpeccuun (Tadénuuya 2).

Tabnuya 2

KonunuecTBOo rpynn, BblgensieMbX MNpyY CBOBGOAHON
COpTWPOBKE B Aenpeccur U B pPemMuccumu

KonnyecTBo rpynn npu COpPTUMPOBKE

BpemeHHble no- AxpomaTtunyec MpeameThl
HATUA Kne uBeTa (26 yen.)
(35 uen.) (33 uen.)
Jenpeccus 13,4 + 4,9 9,4 + 3,6 15,1 + 6,9
Pemuccus 12,5 + 5,2 8,1 = 3,5 12,4 = 4,4
t-Kputepuii 1,28 1,92 3.08
p 0,01
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Onsa 6onee nogpo6HOro aHanu3a no pely/nbTaTam,
NOSIlYYEHHbLIM B peEMUCCUM, OBOMbHbIE ObIIN pa3fesieHb Ha
ABe rpynnbl. [lepByl cocTaBuIn TaK Ha3biBaemble ‘“‘aHa-
NNTUKKN”, TO ecTb nuua c 6o0onee y3KUM [uanaszoHOM
9KBMBANIEHTHOCTU, BbigensBLNEe NPU COPTUPOBKE 60/b-
wee KOJMYEeCTBO rpynn, 4Yem B CpefgHeM NO BbiGOpKe.
BTopyw cocTtaBunm ‘'CUHTETUKK, TO ecTb Juua,
CK/IOHHble BbIAENATb MeHbllee, 4YeM B CpefHeM, KOnu-
yecTBOo rpynn (Tabnuua 3). PaccmoTpum gns npumepa,
Kak copTupoBann axpomaTmyeckue uBeTa ""CUHTETUKN' .
Y 13 4esnoBekKk B fjenpeccunm oTMeyanocb YBenndeHue
yncna rpynn, y 4 - ero ymeHblleHne, 5 yenoBek cop-
TupoBan uBeTa oAuMHAKOBO. [0 KpUTepulw 3HaKoB pa3-
HMua 06beMOB BbIGOPOK gocTuraet 5 % ypoBHA 3Ha4yun-
MOCTU. AHanormvHas KapTuHa HabnwgaeTcd nNpu copTu-
pOBKE BpPEMEHHbIX MNOHATUIA W peanbHbX NPeaMeToB.

Tabnuua 3

BnusHMe penpeccuy Ha COPTUPOBKY Yy Nl
C NpeuMywecTBEHHO aHa/IMTUYECKUM Un
CVHTETUYECKUM KOTFHUTUBHbLIM CTUIEM

AxpomaTnyec- BpemeHHble
Kue useTa NOHATUS MpeaweTsl
rAn o At mee opn o
yBenundyenne 3 13 6 14 8 13
yucna yen. yen. yen. 4yen. yen. yen.
rpynn B
penpeccuun
YMeHblleHne
yncna 6 4 9 3 2 1
rpynn B yen. 4en. yen. 4yen. yen. yen.
penpeccun
Yucno
rpynn 6e3 2 5 - 3 1 1
N3MEHEeHUNn 4Yen. 4ven. yen. dJen. yen. yen.
Bcero 11 22 15 20 11 15
yen. 4en. yen. 4en. yen. yern.
“"A” - "aHanUTUKN' "C" - CUHTEeTUKU".

CnepoBaTesibHO, MOXHO cfAenaTb BbBOA O TOM, 4TO Y
"CUHTEeTUKOB” B genpeccunm npoumcxoamT cOoBUr B CTO-
poHy 60nee guphepeHUMpOBaHHON, ApPO6HON nepepaboT-
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KN MHpOopMaLMnm He3aBUCUMMO OT XapaKTepa CTUMYJ/IbHOIO
maTepunana. 4YTo KacaeTcda 'aHa/IMTUKOB', TO Y HUX
Jenpeccuna Bbi3biBasla KaK CyxXeHwe, TaK U pacumpeHue
gnana3oHa 3KBMBaNleHTHOCTU. OfHaKo obwas BbipaxeH-
HOCTb WMEHHO aHaJMTUYeCKOW TeHAeHUuUM npu copTU-
poBKe Nw0b6Oro CTUMY/IbHOIFO mMaTepuasna coxpaHsjacb B
3TOl rpynne WCNbTYEMbX KakK B genpeccun, TakKk U B
pemmccun.

O6cyxaeHue

B penpeccun, He3aBUCUMMO OT CTPYKTYPbl CUHAPO-
mMa, YynydwaeTcsa YYBCTBUTE/NIbHOCTb K HEOA4HOBpPEMeH-
HOCTW [ABYX CTUMYJ/iOB. BpemeHHOe pa3fiMyeHne cTaHoO-
BUTCA 6onee auphepeHUUpPOBaHHbLIM, 3pUTe/ibHas CeH-
copHasa cucTema HacTpaumBaeTcsa Ha 06onee f[pPoO6HYK
nepepaboTKy nocTynawwein uHDopmauun, 6osee 4YyTKO
ynaBnueaeT wu3meHeHua (No kKpaliHein Mepe, OTHOCU-
Te/lbHO O4HOBPEMEHHOCTU CTUMYJ/IOB) . Takas xe KapTu-
Ha HabnwgaeTcsa nNpu TpesBore pas/iIM4HOro reHesa. llo-
3TOMYy OAHOHaMpaB/IEHHOCTb CJABUWra BpPEMEHHOW pa3-
HOCTHOW YyBCTBUTE/NBHOCTM NPU 3HAONEHHOW genpeccuun
N TpeBore MOXeT CAYXUTb NoATBeEpXAeHueMm npejcraB-
NEHVUA O Ha/IMynm TPEBOrn B CTPYKTYpe npakTUyecku
nwboro AenpeccMBHOro CUHApoOMa.

y 60/IbHbIX, WM3HaYaNlbHO CKJ/IOHHbIX K 60/Nee MHTe-
rpupoBaHHOi 06paboTKe uHPoOpMaLMM O BHEWHUX BO3-
pencteuax ('CUMHTeTUKM", unmewwme OTHOCUTENIbHO WN-
poOKWii anana3oH 3KBUBa/IEHTHOCTWU), AeNpeccus Bbl3bl-
BaeT CABUI B CTOPOHY YBe/IMYEHUA aHa/IMTUYHOCTWU.
Apyrumun cnosamu, Mpu NaToNOrM4YeCKOM CHUXEHUN IMO-
UMOHaNbHOro (oHa 60/bHble 3TOW FPYNMNbl Ayywe ynaB-
nvBann pasnuunsa, U3MeHeHus, 6biin B 60nbleil cTene-
HW OPUEHTUPOBAHL Ha BblAeNeHne cneunpukn o6bLEKTOB.
STa TeHAeHUUs He 3aBUCUT OT CTUMY/ILHOroO mMaTepuana
M OoTMe4yaeTcsa nMpu OnepupoBaHUnN peasbHbIMM O0O6bek-
Tamm, OTAEeNIbHbIMA MX CBONCTBaMM, a Takxe abcTpaKT-
HbIMM KaTeropusmm. B rpynne "aHanuMTUKOB"™ MoOA0O6HLIN
COBUI OOHapyXeH TOJ/IbKO MNpuW COPTUPOBKE peasbHbIX
npegmeTtos. CnegyeT OTMETUTb, UYTO UHAMBUAYyaNbHas
npepacnosioKeHHOCTb K aHaIMTUYHOCTU coXpaHseTcA
Kak B genpeccunm, TaK U B pemMuccum, He3aBUCUMO OT
HanpaBneHna cpasura.

Hawwn pe3ynbTaTbhl cornacywTcsa C pgaHHoiMu A U.
Nanes [7], nNONy4YeHHbLIMW Ha 300POBbLIX MWCMLITYEMbIX:
"aHa/IMTUYHOCTL'"  KOoppennpyet C npeapacrnosioXeH-
HOCTbK K CTpaxy W gucrtpeccy. ABTOp CBA3bBaeT 3TO
CO cBoeobGpa3nemM KOFHUTUBHOIO KOMMNOHEHTa B CTPYK-
Type 3Tux ¢GOpM oTpuuaTenbHOW 3mMoumoHanbHocTu (B
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oTnMyme oT rHesa). CTpax U AUCTPeECC XapaKTepusy-
0TCA MakKCUManbHO MHPOPMALMOHHO HAacChIWEHHbLIM OTpaxe -
HMEM 3MOUMOreHHbLIX KayecTB 06bekTa, AuhiepeHuupo-
BaHHbIM €ro BOCNPUATUEM, OpUEeHTaunein Ha crneuympuky,
pasnnuna n U3MeHeHUs .

B ogHON M3 HegaBHUX TeOopeTUYeCKux nyonnkauuni
B. Konra BbiCKa3an MHeHue, 4YTO [gunanas3oH 3KBUBa-
NEeHTHOCTU oTpaxaeT '"'perynatuBHyw QYHKLUK' KOMHU-
TUBHbBIX npoueccoB [4, c. 37]. A noaTomy BennymHa
3TOro pguanasoHa AosixHa O6bITb [JOCTATOYHO TUOKOI,
M3MEHATbCA B COOTBETCTBUWU C NepemMeHamMn BO BHEWHUX
YCNOBUAX WIN B 3MOLWOHA/IbHOM OTHOWEHUN cybbeKTa K
oKpyxXawwemy wmipy. Hawm pe3ynbTaThl noagTBeEpXAanT
n pepcTaB/fieHne 06 aMOLUMOreHHO 06YC/IOB/IEHHOI Npu-
cnocobunTenbHOW N3MEHUYNBOCTU AMnana3oHa SKBUBaAEHT-
HOCTMU .

B3anmocBA3b OTpaxeHua WHTepBasioB BpPeMeHu C
BE/IMUYMHON gnana3oHa KOrHUTUBHOW 3KBUBA/IEHTHOCTU Yy
3[0pOBLIX WUCHLITYEMbIX ©OblNla wuccnepgosaHa A.B. Ba-
cunobesbiM [2Z]. TMony4deHHble UM faHHbe CBUAETENbCT-
BYOT O TOM, 4TO '60onblieMy KONMYEeCcTBY rpynn npu
CBO6GOAHOWN COPTMPOBKE COOTBETCTBYET TEeHAEeHUuua ne-
peoueHKNn ANNTEeNbHOCTU  BPEMEHHbIX UHTepBanos'.
CxofHble pfaHHble MoJlyyYeHbl Hamy Mnpu naToNornyecku
CHMXEHHOM 3MOUMOHaNbHOM (oHe. YyBCTBO 3amepnieH-
HOro TeyeHus BPemMeHn, MpuBoJdllee K ero nepeoueH-
Ke, COMpoBOXAaeTCs CyXeHuem avanasoHa 3KBUBaIEHT-
HOCTU Y ""CUHTETUKOB"™ W cOXpaHeHWem unun ycyrybébne-
HVMeM 39TOi TeHAeHuUn y "aHalIMTUKOB".

BoiBOAbI

1. MNpu pgenpeccun, He3aBUCUMO OT CTPYKTYpS
cuHgpoma, WHpopmauua nepepabaTbiBaeTcA 60nee gud-
epeHuUnpoBaHHO. 3TO HabnwpaeTcsd M Ha CEHCOPHO-
nepuenTuBHoMm ypoBHe (yNy4dlweHne BPEMEHHOI pa3HoCT-
HOW 4YyBCTBWUTE/NIbHOCTW), W Ha ypoBHe MbiwneHus (npe-
ob6napgaHue onepauuii aHanuM3a Hag cuHTe3om) . MNpn Ta-
KOl '"HacTpolike'" KOFHUTWBHbLIX MPOLECCOB 3a eAuHuLY
BpeMeHU nepexmBaeTcs 60Mblle U3MEHEHWUIH U MNO3TOMY
KaxeTcs, 4YTO BpeMa TAHeTCA Jofblle, 4YeM OO6blYHO.
OTcioga xanobbl 60MbHbLIX Ha BA3KOe, 3amensieHHoe Te-
YeHne BPEMEHU.

2. CoBnajgeHue yny4leHUs BPEMEHHO pa3HoCT-
HOW YYBCTBUTE/IbLHOCTU MNpu TpeBOre pas3/IN4YHOro reHe-
3a W 3HAOTrEeHHOl penpeccun MOXeT OOBbACHATbLCHA BKJ/O-
YeHNeM KOMMNOHeHTa TPeBOrn B CTPYKTYpy nwboro ge-
NPeccrMBHOro cuHapoma.

3. [lMpakTuyeckm cABUr MNOpPOroB O6GHapPYXeHus
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ACUHXPOHHOCTU [ABYX 3pPUTEJIbHbIX CTUMYJ/IOB Ha (oHe
noaJepxvBanlieil Tepanmm aHTugenpeccaHTamm u TpaHk-—
BU/IN3aTOpPaMM MOXET CNYXUTb OGBEKTUBHbLIM KPUTEPUEM
YCNewHoCcT MNPOBOAUMOrO JfIeYEHUS -

NTEPATYPA

1. bapguH K. B. Mpo6nema noporoB 4yBCTBUTE/b-
HOCTW U Ncuxopuanyeckume meTodbl. - M., 1976.

2. BacwunbeB A. b. OueHkKa BpeMeHHbIX UHTepBaioB
M gMana3oH KOrHUTUBHOW 3KBUBa/IeHTHOCTU // MNMcuxo-

nornyeckue npobnems nHansuayanbHocTu. - M. , 1984.
- Bom. 11. - C. 132 - 134.

3. Bekkep /.M. Tllcuxuyeckue npouecch. - /.,
1981. - T. 3.

4. Konra B. BO3MOXHble MWUPbl KOFHUTUBHbLIX CTU-
neii // KOrHUTUBHbIE CTWAN: Te3MCbl Hay4yHO-MpakTu-
yeckoro cemuHapa. - TannuH, 1986. - C. 32 - 37.

5. Konra B. [AupdepeHuymanbHO-Ncmxosnormnyeckoe
nccnegoBaHne KOTFHUTUBHOIoO cTunsa un oby4dyaemocTu:
ABTOped. auc. ... KaHAa. ncuxon. Hayk. - Jl., 1976.

6. Hynnep 0.N. AddpekTuBHbEe NCUXO3bl. - Jl_,
1988.

7. Maneii A.ll. CooTHOWweHWe 3MOUMOHAsIbHbIX U
KOTHUTUBHLIX XapaKTepucTuUK WHAUBUAYANBHOCTU N NX
aNneKTpoaHuedhanorpapnyeckme KoppenaTe: AsToped.
Ouc. ... KaHg. ncuxon. Hayk. - M., 1981.

8. Opecc M. BocnpuaTne u oueHka BpemeHu 7/
JdKcnepuMeHTanbHaa ncuxonorua / Mog peg. M. dpecca

n X. Mnaxe. - M., 1978. - C. 88 - 135.

9. Boulenger Y.-P. et al. Coffeine consumpt-
ion and anxiety // Psychopharm. Bull. - 1982. -
Vol. 18. - P. 53 - 57.

10. Rapaport Y. Coffeine and behavior: relat-
ion to psychopathology and underlying mechanisms
// Psychopharm. Bull. - 1984. - Vol. 20, N 3. -

P. 426 - 430.

11. Stavrakaki Ch., Vargo B. The relation-
ship of anxiety and depression: a review of the
literature // Br. J. Psychiat. - 1986. - Vol.
149. - P. 7 - 16.

114



SENSE OF TIME IN ANXIETY AND DEPRESSION

M.1. Smolnikova

The ability to recognize two different
stimuli in time and cognitive style connected
with time perception was investigated in patients
with anxious-depressive symptoms and also in
healthy volunteers with psychogenous and pharma-
cological evoked anxiety.

51 patients and 61 healthy persons were in-
vestigated. The results show increase of analyt-
ical thinking and improvement of ability to re-
cognize nonsynchronism of two stimuli in depress-
ion. Change in ability to recognize different
stimuli may be used as criterion of recovery.
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KYNMUPOBAHWE ANIKOIO/IbHOMO ABCTWHEHTHOIO CWHAPOMA
AHTATOHNCTAMW BO3BYXOAKNWNWX KWHYPEHWHOB

B.N. MenbHuk, B.A. Makapuyk, W.M. JNanuvH

NleHnHrpaacknii Hay4yHo-uccnenoBaTebCKui
NCUXOHEBPOMIOrNYECKNIA WUHCTUTYT
mM. B._M. bBexTepeBa

MepcneKTUBHOCTb NPUMEHEHUSA NpenapaTtoB, B3a-
MMOLENCTBYWOWMX C KUHYpPEHMHaMn - HelipoaKTUBHbLIMU
3HAOTr eHHbIMWM MeTabonnTamMm aMMHOKUCAOTH TpunToghaH -
ANA KynNMpoBaHMSA aNKorosibHOro abCTUHEHTHOr0 CUHA-
poma (AAC) 6bina npejckasaHa B cepefuHe 70-Xx rogos
[2]1- B panbHeliwem mMeA/IeHHO HakKanaMBalNCb 3KCMepu-
MEeHTanbHble (aKTb B MOJAb3y 3TOF0 HOBOro noaxoja.
BBegeHne wmblwam nocne OTHATUA 3TaHona Haubonee ak-
TUBHbIX BO30OyXAanWNX KUHYPEHUHOB (XWHO/IMHOBOW KNC-
NOTbl U KUHYPEHUHA) NpUBOAUNIIO K MOBLIWEHUNID CYAOPOX—
HOW FOTOBHOCTW M K HapyuweHuw nosegeHusa [6; 4]. Mo
AaHHbeMm . T. LUxomenuase u W.B. PoxoBa B Halem
WHCTUTYTEe, Y 60/IbHbIX aJKOro/siM3MoM ecTb Koppensuus
Mexgy TaXecTbl cuMmnTomMaTukm npu AAC M KOHUEeHTpa-
uMell KMHypeHuHa B naa3me KpoBu. BBegeHve anurtenb-
HO a/IKOro/IM3NPOBAaHHLIM KOWKaM KUWHYpeHUHa 3Ha4du-
Te/NbHO yBenu4yuMBasio npegnoyTeHne aTaHona soze [L1]-
Mpn OCTpPON anKOro/ibHOW MHTOKCUKAaLMUW MblLen N KpbiC
CUCTEMHOE W BHYTPUMO3rOoBOE BBe[EHUE KUHYPEHNHOB
oKa3sbliBasio NMPOTMBOMNO/IOXHOE AelicTBMe - ocnabnsnucb
CUMNTOMbl MHTOKCMKaLWW, 4YTO B psge cray4vaeB COMNpo-
BOXAA/IOCb CHWXEHWEeM KOHUeHTpauuum 3TaHo/na B KpPOBMU

[4; 6].
licnonb3oBaHMe aHTaAroHNWCTOB BO30yXJaloWnUX Ku-
HypeHnHoB npu AAC, KpOmMe r/jaBHOW LUenu - JieveHus

3TOro COCTOSIHUA, WMeeT U No3HaBaTeslbHOe 3HayeHune:
no npuHuuny ex juvantibus nNpn6aM3nTbCA K MNOHUMa-
HUK pPONN KUHYPEHUHOB B reHe3e AAC. T[lpyn 3TOM Mbl
OCO3HaeMm, 4YTO UCMOJ/Ib30BaHHbIE MpenapaTs He ABMANT-
cA n3bupaTtesibHbIMM aHTaroHnctTamu, ob6sagawT MHOro-
YNCNEHHLIMN OPYTUMN 3hdheKTamn, un3-3a Yero orpaHu-
YyeHa UX Mo3HaBaTe/ibHasA LEHHOCTH.

06 appekTuBHOCTU Tpex (GpeHnbyTa, (GUHNEeNncuHa
M KOHBYJ/IEKCA) W3 WCMLITAHHLIX WecTu npenapaTtos B
KynuposaHumn AAC paHee coobwanocb B nutepatype. O
6aknopeHe, pUOOKCMHE N HUKOTUHaAMUAE CBEeLEHUA Mbl
He Hawnn. CpaBHUTe/NbHasA OUEHKa BCeX TMPUMEHEHHbLIX
npenapaTtosB, BbIMO/IHEHHAA NO €AWHbIM KPpUTepusaMm B Of-
HOM yuypexaeHun, npeacTaBnsna CamMOCTOATENbHbI WH-
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Tepec. ©OeHubyT, 6aknopeH M KOHBYNEKC B 3Kcnepu-
MEHTe 0cnabnsanT CyAoporn, Bbi3BaHHble KUHYPEHWHOM U
XWHOMNHOBOW kucnotow [5]. PnbokcnH (MHO3WH) U HU-
KOTMHamug npegynpexganT Ha Mblwax CyAOpOxXHoe
pelictBne kuHypenuHa [7; 8]. KapbamazenuH (huHnen-
CVMH) YMeHbllaeT Ha Kpbicax 33 -nposiBNeHns CyAOopoOxX-
HOro pAeicTBUA XUHONMHOBOW KucnoTel [9]. BaknogeH
Nno CnNekTpy @(GapmMakKonornyeckoih akTUBHOCTU, B TOM
yncsie U No aHTaroHU3My € BO36YyXAaWWUMU KUHYPEHU-
HaMu, KadyeCcTBEHHO CXOAeH C (peHubyTom, UYTO pgano
OCHOBaHWe peKOoMeHAOBaTb MPUMEHATb €ro He TOJIbKO B
HEBpPO/sIOrMn, HO M B MNCUXMATPUM MO Tem Xe Mnokasa-
HUAM, 4YTO K (GeHnbyT, TO eCTb KaK aHKcuonanTuyec-
KniA, HOOTPOMHbLIA, cefaTuBHbIN npenapaT [4]-

MaTepuan n meToauka

BonbHble. JleyeHne npoBogunn B cTauuoHape Ye-
NAGMHCKOro o06N1acTHOro0 HapKO/OFrMYEeCKOro gucnaHce-
pa. KynupoBaHume AAC BbinonHsanm y 330 6o0nbHbix (250
MYX4YnH ©n 80 XeHWwuH) , pa3feneHHbX Ha 8 rpynn no 40
60nbHbLIX (B ofgHOW rpynne, rge nnauebo, 6b10 50
60/IbHbBIX) B COOTBETCTBMU C YMC/AIOM MpenapaToB: nna-
ue6o, ¢GeHnbyT, 6akKnoheH, KOHBY/MEKC, (UHMAENCUH,
pUBOKCUH, HUKOTUHamMui, cuba3oH. [aHHble No nocrnep-
Hel rpynne He BKJ/KWYEHb B CTaTbl, MNOTOMY 4YTO OHMU
ele He A0 KoHua obpaboTaHbl Ha 3BM. Bce 60nbHblEe BO
2 cTaguu ankorosmama, cpefHen Taxectu. [pynnel 6bi-
N chopMupoOBaHb Tak, 4YTOOb HE OT/IMYa/UCb 3HA4YMMO

no cpefHMM 3HadeHmsam Bo3pacTta (38 - 43 roga),
macchl Tena (68 - 70 kr), cpegHein paBHocTu AAC (10
- 13 ner), cyTo4yHon TonepaHTtTHoctm (0,5 - 1,0 n

BOAKW) , AIUTENbHOCTU NpejlecTBylWed ankoronmsaumm
(6 -7 cyToK), O[AMTENbHOCTWM TpPe3BOro nepuvoga pno
Hadana kynupoBaHua (0,5 - 1 cyTkn), ynoTpebneHuw
TpaHkBunmlsartopos B npownom (12,5 - 18 % 60/bHbLIX B
rpynne). Ansa cpaBHeHuUs 3(PeKTMBHOCTU MNpenapaToB
npuHUMNuanbHoe 3HadyeHue wuMmen m TOoT (GakT, 4TOo [0
KynupoBaHus cpegHada TsaxecTb AAC B rpynnax o6biia
npakTnyeckn opguHakoson (22 - 24 6anna).-
CocToAHME O0/IbHLIX OLUEeHUBaAN K/AUHUYECKU U C
NOMOLWbK WKank CUMATOMOB, B OCHOBY KOTOPOW MOJSIOXe-
Ha WKala, WCNofb30BaHHass B WHCTUTyTe wuMm. B. M
bexTepeBa [2]. TsaxecTb CUMMNTOMOB OUeHMUBann no 3-
6annbHoOn cucteme: 0 - oTcyTcTBMe cumnTomMa, 1 -
cnabas n cpefHAA BblpaXeHHOCTb cumnToMa, 2 - CU/b-
Has BbipaxeHHoOCTb cumnToma. W3 33 cuMATOMOB, CO-
Jepxawmxcss B lWKane, A0 Hayana KynupoBaHUsS pery-
NAPHO OTMe4yanu n nogBeprany B ganbHeiliwem o6paboT-
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Ke Ha 3BM B cpepgHem 16 - 19: Tpemop Bek, Tpemop
nanbueB pyK, TPeMOp KOHYMKa A3blKa, reHepasn3oBaH-
HbIA Tpemop, runeppednekcusa, TAra K OMNOXMEeseHuo,
oTBpalweHne K nNuue, CHWXEeHWe HacTpoeHusi, acTeHus,
TpesBora, arpunHus, TruUnNepTeH3usa, Taxukapgusa, Ccy-
XOCTb BO PTY, OOG/IOXEHHOCTb fA3blKa U gp. CocTosHUEe
oTMeyanun n 3anofHANW WKanbl 2 pa3a B CyTKu. [loaTo-
My AWMHaMWUKY CUMNTOMOB cuyuTanu B '"nonycyTkax'.

JononHuTenbHo oueHuBanu penpeccuw (no UyH-
ry) , TpeBory Kak 4epTy JIMYHOCTU U KaK peaKTUBHOE
cocTosiHne (Mo wkane Cnun6eprepa-XaHuWHa) B MNepBbIi
AJeHb KynupoBaHmsa AAC mn B nepBbil [AeHb perpecca
cumntTomoB AAC.

B kpoBu onpepgensanu y Bcex 60/1bHbIX aKTUBHOCTb
Tpex (hepmMeHTOB: acnaprarTpaHcamMuMHasbl, alaHuHamu-
HOTpaHcghepasbl, ravma-ranTammn-TpaHchepass A0 W
nocsie OKOH4YaHusA KynupoBaHusA. Bo Bcex rpynnax 3Ha-
YeHUs aKTMBHOCTU (EepMeHTOB O6blM GIU3KUMUM K BEPX-—
HUM rpaHuuam Hopmbl. TONbKO B ABYX rpynnax XeHWuH
3HaYeHUsaA aKTUMBHOCTWU ramMma-rianTamun-TpaHchepass
6bl/IN HECKOJ/IbKO Bbllle HOPMbl A0 KYNMUPOBAHUA U CHUXa-
NMcb [0 HOPMbI Nocne KynupoBaHus. Bo Bcex rpynnax
6bl1a ogHOHanpaB/ieHHaa TeHAEHUUS K CHUXEHUK aKTUB-
HOCTW ()epMEHTOB MOC/e KynupoBaHuA. HopmasbHbie Be-
NNYUHL aKTUBHOCTM B HaWWUX onpejeneHnax roBopaT
CKOpee BCEero O HenoBPexAeHHOCTU MNeyYeHn Yy 3TuX
6ONbHLIX, MO KpaWHel wmepe, He [0 TakoW cTeneHwu,
Korga AecTpyKUUA KeTOYHbIX MemMbpaH npuBOAUT K Bbl-
BOoAY (EPMEHTOB B KPOBOTOK.

MpenapaTbl. bBonbHbie NpuHUManM BHYTpPb 3 win 4
pa3a B AeHb B TeyeHne 8 pgHeli cnepywwme npenapathl
(B ckobkKax CyTOYHble A03bl B Mr) : (geHnoyT (2250),
6aknopeH (40), koHBynekc (BanbnpoaT HaTpus, 900),
¢puHnencuH (kKapb6amaszenuH, 800), pubokcuH (MHO3UH,
2400), HukoTuHamng (300). B cepgbmoi rpynne 60nb-
Hble nony4yanu nnaue6bo B BMAE BHYTPUMbILEYHOW MHbEK-
um, 10 mn Gu3nmonoruvyeckoro pacTBopa 3 pa3a B
OeHb. Takas ¢opma nnauye6o 6bila BbIHYXAEHHOW, Tak
KaK Mbl He umMenu An8 Kaxaoro npenapaTta COOTBETCT-
Bywwen ¢pabpuyHon ¢opmbl nnauebo B Buage TabneTok
win pgpaxe. W3BecTHO, 4TO nnauebo-sahdhekTb OT na-
paHTepanbHOro nnauebo JOCTOBEPHO Bhille, YeMm OT ne-
popasibHOro niaue6o. MO3TOMYy BEpPOATHO, 4YTO B Haweli
pa6boTe nnauebo-KOHTPO/b O6bl1 Bbile, 4YemM O0ObIYHO, W
6onee XecTKuUM, 4Yem ecnm 6bl Mbl MPUMEHANM nnauebo B
thopme pgpaxe wnnm TabneTok.

PesynbTaTth HabnwgeHnin obpabaTtbiBanin 06bIYHLIMU
cTaTUCTUYECKMMM MeTofdamn. OGaKTOpPHLIA W Koppens-
LMOHHbIN aHann3 Ha 3BM ewe He 3aBeplweH W MOCAYXUT
mMaTepuanom Ana pganbHeiwnx nyb6nnkauui.
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Tabnuuya

CKOpOCTb peAyKUMU CUMNTOMOB anKOro/fibHOro abCTUHEHTHOro CUHApPOMa MNpuM KynUpoBaHWW npenapatamu
C aHTUKWUHYPEHUWHOBLIM AelicTBUEM

pyn- Kon-Bo NMpenapaTt CyTou- CpegHsas KonunuecTtBo cumntomoB AAC
na 60nb- Has npogon- nepen mcuyesaBwmMx Kaxasle 12 4yacos
HbIX no3a Xnrenb- Kynupo- 123 456bB 789 10 11 12 13 14 15 16
mMr HOCTb BaHMeM “nonypHei™

cumMnTOo- "nonyaHu"
MOB

1 50 Mnaye6o 30 wmn 8,9 17 021 10 2 3

2 40 deHnobyT 2250 2,0 16 026 431

3 40 BaknopeH 40 3,3 19 056 53

4 40 KoHBynekc 900 3,0 18 076 32

5 40 dnHNEencuH 800 3,0 19 086 311

B 40 Pn6okcuH 2400 3,4 19 049 2301

7 40 HukoTuHamng 300 3,7 16 008 602
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MANAGEMENT OF ALCOHOL WITHDRAWAL SYNDROME BY
ANTAGONISTS OF EXCITATORY KYNURENINES

Melnik V_I., Makarchuk V_.A., Lapin I.P.

Bekhterev Psychoneurological Research Institute,
Leningrad

Summary

In 6 groups (each of 30 men and 10 women) of
alcoholic patients of the 2nd stage of the
disease a treatment (management) of alcohol
withdrawal syndrome (AWS) was made during 8 days
with the following drugs (day dose in mg):
phenibut (beta-phenyl-GABA, 2250), baclofen
(chlor-phenibut, 40), sodium valproate (Convulex,
900), carbamezepine (Finlepsin, 800), 1inosine
(Riboxine, 2400), nicotinamide (300). Control
patients of a placebo group (40 men and 10 women)
received saline, i.m., three times a day. All

drugs practically equally (2,5 - 3,5 times)
shortened the duration of symptoms of AWS and
diminished their severity (2,5 - 2,7 times

according to the rating scales). Tremor which
disappears among the longest symproms in control
(7th - 8th days), after all treatments
disappeared within the first days. Data received
show the efficacy of baclofen, inosine and
nicotinamide in the treatment of AWS and suggest
usefulness of antagonists of the excitatory
kynurenines in the treatment of AWS. It seems
promising to seatch antialcohol drugs among that
class of compounds.
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HB lFTaagoH BN Kae H.H. Lheras
rooy/EoCTEEH- BV MEOAVHOKIA HCTIVITYT

Mo HrBoovEHbX Ya Bax M-aEaveroTe e vm
B roogeie rnypl B2 e BOMOB-EEETC HOA™

HECTOLEE HOEVA B FETCA B (o3
JECTL GoomBaan Taawm [17; 4]. GuecrByer
MHOIO METQO B Ma oaoaB YCTOAVBEOCIN
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HOO HEBLLE U MO HbMA o BEetav faronre-

30 - 60 M, croeaH 40 - 80 ~mr, TPVCEOT]
10 - 25 v, ammmarmarvH 300 - 350 Mim BOQ/THI U
Ap.), HoIOg»e Mmga/psEam CIipono OB na 4D v B
ZFERMO/MOCTM O GOOCeHHOCTaA K IVHAABHOA  KEPTH-bI
=00 EBEHA T EBIM-BaaH PExVCTEHTHICTb KB

= w =
1 ek [16]. Bogoecr GOHbK
axcrear or 18 m 52 seT, 1 - 36,7 JET;

HVbHbA C MmMmavH-HEaao asiovenrsva. -
15, rgoadpebii - 4, arHgaom ravaw
Ho=EA - 2, M- 2, CaHECTO

HHA Mo gaia Mmaproipa Hed TEvH Y GOHbK He
NEHY BCR

JeE<B-OCTE TEeE VI A BHEY U KIVHAHEOHKI C
O O ==3CEaH/EM AOO0OLEa-HO LK bl BsaaHOCTV It
>2A B aremae [11], aTase Melyy- o004 |eET-
KO LS bl OB M/HEOONO GOCTGHHA BPRS o
Overall nTrahox B MptMaym BIRB KHoowe tTomg
MmEOITH JEOgQEI-bll KHID b 3Aa JE-EVEM

oo,
v (ELIZA).

awCcrA3 HeEV NIooe HetereL J B-8H/H C Tivex
JVHOM N TTELEOD Gorvi Moy Wbl O EVOLVE ey BT
Tl Boossoh mouTe 1B 26 WwiEeK Y23 omverg-d
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VYMHIEHE MAHEV y 21 GOEHOIO T EBIVHEOKAA
A+ KK 3 BlVmeHEblA 9o acrearD
80,7 %. ¥Y2-X GOHbHK C HHHBEHM TE-EHEM N

HKOHTPO HHOA IEwnme e onmne-
BD TOHO Y 2-X GuebK (11 %), HrEeseuwmodsoe
- vi4x (22,2 ®»), oroyciBe B0 3oEKka y 9
GoabXX (50 %) , yyWaeHe B aACioHI IR
HEOIEN vy 3 X e (16,7 %) . PervHmA B ap
dexknBEHocm T a1 GEEa b CIauavcivHEoH D
crcega-bmi o vimreano CrisgeHa (o = 0,01). B

nEesaD g oHne e
TTvaErvHM, My 6 GuabX (60 %) rmwyabD It
ToHE YWIIEHE NM-Baaro acitioHmA Boaro
MmegaraaveM aDoooov Goro rMaaeeaD 36 KOs
THoErvi1 C© rp'Mae-EHEM Tvanvas QVimer HHoCTHO
3-7 HEEDb 18 KWOOB MTELED VT HOCTHO
3-6

dEae ao BFHAH B ZERM/MCIM O TeX (BeKio
poB KOO ITEE-BM AOoeEy, D HeLewyY MHEHAQ
APV TOHEHTHCIbL K Teeavl Tak B TeX
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OB 2 ECEHH O BB Bl KK
BIgQoyvHEA (spvesoreHes), IEKn/B1oCis O o'
IEaHA Tvavr-a e a3 evnmo D Bue oove 1o
n, BIpyTe GoHEbIX r,cepea/creﬂcmbsoo—ua

0,9 %, 7O rooe rneceEsEHHoao Je-eHH aH Gan 21,6

*+3,2 % (p<0,001l, Mmxcamob MNPEOEHTHOO AYED
d>aHA TakIE-bIX JYMIOLUAIGS B IV TE XK Ao
crear 23,0 1,7 %) . Koy SR Je-eHHA Tve:
JVHOM My HoEe BOCCTaH B BHVE TG 84 KETOH+HD
n yrmwHIea HEOIEbL v 90 % Goabk Qo
QOG- =FEaTMOCTI KVHAHBEOOoO

TOIO, Y GOHbX C TaK HEG-BeaeMO '"'sHopreHHoi' o
CTEHTHOCTBO A e Y O0bL GOEe B-O0Ce A Epia
He NA K>EoCTarvy Sy B OUVHE O [ByX [V



THQ BaicEe Tmveri-an B T Vo BEB-BEaVD avie
He aapia/A TVA B GBEJQOOTHe I Y PEVCTEHT-
HX GOHbBX 1, B N0 O-5H051s, D OTHAIEHAI0 K
KIE U TMTODIaYBEMyCyY, B MEHHIEA CTa B - K>BOC
Taraw Sy, Tak eaouv aoepiave VA ro onnole
HA0 K KOCE TOTEHOIO MOEra Y Gy H-bX C 0Ee3VCTaeHT
HOA WS pEHVEA actese s B 0,036 +0,012
MKI/,l M1 GBOOOTH/, TO NMoe NoEsa- Hx o J e e
HMA C TVEYVHM 310T TaeEae b aJeiEgao (P <
0,01) avastsa v acragl 00,0092 =+ 0,0026
MKIr/,1 M Gyepiarie 'VA ro orTHULEHA0 K NTDT&
evycy O raveaEeHHA mvavia M noe JeeeHH
acraaso 0,041 +0,010 0,017 %=0,006 MKI/A,l
N1 aoorssTeiBeHD (o <0,05) . Jocraesgaoi peaibl
B ayxEpiai VA o omHouleH10 K >EOCTaaavy sy B
rMneoLBoc2 TeCE VI VMVWHOMOOY HITOOOM  He ToovioQat
m Vogooe aoepiee TVA 1Ko BV V'BAEEVbM
VECTKEM MOEa B IV TE VBB GO H-bK Gro
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THE CLINICAL ASPECTS OF USING TIMALIN
IN SCIZOPHRENIC PATIENTS
WITH THERAPEUTIC RESISTANCE

N. V. Govorin, D.l. Kuznik, N.N. TSobikov

The authors draw a conclusion that the use
of Timalin enables to raise the effectivity of
neuroleptics in therapeutically resistant scizo-
phrenic patients.
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KIVMHAGHEFOIBO TTTHEKAA XARNKTERVCIVKA
ATVHE AERCYB-00 [BCIBA JIKHWA

TK Arady MM Gegoa

OYJTOHEA A
TeER 225 i QoeaFH O/JTO+HERA res<gocreEay
VOO EQEaHBIX GOHbX Geren 166 M (25 - 225 ) .
rMooe moeeeeHm HEE BHHONM AU/ B-BHH QO
HX CCIE8 T HAL Q4 HEOY 10 GBS JB<g0CTB C LT HO
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MNno<ccEaes- KowmBecteo
GO H-bIX
KowvBECcTBD GO H-bX 24
MBI 4
dHeHUAbI 20

Bogoectr GO H-bXK 51 (23-65)
v 00 B MBCGLEX) 55 (2-192)
Kowv-ectBo raaviianviz 3,3 (1-11)

g <
A
PRPNWOO FNAOOO

warbl Tgonaaa diled MmMvEp-BaaH Lkarg,
L& aHA A BH MvETvVHEaHOA /M TIAOVETTHA AT
mm@mxwrmm ro

Tgonvaail dan MEIV-eaOo1 Lkare aacioHe
VOO EQEEHBX OO H-bBXK A BH/E OO O HE-E R KA
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Heooy € oo ukarsbl Nliewrsiaa Ha aoHee Taa e
wabl AEHE B AHEMEA VW O HbBX
KOM TOHEHTOB 09 0sCBH1 /M TTAVEIVA

A vyreHA HEO/ RO TN iVHBaOro B0/ CT-
BH [OCIVA VMODECEa L [gpiaaed  Tecr-
Gargpen A aciaMm VB ablla C© S MHEBHEM

gaxcavrae
ACIioHH GOHbXK HA a2 Tgonyaai calgi rat
MNEVHEOO LK bl ML B X KB O

agrmacl, 7 3,6 (t =7,40; p<
0,01). GuwaaEa aHHa w<abl A1 mMHwsyaeas B

> seeHH c33,9 mp15,4 (L = 7,96; p<0,01)
M uabl Nlevwrsraae - ¢ 25,2 o 10,4 (6 = 9,39;
p < 0,01).

SmvEBA AFHA KIVHA-BOIX LK T MERBEeET
HAOCTauO-HD BOO{0 aSKIVBHCTH
o gema T Tgpryaan coleti
MAEIVHEO LK bl (v TaO 2) Im<aBeeT,
o O HEertaR JBEHHA JMNb Yy 25 % 1B yerabiK

HVHHEOOO GCIoHHA @eHa 4) vy
62 % Baasaxyarocm 79 % >gooen pevwtam aavre
T ECIBOT CD VU THEBEeMOA VEC) () (=23

VYyHIEHE B BOEEO aiEpe aTake aO B0 EHE Haxr
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Ta6bnunya 3

nevvra omvvbl Lkarsl AMT 11 A Masasdt B XOQ0e JEYEHVH OOKOSNvVHOM

Gmvver A1 Coareve MN‘avATs Mow o Mowi o Boaypvsr.  3vod, apspa Boesaa ajgma

quopoine aon,
gext t p< gogoHt t goso t gogmH t gosd  t QogmH t gt ot
33,9 0,03 0,5 0,3 0,1 0,01 0,6 0,2
2876 2,27 0,05 0,02 0,63 0,4 0,34 0,2 0,26 0,1 0,31 0 1,75 0,5 2,43 0,2 1
22.4 5,12 0,01 0,02 0,63 0,4 1,02 0,2 2,06 0,1 1,19 0 1,75 0,4 4,61 0,2 1,38
15.4 7,96 0.01 0,01 1,27 0,3 1,8 0,2 2,33 0,08 2,26 0 1,75 0,2 6,97 0,1 4,32



Tabnuua 4

O wnp=a %;awa KovimoHeHTH | S oeca/BHO T /M TTOVENIVA
AVTBIOHA = e -
HaCTPOS EMOAVOK TPEEa cdovEnEa o<oHd peccrp. afA
He LA (0% 2
Q. t P < Q. t o t gt g t gt g t
o re\evm 25,2 1,2 1,3 0,8 0,7 1,0 1,2
- e 21,5 2,34 ,05 1,0 2,24 1,2 0,77 0,7 0,98 0,6 0,35 1,0 0 0,8 2,95
- es 19,8 3,44 o, 01 1,0 2,52 1,2 1,05 0,6 1, 79 0,6 0,70 1,0 0,15 0,7 3, 49
14-1 /= 16,3 5,28 0,01 0,7 4,49 1,0 2,44 0,5 3,04 0,5 1,71 0,9 0,65 0,6 4,34
21-h oo 14,5 6,36 o, 01 0,7 4,54 0,9 2,71 0,5 3,14 0,4 2,20 0,8 0,83 0,4 5,75
28—|Z| oo 11,9 9,53 0,01 0,5 5,54 0,8 3,57 0,3 5,62 0,3 3,19 0,8 1,08 0,3 7,53
3B-1 S 10,0 11,36 o, 01 0,4 7,64 0,7 4,09 0,3 5,96 0,3 3,31 0,6 1,65 0,2 9, 27
2-n /a4 10,4 9,39 o, 01 0,5 5,71 0,7 4,59 0,3 4,90 0,4 3,06 0,6 2,08 0,2 8, 88
eSS He 12,5 6,89 o, 01 0,6 4,82 0,8 3,64 0,4 3,73 0,4 2,55 0,6 1,44 0,3 6,90

%



Taowvg| 5

Jeaevwra Baiei HHBEOA oSsTTlesoci B >
JE-EHHA OO VHM

MNoaccaaoabL o oA yeen Vesc ganr

o A 21-th 42-ia t p <

KA s e S
1 2 3 4 5 6 7
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neBr. 6,6 7,0 7,1 7,0 0,74 0,5
Hxav
o e 0,2 0,3 0,3 0,3 1,199 0,5

vHo, rem 11,9 12,0 12,0 12,0 1,18 0,5
% 0,01 0 0 0 0,76 0,5
Wr% 12,4 12,5 11,9 11,6 0,45 1
m?[;rf 1,0 1,0 0,7 1,0 1,08 0,5

M, agoar:

(g=Y 217 8,3 7,2 8,3 8,9 1,12 0,5
Mo, aep e

agaee e 0,4 0,9 0,5 0,5 1,36 0,2
OdageEn vHoos

resvHAm 3,6 4,8 3,7 3,1 1,19 0,5
Ao Ea-bHA IO EQ

Jaredr. rep

I ron 2,2 1,9 1,9 1,9 1,16 0,5
Ot Jsar

rmp | ron 0,9 0,7 0,6 0,6 1,62 0,2
JareHdr. rep

I ron 2,1 2,0 2,0 2,0 0,45 1
OngtH saer.

rep Il ron 0,8 0,7 0,6 0,7 0,69 0,5
Jaaemba e 2,1 2,0 1,9 2,0 0,77 0,5
OngtH Jaer

(§ <ol 0,8 0,8 0,6 0,7 1,13 0,5
Koo Heemas

o= 0,4 0,3 0,3 0,4 0,26 1

agoiavem
Kowo 81cmi19,3 9,6 10,2 10,2 0,68 0,5

PasY o= 1,0 0,9 1,0 1,0 0,62 0,5
Pauall n

I ron -0,6 -0,5 -1,9 -3,0 2,14 0,05
Kowmo avfaxk 1,2 1,3 1,4 1,2 0,17 1
Koy HA TECT

Bam 18,5 1 1,32 0,2

6
4 0,44 1
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AT © MOIga-bM PP

e 66 0 56
I rmon 0, , 0, 0, 0 > 0,5
I rmon 0,10 0,,10 o0, 09 0,,12 0,44 1
Jar. rep
I rmn 0,72 0,,71 0,5 0,,67 0 68 1
Ol Jer. rep
Il ron 0030 o]
Koo

0,4 0,,3 0,2 0,72 1,24 0,5



1 2 3 4 5
AQbr € EIEowWIraHev
M= revAam 7,7 7,4 0,57 1
Mo, reeae
s 0,5 0,4 0,54 1
Boev Haa o oeo2,0 3,0 0,11 1
OmwwtH HavaiM 0,6 0,7 0,66 1
JareHmsia repgm, 1,2 1,3 0, 49 1
OnwtH ar. e 0,2 0,3 0,95 0,5
T o
B verogarosr. 6,1 6,9 1,16 0,5
OrwrH Hoev, He-
maa resr. 0,1 0,3 2,82 0,01
Hoga v,
rensm 12,0 11,9 1,23 0,5
Vo, Haop
HEEeEa| NoBr 0 0 0 1
Boav agoar:
(ge=ilee) 11,2 13,4 0,74 0,5
OrwrtH gHavai
aEeQ rosmn 0,0 1,1 1,21 0,5
o, aeoar:
revHATmM 8,1 8,4 0,28 1
o, aeoar.
HEE|e oSBT 0,7 0,2 1,75 0,1
AdageEp vHoos
revHAm 3,9 3,4 0,38 1
A EIBHA IO EQ
JemeHmbiA e
I rmon 2,2 2,1 0,32 1
OmwwH sEer. rep
I ron 0,8 0,9 0,33 1
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JEaredr. rep
I ron 1y 2,4 1,14 0,5
OrwH JEr. Nep
I ron 0,8 0,7 0,39 1
JareHambia rep 2,1 2,1 0,80 0,5
OnwIH JEar rnep 0,8 0,8 0,12 1
Koo Hee e
o= 0,3 0,4 0,35 1
Tecr a goavev
Koo aaomain Q 9,5 0,17 1
OrwrH Ko
boacm|mnii 0,8 1,1 1,50 0,2
Paviga Il il ron -0,4 -0,8 0,34 1
Koo anvfak 1,3 1,2 0,12 1
Kagoenyabin TEcCT
Boeanvm 18,2 18,7 0,19 1
Koo avfa 0,5 0,2 0,87 0,5
QBT C MOIga-bM B
Jar rep | mn 0,64 0,67 0,22 1
OrwH JEr. g
I rmon 0,06 0,13 1,15 0,5
Jar e 11 ron 0,82 0,72 0,78 0,5
O yeEr. rnep
I rmon 0,09 0,09 0,08 1
Koo pectTgom

0,2 0,4 0,69 0,5

B rmae MOHD aecalh, U0 3 VH, TD Hee

ms
>CEA N MBIV OH-EA MEFBHO V) i D Goee v
TEHOE YBM maereHe Nnoas geata
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THE CLINICAL AND NEUROPHYSIOLOGICAL
CHARACTERISTICS OF ANTIDEPRESSIVE EFFECT
OF DOXEPINE

T. Agan, M. Saarma

Summary

The clinical and neurophysiological effects
of the antidepressant doxepine were 1investigated
on 24 depressive patients during 6-week treat-
ment. The dynamics of the clinical state of the
patients were registered by means of the Tartu
general psychiatric scale, the scale of AMP for
psychiatric symptoms and the Hamilton scale for
depressive states. The average daily dose of do-
xepine was 166 mg (25 - 225 mg). The results of
our 1investigations show that doxepine has mode-
rate antidepressive effect with the sedative com-
ponent of action. The main therapeutic changes of
clinical state include diminishing such symptoms
as depression, anxiety, psychic tension and in-
somnia. The changes 1in the higher nervous activi-
ty are poor and include tendency of improvement
of the state of excitatory process in the func-
tions of the second signaling system and of the
interaction of the two signaling systems.
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MM Ggova
Kadema mrsveEnpm Teon/aoro MvBspaIieTra

[@=caZ ST
(36 >raHuH 1 wrikara). BOSCECT VOO ELD
BaHbK GO b 47 ser (23 - 72). JvmesHCis 3=
GOEEEHH BgEaEm 2,8 trge Or 1 vecige M 15
JET), KOWECTED raviiaveaeuym 2,1 (1 -7). o

HXO amHqoover oOopecamr - 15,
O3 pecar - 11, TpesoHBEA I oecaH

- 8 nacTEeroaPEcEbA am - 3 GOHbX
Baas mrgann, M roooowarcA 57 o4ai

crag R 50 M, KKOly TEETEEI HEf V1 a-a rocre
MeEHOD NEesLares A 200 M 1 cCleesar B HFHel ST
Vooe-e O KoHR S EeHA Y GOHbK a10e00/B-bM
HEFOOBOM 10531 JERGOCTEA. He Ioesbuar 75-100 v,
Mm1 aHooreH-o1 09 10800 O H Ny W EHHA T EST
LEOOO JFiEka rgnveH T s Goee BaOWe O3l

Goen+ O/To+H-BA O3 yaegociea 6o+
alldl v o aa+saHvm manvae-eHHA Oymmrmmri-a
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aaa e uwware, 1 Mol Koto
o4 acToHE GO HBXK ABHEY TGS O Her R KA
Ie/mA B rKHe eo [Inewra

HA CCToHH GOoubXK B0 v ukaa gA a1
rmvmmmc‘ﬁommxegm«%va—m:ﬁro}m
[O e, B KOH E NeE01, TRPETESA UV UEeCTOA HERE
M ROOETO IMaveeEHA Syt v, a Tase B
KHE TooEeEa-ai1 nenetoren Hegoy € owmai
uwarbl AM1 aeareas grevwea vevaeeHiia B O

reeco/Bs-04 OMITOVEIVHKA T2 =Wa gz Wa=3

X OCTOHM Mlawrsta-B, KOTgQoeA S Ht
JEOb B HBHErE HEOIEHA 1 B HEHEE KA T
HR, BmadYBuev a3, 7, 14, 21, 28, 35 w42

O RPOCBEOO NMamveHeH A Sy, a Tase B
neLscoHEIE  Heoy © omai

Ta TeCIaA @ oODiEeHEV] KIEEKTYHIoO Tecra U
abIAa C MOTga-bM P EOOM /B Eeretaaria-bX Qi<
L4 e CIpVoCEa Vs “ECTOIRA MY EGR,  “ECTORA [



Tabnuuya 1

Jevvia MHHBEOONnO GOCToHA GOH-bX B X JBE-EHHA Oyt Ty vHM
m oO/MEIbBM ABHaM NMayVEHEHHA KIVHAHBOHAX LK

O oA

Teprya<
ocay,

Qoet ¢

1,1

3,6

14,73

KI'vH

@V Y V=1

15,0
12,3
10,0

8,1

8,5

t

3,80
6,64
8,45

7,19

BFRC
@V Y V=l t
38,4
35,6 3,02
34,1 4,36
31,9 5,70
32,0 5,80

38,1
32,5
28,7
22,3

24,2

2,99
5,02
7,48

5,80

NnRawrsmaa

23.6

16.7 4,64
14,9 9,48
11 ,4 11 ,94

12,3 8,59



Symrmrita
vq:eq—FFlo_B—laTeproAcﬁleArmmrp/l-e
i LK bl 3Aa BRfC JEeEHH OyTaIT iy vHM TOBst

usetca cl,l 3,6 (t = 14,73; p<0,01). Pac
rneeeHe apHK AdciGHHA D Hetere. KRB0
mNvae-eHA JegociER O T=HECM

mrau-Baan M HEJO0 KMEHEALVIO B
ayeavoiaae (i 1301 2). Bpesysane o
BEa-HOIOJJB-5H Bot
ITPEEHHA @A b) yeaooes aganmeca yll b n
I BT EHHO AaCToHH
aprad) ys5l % GoabXx Taem ey, OO
7 o, B vFH/eEMm
WyGZ%mmmmm =verbe
OIKTOHEHA M-8 agra 2)

TegoaeEBmM-Baar IEKIBOCTL Oyt T mrv-R.

20 54
7 19

OSrRrNWhO
N
a1
[EnN
N
w
N
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Hau aobsmm aapeteoe=CciByET, Yo nanva-e-e 6y~
T T VA TEEaD B /BB GO H-bX [ eaa/B
HFM HEHOOEOM (VB 11 GO ubX Vv 8 ywaos JO/meCH
FIEHMO EHIO TR EBIVHEOOIO HEKTa), Y 0>
HX C Mr-arae-HH fesdyEn [ A eC/BHOo it
> (y B=<5 GJ‘H—bX)QI).I.mICEWCI]/FD Yo
HX B WTHOA MBOVvEId SiE<knBeiCib He
e HERHEA (3B 12 GOH-bK Y6 >aouen Sfiec
TBEHCIh VYV 6 ey bianbl HHO RO VHATHE), ay
GO HbK C sBEH/FVMI aIg00 §0EA ey Biaibl /B
EHA HEO Era H-bE (B STV KKHIHEHe 2 GO
b Y dOOX [y bBIabl JE-EHH ay/abe). B 2

asado mavaeHH Gy Yy GO abK C D
>aHVH-BaOi apecadan (VB 156 Goru—bxyll e
MAOOA GEE BEGL >AEa) ny GoH-bK C gD

HEHHOA N aCrTaH-BaON g ecaai (VB 14 GoabX Yy
8 OEUOpPHIbE Y BIalbl JEYeHVs). Y GO HbK C
TEEBOHOA T 080081 [ S3y biaibl e b HaHex
b (B 8§ GOHbLX V4 Py BIaibl JEe-BHH >0
powe). B 2 GOHbXK C OIYICIHEM B3y bIauas

av KB O NMaMVEHEHHA aO-EpyHES
HOICH B SMO VO H-OA 1 BDEEOA aigex 1 B Mlure
H1 Yg0es HOR10 TooE JB-EBH/A HBroTgaoe Yzlle
HEe OIVeESTC B SVOVOHErHHOA algse v vblrem
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Tabnuua 3
Jneavwvra ovwea i a1 Lkarbl AM1T v actoHHA QU A1 B > JEe-BHA OyTR T mayvHM

v s Omva AT e T e =
Je-EHA

e t pcqgEad t o gEmt t Qe t et t o gEm t o gEat

o esaevn 38,1 0,5 0,4 0,2 0,08 0,6 0,4

-1 o 32,5 2,99 0,01 0,4 0,64 0,3 0,80 0,2 0,62 0,05 1,71 0,5 3,09 0,3 1,17
21-h /b 28,7 5,02 0,01 0,5 0,13 0,3 2,26 0,2 2,47 0,04 2,23 0,4 4,21 0,3 2,82
2-n BB 22,3 7,48 0,01 0,4 1,27 0,2 4,77 0,1 4,77 0,04 2,50 0,3 6,49 0,2 5,51
YHoes e 1o

moe = 24,2 5,80 0,00 0,4 1,83 0,2 2,43 0,1 3,65 0,05 1,91 0,4 3,87 0,2 4,38



Tabnuua 4

neavwvra omeHd/i a B LKabl lawrsiaa M Ko OHEHIOB = EeCVBH M TTOVETTHA B >XQre
re-eHA OyTIIT Iy VHM

KovoEHml ogpscam

A npop=a
Je-eHA NnRwrsiaa Heoipoee SaagovoieHocis Toesaa Covanrv=zaLyH Moaypm

et qeEat ot (SS oA o t ot t qoeaH t qoe t
o re-evR 22,7 1,2 1,4 0,8 0,7 1,3
I e 19,3 3,16 1,0 2,17 1,3 1,09 0,7 0,63 0,6 1,25 1,2 0,66
- mabs 16,7 3,97 1,0 2,78 1,2 1,58 0,7 0,85 0,5 3,37 1,2 0,19
1U-" o 16,4 5,59 0,9 3,57 1,1 2,84 0,7 1,30 0,4 3,94 1,1 1,09
2144 o 14,9 7,24 0,8 4,82 1,0 3,39 0,6 1,87 0,4 4,38 1,0 1,44
8- Mmb 13,7 7,72 0,7 5,57 0,9 4,39 0,6 1,47 0,4 5,13 1,0 1,47
B s 11,9 9,30 0,6 6,67 0,9 4,38 0,5 3,21 0,3 6,03 0,9 1,62
2-n o 11,4 9,62 0,5 7,67 0,8 5,08 0,6 2,25 0,3 7,23 0,9 1,75
LHoes Heo 10
moe sp=a 12,3 7,28 0,6 6,05 0,8 5,95 0@ 1,78 0,3 5,92 0,9 1,65



He o B81B0HA HHEBEODX IO BB By reici ele B
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Ta6nuuya 5

Javwra pniraa-bX A B >XQe Je-eHH
Sy MY VHM

[Re sciakl O s e eHA t P <

do+  7-H4 21-14 42-11
1 2 3 4 5 6 7

NnoBsr. 6,7 (o) g 6,6 6,7 0,43 1
0,2 0,2 0,60 1
e 1m 12 12 12 12 0 1

asexET.

rMoerT. 13,7 12,1 2,2 12,2 0,74 0,5
Eoem

aEn rosr 1,0 0@ 1,0 0,8 1,25 0,5

Vo aep
e m 8,7 8,0 7,4 7,6 1,68 0,2
Vo, aep
HEeOEaR
Nosr. , 0,7 0,8 0,8 0,35 1
Aagep vHoos
mvsAm 3,3 4,0 4,6 4,4 1,68 0,2
Qb C ZaovtraHev
Mo, e 7,8 1,7 7,4 7,4 1,07 0,5
Mo, reeee
nsr. 0,4 0,4 0,3 0,3 1,33 0,2
Beva (Ha oD

2,2 2,1 2,1 2,1 0,97 0,5
Ol goavea11 0,4 0,4 0,4 0,4 0,87 0,5
Ao yvear. a2
JareHdr. rep 3,2 3,0 2,7 2,7 1,83 0,1
Ol syerrep 1,1 1,1 0,7 0,7 2,14 0,05
Koo Heere e
o o0 0,4 0,4 0,4 1,12 0,5
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Ok s|Er.
e | 0,07
JemeHr.rep 1l 0,60
Okl ser.
rep 11 0,10

LOjuep
e 1-1 0,16
0,5

aAcrol s

Paz =gl 135
Avrecton, |oos

ya< = al 84
Nracosoe

[een 51

0,44

0,07
0,58

0,08
0,14
0,5

0
0,44

0,06
0,56

0,08
0,12
0,5

84
20

138

0
0,46

0,06
0,57

0,08
0,11
0,6

87
20

138

0
0,48

1,90
0,36

1,39
1,57
0,73

2,87
2,08

0,97
1,16
0,36



HOCT/ BIOOOA G- HHOA O/CTems | (OTHOOTE HH-D Bbt

MoMVEHT®) B3HBEEETCA C >OIEro
THEHEBMMEBaOIO JiEKia  [ayC B Eraure-oi

acCrensl IBEHA e
meerT. Taem doeEom SjEka or
MmMvaEHA OyTIIT T VHRL MOHD OHETBL Y GO H-bIX C
H=E B VT H-bM GO EO EHEM eo

MNaxecamen Bawo HOao t p<
AT rasEAnbA
Ho1 ES)()(= 4



Kagoakpabin 1TECT
B paievm 18,5
Koo avfak 1

P 0

JeameHdr. rep | 0,46
O yar. rep | 0,08
JaoreHdr. rmep | 0,65
O yerx. rtep 1 0,11

20

1,10

0,34
1,50

0,79
1,50

2,01
0,51
0,79
0,72

2,16
1,96
2,71

0,90
1,92
0,94
1,23



wHeaalee
MmoeeHHA Jgagecon B pesysrare ywaH1iaorcH
>ramts GOH-bXK HAL AOVEaET- B ACcToHE a1 6o
JES BOO VMBS | KAOOOTESTCTBALEMY MO E= BB
TTM-BaOV BO303/CTBENG U B Sy bIaie e300 ave

HEICA omHele GHabX K M arocem
MeErB1EEeTCA NIVT-ESEET aKkIiya HHOCTL ANVETVHBOAX
o).

He reessuaor 100 MM B YT, GOH-be C aHaraeHHHA
0 pecosi dbHD rgoeaeoar g1 150-200 mm B
OYyTH, G MOt O H JCIvHaeVHA Teoer EBTE
LEOOroO IgEKa

B acoDHEHIA FaVD B G 3- bW <A b
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Vs i gosax 100 M_I/IEbI.LEI/II—EGHIa‘VbeZLO
GOHbX [ yaK dgovexk g escan a1 By F

Mo BH-D )\CI ey Vs [[pamMop

A Yy 5 GOHBK I Aeax 150-200 Mm Oyt rma
A B O/THA Y GO HBbK C axSaoaa-HM Japecaai
HA HEFOOIIVHBOOM e 1031 100 Mm 1 Ble Bt
BV YArEHEe TEBEOIU M BYIPEHEIO FHEoHavA
MNoam y 802X G H-bXK HEO IR B O COCTH BO DTy,
B=3VOHICIL MyBEHH ME-VTEHbBX QO DHEHIN
1p£f3€ﬂ—n£11E}+{113rtEbUE}vcac;nt}+114;11iﬂrrxar}
Era M NncrioHHo HEOIEH/A 3 GOCTOHEM G0
HbX.

B z=qi0-BHe MOHD aacalh, Y10 Oyt vH
SEFETCH QTH-HBM 1 GCIPQOa/CTBAL/M SHIVOE 0ecC
GaHIOv, AOEEQUM LWAOKM vEr BEECHM SV CTEVA

THE CLINICAL AND NEUROPHYSIOLOGICAL
CHARACTERISTICS OF ANTIDEPRESSIVE EFFECT
OF BUTRIPTYLINE

M. Saarma

Summary

The clinical and neurophysiological investi-
gations of the antidepressive effects of butrip-
tyline were carried out on 37 depressive patients
during 6 -week treatment. The dynamics of the
clinical state of the patients were registered by
means of the Tartu general psychiatric scale, the
scale of AMP, the scale of BPRS, the Hamilton
scale for depressive states and the Tartu clini-
cal psychiatric scale. The average daily dose of
butriptyline was 110 mg (50 - 200 mg). The re-
sults of our investigations show that butriptyli-
ne has noticeable antidepressive effect with the
stimulative component of action. The main thera-
peutic changes in clinical state include dimin-
ishing such symptoms as depression, passivity and
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asthenia. Special for butriptyline 1is diminishing
somatic complaints of patients, so it has favou-
rable therapeutic influence on the patients with
noticeable somatic component of depression. The
changes in the higher nervous activity include
the improvement of the state excitatory process
and the weakening of inhibitory process in the
functions of the second signaling system.
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Topnaao yHBEpaITeET).

Ko e\ A e oo Ha 36
GOHbK C B VHBM M1 COCTOH/FW,
VB HAX 8 MpRVH 128 7 G
oEgBEaHbX GOubK 47 ser (21 - 67). viios

HaATE vVEELUM
T JeeeHe r et o Cc 75 MMyaegeciEAa B /AL, B
Teee ByX HEE L 08 VB VHIY BEL O 300 M nm

ges=CacEV 2] KA/ B-EHH GO HbXK OG
=BT Fe Qi HEOY 10 GBS JB<gCTB C L HO VOO B
oA O CT HYTONO TeoE EBTVHEOHO:
ro gjgexkmea



A uaBa oA gOgecaa-bXK acioHA Tawrstalg,
HoEmkeH TMAETIVHEOEH Lkarlew A B4 AOCTGHHA
Ot PO 1 Tgpnaan ki agH BpaiaHt
HOoCTM MBI aMmTmaveanvl o Tgonaai oo
LUEA MAEIV-EaOi LI B LI e NMsa BEn0 -2
agdil avMTaoeutr AT Emai mMmaeEaV-eaan
uae a1 acioHH Goubx BRFC v Tgornyaan
e A B HU BaaH-OCv My -8a-04 /M TTOVETTA
H1 OCToHE OHBX AHVEY L O HEHE R KA
JE-EHHA NeEapVv B KaHe eo lkay Nawrs

TOAa a0V B HEerteE HEOIEHA 1 B Herere
oA JBeBeHH B/agaaem a3, 7, 10, 14, 21,
28, 35 142 b RO rgavea-a-vH NeeEavao B,
aTae B KaH e HEEUM Mo e aaHEHH A /e

AL acrioHe
HHE-O/ acreaw, Baio-B0 /UM BIOooA U T’
arTrHaHbX arCTEeM 1 K 300

aa [ymamv BEreraunvae-bX (M KiIA >&
PEKIE0/B/ETCH TaHC BEfETaurB-HO4 HB-HOA O/ CTen|
VooemeseH e Baen HHE-ON rooeqQayr

mmnvaeenA Jagoemea € 0,9 o 3,1 (bt = 9,65;
p <0,01). Gmwmeaea aHa Tgonaai w<arblag+
KA BaaeH-OCT MvHEaHKOA /M TTAOVETVHA TOHHE:
JeEs B > R JeeHvHA c 17,8 o 10,4
(t =7,21; p<0,01), wab MMP-OEIOOIVHEIOA
amvMmaoveaarrt AM1 c 45,9 @ 25,8 (¢ = 7,61;
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p <0,01), wHEO/A NMVM<ETIR/HFEOOI LK bl A BHA
acio+HmHA GoubXK BRC c42,5 mp 33,2 (t = 5,90;
P <0,01) muwarbl gRA OppecoabK acioH a
mrsaa c25,0 oo 13,8 (t = 8,30; p<0,01).

Teovra 1l

IEKNTE-OCTL KOEA JE-EHA NVEERVOY T
nm oMEI-bM AEHEM A EHO-HLX LY

QABEa acto+HH

Liaa

O HEerEea 1o aa+ t P<

KA B

A

Tgonaan
aasA 0,9 3,1 9,65 0,01
Taponyaan
KVHHEO<SH 17,9 10,4 8,21 0,01
A1 45,9 25,8 7,61 0,01
BRrC 42,5 33,2 5,90 0,01
MRwrsaa 25,0 13,8 8,30 0,01

Oeqgsaesn  VBVaEHHA OMEEbBX ABHK
KTHAEOWUIX LK VKEE-E80T HAL OOCTao-HD B0 f0
SO PE00/B-MoaKIVBHCTL Npeapa. Peapee
seHe agK e TT=S

FFe\VeleX MmavrsaavVHaaon x
Jbl (G TEO1 2) IM<EGHEEET, Y0 VOO EQEHHLIA
FKCHIVHEHT A 1,080 H-D VHIEHOV/B- MO [ [0800VBE- MO
aMTToEaIy. [OHerea s/ eBHA 78 % GOHEbX e

~

NI BHTE H-HEe OTK THEHHA Ma-80-0N [T HHOG
™ @O Tgoryaain e ukarbl 0 ml). B pe
Iy Biae NMoEsaHIO jA NEIVOI R veias

MeE<KmM-Baao B EHHA @A b)
TOHO VI b 3B mmesEOo yYWylavHA KVvHAEG

B KHE IMNEea-Hao JeEeHHAHA Y17 i GoabX

(piecclioaclu=VaVailhg 1) IC

m1 e GOHbXK O eI 1 M4 Ba
JEHHOCOTHO O PecyB- o4 aMmaveailvilr BaerapsAar
HES CEarVPyOT HeLJ B-EHE NVER Iy T GoH-be et
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Tabnuuya 2

o e\ B raie no=a
Qea

Koo % Koo %

GO HbX GO HbX

8 22
16 45
12 33

oRNwWwROG

av 87 Vo) |, rry1:}£x]r}+{14;1511111@11E11}
:Ihh3<r
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Tabnuua 3

Jneavwvra racsanea i uarsl lawrsaa B >qQe
KA JE-BEHH NVeEea/oy ™™

M A G- aHa Ko o-eHs 1O pecanm
e BeHA muae lawmrs B % or oo
Taa AoCToHH

Qgpa t pxk Heompo Saago T
ee Miaed. BEra

B raeeaxe

HEOIQEH R 24,7 : : 100 100 100
B reeae

oA

e 25,0 0,33 1 103 100 101
1 b 22,8 2,05 0,05 91 100 90
- a3 20,7 3,72 0,01 83 84 87
10-h =36 19,3 5,97 0,01 72 82 87
14-h 3+ 18,2 6,28 0,01 69 73 80
21-h /=2 17,9 5,94 0,01 60 78 82
28-h mb 15,9 7,99 0,01 57 68 76
B mbs 14,4 8,65 0,02 53 59 72
42-n [ 13,8 7,61 0,01 47 56 69
Ugoes He

1o rooe

KA 15,7 5,56 0,01 55 63 79

TP HECTOAULEA [(E00THI OEQT 3 4/HEM RO HEeCTooS:
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HFA, SAgVDIieHHOCIM 1 TEEBOM KK ma<aa-Ba0r

T2 B30 By EN [boe ye A omveaBeetcd
CTOOOHb | SEEgOVOIEHHOCT U TEEEOT M HSHKOTOOOE V32t
ueHe aMimTavenrit CooceHHOCIM vHeMw Il KOMD-
HEHICB [ Pec/B-H04 M TTOVEIVKA GB55HbI C HAlWMA
HEOIIEH/FM O BOBO03/CTEV (B3 VHHBK 0B NVoeat
0B, KOIghe AOTESICIBOI dau'M HEO HKQOEH/ M
nEeEa/xy1 B HEX X (100 M v HHE B OYyTHA)



Tabnunuya 4

Jnawvira onrars-bXK DA B >XOQe Je-BHA

@2 eoRc=ga Y 2e=5%sY/

Mo, resm 7,1
Wn regae

c11{)c;§§;j 2,2
O geeve1 0,4

JareHr. e 3,8
Ol yen. req. 1,3

6,8
0,3

12,0

12,5
1,1
8,2
0,6

3,8

7,3
0,3

2,1
0,4

3,4
1,0

21-hn 42-ia
4 5
6,6 7,5
0,3 0,3
12,0 12,0
0 0
11,7 14,4
0,8 0,9
8,5 7,8
0,5 0,5
3,5 4,2
7,1 7,0
0,3 0,4
2,2 2,5
0,4 0,
3,3 3,4
1,0 1,1

130

0,41

2,00
2,88
1,06
2,49

1,07

0,47

1,39
1,49

1,41
2,03

~7R

0,2

0,1
0,01
0,5
0,02

0,5

0,2
0,05



Koo He

e o 1,2
Teor o goiavem
Koo

ocm|mii 11,0
Ol O
oacm|mii 1,0

11-1 roera -1,3
Koo avax 0,9
Kgee<npabih 1TECT

Boev prevm 22,3
Koo avax 0,4
@2 pelVe Millac)opl

Jeamerr. nep.ld 0,57

e | - 0,08
e 1 0,70
e 1l ) 0,10

rep I1-1 0,13
Koo pac

Tgom Aaish 0,6
Baxeran: dyam
Lectoma rnyeca 82
Lectoma gara-HA 19

Acro, oy

yaz = al 136
Orecron

OB 81 88

Myvasoe /e, 48

12,3

1,0
-2,6
0,9

21,8
0,4

0,59

0,09

0,72

0,10

0,13

0,2

19

132

86
46

0,7

12,3

1,0
-2,3
1,0

23,5
0,7

0,58

0,07

0,70

0,09

0,12

0,3

79
18

133

86
47

0,7

12,5

1,0
-2,9
1,1

21 ,6
0,8

0,56

0,08

0,69

0,08

0,13

0,1

84
19

134

86
48

1,02
1,85
0,85

0,53
1,74

0,35

0,73

0,19

0,94

0,62

5,73

1,00
0,67

178

1,18
1,41

BTC]I]/IG/I1—H'I:!—DAG/CTGVbI(rD—I/HG—VEVI—m(:aI—e-

amEaTbX IMBTOoEHA B Tecie a eoauvBe- i rnavs+
), B T&-EHM CIgbX OTBaa-bX 3841 WwerbHle-
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Ta6nuua 5

Kpomargbe Qam O Her e Je-eHH
NneEx v B Z28M/MCIM O 3jiEeka Je-e-vH

Baero
Mnoecamenm moHEr
Ho
) () (= e
1 2
Tecr agEn. e m
Boev Harop
pe=ijee] 6,0
O goem
H O Nnosr. 0,3
Hop v, My 12,0
Vo, Heroqa
HEe e Ncsr. 0

By asgoar. st 15,2

166

HO&aOo t P<

0,3 1,2 0,5
12,0 0 1

14,9 0,11 1

0,43
7,6 0,28

1,1 0,13 1

4,4 0,24

6,8 1,49 0,2
0,4 0,18 1
2,4 1,53 0,2
0,4 0,17 1
4,2 1,63 0,2
1.4 0,52 1
1.5 1,40 0,2
9.0 2,64 0,0
1.0 0 1
1,6 0,57 1
1,1 1,18 0,5



Kogoakyab TEcTr
By paeHn 19,2 25,8 2,54 0,02
Koo avfax 0,4 0,4 0,13 1
Qb € MOT.
Kol =Bren
HBEXO pap 0,53 0,62 0,91 0,5
JemeHH rep | 0 0 0 1
O yar. rep | 0,07 0,09 1,22 0,5
JameqtH e 1 0,66 0,75 0,89 0,5
O yar. rep | 0,08 0,12 1,24 0,5
e e nep.-1 0,13 0,13 0,29 1
Koso pectTgom

0,7 0,6 0,89 0,5
Baoaeran. gy
Yool ryecsa 81 83 0,31 1
Yo oravHA 19 19 0,20 1
Aol e 81 133 140 1,99 0,1
Jdrecton, s 81 85 91 2,29 0,05
MNyoosoe een 48 49 0,55 1
LLWO GOHbBWM B> ROA JE-EHA
H1 vy oo GO OO He (ge=Ye=i1)%1)

SBEHA SBFOICA O ED BaHa-+HbM1 1 HE MOErHICTK
BJOI IOy JE-EHFL
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THE CLINICAL AND NEUROPHYSIOLOGICAL
CHARACTERISTICS OF ANTIDEPRESSIVE
EFFECT OF PYRASIDOLE

M. Saarma

Summary

The clinical and neurophysiological effects
of the antidepressant pyrasidole were carried out
on 36 depressive patients during 6-week treatment
with average daily dose 260 mg. The dynamics of
the clinical state of the patients were register-
ed by means of the Tartu general psychiatric
scale, the scale of AMP for psychiatric symptoms,
the BPRS scale, the Tartu scale for psychic symp-
toms and the Hamilton scale for depressive
states. For the investigation of cortical func-
tions was used the Tartu test-battery. The re-
sults of our investigations show that pyrasidole
has moderate antidepressive action, it can be
used 1in patients with moderate and mild depres-
sion, 1in endogenic and exogenic depressions. The
small doses (under 150 mg daily) of pyrasidole
have sedative component of action, higher doses
(200 mg daily and bigger) have stimulative compo-
nent of action. The changes 1in the higher nervous
activity include a remarkable improvement of the
internal inhibition in all cortical functions and
tendency of improvement the stability of equilib-
rium of the nervous processes.
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agBavEHbE MEIQL TRV KIVKA A JTHHDBK
OAG-OAMEKIVEb

X CCIGHM
BC By H.A. NMesseen BA RPaauan
MA Mo 0.A. BEgposes BN Kaoormaaea

Boeo@ bl HeyHbIA LEHTIP M-B0Oro 3Oora
AH PR, . Moo

PEyvO/BO4 TErvai X AOCTOHA,
ae e Of (B0 GHEIE HHOIO paleHvr
C Te< Irp KK Cade BHB®-E YCIAHET1 JnEK

22



THBOMO TR MOV B TVHIM N e e

m BrQe Vs M I 1T B pavcanm
OO EQ/EMK GO HBXK 37 rMoyyvam

12 - Gyrto+e g Gren 900-

raaray3’ GEbBK AO-ERyHY] 110 a0
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T-E I FEKT B64,9 % OwBEB MOHD Gro age-
HIb KK NMDHWmeHEbHIA B2 mxesamom 1Te-eHHA
OO EEEHH KK KOVFECTEEHbLE TaK U KeHECTEEH
HoEe MEETaa EBEY UV MY DHITE H-bHe VEvieHeHA

C aqEleHEM Yo RA daEknBabXK deB HAa 26 % n
“ECTOIb| TOO VT vEaLyii HalS7 %, VB VHATA VI b

e
O B 4-X HEOIQEHRX HAL a2 400-600 MM omverex
Vb Moo+ sSBEHA B BR NMBLae-HIA A VEOG
T, TOTEOHOVIEHF, TAIHOTB, KOROA arveHI, KO
T VC-ESarU IV aHHeHM 0S| Mo eaara

Taonge 1
Ghwe [eaHHbe O IOV BeKIM-BadM Jjekre
dwvwraora v gaogempe

Moagar Boero Gou-bK
TEoETVMI dmeaoH ggBewpn asoc %
abc % @b %
MNowmedbia 24 64,9 5 41,7 29 59,2
w 13 35,1 7 58,3 20 08
Vrao 37 100 12 100 49 100



MM B MO OFHaIbM T Brorrabsin
(eoa===Y
HA KCHIp JB VEveH, KoHIp JB raveH
mpaoaseEeo BY% o, “e6 B %

Hoil Hoil

.= (m =3

Ppq, pq,
ectoa 1,4 0,8 awie 1,15 1,05 vawe
d== H43 % Ha8 %
dapec 1 0,45 mawue 1,05 0,63 mvawle
an b5 % H40%
(@Va's =3 0,45 0,35 ~MawHue 0,1 0,43 Gowle
neecanm HK33 % Ha33%
Nervn - - - 0,2 0,1 neae

H50%

nTmmo- - - - 0,6 0,9 Gouie
NEeHM H50%
Yoo 1,28 0,35 manHie 1,1 0,23 mMa3Hue
roouvira H73 % Ha43%
v
Smveae6, 8 1,5 nvaHle 4,48 3,13 vawue
g3 H 88 % H31%
e B
MECLEX
dvmes 5,1 10,5 coule 7,52 8,88 Gonle
HOCTH Ha 105% H18%
[esVaaZ %
B MEC1LEX

MeessamEce gaom|e ooemm Gro vaee
O ETVE-M TODHME H-bIA IEKT CO-ERHA T/ NLbL
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v4l,7 % GoOEbXK (G Taonly 1l). (H rnoose s
B OQOHEHM BWEHIEHM WO R A E0VBE-bK Ve
HEaaHbX (B3 C [ceEEgyTaA /M TTOVETVHKOA (COoT=
BErctEEeHD Ha-25 % 50 % . To ecib Taie e
MECTO N g, GOeE3i1 HA O/ IVHA-BOUIA VOoBEH,

nE-acs TaK HEBBEeMOo MeEOVaeCIpy
aHoo HapHeHH (B B roOBa-bLXK GOBaAq calgi
gBe0oCcTg , aTaxse

Mmceasa B BE0s TPaMP

LEB Py oL Han a2 900-1200 v, Gervi He
B[aa+HbM1 U Ve-ESar U T |OOQEeeEKIoae sl

JE<nBa-ocTsL Mooy BKi-Ba<aono Ja/CevH GO
JEA JTVF, AITEQ-D [BHbM, T W-EH-bM AOTRyHA
KW FALLETO -CTVITYTA B Mg 1ECTBALYVIX VOO BB
HFX, QOCIEEFET /3 b, 49O INoEsueeT BB EHbiA
HEW SEKT o rpeve e o OBy, Ko
mmcnvg«a'mcomaen:reamsMA % n14l,7 %

dmmyaroH a’7 GHbK - Mmwyae+be pe
S BIAlb| (B/ETE ECTB/OT 4D OTCYTCTRVI KaDYI VD
QUECTEEHHBX MEaWIECTB B MOl BKIVMHEHIX
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4. dvHEa1TOH N aOBevd MaayT Glib peaveEHID
BEatbl B KHECTEE MOV BKIM-EOOIO OecTEAa I
JE-EH E3CTEHbX K JVTI0 aifEKiva-bX o
B.

Taoig 3

IE<nBocs IMmeoyreknmM-Ba<aro [ aocrmH
Kgoooara v, gva oA M e

o JVIVA (eeabin U BEe6
recE=ne (o o) N e
M Or-emrn PO HE-bA a0
aoEax3n (gse%eial

cLEx) 4,3 5,4 5,6
% e

ail =|a g B Mct

LEX 7,6 7.1 8,9
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CONTEMPORARY PROPHYLACTIC METHODS
OF ENDOGENOUS AFFECTIVE DISORDERS

B.S. Beljajev, N.A. Mazev, V.A. RajuSina,
M_A. Morozova, O0.A. Borissova, E.J. Koetjukova

Summary

The article presents the results of clinical
research work of preventive features of finlepsin
and depamid in comparison with preventive fea-
tures of lithium carbonas, wused in secondary
prophylaxis of recurrences of endogenous affect-
ive disorders.

49 patients with mono- or bipolar affective
illness were investigated. 37 of them were treat-

ed with finlepsin, 12 with depamid. The course
lasted from 1 to 4 years.
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Positive results were obtained in 64,9 % of
cases when depamid when finlepsin was used and in
41,7 % of cases when depamid was used. In compa-
rison with [lithium carbonas the effectivity of
finlepsin and depamid is little bit lower,
according to data obtained from previous studies
in our institute (positive results in 73 % of
cases when lithium carbonas was used).
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