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CHAPTER ONE

1. PEF!!!ITION ANDCRIIERIA

1~1 Introduction

1'1

Oysthymia'~"j$ a ..very common disorder and many people sufter from
;~:.;.) c:.J

it, without knowing that it is a dtsorder, Even as C'1t~r back
:.'!,.\

as 0,1512, f4icheliUlQ'elo wrote to his father; III leap a miserable
(1' c

ex'i stence •. oc. ~,I 1ive wearied by ,stLlpendous labours and beset
!0c,

by a th()usand anxi"eties. And thus 1 have 1ived for seme fifteen

?

it

years and newer an hobY" s happin,ess have· 1 had". "I "

o , J;
':Jj

Oys~hytffia literally means in humoured. The I! patients have a
D

tempe,ramental" i'ncHnation t~JIi melal1Ch6\ly "and, they are gloomy~
~/ .', - ,,- " - - , I)'~

,irtt"r{}verted, brooding," 9,vel cons(lierrtlo~$" incapable (Jof "fun

and pre ..occupiad with personal inadequacy, (KraepJ!lin 1921,' Akiskal
f;" ':;::, . <,

1983) •
1,\

I, o

"Dysthymia 1iss on the border between the nO}'I11a1 and, the patho ... \\
(J

logical. Hlim'iltol'l (1990) mentions that autho1"$' have" differ~t

:ieWPoints on d,Ysth,Yll»'a. 101' ill$i"ee, "

a) a".reaction tQ,("ttmlbllS $tres~~'

'\, b) a m1,ld fo:rm erf d~pres~ive ,illness, /

c) a depressive··variety of prodromal,,~phases oT/depres.."
C) ,"'~ Q'~ ~

~iv~ i1Jness, i'
,~, , ,

d) an incompl e1;e recovery from"'acute illness ~
(:'

e) a particul ar type of personality ..
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Defining dystHymia has been a ma,jor probJem in studying it,

sinqe the terminol~gy has been changeG so often OYer the years .•

Goldberg and Bridges (1990) put it very well wh~n they ..said:
\\

'(Dysthjplic disordet' is a neW plastic bax for some rather old

o
o

This' ie1' was in vog4e a,'t the ~9inning Q(o the century,
-'w:~$~ano.~l.1989mentions the ~riteria i~ table 1.

~ ~

Neurotic .fl~.ressifJn

D D

This ~term was used at\~He '"'saf.1a ,time as depresSive temperament
"

in al) tim~ of great chan,ges til the "91ass'ii'tication of depression e

,before "and after .world war one. 'Kraepeiln and Bleuer I.Ise~ these "

term~~at .,~ time (,when ps.Ychiatrists(! weni moving q)'l(l:Yfrom asylums
", .' . . ',) ..... ·',1 ~'.

t~ 9~nera'l ,hospitals ando contnunity, practices (Br~n;jscband Klerman
" . .' •• '" Q •. .' ,... ••..••. i~ • •• 'C

1988). The same ..JlLrth~r-fJmentton'Matussekts., criteria for neurotic

c:

D

a) reactivity to the ()lrt~ide,:~orld;

Ii) nOrtllil,. $a~~~E!SS;

e} hypocnond ri as 'is ;
d) open aggre$sion;

n

"a) insidious onset of depressiqrH

f) long.duratioq;
g) neurottcpersonality.
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Table 1 Hyperthennic,.and depressive temperaments
'I'""'"'""""-,..........'--'------......._., ....----------------__jl
f'tequency (%)of traits ob,$erved in the two temperamental types

with restless impul'se

NalveJi!overconfident, se1f.1·assured; boastful.
90,9

()

IrrataMe, cheerful, overoptimistic. or exuberant 100

:) 0

Warm, peopl,e seeking or ei(troverted

Overtal kad\ve \' '

Vigorous, full OfPl\nSj"im!ljOV~dent,
o

'100

rushing. off

bgmbMtiCt or griim:!iose
o

O~erinvblved and.meddlesome
:J-"l

lV:>

8,1,8

5cL.g
32,7':;

Uninhibited, st"inV..Ilus ...seeking,· or promiScuous

,:-. ~
'c. _ _,' _ "._ ' _ Q _---"'~- '.,·l)eppe$81/1)~¥;~mpepamen~

Brooding and giysn.to worry
\J ~.

Con$cient~iouS or self-disciplining
,:; ",~, ,_( - ,', " _0 '

~".. . ~" "Quiet, 'pass.l've an~ indeO'hive

96,1
90,8 '0

84,2
Self ..crttical,· self ...reproaching an,d' selfl'derogatof'Y' 1?

" '\i

'Gloomy, pe~simisticil humOlfrle$$" Of"incapable of fun
I~' a

c

\.\

76,.2

Pre ..occupied with inadequcy, failure al'tdjlegative D ~

~~ents.to the pOint of morbid enjoyment of one's
fa~lt1re ' ..

(;

Sceptical hyperc.riti.cal dlr ~omplaini~g

73,.7

69~1



The criteria for neurotic depression according to Zimmel"ltlan

et al: (1987) are:

a) personal; ty di stU\'7ha.nce;

b) psychosocial stress;
c) onse~ before tHe age of forty

d) blaming other,$' f~r their depression
" ,:,

e) non-serious suicide attf=mpt$

.~.f) marital separation and/or pivorce.

DSMII (Ameri¢an Psycrlatric Associ.ation .. 1968). and tel) 9 {World"
" o

Health Organlsation~ 1978} still had neurotic depressicm as
u

category.
o

Ml~:~roid dysphot;ja 'b
•... Cl

'ii'

a

' •.'1 Q
a ~ ~

'This concept Was introduced by .J.,iebowit'f(i ahd 'klein (191,9) and
Q

c-

a)

, b)

c)

d)

o

somat1zq,tion;
" (
fatigue"

.-';1

e) more common "irf ,;females;

(f) ,hYPo.solt'nia and initial insomnia;
9) worsening at night·,

h), increased .~~petite'

If'

o

o



i) E!>(tremesensitivity to r~jection in interperso'nal

situatioqs;

jJ "flrn()tl0Ti~1 responses that are {ntense·) dmmediate

anti exaggerated.

l,.2c4 Charact~rolo9ical del!ressiOR!
r,· -_.-

This tertII was '{;pined by."Akiskal ei;., az. (980) to' describe chronic
()

I!;-

dysphor~a without signs of ml!lancholia. It u$uaJly has an in'"
\)

1)

$idio~s ~$et in childhood or ?adolescence': Often 'the trait

(personality)" and state (depr~?s;.on) are '$0 interwoY®,!, that
If t\ (,_) C}... ._.. . ,

~V'" o

( )~ di'fficu1t to separate 1ife style ~rom 'illness" It i$
("l \",__..; 0 .: - . -_- . IJ

h()wever(~ 'important to be ((ware .of thfl fact that it viS> ri~t only
o ;:,

a ,char~cte~ g,roblem, but that tbere fs an affectiv~ component '0

.toc, which rl9sponds /Jtt}' thymoleptic drugs" (Ald.d<al ~t al::

1<'l30, Klein et; at .•.1980).

1.2,.5

.,
This, term c:W~sfirst Il1entioned in OSM III (American PSYGhfatric

Association, (!leao)" and 'in OSM tti"R" (Ame'tican Psychiatric AS$ocja ...
c

tion; 1987) it was c'included a'S an affective diSorder. rather

()

(/

I)

I:)

c

o
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1.3 DSMlUll.Criteria for O~sthl!ia:

Table 2
.I i

() (j

Dysthymia has been subdivided by Kl,~in ei: aZ. (1980) .(iod Akiskal

et at. (1980):

o

The patients :in "this c~tegorY have a
"present9tion. "'f"vJy·,show all~e~oni:a, guilt ,feelings, hypersomnia

there "a.re some subtle .bipolar
"

, " ~
~nd psychcmot.or· re"tardati on,

o f{'. ,J

"Qtendenci~$, '~?r" instance brief

ati_tidepr'essa~t challenge.
~/ ',' ,',' '." ,2

» 0

c-

hYPOll1ahl'C s~J'jtches on tricycJ te

o {}

6 The pell4~nali'ty -structure i's- that of the d,e'Pres~ive tempe,raments

d>

The patients usually h~ve! a positive fa:rll'ily psychr;iatic history
!i

of unip()Ja~i and Bipolar moM d1sorder.
c \1

Ii,:
o Ii

1:· _', '. . . .. " , _, .. ,' _', " , _, .... , ," _'. ,\

T..,here are s,nOrtened rapid eye movement {REM)latencies on electrc ...
Ii II' . .. .' •. "

~rlCephal09rl~1li... less than seventy minutes on (:on$ect,lt'iv~)ight~~
d' .. ,;. C',

o

D

o



Table 2 Diagnostic criteria for 300,40 Dysthymia

A. Depressed mood (or can be irritable mood in children and
adol sscents) for most of the day It more days than not, as
indicated either by subjective account or observatton by
others, for 'it. 1east two yea·rs (ol1e year for chi 1dren and
adolescents) ,

B.. Presence, whi'le depressed, of .91'. least twg, of the following:
(1) poqr appetite o~ over~.attng
(.2) insomnia or hypersomnia
(3) low energy or fat; gue
(4) low self-esteem (:'-\.
(5) poor concentration or diffi cul ty m~/l' ;Yf9 deci,si ons
(6) fee'1ings of hopelessness _- \

C. During a two~year period (9n~ year ,Lo.~hi'ldren any?c(ck;les;.
cents) .of t.he distu.rb.aI1Ce,. nevp..lJi"'.itifu~t the A~ptQmS in
k 'Eor more than two months at a tlt~e<0 '" ~~

l1;;~No ..evidence of an unequtvocal Ii' Major Depressive ..Episode.
during the first two ,yearsc (one "year for children and ado...
1ascents 1, of the di storbaflce,&,~
Note: ,Thl#h may have been I,? previous Major Deprassive ,)Epi-
sada, provided tnere was a f~n remi sston (no significant
si~.ns or symptoms for six months) before development of
the ..Dysthermia. In addi-ti'on, after these two years (one
year in children or adole-'Scents) of DystHermia, there may
be sU~9rimposed . episodes of Major Depression,. in which
case both diagnoses are given. '

E. Has nev.er h~d a Manic E:gi,SOd.e (pt217) or an uneguivocal
H,Ypoi)lan1£,~elsode {see p.217 .• -c ,

F.. Not .stJ,perime'1sed on. a chronic •• psychotic disorder, such
as ~Chizophrenia or Delusional DiSorder.

S.. It cannot be established than an organic factor initiated
and. maintained. the disturbance, e.g. prolonged administra ..
tion of an antihypertensive medication .•

Specify priltla.ryor secondary fype:

7

Primary type: the mood disturbance is not related to a
pre ...existing, chronic, non-mOOd. Axis I or Axis III dis-
order, e~9., Anorexia Nervosa,.. Somatizatiorl OisQrder, a
Psychoactive Substance Dependence DtsOl~der, an Anxiety
pisorder, or rheum~tOid arthri;t:is.

o c

o Secondary type: the mood distu,rbance is apparently related
to a pre-existing, chronic, non-mood AJ{is·· I or Axis In
(~isordet...

Specify early onset or late onset:
Early onset: onset of the di sturhance before 21
late onset: onset of the disturbance at a~~ 21 or later.~---------------------------------~~----------~--~
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1.3;~2 Character spectrum disorder

"Jhese patients" fomed two~thi refs of the i)gy;'s)lIP" 1!hey 1acked
".'" ,0,)

meIancholic features and (showed a. ltr~lon9 characterological
,,' . if

instabilit.y. lhe <:personality structure showed" ~,ependentj his ..
'(, i:> ()

trionic and antisocial traits with poly drugca~"td~lc.ohol abuse.
1;';:

" /"" II (]

)e f~;Jf p;¥l:ry$atric !)tstQry was pn$itive f(!r alcohOlism and

(pedo~lity disorders$ but not'mood disoraers.
//

"" ... /i" I)

OJ .;::~

The REM latencies, were'" normal" which showed' th~t."'it was ')rm,t ,~
c ' '.' 1/ 'Q 0

'. ,,'_ 'r JI- \:~.~
i'n th& .affec~ive range. The "ptttients had a "poor response fo

<, ~ D C,)..... - o

,~)"~iC,f{\!i,~ a~ti dep,ressants, .fonQ"'amlne 'oxidase inMhi tors and

l..itlH'um.

o en

unstable fami'ly.~J!nvtronment and it may rep'resent"a varfa~t "Ofa .' o· ,"
; \\

histri\)"i~ ...arr~,is,~~ial:,personality. This conqitlol'i"" ~¥erl~~.s
[1. 0(0 !;._ (j... _ G ,,\ _ Ii

w1th,~the" dept'esslon spectrum disease ias descri,bed by W~nokur~
o

cO

o

c

o

if
o



CHAPTER TWO
i\

I;,Z.. D!AGNOSIS
v>

2 ..1.. ;J 'Dysphoria

';

"lly?phi)ria," is one of the major ~_,symptOIl1S of dysthymia. P(;ttients
" . jJ- ,-. ,;i/' \i

'may c~n it. sadness,/irritab'{:h-iy or a tcompination of' the two.
c c

In eV'ery day life ,J1E!ople often feelodysphoric as a normal" affec ...
,:r ,',

Q .' . II

tiva response'to daily life events, b'ut the feeling is usually
c

brief end does not l<:ad to fUJ1cti,onal impairme'n;(;.o.or help seeking
n

~ehaV:i,2,~ry~;i8us~(1990h
"?1~>r".'~JQ' \;:-, '~~-~~'

,,('f . 't\ ' ""~ \)0

02,.1.1 Dlf(erential diagn®is of d~sphoria

!)

l\ o
o

o

c) adjustmertt· diJsorder ,,\'14th!<1epre.$sion
o ~

d) 9f"Hrr or bereavement
e) ll1ajpr;,mood di's¢rders

f) )nx'iet9 di so'rders
::,,~!

g) medical dborders
\'J

(j

" ()

Table 3.gives a list of medical disorder's associ ..
,: .. ..•.. " - - t,' 11

at~d with depressi6n (A;YJ4' Rush 1990),.
I)

o
o

If

!)

i~
II
"

, t
1



Table 3 Medical Disorders Associated with Depression

Autoimmune disorders .
System; c 1upus, rheumatoid" dtsease , sarcoidosi s

Cancers
Head, .pancreas, gastrointesti na1., 1ung t renal

Centra] nervous system diseas~s
Parkinson I S disease, degefHwative dementi as , normal..

pressure hydrocepha! us, subarachnoi d haemorrages,
Huntington's disease, reversible dementias, focal
lesions (non...dominant), stroke, head trauma, temporal
lobe epilepsy (1)

Oisabling/d.eft1rmi rig di sorders
All types

Endocrinopathies/metabolic disorders
Hypothyroidism, hyperthyrOidism$. Addison's disease,

I 1\. CUShing'S ..dis.ease, Pituitary.tumou. r.'St. diab.ates, hyper ..
• ".\ parathyroidism, hypoglycemia (?), porPhyr1?,
1n,~OXi cati ons . '.. . .•.• \;,i)
fLead, mercury, thallium, othersl~{.?) /

c".. .':. .\,.,.... I'

Occult infections
Genitourinal~y tract, 1iver etc.

Vi"ra] infections
Influenza, viral pneumonia, mononucleosis, hepatitis,
others"

h) d,rugs causing" dysphoria or depression - Table 4

from A.J. Rush (1990),

Table 4- Drugs A$~Ciated with iMajor Depression or Oysth,yntla

10

" \
))

II
il

~~~ \~
Vincristine~ vinblastine

Antihype"rtensfves
Reserpine, methyl'dopa, propranolol, guanethidine, hydra-

I' Iez+ne , clonidine. {/
Anti i'il'rectiNes

Cycloserine
Anti.parkinson agents

Levodopa, amantadine, carbidopa
Corticosteroids
Hormones
E'Strogens, progesterone,,"

Psychotropics
Benzodilizepines (1), antipsychotics (7)



2.2. ClinicalPresentation

The clinical presentation mal'lY differ que to' may factors: Men

may deny all symptoms to keep up thair "mecho" imagea Older

people usually present with more somatic cgmplaiots than younger

patients. Chronic pain is a very caromi!") symptom, especially
headaches.. abdominal pain and chest p~1n. Socio ...e~onomically

disadva~taged people may have 'more problems with impulse' contrnl ,
" ",\

aggressivity or tt"ouble with 'the 1aw. The con$~quence~)Of the

chl"oniy depre.ssion may Ptten be the presentj'ng comrff¥int~ for

suicideinstance marital problems. occupational

attetllpts, s?'~~~~nce abu~e {Hush i.990}.
I G" 'B\-.. \1

)it)

0.,,_,) ,t/

THe patients present with the history of longstan~lng" chronic
\1

1ow gtade depressi on, 'oft!!n saying that they had beel~'born de-
\:' . . " ,.. - .. \~ ..... "

pressed air had l)'een depressed as long as they COUld\\ remember.
'\. \!

" Grh~y may present hI demanding; arid narcissisti..c ways ...\\ fl aunting
" . .... ..".... . II

thair sufferingl S~i~9 that th~y are the most mherable\.\creatures

on earth. Aki~ka~) quot"es, Schneiaer' $ remark that thes~\ patients

feel they belo.ng (Ito ;th~) lIa~ist~cracY of suffering,lI I]CASki skal
_t) "

e't; tit. 1980)", The patients may be consi'dered to be man,1pU1at.ive

or malingering because t«;re is a relatiVe 'absenc~ of objectively'
,I

c" "
ct$certain(\ble deplressiv.e. featureS and the symptoms outnumber

D
the Signs. The depr@r~p~;\'iS also J'j,ot sharply demarcated from

\,,( .....;) lL" (l

the 'sufferer's normal self.
!)

( ,/

I.

.\\,

11

O



1.,.

Patients with intel1l9ctual tncltnatf ons may harp on themes of
the outsider, religion~ alienation, absurdities in the human

cqnditit)!1, or they may be brood'Tng over the miseries"';Of the

world'
~~,

,)

(existential n depresston) Nemiah (1975) called this

!lWeItschaara",

Primary care ptlysicians see many dysthymi.c pa<tients and i:lre
c:~;\

",~.4:~pressed by thetr somatic complaints unt·n theY find no. ab-

normalities and then they 1abel them hYPoOhon('.(}~~al Aft~:r
~~ ., o·
,Ce~cluston of unqerlying or contributary medlcal di sease and o

:~re~eat~:d drug trials, 'some patients, will remajrt symptomatic u

fof' various degrees of time. However, they are not refractory
;"1

(/ Ci, '),. ' . r,~i, ,_,

to treatment", because they do usual l Jt $how at 1east some re-
\}

sponse , 1ik~ symptom at~~~uation and 'G improved functioning
~) -d , , c i~\

(Askiskal 1985). If they really ar.e'retractory to treatment,
0- ,;;_,

the chronic. depres$i.on migh:t, be associa'·ted with"'occult maligllan ..

ctcs, enaocdns aDn,vtmali~ies .or neurolb9i~cal disease ..
, ! "". oJ

, '\ D'j 1
"",)._,~,r

/1

, Repeitted treatment failure in dysthymia, may frustrate the cltntc ...
; . ( )

ian and the dt~gnosl!) may be changed t~ that o{~ a pet::-sona11ty

di.sorQer (Price 19'18). 'Th!!A~1r:fnician may also" tell t.hepat'ient
'1.1 1.,(

,",Q'

",~(?pull himself tog~ther'·. Because of the sYmptoms oT" arliiety
\ ,j ,; n

itn)L insomnia :'the clinician may prescribe arpdolytics or sedative

hypnoti~s, thereby c.incr~asi n9 the ri sk of substance a!5'use and
'.:::;).. a.

"dependence. Askiskal (1,983) quotes Weissman and Klarman (1977)
)1 ,,:(;;r:

and Ltpsitt (1970) ..

()

c
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2~3. ]y~ymia ve.rsus Major Dep.ression

Ther,f,: i s controver'sy over whether dysthymi a and major depressi 011. . - ... .

represent di stinct psychopathological df$orders or at (~ different

phases of "a single condition (Kener and Sessa 1990~. Some

people also seE! dysthymia as being part of the bipolar spectrum

(Akis~al at at. 1989) Table 5.

Tab1~ 5 The bipolar :spectrum

\)

Episodic
Bipo1 ell" scMzoaffective
Bipolar J
Bipolar n
.)Bipolar III

(_J

\i

1\
1\ r---_..------~.,..., ---,~
1\ lnte,rmi ttent or persi stent
1\ Chronic mania "
1.'1 Continuous eyel ing

Protracted mixed state
Cyclothymic dts(Yr-der
Hyperthymi c di sordEU"
Irritab1e temperamentSubaffective dY$th~lia

I

I,'

o

1\ II

I',.,

\

'I

t\,1'r...' • ~-_---:CJ
G \

~ 1,1 The ,incl USion\;/~r,''1:, dysthYmia In thi s spectrum i~ based on the
(J

Ii bipol,ar family \'\histor.Y in a substantial number of patients aii'd
I.i .... ,.. " . J \J

the fact that s~:\medysthymi c patients, when 91'len tri cy1 icant; ...

(.i~pressant!h SWi\\Ch to mania~
, 1\ 0

J

\ . t, " <). ,.,,.,,~ , "

Chronicity occ~r~\\ ift fifteen per qent ';Uf mood' flsorders according
, . (.~!i " , ;r J

to Aki sku1 (}~;ga3;~. ~'~jor depress; ons may 1ast ·,'two or three
i(I'

years" but most ~~epreS$ionS 'remit spo'ntaneously or h~~~)an epj ..
:\ iJ .:

~bdic course, T\I~~ implier$ that inadequate tr~tment is not
II 0

a primary course ~lfchronitit.y (Angst ret ~'?:t. tJ79). An unremit ..
11

.ting course over Q\:~cades or even a lifetime, is often seen (Price
'i ... ·•· . :.\

.'i978}.
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2.4 Pure Dysth~ia

It is difficult to fiild patients with "pure" dysthYlIria, who

have never suffered from major depresst on at any time. Aki skal

(1981) found that trey were only ten per cent ~rl his study.

The National Institute of Mental Health research branch programllte
Q . ~.

on the psychobiology of depression (Kener and Sessa 1990) found
~. . . . ~~'
that they were only able to) recruit nine pat+snts wit~""' pure

".. .: 1\
dysthymia at five collaborating ..medf(;al centres. bver a period

of ei ghteen months. Kenet and lavor;. (1984) were ~(1so unsuccess-
G" . Ii

fu1 at other public and private out patient settings.
~.~(

.0
2.5; ,Double DepresSi~rt

{;

~ ~

This term was (').();ned by Kene:~ etaZ.(1J)83). U: 1~1the.co ...ests .. (J
I t)" . II cA ,\

t~nce of acute eptsodas ,.01""tne,jor ,de~res$ion ~)per!mpOSed on
_ 11 '

~ backgr'bund of dysthym; a. /' dL,

~ ~J .( 0

/' \) II'

.. i ~
In 'the National Institute olf Mental Health study mentioned above.,",
/~= .. ..!

t~enty five per cent .of tl1ree hundred and s;xteell patie'nts. 7 with

major depression had pre ..existing. chronic minQr qepreS$ipn of

at least two yearl s durationjKel'ler et: at. 1983).~

I; i)

I,!l t~~ Elpidemiologic Catchment Area (ECA) programme {Weissmab
ei: aZ. 19f8> thirty nine(',per cent of paf~ents. with the diagnosis

", 11 '. nof dysth~llni.a also met the critera for majol" depre'ssi,on.'r? .:
/1

Ii
II

iI
~\
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Akiskal ..et: al., (1978) suggested that minor depresstons often

form the substrate from which major mood disorders arise. They

menticn that in ninety per cent of dysthymics the course may

be complicated by major mood disorders (Kener and Sessa 1990)~
(;

Kaner and Shapiro (1982) say that the two year' recovery rate
~', .. . ,

fr.om major de~rassion i~ double depression is ninety seven per
G

cent, whereas for major depression·_, alone) it is s~venty nine

per" cent; This suggests that it is, easier to return to a state
o '.' .,,- . "(I _::£:;,

of' chronic,· low grade, depression' than to a..state of no depression.

(J ,)

Keller et: d~. (1~a3J "mention tha~ the l<>oger}l'~~patlent remains
(~I i <1'~' " ' . _ ,J .

Hl with uhderlying d'yst~)lm'fa after recovllring from major depres",o
01"$101'1; the·. greater is .the ehance Ijf a'~rel(iPs~ into a major depres-
ston,

,0

'>:\

2..6..
(, . ., ..~) );

? ~

str,ct(y sj;eal<in.g\) )'C(:OI'<lI'<9 to the O'M~yIR c~lte;ja for dyS-

th~i~, the" di~9nosis of: dy~th$'lliia C~~Jl<'~t~emade if the patient
~'/.',>. .... .. . D;;

sf.,!f~ered 'from c , an ()unecfl1ivocal maj()r d~Wlt'e,s$'ive episode d~iit9
11 -J <:!'(,' c '"

""\ .the .11rs t tWif,yea ~s of the di sturbance" _ I.i 0
,; \ " "1.1 o~" - D

\.

1\ o
a

In p'raG~ice.t n0,Yftiyerl some ,patients may have residual d~spMric
3'" c

~ympt()ms toy. months to year.S' after a .majcrr depression (Cassa,nQ
o (;

c;:\',. . _,' (j , '. ,': . _ •

et a.t .. 1983) anti they may show "characterologfcalnJl1~nife$tati(Jns,

" l'ike
o

(I "
"
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a) a sense Of resignation;

b) inhibited communication;

c) ir-igidity;

d) irritability;
,"

e) emotional 'labf l ity,;

f)
9)

(i

overdedication "tel WO\f")',k; ,
_II (,~~,

inab'l1ity tc enjoy leisu~~~ctlv1t;es (De 1;;:1,s10

et. qZ. 1986);

marital confJ ict in geadlock, where patients
J . (/e1 '.. 'y" '1'\ , '

are unable "to,~;4Jr~~'4'i<'~~/-"~<~,~o.\ir:~onci1& ,,(j\I<isk~l

at at: ,19fH);' ')I ',~_y tz1,"", J} ~,, ,,)~, )iJ. c~\ f
sOIr.!tic m~~rtf~~L"h.~:a~~}inI~~Y;hrgvegetati,;re or

/}' ", _ _ _ __ ' ___.' _ (,i"~ _ _ ,t!\ <) ,- - '\ 1.:',,""

autonothic rV~)~"'9USl:\y~te~)1pro~lems;
I' (_")

h)

i)

insomnia.
o

(I ~nsoronia associated ",with ,.ottenfid REM latency, is a sign
, I'.

that the ehronic ~hase a genuin.~ af'lective pr?cess (Ak~~ral

t982).,) Thee"insomnia: is of tal' one of he main residual :symp~~m$

'of ChrOni\C\\deprassiol1\1 ~M;I .it t)ften dO,es not respond to antidepcres ..
II, IJ

s~n:ts. The .1nsomnia may a~tually have baen(~caused by the anti ..
,,0 deR,res.santt s suppiJssant ~effect on REMsl eep (Aki skal:, 1985).

D o()

Ot~~i' PO$t, depressive sYlllptorns thilt are often're,sistant to phamna..
"cologic.al intert::antions. ar~! attitudes of passivit.Y~ dependence"

,,:::, ". u.~) ,i ,1..)

resi gnation and, passimi sm" ~ecause of' tM 5, patients dave] up
serious ihterpersonal

-a

cmnplications ,~.nd
"

personal

These pfoblems of~en cause realistic unhappiness that complicates

))

i~'



the conditi,pn through demoral tzat ton (Klein 1974). Psychotherapy

is importlint here to help with coping skills and to help the

patients to choose e,nvironments and jobs ·best suited for the'~r

temperaments.

Th.:ma are many factors that prevent recov~\"y frf1m pr1ma\~y major

depresilioif. Ta~1l Q is take~ from a paper bl Akiskal (1985)

and shows clealj$y the multifactorial ~ori,gin for cll'l'ooicity in
//. ... (_\

.;-/-

depression.
()

(j

(_'J ,)

'Sromisch et; at. 2(l9~) and DAk; skal et; at. (1978)
~\

the most frequent dia.gnoses t~at co··exist with dysthymia are:

Panic disorder, anxiety" phooias, Briquet I s syndrom~. alcoholi sm

o and obsessive compulsive. disorder.
7

Akiskal (1981) also cla,ims that fifty ,per cent of so called

IIborderl tne "(Ipatfents suffer from 1if a1ong "affective di sorders.,
" .... -.' . ,. .... .... r·.';_.-:, ·0

Q

/7
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Table 6 Comparison of.chronic and episudic primary depressionson selected variables

Chronic Episodic
depression depressions
(N '" 38) (N ;:: 40) p*

Demographic. factors
Mean ageFemale sex

Proximate Stres' .)rs· **
Multiple deaths in family
Disab~ed family member
Superimposed medical illness
Use of depressant. an.tihypertensives
Secondary sedativisnt'

50,8
76%

47 ns
i SO% ns

-;1% .033
3% ..033

10% c .0013% .033
17% .043
18% ns

20% <.053% ,~ ns13% os

15% us 0
28% « us

21%21%
47%
21% r-34% .

Ol~velopmetl'tal Predi spostt.ton
Loss of" parents befote age 1.5

I Fclmi.l.Y· Bi.storyUnipolar 42%
Sipo~\ar 5%
Psychia.tric illness in both parents 16%

~~rsonaltty. uUnstablell
(histrionic..lsoctopath.ic traits)

Oepressive . "'iY~~"<)
(5chneiderian criterin)

21%

21%

44%

There" is a great overlap between depression and anxiety and

many people question tOr valiqity o.f s~parating them into dif ..

ferant ca~egories, (Tyrer" 1985).

'.
When pat~ent$ with mi)\d PSYChiatric disor~er$ present tq ge(6eral

prac,~ioners, art'SWe;r ~ealtb questionnaires o~ are part of a randol~

C' samp1e, one. often Sees mixtures of depress; ve" and aox.iety s,YJl1p·~
(,,\

toms. Selvewr;ght and Tyrer (1'990) quote a study by Gdfdberg

and Huxley (1980) where ge~e"al practionets found t~at of e~j) ~~
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eight patients, eighty two complained of anxiety and worry and,
,',

seventy one complained of despondency and sadness. The complaints.

normally occurred together.

Kendell (1974) found that of "patients with an initial diagnosis

of Ureactive depressten" the diagnosis wiH be changed to that
o

of an anxiety,\~isorder in sixty per cen't after five years.
1;\

o

Sashtdharan (it; at. (1985) found that in a random sample of women
o

with, psychiatric disorders, the r.olj'lmone$'6:symptoms ~ould qualify

'for both a, de~~ressiv~ disorder and a !;Jemeralised anxiety disdrder.

lhere was a lack of specificity and many patH~hts' diagnoses

were changed (iVer. an eighteen untonth period.
U n

o
tyrar o(it at. (l988)" did a stud/ whe.re they compared the charac ..; II
teristics 'Of dysthjllllia, generalised anxiety disorder and punic

,,0

di sorder, Th"ey round. that most Of the delfiographi c data were

f,) si,mif'ar in the three group~", When looking at precipitating

life events, sigl1i'Tlcantly mOl"$ p(ltients with lpal'lic disurder
C,_ '. .' - . '. -.< " . :','j

,had had no" e"~nts,,, .,; ifl<>lllptd to f,M'" ""ther 9I'(1UPS. The other

:.differences were in the dui~l.n of the H1nes$ ". The duration
\:wiiS the longest in dysthyml~ rhi~iis of. course °bui1t into

',:the dia~nostic cf'i1;eria'~ Dys,ttlymia has til:
I
•• have' been present

, '.., . . .,\1
I,for more .than two· years, generalised al1xia,ity di:,SQrder, for six
lnortths and panft disQrder for 'chree weeks. 1\;,

111"' . , . ,'_ . n .. ' ..' ,

,~ !; 1\ lJh \1
0

iI
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In another study quoted by Seivewright and Tyrer (1990) it is

mentioned that ninety one per cent of patients with agoraphobi{l

al $0 .met the criteri a for .a primary mood di sorder:

Anxiety a'nd depreSsiOI1 normally cluster together in families.

In a study by Leckmann"Glt at. (1983) it was found that the

ratc~s of. DSt.{'O!IImajor depression and anxiety disorders or a,
~.. .. . . . -

combination of both, werel? an ,higher ,than would be '"expected
\«

in relati,{es of probands \;lith combined depression and anxiety
o

disorders. [/

a
(,

"

o



CHAPTER THREE

3. OUTCOMEOF DYSTHYMIA.

3.1 NaturalCourse

This is often difftcult to ascertain, .because most data come

from people who have looked for help, but many .dysthymic patients

never seel< treatment.. They may. al so be treated in non-medt cal
/;; ·(i

or non"psYchiatric settings, for instance by pS.)lchoTi>gists,

churcn counsellors or social worker.s.. They are often not treated

with the apPY'opriate medication ,when they Seek help from ganeral
(I

practioners.

Keller and Sessa U990) mention studies by GOnzales et: at. (1985)

whe,re t~e "recovery rate for dysth~i a was four~r ~hree per cent
, ..•. . /1

and sel't report studtes by Barrett (1984) \~her'e a thi rty seven

per cent \~;;rt~of'improvement was .measured. The 'one Y~ar relapse
,If ". . .. 0

"II .
rat~, is tMl'~Y three per cent .according to Gpnzales et: a~. (1985}.

o - 0

Rouhsaville 1ft '(it .. (ISSOr and Kelter es a'l. (1982)''' found that

_t~re ave~)age duration of chroni~ ..deibre!;si~m wa$.o5..5 years (range

'tJo to t\>Jenty years).

~ J
Of patient!s with il. rfiajor deprEfssion, ten to t!#~rl~Y per tent

win have.)El ,ch-ronic .,coQrse (MurpHy 1.974).. In the National Insti ..
I:; .,

tute foy' Merltal Health study.!. ninett=en per cent remained chroni-.

cally d~~pressed. for two years and ten per cent for five years,

There was no associa'cion between outcome and the age of onset

of dysthymia.

I
E

I
I
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~kiskal (1978) did a follow up study in "neurot-ic cepresston"
and found that after thre~ or four years, the diagnoses had

beel": changed to bipolar n in eighteen per cent, and unipolar
depression in twenty two per cent. This was confirmed by Stone

i"1

(1978) and Ril1mer (1990).

In a seven year study of d_fsthymH: patients. Bronis~h eb at;

(1985) found. that:

tWelve per cent had cOlllll1itted'suicide

forty ~our (Iper ce~~ ~a.d developed a. major depression

\\

1/

'y

\.,,,,,

four' per cent had oeen diagnosed as bipolur mood

disorder. "

'. ~\

In a prospective study by Tyrer e» aZ. (19'88), they
"" ' !.J ., ,

thel! course of dyst~ymia OVer a twelve m~th period ..

\ '

;'\>
'=:>-

~-- "-:;::':':":' ..-
- -:;-<

After four hIotiths:

T\~e"'ty 'si '( per cent stiJ 1 had dysthymia,

Twenty' one pe~ cent im~toved and "had no dis.order
{) i

FiftyOper cent had a, new diagnosis. ... mostly major
/'!

depression, panic disorder, generalised" .anxiety

disorder" agoraphobia and social phobia.

if After eight months:

TM rty three per cent had no di sorder 0'

o

Twenty two per c~nt still dysthymit ,
twenty two pelt"'cent had major depression

, I "

Twenty two per cent had anxiety disorders
~
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After t~1ve months':

Thirty nine per cent had improved

Forty per cent still had dysthymia

Fifty seven per cent had diagnoses of major depression

or anxiety disorder.

3.2. SocialA~Justment

\
Fol1ow "up studies quoted by Bromisch and Klerman (1988) sho~J

\, \
\ )

that dysthymic. patients tend to relapse frequently and that

they have at least moderate impairmenUt tn psychoMciat function"
"

;ng. Even When they become relatively asymptvmaflfcs they are
',\

still at least as impaired in social and leisure"')q,etiviti.es
~ ~

'as ..paitents with mild to m9derate \::,symptOn1? the areas that
" q

are being looked at in the literat~re, are ihterpersonal' diff"icul- "

ties ,(Cassano et: a~. i990), marital problems (Mertkangas et: at.

1985) and work ,~d lei sure activities (De Lisio et at. 1986).,
""':-~::::~~~:. c, !)

The. patients'· pass through 'diffe'rent phases!
"

a:.: o ' "". 0"3,,2..r At onset of dep~ss~w ~J;;E~.". -- .. '.. . ..~\"""~_/ \(7."
,r:;:;::::'O~ . )\. I, I\1"

>:/ ;..~ ....) (''\

There"Is an alteration fr. war;"iit~~~t·~lh.Ch means ;he deg"'.
of liking and" interest for oril:!lS job,,' ~fupaired 'leisure activity

is alsopr~sent!1 at the "onset. (De .~\iSiO et: at~ 1986). A: this

stage the patieht might still be'."f~Jctionlng. weU at work:. even

,.thouUh. there Is..a c)lange .n the work affectj
/1

\)
il
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/3.2 ..2 During. dysth,Yplia/depression

There is a signifiant maladjust(!le,ntin all spheres. The patients
feel uneasy at work and they may ..have disagreements with co...
w()rkl~rs. They feel' inadequate and haVe personal angui sh, They

have difficulty maintaining stable relationships, there are

prol)lE\IIl~ with intimate rela.tionships and sexuality and they

.?ften have maritiI1 problems. There is a reduced capac.ity to

use and enjoY leisure l~ime and to mapage rinancia-l matters •

..Functions that depeO.d on traditional roles in the family vor

at wutk~ for tnstance, parenting and $~lf ca.rl'~~may remain raTa ...
I

tively intact (Oe Lisia et: a/l.• 1986).
.... ... \:1

<I

Soda'J .:adjU$tlhent problems seem to be specific for depressive o

il1ne§s, especii!J~.¥ In . areas that t'equire effort, motivat:ioA
... .,:.1/--. - )/

and antic.ip~ion° Of pleasure. These TunctHms remain relativaly
I) ~.

iUltact in pat'fents with anxiety di sorder's.

, Q

,ThJa remi !iSlOO of the dcpress'!on ts i)ssOcfated~\ with oyl:-l'l'~ter soci'a-1
::::1.. ". '. '. .... ...v .. 11~ J"'-/' .-,

() adjustment 'in work skill s and relatioosh'tps., as .weH ,as feeling
". l.l·D,

Of pers(mal weH be'ing.. U~fortun&telY t~ .is not ~s'ociated
with ~, signiflcantly great~r ••impro~ement in social or j~1sure

acttvttj€}s. The incapacity to enj~y le\~~'fil~ time specifically".
"

:1s the mo~t refractory area and may repres'ent a trait mark_er
!!

\\ D

during the dysthymic' patient·~.~1ifet,ime (.cassano'tJ'f; at.
[)

1990).
I}
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These residual symptoms may jeopardize the patient's re-fnteqra-

ti on into the envi ronment (Murphy et al., 19~14) and may eVert

cause long term changes in the patt;.}nt(s personality (De LiS'io
c:

et aZ. 1986).

Because most dysthymic patients are treated ft;: out patient set-

tings, one .shculd do a care·ful evaluation of the pSYCtlO;s(Jcial
\:' \\

situation at home, to see patlents in thatr daily lives, )~\
)__ .:."

11
,

identify the probl-ems C)cause-oJ by the illness jl.nd to se1ect thei

appropriate treatment.

W~issman eb a7,). (1979) 0 fQupd that pfiarmaSC1i\logiCal tN.m8merrt

was" effective in contrall iftg the depression ¢ind pre~.~~nting("'e~.,
lapse. It wa~ al so ef:fective in 1l11proving ~djustment ,;at work,

but it was not effective in control1 i~g maVtdJustment (~ociany
and in leisure activities.

,~ .. ·.·1

Interper.sQnal psycho.therapy.i$ indicated tp al}eiViafe t~is prgp ...

l~m,0 to help t:tiants 'to re~~d~ust into variou~, $~ydal. ~~?les;,(
ai~ddomestic and interpersofli11~t.!ynC'.mics (Pe:rugi· 611; at.•' 198BJ.dl 0 "

(I

u,' o (,'-;, .

.Some authors (Goldberg and Bric!ges ~~90) feel tn61t no "pharmacoQ
(i ~••..•"

therapy is indicated, hut that patients" simply need social hel~~~~~J,)
)\ ,y rr:
,3 reJ axatt on therap.){! exerche to restore ~1eep arid reduced .1ntake

of alcohol. tobacccl and drugs. They reel that it is esp'ec.'ially
. , n ~ .

Q important to have~ a social worker attached~\ to the" unit. r~is
. . . {"'-_-. \) , ,,'

i ~ confi mad by Cooper (1975). and She.t-;~erdet: aZ. (1979), al thoJJ\gh
-, (

',)~r
Corney (1981) ,feels that social worker intervention is only

.\ ',"\

effect1ve in double '\~eoression.
,\ . -, , .._ ~';.
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3.3 Outcomeof D,ysth.Y!!Ua in Old ~~.

Katona and Bell (1990) me~.~ion a. one to fifty two year follow
r . . . . . \_~

'c

up study by Ciompi in Lau~,atme. He found that depressive symptoms

became gradually Iess sev~lre with increQsing age. But even
then the patients still had l'lesidual symptoms of genei"al dissati~-

facti,~n, despair, mistrust!') 'It:emal"ldinJ behaviour, hypochondrias; s ,
" !.a.nxi,ety, reduced vitality, mo~ivation and soctal contacts.

They found that the patient~ who did well, normally had goc:d

hea1th~ could s.til1 continu;l~ working and were living out$id~
1"\.;/

institutions .. \

I'"
!

I
I

o il i
( \

Their life exp~ctancy was hdwever lower th~n" ~hat of "controll,t
j'1 I

.... a 5,1 per cent r.eductlon i~' m~les and a 756 per cent red~tc~iQII~
I \ \

\J 0

Ii ! (i

i i
in" females.

the general

I
It

rate (~<l.S seven 11,1l,'i) ai ght times higher than
-,»

population. \:
I,

I
that 01i[.

\
I
I

Wi1son (1982) found that thEir
I

'.' .' t

mob'!di ty. MoSi~.' . I
or they had til)

I,

" The suicide

'~ i
o r'n a hospital c: .StUd;', Blessed!. and

o ". . '.1

dysthYmoi~ patients had cohsiderJible persisting, . ., 1:9 II

'"of them cou) d not be disc'harged from hosp1tl1\ 1
o ,

II',

be re ...admitted within "two yearls.

s o

o ,~
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CflAPTERFOUR

4. EPIDEMIOL~;YOF DYSTHYMiA

Much more is known atiout the epI(demiolo9Y of major mood disorders,
l' . :. -,

than of dysthymi a .t,( There is ve ry 1j'tt 1e· to be fotmd ;in the

wo,r'id literature about the epidemiology of dysthymia.

4..1 Prevalence

~
~.

'The'''''prevalence rates',i for dys~hymfa are quite high. The 1915
).!
Ii "

New Haven Survey (Weissman and Myers 1978) found the prevalence
:5 ',' /.1.,' - i: .: . •
n )f ,', c it'

r,ate to. be 4,,~ per iicent. K~11~f and' 'Se$i$'a .~'199~) (~lmte t,h?-
0.-~-9> :; I,' . " 'b .. j; Ci

Epldemiolog,'c L:oatchme!~t Area progran1ll1s wher.a a' lire time preva'" c'

G !1 _ °\'1 (~

lence rate for ~ysth~rmiaO'iwas faupd to bEf 3,1 pe.r cent and that

for major depr.e$,isionll 4,4 per ~en~. Von Korff et aL. (1981)
~. . .'. -. lI. "." . :,

found a 3,;7 p.el~ ~eni~ Pl"evaJence rate in ~al til'llore and Newm~'n,,,. '.; .. .!:. ... 0

e'b aJ. ,,(19891 T()und a i~.5 p~rhcent rate in .J\lib~rta"
{,... -_,_,- -, . '-,

,0 c i'
h
I' 0

In p~'imary care certtr~ls and in the ~omtnunity Uprolonged d5sordersll
(1

\} .- - II. ' . _- . !"with longstanding sy!!nptoms of both anxJety and depression are
J ::'

very commonlY' round !:(Go,Jdberg and Brigges 1990) ~ " Reg'fer et; at.

L (198.5.) "found that t~(fs tYPE:"of ?disorder accounted f.Ol' fi ve 'out;

Ii ;::1
\~'

o

o- (I

(i

D

()
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4.2. Other Epidemiological Issues

Murphy and Checkley (1990) studied dysthymia at the Emeryency

Clin.ic at the Maudsle.v Hospital and found some interesting data.
"

: "I/:,.However Akiskal (1990) warrts that one should be careful when

studying patients in an emergency clinic, since, dysthymics are

more readily seen in private practice.

Table 7 ts., taken. from the study by Murphy and Checkley (1990)

and gives a compariSon of epidemiological issues in patiens
with dysthymi a and major mood dborders

From Table 7., it is clear that dYsthymics Md higher Hamilton

'anxisty t~atihg scale scerss than major depresstves, they had

AI~leq;\~1:iieronset of illl1ess and an earlier orl'set of pres~mtation.
, -.."')

They had a great.er numb~r of previous overdoses and in child.hood

there was more separation from eith~r pareht" before' the ~ge

o-r, fiftsEm, y~ars, :espec;iaHy through divorce. Thes'e patients

alsQ had a sman~r number of legitimate children than major

depre$'s;vels. They found ttia._;t if one took the criteria age of
G ,,,7::::;-

onset, Hamilton anxiety rating scale scores and the'~ number of

separations befo.re the age of fift(f~\n years, one could 'identifY

ninety six ,.per 'cent 'Of dY$thymit's.
" " '1 u " ,', ()

;r

''tb¢ above study" d'id not "go frl·6;l sex -dTffel"er)t!es "qno detail. In
, ':l

" "'" (!

collabo~athe ",rel'Search 09ne be'tween the Universities of Pisa
i>.\) ". t

G

and Tefinesse~. it was found that, womer"~re more likely to develop
I. '-I

dysthymia (depreSs.ive temQsramer.t). Men<",were more 1ike1y to
~ , 0

develop hyperthymic temperaments (Akiskal 1989). See also Table L
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ComparisQri~\;~,'patients with dystl1]1J1iawith those with major affective moods
c

Q

u " Dysthymia
, (;

o 85%
37%
24%

(n ~ ,24)

Major
affective
episode
(n ;;::20)

Statistical
signtficance

\~a!1' a9& at' int~t'i1-Jjew:(years :t s.d.
1/ .... . . '. ....' . ... i i ~

Meal1'age at"Ql'ls~t : !f~5:rs t s.d.
(J i)

% femal,= "
Me~~iHamiltpn "gept'essil:m SC.!lf'e

i;Cj: $':4. r" ';
,MEta~;HamiB,on an.xiety scgre

it!:!;: .s.d.) (I ,\

ea$1~"affective i Ilne$~l
fl'as.h .ov~ndose$

if
I Pas:'t admissions to psychiatric

Ii hOspi,tal
OSth-UI criteria for per~ona1 ity

:/ disorder o

31~4 (:t 10,3)
17;4 (± 7,(2L II

25%
15~2(± 418)

o

o 14tl (± 7,0)

~\)

33%
46%,
21%.

33%
. I:

'(:J .M~)(anno. 9f legitimate children Q

c.p~ireRts separated by divdrce
'L!. o ..

N~I.'of exp~ri~fli::es, of ,~efn('ration
;i before;:.-%i~5: ,j) "
J! (1 (l\...., . 1/

!! ('1"\~..~~~'(/ II ,7

:, 3' /I"'"~) rr· . . H (:_\~

~f~amn,}ihistdry of,' ~'I
~'lcohel t sm 0111 y ~ I)
affective di so'rde.~)onl y
affective disorder and,alcDnolism*
affettive(~d" sorder and other

I)

20%
12%
24%
12%

39.9,'(:t 13,1)
36,4 (± ~?,9)

, 50%
17,3 (± 4~3)

"

811S, (± 4~8J

45%."
5%

t...test P<O,OOI
p ;;::0~12

t....test P ::0.006

Fisher's P ;;::0,004
Fisher's P ;;::O~Ol
NS

NS

NS
Q "p'<O,OQl

XZ :::12t6
s;I.f :: '2
P ;;::0,002

NS
Fisher1s P = 0,009NS
NS

':.J o ~~)* Fisher's exact test" (Z·..f.a.:il) for presence alcoholism alone 01" tn combfnat'ion with other psychiatric
disorder, P .. 0.111. DSM-IIl criteria

"10%

25%

1)15~,(± 1,57)
~,' . . . \J

5%

[f 85%
o 15%

0%

5%
50%
15%
0%
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other interesting findings in the literature are that many dysthy ..

mics are professional people (phys+ctans and lawyers) (Akiska'l

1990) and that tbere was a significant variation in both dysthymia

and major depression in sprlng and autumn (Eastwood and Stiasny

1978) •

4.3. Epidemiologyof.Dysth,ymiain.Old Age,

(',

4e3.1 Jntroduction \)

o

,Accorgjng to Katona and BeH (1990) dysphoria. in the el,d.er'ly

" ;'S very co.mrrton and can' be very disab1in:g. There are h~wew~r.

many.lactors" "that Inak,~ it II difficult. to study the condition in

o

",(il) Hospital and o.ld a~led home ~ample$ are highly sel~oted
/ ') j) «
7 /v., and unrepreset}tativl~h wh..!reas (!ommunitY,,based studies 0

\~ ') 0 <

,a~.e the beS!I' but they are not a'iways practical.

(~) When FhQOS~,ngC' instrulfiel'lts to detect dysphoria, one

must keep Iftll nrifid/ that eldetly people might have dif ...
G!· II .
11

ficulty 'r1~dfng, ,:l.indersta'nding "or responding to ques ..
,) . . ." l!lb i I' 'itionnatres""I.\' /: ~ D '(I

(c) ""oThe :n~\\\~alP~'~~'e~tatHm i'$ I' ofte~O very di.fferent
n. ~ ". (2 "

from that '\f dY~hO~i~ in yout1ger people" They display

more §"tlmat'i'# syfuptoms. "and Sleep disturbances, rather
D \l & " "

than dYSphori,a.'",Copeland ~# at. (19.86.) included a sepa ..
\ i' ~

\:, I), n" .: ,.,"" , ';
rate somati c ~.YIl1ptomrati 09. "seal e into hi s di a.gnQsti C

Q . \ ." • "

schedul e for th'~.s purpose.o ' i,-J) ,

\)



(d) One must be careful to make the distinction between

ciepression or dysphoria and dementia, not only to

be able to treat them correctly, but al s'o to prevent

demented patients from contaminating one I s depresstve

sample (Katona and .Aldridge 1985, Bulbena and Berrios

.1986) 4

(e) Defining dYsphoria in the elderly may also be a prob-

lem. Gillis and Zabow (1982) did a study where they

))

used the fa 11OW;"9 .cri teri a for dysphot'ia: A score

of less than" fifteen on the Life Satisfaction Index

of Neugarten and a score of 1ess than fifteen on the

Hamilton Depression Rating Scale. They noted that

this .group resembled Akiskal1s Gngracteru spectrum

dysthymia (Akiskal 1983).
o

4,,3..2
o

r'i

Prevalenc!3of dxsth~ia·in old age

Th1s di ffet's dependi 09 Oil whi ch group is stud ied ana what method

is used (Katona and. Bell 1990}.
{i

(a) Rating scale studies
o TheiOprevalence ranges betw!?en seven per Cj~nt and thirt~en ~?o-fht

o " ~f

seven per cent (I<ive't a '''et d!t. 1986', Margan et: at. 1987, Ben...Arfe
;) (1 \;:')._ "

u

ei.al; 1987). 0 Rating scal~ studies often show high scares
D o

in the oelderly because of fatigue., "pOor sleep and increa'Sed
'I

pJ1ysital illness associated with ilgein~.
(,)

(b) Diagnosis syst. studies
The I)prevalence seems to change f~om country to country, a.s saen

\,\

in Tabl~ 8.
\
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Table 8

Countl'U

city
Prevalence

Blazer I Williams (1980) North Carolina .14,7%
I"

j
1\..
\i Tasmania)J
/

14~2%

16,2%
Kay rat; a~. (1985)

Copelpnd ei: at. (1987) New York
London 19;5% depression

~~)l!3%dysthymia

Hase9a~a (1.985) 1-2%Japan

~-----------.--~~--~~----------~------------~
\\

1iVit\~
i.} ... '~\,dysthVlYlia
tj'

a

g,

r;:
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4.3~3 Sex

Although it is quite clear that major depression is commoner

in elderly females than males, it is less clear in dysthymia.

Two, studies found a higher incidence in females in a ratio of

two to one (Kay et: at. 1964, Bergman 1971) but Myers et: al.,

(1984)/ found a non ..sigrrificallt higher prevalence in females

and BlaZer and Williams (1980) found no 'significant dHference.

r:;p'
4..3.4 M!

B1ater and.wn 1iems ( 1980) found that dysthymi a was more fr~quent

il'l,', the Sixty five to seventy four age group and KQ,y et aZ. (1985)

_, <)

\\

.§ocia1 facta.n

2,\

Elderly dy~thymic pat.ients show' Ilta~ked present social isolation
Ci 0 ",1- U • £;

.,"and- a1s.o redgcec1 rate,~ of" soc1aJ contact, in thE!" p,ast (Gillis
(J !~j l) ():I

d and, Zabown198M¥0 There is ,also (x, :Jz~~dE!ncyror dysthyintc$ "tp
- ;,/ {)

be poorer than controls Oh ate,: and Will iams 1980). The relation ...
"

o
ship between recent loss and dysthymia is not as clear as it

"



4.3,,7 Physical health

It is well known that ~lderly dysthymic patients often somatize

as part of their dysthymic syndrome, but Gillis. and ~apow (1982)

showed that there was an acctual increase in current physical

11Iness and hand; caps h1 dysphori c pati ents of twenty ei g(1t

per cent; compared to a ten per cent increase. in controls.

Many of the medications the elderly patients are using for their
medical problems, may also cause or worsen thier dy,sphoria.

c

o

"1\

o
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CHAPTER fIVE

5. ~'fnOL:OGY

\'\)
/1

'\\

5.1 ~t],y Childhood Experiences"

Disturbed child rearing is often found in patii:ints who later
{ ,

develop dyst~~7a (Parker ei: al; 1987). Loss of significant

objects in childhood or adolesc~nce may predispose chi1dren

to develop dysthymia (B1rtlchneil 1970) and in fact any life

events with a significant individual impact$ may have the sante
C\ n

, effect. (Payke1 (31; at. 1969) •

" CJ Perris q~p6'l found that unip61ar depressives who iJ:~d had majo~'t

losses ill 'childhood, developed their" i'lln~s~\.,tefl years earlier

tban other depressives. There is also a ~~ndenCy eo have' ii"
i,' .',... -,

o p

higher incidence of suicide attempts with this kind of background
hi sto,r,x.

/
Chi 1.dre~yha.t.'••Qr"(1W up in a famHy ~h$re·lIm.,. parent .hM a pri'!la~y
mood ~sorderJ have two disadvantages. There is an Qincrea~bd

( ~ ~

genetiC vulnerability, but there are also issl.t~s like separation
i'

through ,parental illness, suicida, ,~Jy\&:itce and exposur~' to a

bad marriage.. The other parent may also have a l1sychiat\"i¢;:,

pro!?l em for instance personality or.,
"

alitohOl ism
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But all the studies don't agree. Akiskal (1978) found that

early losses were more as~o~:~ated with unstable characterological
,II"

tr.a'its, like i.mmaturity, hostile dependency, mantpu'latfon, impul ...

sivity and SUbstance abuse, rather than mood c+sorders , Allo . ..' ' ..res~tr~1ts may m,~e the p.tient$ more. vulnerable to marital

discord and other stressQrs. The cl inieal expression may also

be infI uenced an.9 modi fied and the coping ski 11s may be impaired
o ~

because of these ..uilstab)e ~~aits.

()
o childhood lciss was absent

,~.;~,

argument agains'l:3af clear

/i
o

.r

The,; relationshtp qetw~en& p~rs9naHty and dysthymia
~:, I:)

~onfusing 0 one, N9fording to c Hirschfeld (1990)· there
theor.ies: i))

C:l

"

o

Thir~ifmeans that,Ythe personalt,;iy, features" precede the onset of
(I

~ysthymia. Thes~' pr~existing lon'g~~andiqg ,personal tty patterns

are usually mal~dapt1vE! with ,;MS~ l'leurQti.cism scores (Garside

il'ltrClv~rsion,
.,

et at. 1970" Charne,! et at" 19,.~4). Because of

I) lack of so~ial sld·Hs and dependency {Hirschfel~
o((1

G

If

II
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these patients may contribute to the life s+uat ions that bring

about their chronic depression. Because the-Ir self esteem it <,ends

or approval, attention ,c"f~! ::~Il.r·ance and love fro~ others ~ they
,r/ . : i( \\ . s: /

~~rSi1Ybecome de~!ressed wh~ri i,t~!~r~.-is a Tack of these fact6fS.
:. " k; ." i/

~ n
Thi's l'S also in Hoe with the 'Cognitive behavioural theri'PY

theory of Beck, where the basic cognitive schema d~Yeloped in

early life, predispose Gne to depression later.
~'::::._r

,,~\
)\

Another very i.nteresting finding in "the ,personal iti6s
f)

of patignts
L.d"·"

who develop dysthymia, espeCially fh~., subaffective dyst~lymjc
o Jr'

" . (. ... 11 /') .

subgroup,; 1s that they ~,.~,equently di spl ay polyglcttism. 'That
,.!_) ,

is the good abilitr to learn foreign languages by inte.r?i~a] r(~t~~r

than ~xternal) motivat1on (Rihmer 1982). Q Polyglottism is also
(_~',)

associated with cyclothymic patien1:s' and "patients "with l)ip~olar
"

CJ

(,b) it~·same genetic spect!~'I ()

/ "~~ -" " .. Ii ,', _

This tfleory .s1t'~testhai! pers.onality features '.Ii,nd dysthymia may
0" J~,.' I a \""

not "have t~e s.~ome/,~e.tiolo9Y$ but are i~H~~oci'(l,tedwith each Q~her

becaus;;') of~~~hej;7;'~int9her1tabilitY due~t~0some third f~~t()r,,,
,[. j! '. .• ',., .' '

This is a dif.~t~ultc field to study. ,y

Klein et: at. ('1988) found c that" earra} onse't dysthYmia '0 may he \\
:'i~,<,,,j'

~, . 0 '. .;' .. ~' J,

genet.ically. oelat~d to major ,depression. But Torgersen· (1984)

di\ not find 'lncrease_d cQrit~rdance for dYs~(hymiif l.n \/ident,ical

tw1\!'IfNo';~~j. H~wev~.... ill twins Whoare djs~OrQ~~tfor bi~'Olar

'''i.nne~, Mia \\IIYISaffer.:tedll twin oftG~ shows CYClothymic or dys ...'\ . "

thymic tendencies (Qertlesen et a~. 1971).

C3

,i;
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According to Akiskal et: at. (1977) and Akiskal (1983), dysthymia

may h~ a precursor &f a more serious mood dt sorder, In thi s

temperamental structure, the genetic potential for mood ,disorder

is subclinically active at all time~ and can easily be triggered

into eli rl'ical illness, to environmental characteristics (Akiskal

e1; at • .19S;3). Thi s means the;.t t~ey m~~ylie on the same genetic
D

(~)OY$~th1miais a personality dison.fer
\\,

,)

\, IJ· 'rn" thi S case ,,'the "parsonalfty" -;eatures are part or dysthym4ci

I)

Iii. " II.. .... ,' . .... . ..... .!' "

itself tifid are indis,tinghuishable ;;'1"011'1it;' In" the .past manYb

authors fSPOke oil" dysthymi cs as having a depressive J~haraate'r. '0

( ~

If dYS.•?/.,~ia .. ,i..5 ai.f!e,rs.onanty ...<!Jsorder. t.he research ~~at "'J
i$

dolfe '~If,<~~. ef1icaw of ,th,yln~lep~ic drtlQs in dysthyllti.a. l1t~.¥

':::
tm
l At :::~;::::;:::~:is::j~:~ Ij tie~ jn the'ph~miacQl~gical

'" o 0
() ~

(~,, plil ~14~'iCJII t~ry' 0 'v i i' • ' •

In tv 5 ,thediry it is hypothesJted that anels personality features
I.) 'CCI' . 'l~() \' ':-:1 '-'-\1~ O?i "" , \,.~J" ", \\ 1".

, .. ,. \" c '. 1 . '. ••.. \\." .'

are ,:.cl1\n.,!ge.•.1" b,v .d.yst..~1Itd.,i.a. 9o".e,ca\ .•.~,~..d.,..aT.' •.5. tand .•..tl)a~, 1tv~ng i'~r
<> more ~h~i~WO yea'ts. (a~d oftell for 1\ \~hole 1i1e time) w1th low

self!) $st~m, low" energ.v'~~genel"al pe$'sirf~Jsm, insomnia, and, being
,; . .)~ o.o '\,

1111serab le il\~ay r.hafi~e" one I s genei"a"L outlook. ana inft uence the
~, ,; ~" \1 'i\\

personal ~t.ystructure adversely.
,~\~) o

Ii

o
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5.2.2 P~rsonality structure in dlsthYmi~

Hirschfeld (1990) mentions .a prospective collaborative National

Institute1¥or Mental Hea::\th study where ,nine hundred and fifty

five patients and two thousand two hundred ~~ndeighty four fi rst
((

degree "relatives were tested. The resul ts showed that dys1:hymics
~~? "

had e~tremely abnormal personaUties. They had low levels of

emotional .$'trength, they broke down undf1.n~ st.~ess, thfl,Y were
'''' (Jl(' :i

moodyt" fearful, shy, introverted and they aV()ided sOr;ial jl,nterac-

ttons, ~,he !,Jersonal"ities of dysthymic$ wer~l si9nificant:~y more
:., . () -' - - - - -', - - - - -',' ','

disturbed t~an,,,tn()s'e of pO;"~ient$ wnh waj6r deloress'ion.

~oy 131; at. (1985)0found that of ~leven dyst~~PI1(:pat'ient!f. nine
, ,_ _, Iti

had usoe; ated•." personality" df s()t'der~C: f?ur i ~/lfth borderllne.;
'CWO,wi th sth; %01d t ,(,me wi th hfstr1 onl C II C1n~\' wi th compu1°s1;e

,and one with dependent personal ity' disorder.

o

Blazer and IHlliams (ISBa) found" that ther\~ was an increased ,
//

1/ . c

~v/ incidence of al~Qhol and analgeSi(: abuse al'1/d a pefceived, ne,~d
';'

"

pa'tients,~,>/'They, for Uct.reatmenV f,pr ne.'f"(~$u in elderly dysth,Ymi
'( I '.c') ~ ri ,; '~J

also had a decrl~ased life sati,~factfon with periOdiC,/,gr~ef dge '

to physical t social and economic "difficulties enr.:ountared, lSi
" J/ .)

c>
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Gillis and Zabo\,1 (1982) found that elderly dysthymics had life-

long man1festations of undue dependency, poor coping skills

and inadequacy in interpersonal ralat+onshtps , These patients

became, as the author~ put it lIincreasil1g1Y like themselvss",
h

U
1/

5..3 Stressors

It 1S generally believed "that stressors can aggravate chronic
o .

depression. AkiSkal (1985) h,owever, feels that stressors often

result ft~om d~pressive prodromata (Lloyd 1980). Dysphoric mood

and) aS$oci.ated ,vegetative and psychOmotor di sturbences 1 cas we11
Q 0 "

as pa'Ss.lve aggressive behaViours max ....alienate signi'fic;ant others

and cause cfi.:fficul ties at work °01" SChool. This may lead to
(; \1

o lack.of social support.

II Environment.al circum$:;t.ances mity play a part in the precipitation
o • \ "

of the initjal episOde~jind' maybe the t'lming of subsequent dep¥'es'"
\,\,' -, ~\' ,

\\, ,'ll
stons, These i_f1clude'~p$ycho$oci~.l) biological and seaMflal

\\ \"

factors ~Aldskal 01986') (Cassanp et: at: 1990).

AU mood disorders i) are likely te be a$sbcia't~d with cognith/\;

change. Therefore patients are 1ikel~i( to $electi~ly recall
"

one Or, two negative events, trying to \explain their dysphoria.
,"i

The events may not ev,en have been, exP/~tlenced as negative at
the time, but are now seen as such i.l"', a p~r$on wi th a negati ve

0. n .' ,
\',

" f..,()Utlcok .because ()(7 the. dysphori a (Rush 1990).
o:

40
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5..4 Heredofallli1~~1 Factors

Akiskal (1989) s.tarts his article with a Memphis Slim song:

"My mama had th~m
~ Her mama had them

Now live got them too.

rIVe got something
o

'II Something. Y9u just donlt lear~ in schoot,

YouIII never find tMtn in na books

YOh' Jult got JO 'inherit ~he blues.()

(;

\? When I'm sad and lonely

"Even when I am\happy too

All \~f a, sUdden

,'I . c,

about "th~' blUe.~~ a Clini~; entitYt but about the blues as

a frame of mi.no, a form of' music and blues as a talent. He
'.o

also mentions that the poet had'relflarokable insight ,into depresSion
u

in the nineteen sixMe$ when many psychiatrists 'did not even"
~,"

".)~lieve in the fami1ial ..heredJtaI"Y factors. in .mood disorders.
','. . < .' . " .. ~-. ·0

{f\J



Family risk is not synonymous with genetic risk. Patients who

have a first degree biological relative with a mood dlsordei"

are at increased risk of developing depression. If a person
\~\

has one affected parent (single mating), the rf sk is tripled

and if both parents. a,re affected (dual mati.ng), the risk is

at 1east tenfol d (Gershon. et: al; 1982).

D Heredity may pl~y a Inajor role in the pathogenesis of moOddis-

order, but familia.l factors Seem to modify the actual clinical

expression. of tt;e disorder JAkisk~l 1~86·~~

P.s Genetics
\l

o

() oIn their review ar:;bicle Bronisch and l<1ermill'l (198B) ·quote Shapiro
o

41910), who found that in IInon"'endogenous depressionll the moflO'" C

\

\c

%ygotic;diizygotic ratio waS 'follr to nil"
o

"

Ii

i" "(

'l,) \. 'L)
'_'I t",_ ~/

But Torgersen {1983} foun9' no higher concordance of l'neuratiC'
(J depression!( "in mono%ygoti~ t~ins compared to dizygotic twins.

~ e
c

Thea sample svz.es were small. but it does look as if hereditary

disorders.
o

aetZ~eselt" ei; at. (lS17) found tI18.t$ where monoz.vgot~co twin$ fl
Q 0 \ 1

,Swere discordant for .bipolar mood disorder, the unaffected ,twin '

often showed' cycloth:Jjnlic or cfysthymlc tenCltmci~s. ')
(1

42
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Akiskal (1989) mentions tha't the ..genetic po'tentia1 to develop

affective episodes might be trafi~mitted as supclinical tempera-

mental dysregulation This may be in the form of dysthymio

hyperthymia or cyclothymia. These in turn might interact with

other risk factors to bring about major mood 'disorders. It.
'is interesting to note that one finds shortened REM latencies

ill dysthymic and hypomanic temperamerl'ts.. This sleep neuro ...physio-

logical abnorm~1ity behaves like a trait marker of vulnerability

and Is not merely a non..specific stress reactit,n or a correlate
~ {\ \1

of anx'fe'ty (Akiskal ~t aZ. 1984).
((

5.6' "fljo;t"~{;af
r:

In the pa,st, most of the tio~k on dysthymia was done on a psycho-

logical level, but recent researchers have focuse.9 more on

biolo9~cal aetiologie~. th~ (It''~as that are being looked at

"that reflect the biological involvement,. af1e:

o

(a)

(b)

(c)

" (d)

(~)

(f)

:.,.()

o

EEG changes
f;'

Receptor binding. stutties

Anatomic local iz~tiOl1 .st~dles
Neuro endocri,~e stud1'as

Serum tryptophan

Cerobrospfllal ,flufd and ventricular concfmtrations
(J "

(J

(g) Blood .platelet studies.

t,

"of' five ..hy,drox.y...i,t1dole..acetic actd (SHIM)



5~1 Conclusion

The "predisposition to mood disorders is probably t.~v~'!oped in

chil(rhoOd and life events and biological f ssues in adul thood

may serve as t.riggering factors. The predisposing roles of
","heredity and e~t'ly 1He experiences are mediated through per ..

sona1fty variables whic',';~1reate the circumstances that precipitate

epiSOd~';9f moodd,iSQrders in adult Hfe (Akiskal 1986).
Ii\,

c:-)
o

o
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CHAPTER SIX

6.. SEROTONIN

6.1 Chemical structure\--
Ser.otonin. (5-hydroxytryptamine) (5HT) is one of the tndo leamtrres

\ ..

having 'the following chemical structure (Figure 1)

. HO
C"

CH NU2,. r ... H~)

"CH,2/ r;Y

'\'\,
'\

Set'?tonergic neurons pl"oject to ma~,Y areas of the b~:in which
, .. \

play ..~ major role 'in the modulat,iol'l of behaviour~ .so on ',n ana ...
,\' o \,

tomicalobase, it makes seroton'in a good candidate to be in~,plved
o '. o ,'~;;::"" \\

\in depressive PSYChopathology.

Serotonin was first detected jn the brain ~dth b+c-essay tech;"

niques in 1954, by its V~$cocon$ttictive effects. This was

not a very sans; tive tec,hnique, and by ~,957 ; t was detected
/:y'

t/ D {I

using spectrophotrJfl uorom~try. However, ,·the big breakthrough
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came in 1962, when Swedisf;l>'researchers developed a histochemical
'I

'method to visualise the bii1genic emtnes. Molliver (1987) ex-

plained the technique: Freeze dried brain tissc~ was exposed

to humid;' formalde.i1ydc vapour , which reacted t'!ith. the biogenic

emines, converting them to fl uorescent derivatives (beta~carbo-
(1

1ines) whi ch emit ye r'~A'W fl uoresence when !~timulated by u1tra-
Ii
\\

vi.olet light. This made the molecules visible under the light

microscope and one could now local tza serotonin neuronal cell

\'\, b d• odtes an . axonal proce.sSes.

/;/>

The serotonin cell bodies were" restY'ictli(j' tCl the mid1ine of
~)

the brainstem, mostly .within the raphe nuclei. In 1964 nine
II

groups ·of serotonergic cefl bodies wer,e described, but stnce
"

" then it has been ileal" th~t there are many "other projections
/1 ."

to,. other pa.rt~i'of ~he bra.;·n.
o

,-)
o

With newer ana.tQllltc methods, looking at the antey'ograde axona1

tran$port of trU;ated iUIIOllQ acids, it W~S fQund that .&tiat~d
Sll<otonin accumulated directly thrQugh t~ehigh affintt~take

pump of the axon' term; nal s, By 'immuLj(~ytocherirf ca1 metho;~ ~i n9

an .,antibody, ,directed aga''inst serotonin, one ;COjJld j;b$o detect
,/;;r'/

,;:;;:~;:::::/

serotonin Gintracellul.arly (F.igure 2)'{i
\\

\.\
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~tg~~~q~~~~~~~\fy:eu~:ei~h:htf{h¥nlt~~:~:;ifa~::~~~~:~
ment o'F 5HTneurons in: the dOl"sal raphe nucleus jus,i below the
cerebral, aqueduct. Compared with rat" the primate d~l'rsal raphe
shows, '~, more intricate anatomic organization and ,the; cell s are
more. w1dely spaced." The" dorsal and median ,raph~, n\Jclei give
rise,' to a hjghly di,fferentiated and topographically organized
projection to cereb,ral cortex ,in t,he pr;jmata. Mi,CrograP1'" courtesy
of, Mary Ann Wilson, aoons Hopkins Un·rversit..y. (Abbr6tyiations:A '=: aqueduct~ 11 =: ML.F. IV ;::trochlear nucleus~)

", ,1'\,'I " I
" " ...
• , t '

. 'r' ·• I" f ',\' ,I, ' "..... 't .. \"l-,.._~
I,.' I '.

. I." ,0,' , ", ,<, "'I,,'/}1, t/~t·~. , l ).,~.. '
o (J
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Mo11ival" (1987) found that there were two anatomically and func ...

tional'ly distinct seroto))t.lrgic projections to the cortex • .The

dorsal raphe neurons are, vl\:ty fine and very vul nersble to sl,tlle
, \ \: '\

neurotoxte amphetamines t~~t\l;:ause elevated mood. The Illedian
\
'';;. '\

raphe axons" have large vartl';os10ties and are not sensitNe {:o
\~\ \:\\

mood elevating drugs. The rl~.,uro~sin the dorsal raphe pla\y
, '\

, . 'd" \a majoY'r)rolec'ln the control of 11100\. \",
', _'\

,> \

'\,
\

'\.
\

Serotoni.n Receetot:'s.
\ J

-:f _,

Our ability" to' disttnguish di'fferent receptor subtypes has, been
"

matkl:ldly by new."·techn\igue~, ror instan(~e moilecular
\\. - '.' ,I; <.'1

radio}igand bindi?.tlJ,. ele4rophysiology and biochemistry:'
( ~- :
'\_r

.)
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6.3.1 5HT, receptors

These are located on the serotonin neurons and .have an inhibitory

effect on serotonin reletse, thereby monitoring. the extracellular

serotonin concentration.

(a) 5HT1A receptor

Autoy'adiographic studies have shown that the highest coneentra ..

b61'ls of tq~se receptors are found in the dentate gyrus, th~

II.
1"

/
I'

II,
.: 'j

£lectrophysiologic studie.s show ~~~t the $~I'otonin auto ..receptor ,
v: ..

1ccated cn1(! the serotonergic cell Qodies in the dorsal raph,~;
.... /;~/ '.t,

, l1uclei" ,;;;~ight be a SATlA receptor site. This auto"'receptoYi

if·,

might,jlli@artiaHy mediate the' inilibiutot'y effect of sel'otonin on# . ." .
1/ ' ,~7'ownrelea:G (Conn and Sanders,Bush l\le7).

/lt~1 51«18 r~~~~~tor y:\"
// ;f ) I '''~( ",j// Tlhs ret:eptar fld$ only been demonstrcited :';n r:at and mouse brains~

// "i
// fhut ~t' in humans.
;/'- i/' -v

Ii,r

/
,j'

1 !£cj/

"'\?'

hip~p~am~:u$n'.'ldthe raphe nud '7l1.

\\

~ 0

receptor seems to 'function as the seroton;i'n auto rE)!c~ptor.
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6.3.2 5HT2 receptors

These are exclusively post synaptic receptors, which don't mOd'jfy

serotonin re1ease. They do not become supersensitive or pro-

liferate aftet' chronic treatment wtth antagonists. This prolonged

subsensitivity which was described ,by Leysen et: al-, (1986) is

quite mysterious and the mechanism behind it, it not known.

(a) 5Hti,t receptcw

his recfiptor is""clas'sified here, because it 15 similar to the
"

5HT2 recept,pr. It is found in the choroid plexus, in high den ..

sities, as well as in the hypothalamus, hippocampus, basal ganglia
and spinal ,cord. It is !'lotyet clear what the,clinical ~ignifi-
cartce Of. this receptor is .•

(b) 5HT2A and B receptors o

These sites have °be~TIlabelled USing Spiperone, Miat1serin, Kitan-

Si:;W;tt and Mesulerg; ne,

.", ,

"'The ~ubtypes \'r?\,'o\~is~ing~.ished on the basis of binding ,tif the
".,f t:J' V a

radio ..active derivative Qf the hallucinogen 4..bromo..,2rrS..dimethoxy ...
n

amphe~amine. and on the competition bindlng ctn·ve~.}~f"$erotoni'n
"

versus 3H Kitanserin (Gonta'les ..He,ydrich and Percr:ytka 1990).
J

They also mentioned th~1~ a c..DNAencoding a ft,Ulctiohal serotan.in

two {5NT2} recept(lr had beer, isolated using probes generated
\)

from the 5HTrc t'eceptor c ...DNA. This c...ONA is fifty one per
cent homologous'with the 5f1T1Creceptor c"ONA.

Many authors do notO di stinguish between the A and B sites.

C_,
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6.3.3 JiHT3 receptors

Very 1ittle is known about these receptors in humans.

In rats these receptors seem to ben concentrated in cortical

areas 1ike the entorhtnat co)\)tex and the area pcstrsna, It

seens as if there is some interacti on between thi s receptor ,
1I
It

dopamine and acetyl chol tne ,(Gonzales ...Heydrich and Perou·tka> 1990)
'.) a

li'
I'

(a) ,5HL.precep~r

f"Olh receptor is found in gut membranes and 1"Js laQelled iby "3H .. 5HT .

(~nd its pHannacological profi "'front ali other

known"$erotonin receptors.

(0) Ii
O. A

c ;:'0 I )
This receptor is found in cell ,culture's of mous~Lembr!Jo'<:.9;1'1; ~uli •

()-

,',

o serotonin can stimulate c..AMP production in a dOSe dependent
'\'

way via this reteptor~

~ 0

1h,~ ,cUnical sjgnificancE:: of thes,so two Niceptors l's not known
~. / .,\ (l -:J

(G~~les ..Heydrich Md Peroutka ~990), '0

o

(J

(j

(J
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Obviously~ much more research has to be done to determine the

importance and the si gnifi cance of eacK 5HT receptor subtype

tn the central nerVOV5 system. Only then, can. new more selective

drugs be developed to pharmacologic.al1y mr.ni.pu1ate these sites

to achieve specific cl frrical effects.

1:) D ,
o

" ()

I'

-'I

a

a

o
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CHAPTER SEVEN

1. BIOCHEMICAL INVOLVEMENT OF 5HT_ IN PSYCIfIATR,TC AND OTHER

DISORDERS

.1.1 Introduction

Changes in 5HT heutotrafts1l1ission are posstbty involved in many
'.)

psychiatric disorders like depression, dysthymia, anxiety, panic
. , ~~

\\

di scrdar, 'ebse$sive compulsivp. dtsordar', anorexia and bulimia
\'i

nervosa, alcohol, ~HJ&.'otl1p.r dl'Ug addictions$ aggreSSion, suicide,
C' II'

migraine, drug indiJced vomiting, \,sych.osis, premenstrual syrniromet
J\ '..,' ",.i

seasonal affective disorder, pain, s1eep disorders and circadian
o

rhythm di serders (Cur2on 198a).

.~ ~\
" , . .~\,

Montgomery and t:ineberg (1989) tried to m~\l<e}associations between
I' " .n ,

o specific receptor subtypes and specific syndromes:
~. . 0

These receptors .seem 'to·, be involved in depression,.' anxiety"
;' i .

o

",-".' ,

RlPpetj t~, thermoregul atton,
siva compulsive disorder.

i~t t~~$ .s,i te.•
!] ,

nl'igraine, memory and POSSi~~Y
!',)

"B\I~pil'one •has been tasted

obses ...
mainly

\\

(b) 5H12 receptors
\!

These receptors are mainly involved tn ,depre.,.!!Js'lon.. anxiety,
,'1 . \\ . .. . ,)

dj'sthyrnia" migraine an~ the negatiVe i f(:latures o 'ii, $thizop~t-ell.ia.

Ritartserin has mainly been testadat tbh'site.
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(c) 5H13 receptors

These receptors are involved in anxiety" memory impairment and
//

dementia, addfct f ons , schizophrenia and the treatment of nausea

associated with chemotherapy or whole body irradiation in patients

with cancer.

7..2 5H1 and Depression

1..2~1 Introduction'-...;;...;;;;.;;~;..;;.;;;.

~
Even psycho analyti,;ally ,prientated psychiatrists ,agree that

,:,

deprefJiOn is a biochemical condition requiring medication.

Ak~_J~l eI990) quotes LOoper (19,~6) WhO'said RThere is a group o
- n ~)

o

'Of ~;hronicallY d~pressed and anxious patiepts!i whose mood regula-

tipn is vastly cQanged by antidepressant medication. The entry
0'

!)f these new molecules into ttl,eir metab~lism, aiters, tending

to normalize t/ge~,way i they see the 0 world.

utter' heJplessne.ss of being at the mercy
" \) " o II

over them wi thout Ilpparel1t rhyme 'or reason".

It contrt::s thei r
'C)

M moods that swe~p

(1

j) ::-..

Amongst the many the'i;)ries of" depression', "most data f.avour the
Ii 0 !; ,,'

~,J- (",'I

serotcntn peficl1enc,Y theory (Coccaro et: aZ..Jf989, GooQwin et: 'aZ.

1973).
"

Q ~.~
~n animals. d~pression is s.e(!;rr as learned h~lp'lessness, or be-

II ., c, 0 c- 9'
havioural' despair, 'Or as failure .of adapt.ive .or prot~ctive re ..

(q(

sponses to s~ress. Thi s f~ assh~}51.ted with decreased serutonin,
relea~J~' which supports the serotol(1n deficiency, theory.

o

If



Deakin (1990) qv,ptes stU'4H:'!S done on rats, where they were sub-

jected to two 'hours qf immobil isationo This caused them to

be less active and to def'aecate more in an open fie~d twenty

four hours later. With repeated daily _immobil isation ~ though,
'~, '

they became tolerant to the stress and showed no abnormal be-

haviour. These rats showed enhanced behavioural stereotypes

h'l respcmse to drugs that acted on the 5HT1 receptor. T~e·refore

it seems as ,\f the 5HT1 receptor is/-.i;~nvQlved in the adaptation
'. J

('f ",,_,:-' ,

to stress. "-;=It is interesting .to note that the female rats showed
./~.'"

;' (\~:~-'\ . .

less :1;01erance to repeatel:l ·:!~;tress and did, nqt develop, enhanced
- 0 . - . n'.·

behavioural' responses to 5HT1 r~t;ePtoru antagonist$~. thiS might
o () I)

explain why wom~n have a g\~eatel' susceptibility to develop depres ...
j'J

sian. ' n

1..2.2 Causesof deficient 5HT
,.:/

~.. '. ~~. _ .... " ." :-; .. .' <) . ,·1? !.I

There are various poteqt'fal ca~ses of deficl~nt serotonin, np_me'ly:
Ij 4 ~,

(Meltzar et; at; 19891.

o (a)

(b)

(c)
t,

(d)

(e)

(f)

(g)

"\\

&
;! 'J

L'i.mited precursor C,"

\j

Changes t~it,..yptophan0hyd~Ox¥1~se action., ,I;
t\ __ .... .. '. _',' _ . ',' _" .Abnormal releue or re ...uptake tlf serd'tomn ,at the synapse

I'

Fuhctional deficit, of "s~rotonin relative., to o:ther, neuro...

transmitters or·h~~rQmodJlatQrs.
Abnormal receptors wi~h('o:SI.J~~~nsitivitY of

L _'. ~ ."._., ... ~

subtl~pe$
; . \
Abtl0rmal interaction betw~en sUP'type$

U ,. ..;,

Abno~al second messeng~;' syst~ms

56

(}

" , i,

t)



57

o

,-""

(.1

'"F"j gure_ 4. ~

.o
o Tr

" "0

() 0

\\



58

7.1..3 Meuro endocrine studies

5HT ph'af'lllacological agents that are used in human neuro endccrfne

studies are the following (Price et aZ. 1990):

(a) Precursors L Tryptophan

5-hydroxytryptophan

flb) Releasers

(e) Re-upteke b1ockers

Cd} ,Receptor agonists
i, \
\",'

f~nfl uramine
\ ,)

domiprami ne

metachloro~JtenYl piperazine

r~K212 ~\
\j

eel ~eceptor antagonists

N~::-selective
0(" . ~I '
"~'.ll<-:d/

Selective

Jl1eth.Y'~ergJde

cyprQnap,~,adine

met@rgo1ine

Ke.tanserln

(i

:"fl

,I Ritanser'ln
o

fa)
\1Pla_ tryptophan (I,'

W
~'_ ... _l' ,.,i

Most studieS'\'show that 'the plasma tryptophan is l()w~i'~'iin(\~Qepres$ed
(~~'n

patients" than tn controls (Coppell and Woo~ 1978~ De MYer et a~.

", 1981)' however, SQme $.tut.fies showed no,,<Id1fferel1ce (M~ner 1986)..~

~
The fasting plasma tryptdphan levels ar~ significantly 10\~er

in ·bo'th ;depress~d felllal~e p'atfetlts" and female cantr,!)1$. c This

maY,be a reason wh~~female's ar'e jre. yUJnerabl~ "to depression

,(Meltzer l,989.). 'S~me studies report' an asso~ati()n between
c

low tryptophan levelS aQd post Ipartutn depressi()n (Handley et: at.
I 0

, ,)
1980) •
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Meltzer eb al., (1984) showed a positive correlation betwe~l'l

the severity of the depression and the cortisol response to

5-hycirOxy-tryptophan. They attributed this to an upregulation

of the 5HT2 receptor's, which is related to 5HT deficiency.

Another ;iway of study; 09 serntonerqi c functi on in depress! on,
> ./!

is by giving intravenous L tryptophan as a serotonin chal,-enge

agent. The rationale behind it is that L tryptophan administra ..

t40n will increase serotontn synthesis in the hypothalamus,

which is where serotont n med;ates the effect of serotont n on

prolactin.

After intra,yenous L tryptophan admini strati on , there is 'a clear

~ncrease in "serum prolactin" ill healthy subjects.. Thi sis an
\

i.ndicator of 5HT 1function (Charney ei: at. 1982, Cowen et: .al-;
c " ". J \V? .u . ',~~i _1,,1

1985,,"Wi~ur ei: at. 1986}~:' There is a'lso an fncrease in growth
'-' - _!'2; - - - ,I

hormoJ'le' i~":~:~;Somecases, but it varies to such an extent, that
, 'tf ", o,

it cannot bJused as a r~hable indicator of central 5HT function.

T~~,healthy $uhjects experience subj~ctive mood ¢hang~s "t"O L
:~~':..:>,)

ttyptopnan administr~,tiqnt 'SaYing that they feel drowsy~ mellow

qr\::~ig~,.
()" -

l\

There are authors who believe that the prolactin reSP9''':3e to

L tryptophan is not m~dia.ted ,b.y, 5HT:J bl;lt Char1iley, e1; at-it (1982)

an~ Cowen et at. (1985) have ft'tmrl that there is attenuation

of the resp®se by non-sal ectiv(e 5HT antagoni sts li'ke methy",
::_;

sergide, cyproheptadine and metergo1ine:. The phenomenon may
be mediated primarily by the ~IJT1 receptor though, because the

saqective 5HT2 antagQnist, Ritanseriniil causes no such attenuation

or it may in fact even in,crease the response,
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Heninger eb al; (198'4) found that non-melanchol tc depresstves

had a ulunted prcl acttn res~onse. This is an indicatiM of

altered serotol1e.rgic function (Meltzer ei: al , 1984, Coccaro

eb at. 1989) that ts probably specific to depression and not

merely a nort-spectf'tc correlate of severe psychiatric illness.

Patients with other psychiatric disorders who do not show thts

:r<b1lmted effect, are patients witt' panic disorder (Charney et: at.

1986), obsessive compulsive disorder (Charney et: at. 1988) and

schfz:ophren.i a (Pri ce et at. 1990).

o ;1
When depression is associated with significant!; weight loss,

tne>protactiti response is increased. It is decreased when there
,.y;~
// t. ,,<;;' \

is no signific~nt weight loss. Co~(f:ln'e/; at. 1987 and GoodWffrl ,,~;~
'''- .. 1

ei: aZ. 1987 found that there was an increased prolactin response

'in h~~lthy females who showed \'lE!fght loss after "dieting. This

\\
\) why females, are more. likely to develop depresston than. males.

if -o

\')

o ~ ~Another approach would be to s.tudy th~ c1 inical effects of t~yp..

tophan depletian. Shopsi" ei: at .. (1976) showed that parachloro",
(J

phenylalanine lfihi M ted' the activity .of tryptophan hydroxylase,

thereby inhibiting. Stir $ynthesis (see figure 4). This w~§ ,.given
1 /

to patients who had suff,~red from deprE!$sion, but were now ~~able

on antidepressants. Within sfwen/; to twenty ..foU\~. hours after
i.: . fl. 'I

'. If . P "

giving it, the depressh(~ symptom'S" oame "back and the pa~ients

~elap$ed. (Delgado,,;' et: at •. 1990). These data are amon'g the
J;

most conVincing tn ~'upport of the role of serotonin in thyrnoleptic '1\

\r
.~

drug action.
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Gradual dietary tryptophan depletion can lead to a seventy five

per cent reduction in plasma tryptophan levels, which causes

subjecthle depression even in norma1 adults (Smith et: at. 1987~

Young et: at; 1985~ Delgado eb al-, 1990), although some authors

say that i~ leads to mild impairment in attention and increased

subjective reports of negative mooed, but no clear cl tntcal

depression in ~ea1thymale subjects. What is eveil more exciting,
is ttiat \tlnen depressed patients who are maintained Ort an anti-

depressant, are given a low tryptophan diet, there is a d(.~r~~cslve
r"'" " ,', _" .. '.. ,

/i.. ':"_'

relaps,e within Seven hp&~ in sixty seven per cent of p'~'~ients
p

(Delgado e:'i; at. 1990).

Re5~rpine may also precipitate depression in vulnerable patients

by lowering the ~ynaptic cQ)1centratiol1s of 5HT. rpro,~fazid
(/

may cause mpod e1evat'ion in some people treated with Reserpine
~. ..

[) by -inhibiting monoamine oxida~llj anti elevatIng synaptic cdncen ...!'
(f
\'trations of brilin 5~T (Byerley and ~j.sch 1985).

, )r>

From the above.,r!.it seems that a tOl1ic serotoMl"gtc effect nelS
~ ~

to b~~iH:~~ent to mafntajn a norttllil erOd. The mood may be a1terE~d
j/

by exper'lmeri'tal1y ..,indl,tced decreases or increases; '~n 5Ht functi€m
'.J-:

and thi s may even change the effects of ~l1tidepr;essant drugs;'.,",;.' ' ,1" ',_,~'

(b) SHIM studies

Low concentratio~(~ of the main mei:abol its of serctontn, 5-h~fdroxy",
, \, .: ' . .....• j .•. ' \~ ':,

indoleacetic acid' :(5HIAAJ are found in the }"'~'('ebrospinal\\ fl utd
\

of depressed patients as wen as in autopsy studtes Of brains

"from suicide victims (Beskow et: at. 1976, ~sberg ei: at. 1984,. Kor-
I"

pfet Bt al. 1986).
/1
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The studies co !10wever show contradictOry results, with some

studtes not finding low ccncentrattons of 5HI.AA in depression

(Gjerris eti at. 1987, Koslow ei: at. 1983). But Byetley and

Riscf (1985) mention that 'one \must be careful when interpret; ng

lumbar cerebrospina.l fluid data, 'Since there is controverSy
:::='~-:~'<,-

over how much brai'.n 5H'f neurons and sptnal cord 5HT neurons

contrib~te to the.lullibar cerebrospinal tluid 5HIAA concentrations.

!'t, is posstble 'tMt!,:!oqly a subgroup of depressed patients has

(reduc~J'5HT'levels. !~~sherg ei: a.t~ (1986) use4 gas chro~atographYI
1,.•. '_

m~.~'3 spectrometry .~o ;1",l~~asure 5Hl~A and fOIAQd that depressed
I, " "

patien,ts had a bimodal ~distribution., of cerebrosptna! fluid·5Hll1.A
II

cQnc~ntration~, with only thirty per cent ~f
") ::0

si~;es showing the J,Q~Je'f.!els.
\:: .,' . !\i,,-.o '\

\ .. / \\'" '\ I,i.,!.', '
;r,:;-r

S$vere major depres¥
, . . J)

'{

",1]1\,.!)
-r «

". . :",',\\"\ , • ;,rJ ,; ,'"
~l('J\d;gl~>V}1!t:"aZ;",!I(19l6) (t~J~asut'ed'ventricl11ar 5HIAA concentrations

':>:,", ":\j :'.,' , "" '}',-)''-,{~~,'" "-. (f

and l{o~~that~\st~brelY depressed patients hact ve't-y low concea ...
_'"I \.~..... "1' " ',' (I

,',-'~~". "..:-?"~r'/ \\

\\.~Ftt;'i~~!. "I
[, , . '.11·,
. '~~:-,;.\~ r1\ ~....".~;V"',".c.--;_r

~t~~;~~:~,..e~j,ca:t•. (\( l;~~{",sh~wed that monozygotic' .twins had "a higher
'::;::.' .,.

r4(mcordance dfo'r low cerebrosp. inal flUid~),\i.c\oncerl'tratlons 5HtAA'
(~~; , .'\
than dizygotic twins. Tlii.~ means that the reg\lation 61 sero~~nin

. ,c. "., \...r r

(: mi~tabol\jS~.,may';~e genetically '~aetermined, .ani tJH1AAconcentration
!I .. ' '. (\ 0

~~.Y be rl:;' genetic trait. l,he fact· that 5HIM val ues change 1i~tle \J

~~ef' time{),1l1 individual. $uqjects~ .• ~J$O ,'Suppt)rts. tht~ . theory ..
;, . ',' ~\:;:',/:Ij _ ", _, \\ ,", ,', ,-:'~\,"',_,~c"""" r:5'

]ihese authors a1so{'J'~PQrt:ed th~f" .psychcl'og.;cal'ly haalthy peop1r:~"
Ii ';t { ",
with low cerebr~spiri~l fluid 5Hl,AA concen~rations w.~re more
Ii ,>~i i:
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likely to have relatives 4th depression~ than the controls.

Of course, if cerebrospinal fluid 5HIAA values are genetic traits
and if low values predis.5)oS1" to ':Iepression and suicide, pros-

pective studies in young patients at risk, would be important.

P1 asma SHIAJ\ level s carrel ate negatively with the severity of

'~he depression and symptoms like guilt, insomnia, worthlessness,

hopelessness and suicide (Meltzer 1989).
Y,

(i

Urinary 5HIAA levels vary from ",ay to day and cannot be correl ated
with cerebrospit.al fluid 5HIAA 1evels (B~I·ti1sson et: al., 198~l

i) ·.1

Platelet monoamine oxidase activitYi,may be a reflection of .some
/)
aspect of the central serotont n system, but it does not. correl at~
well with cerebrospinal vilujd 5HIM\ levels (Asberg et: at. 1986)..

(c) Biooo. platelet ltudies
., '1;. II ,

platelet~l are oftefl'. used as a model of the serotonerg'ic nerve
"II o

terll1il'lal1. Stud'ies shOw that depressed patients hav~ decreased

number~! of 5r.11:-\etake sites in the platelets (Meltzer ee at.
1981, Ike a ly et at. 1986).

,~ ".i·, .
Ther~i are also significtmtly fewer' platelet 3H.. imipramine binding)

Ii
H

site~i in depressed patiel),'ts. Tilis phenomenon :seems tt'J be f'egion
1\ .. . 0
j {,;. 1'1 .

speciifi c: GroSS'"Isseroff et: at; (19,B9J found Incrsases 'in the
I: Ii ,

hl~ppdbampu$, but decreases in the rtOst central cor1;ico'l gyrus,
Ii \1- · /)
il~sU11~rcortex and claustrum. Imipramine binding 'fs a pre$yni\~'tic

u .'\II i

s'~rotlt>neY'gi.c.marker.
Ii \\ . "II ' .
'I ilii .
Ii



64

A 5HT2-1ike receptor in platelets, that is comparable to those

of brain 5HT2 receptors, has been described. Biegon et: al.,

(1987) have shown that depressed patients have more than twice

the concantratfon of 5HT2 receptors in platelets. They have

al so shown that the number of sites returned to normal after

four weeks of anti depressant therapy. Thi sis imp(.n't:l.nt, because

Arora and Meltzer (1989) found increased number's of these binding

sites in the frontal cortex of suicide victims. One might be

able. to USe the 5HT2-like receptor in the platelets to measure

suicide risk. ;-;:::

II
il

i.3el Introduction

When a' clinician only stud;:;$. the psychosociaL factors associated

\.'lith suicide, it can c-ause prob1ems" be<fpuse one: needs a mor~
d~finite measurement to predict' sUicide risk. £'n\~~6Asberg et lilt.

:::?) ;

-:

said 111..0\11 cerebro.spinal fluid 5HIAAmay be a bi'ochemic;al suicide

pr~dictor" • ()

(]
Most authors agree that ithGwe .is an abnormality ofn th~ 5HTsystem

in patients who commit suicide, especially if it is a Viol¢ot

suicide (Coccaro e» a~. 1989). In most studies in suicide vic-

tirns, only fifty per cent had a diagnosis of major deft.,).ssion.
il

Other di agnose'5,JJ incl udad a1CQ.hol abuse) adjustment disotder
(/ ,':

TtI~Swi th depress!on ~ schizophrenia and personali ty di sorder,

may suggest that .the altered 5HT metabolism may be primarily

assoctated with suicidal behaviour, rat;hei~ than depression per
\\

.It ''''''-'_ ,", ~.. ..""..,,,'\
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'7.3.2 Post ....mortem studies

(al Levels of 511Tand SHIM

Studies show contradictory results, but most studies favour
low concentrations of 5HIAA in the cerebrospinal fluid$ the

cortex and the brainstem, especially the raphe nucleus of suicide

victims. This finding is eve~ mQt'e pronounced in patients who

commit suicide by violent meatls (Mann et: aZ. 1989, Brown et: at;

1982) •

Ante m,artam and post. mortem studies, measuring 5HIAA and HVA
,.

in th~ cerebrospinal fluid and the frontal cortex, sho\'1 a positive
"

correlation (Stanley and Stanley 1~,90).

Gpttfries (1980) mentions" tflat the changes in 5Hl l~vels in
:i

suicide ~ictims may be due to the \tariable length of time between

.Ii death and autopsy. Thi sis norma11y longei~ in sui ci de than

tn controls. Since 5HT may be more sensitive to this post mOf.'·,em
\,.j

inter-Ifill '(w delay, i;lnd be signiflcantl'y m~t'abonzed postmor'tany,
,_ - - - -_ - -" _-- - -.-'Ii

lower levels t)f 5Hf maY,bso shown without proving ,~nything. This~ ~
,) was confirmeq by Stanley e,t <1.Z•• (1986).

One of the other problems tpat tan cloud the issue, is that
'1..?

overdoses and carbon monoxide poi sooing as sui cide lOethods!$

may alter. the levels {" 5H1' or 5HIAAindependent of the suicide

itself..

(?

c
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(b) Imipramine binding site studies
This site is a pre-synapt.ic marker for the 5HT system and an

index of the number and/or fUnctional status of the 5HT nerve

tBrminals. There is a significantrreductiot) in number of these

sites in the,; prefrontal cortex of suicide victims (Perry et: at.

1983, Mann et at. 1989).

However; not all the studies confirm this and this c(Juld be
!

due to the fact that impramine is a non..specific ligand and

ante-mortem drugs can infl uenca it. It may also be due to the

asymmetry of 1m; prami ne bi ndi 09. St",.n1ey and Stanl ElY (1990)
o

mention ,~tUd1"?eswhere"it 'was found that in controls the imipramine

binding was higher in the right hemisphere, whereas in suicide

victims it. was higher in the left hemi~phere.
o

Ccl ~trr2 receptov-bindi31!J studies
~i

Some 'stUdies .have shown an increased ntimbl~r of 5Hi2 receptor's
~ (I

"ttl. fhe prerr6r;ta1 cortex" ,of 6 $u'icide 'yO; ctiiU~l, cespeeHlHy vi 01ant u
- Ii

sUicides (Mann M; aZ~ 1986, Arora and M~hter 1989~ There
"

was. however, ~lso anincrease in 5Hi2 binpiing in th~ pre.frontal

"cortex" of depressed patients (Jdying from natural causes. This

m,~YSU99~~t~that part of the changes in the. 5liT system may b(f.

due to the!Cpresence 9f major depression oQ1Y (Mann et a:1, •. }98?).

These findings of increased 5H12 reeep.;tor ! bi.ndiog sites mean
i\

that there is a compensatory 'f,~crease in the ~!ost synaptiC hi nding
ii

's~condary to & decrease in the pre ..synaptic iriput~
,

" ,
l\
I"
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703.3 Conclusion

In suicide victims one finds reduced 5AT and 5HIAA in thp.brain,
reduced 5HIM in the cerebrospinal fluid, reduced imipramine
binding and increased 5HTz receptor binding. These findings
are all consistent with hypofunction of the 5HT system.

Antidepressants produce the opposite eff.ect, making more 5AT
available, and this may account for their antidepressant and
an': isutctde action.

Because of these biochemical findings, it maY be very important
to do prospective studies, to try and predict suicidal behaviour

in patients at risk.

1.4 5liT il-ndAnxiet~

\) \)

In animal studles, the threat of punishment madiff-!as behaviour,
o

o ~

eyen before the shock is delivered. oThis threat of punishment

is the animal beha~ioural model for anxiet¥ and fear. According D
, \\

to Deale;n (1990h the 5HTcneuro(.{s mediate the e'ffects !:If threat
,i' .. £

\'of punishment on animal behaviour.
(J

Anxious peQ.Qle have", the susceptibility to form conditioned fear
, (_)

II

re~poll$es w~ich make tht:lm very sensitive to aversive s,timul t,
. ,\",

"~I

An*tety and depression often occur tos!ether and there is a spsctal

asslociation specificallY betw6'an dysth>'ffiia and anxjety.
C il "

\,
\t
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In anxiety one finds 'increased 5HT2 or 3 receptor transmt ssfon,

5HT2 receptor ,antagoni sts have some anti pun; shment act'j vi ty

(Colpaert et: aZ. 1985) and Ritanserin, a 5HT2 antagonist, shows

antiolytic activity (Ceulemans etaZ. 1985). 5HT3 antagon'ists
may also be antiolytic ~ it was shown that Qndansetron was effC!c~

tive against anxiety in animals.

- Benzodiazepines reduce meurctransmtsstcn and the 5HT1A agonists

and partial
j
Q.gonists (Suspirone) have ant:iolytic ~ffects (Gonzales'"

Heydrich and'<>Peroutka, 1990). Repeated adminBtration of susptrone
~:):'(~':J . _ _ _n
Causes 5HTz receptor down .regu1

D
ation (Deakin 1990).

(
J~'-'_,\'

7..5 ",_it ,and"Aggression
,~'; - I)

c

u
a

There is a clsa.., -assoctatton betii'een 5HT levels and agg~essi()l).
Q 0 - [

(Brown and tinnoi·la" 1990J. Pre$ynapti~ SHT' function is morel
likely r~lated to 'the trait of aggressivity than tl) vulnerability

1,'

'I .0,
i(\

I:i,)
"H :)

Very ~ ow cet~ebr.ospi.na1 fl ui d 5HIAA1evel s were fOU~ld in cr~fllinaIs
. !~

o i~

wi th the 047 XYY syndrome who were institutional i'~ed because of
;;' ,-;:.',~ 'l);' f:; " , r-~ , }

violence anct, a~~fe$siQri (B1oulae et 'at." 1980). l.ow levels are

to depres,siorl {Bl i.er ei: at. 1987}.
l}

a
also assoctated with hot blooded" murders, rnot~e" $Q than with
premeditated ones.

h)

"low 5lUAA l~vers

Ii
It seems as if there is an ,association betwe.en". ' " Ii

,'f iI

and impuls1!\vHY and" lack Gof i1~p,~J$econtrol,
(~occar(1 8t at; 1989).

-) \)

o
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Suicide is seen as a form of self-df rected aggression (Curzon

1988). Reduced 5HT levels corre.late positively with the degree

of vtclence in suicide attempts (Traskman at at. 1981). Receptor'

studies show that violent attempters hav~ rncraased ~J(1r2 receptor

binding (Stanley and Mann 1983, Mann and Stanley 1986). It is

not clear whether this is only a marker for suicide, or whether

it is a marker for low impulse control and aggression.

106 5HT and food Intake

5HT regulates carbohydrate intake, and tryptophan enhances 5HT

release. In animals 5HT,drugs decrease carbghydrate consumpt;ion*

JJ

When ope consume~ feod rich in c(l1fbohydrates, but low in protein,
.-, i

th~ ~~asma.. tryptophan" t'atio increases and that stimulates

iI ,-;:::'.1

brain tryptophan uptake with increased 5HT release.
\' 0o

~
,,5HTneuroty'a(hsmis~~on ts l'ncreased by drug~ U'k~\ D..fenfluramine.Jt~

" . ? .•. . CJ . '. '. 'whichc block the. re",uptake Of 5HT and increa:sa the. ·release (of
"

00
i)

5HT from the presynapt.ic termina.1s. When p.atients with carbo ...
')

,,() ..., _ _ .{J

hydrate craving are given O...fenfluramirie, it reduces the (jinhke
.. D

o 0

of carbohydrate rich snack food by atleast forty per cent (Wurt..
i\ o

\\man ~ 1988) ~
d' r>

o CarbohYI~rate, craving is t~,specia11y noted in patients with low
c, 1\ <:\

<,)IlOOdt ~\remenstrual syndrome and in seasonal affect; va di sordet'
Ii

H~'frtma~)1988). In seasonal affective disorder, one finds that
in m,"id'~autumn:lwhen the daylig~t hours get shorter, the patient's..\1 .. c



calorie intake in sweet and starchy foods increases dramatically.

There are also associated features of depression, fatigue, lethar-

gy and h~p£:rsomnia. In Spring, thet's is an intake reduction

of seven hundred to ei ght hundred cal ori es per day as the day1i ght

hours get longe.r (Rosenthal et: at. 1984).

Patients with a low mood who crave carbohydrates, coY'rectly

anti ctpate that carbohydrate rich food will make t>'"''U feel better.

The increased 5HT·release which follows the bing~,),'has a "similar

effect to that of.antidepressant drugs •

.§ome of the 5HT re-upteke inhibitors, Ji~ flu()xetine, cause
:{{

'wei9~t reduction tn depressed and non-depressed obese patients

\\ (Cooper 1988$ Montgomery et: a"b. 1988)':

('J
Halm et aZ. (198'61:, t.reated patients with anorex~a narvose with

5HT antagoni'$ts (cyproheptadine') and ,. found that they induced
'::1 -

appetite and" resul ted in· '~•."slight decrease .:in0 tire t'ime it took
cU

to~regaill nOl"fiJi;tlwe(ght.

1.'1 0 §HI and AlcoholiS!'i

, ()

5HT activation reduces alcohol consumption and the sh9rt, term

memory defects associate.d ..wittl alcohol ..abLise. Gonzales-Heydrich

and Peroutka (1990) descr·jbe alcohol:t~s who were treated with
C',

buspirone, a 5HT1AlI ,partf.~l"! agonist. These patl~nts ~{ere
,-,. ",.~"',.'.

''more compl iant on m~dicatiow\: they had less al cohol craving

and 1ess p sychopatho'l ogy.

70

(J



71

7.8 5HYand Schizophrenia

5HTg antagonists have an inhibiting effect on dopgmi.ne functf on

and may improve peychosis (Gonzales ...Heydrich at!d Peroutka 1990).

StiT2 antagoni sts seem to be effective in the treatment of the

,1')egati .....e symptoms, of SChizophrenia, while at the same time tmprov-
\\

;0.9 extrapyramidal side-effects of neurot ept; C$; (Gelders et: at;

1965, Janssen 1988, Gelders 1989).

1..9 5IIT.and Obsessive Compulsive Disorder
.' .' .. il

(f

if

Il

Obsessiv(~ compu1~ive disorder seems ~/ Qe a II5HT:::rlisorde,r II "
. . \\ ... . ..P:laceboiJ contrOlled ,studies have ..consist~ntly sholim the signifJcant

advant~~e'k0f' clQm.ipramine and ~Tuvoxamine in this disorder.
n

the effect 6llPpearS to be. di ractly anti-obsess; onal" rather ;f;'han
_Or:;- -~-< .''-'-.0' -,', - - o'-,r_{.) - ,- ., \;6 -,;;

dependi,rig on.,an ~~tt~epre$SMt -,·.affect. The oant·:i ..·absessional" c•

.effect is "mediat.~d by Us t~Hj uptake inhibiting activity {Perse
-;i

(fJi; at. 1,~e1.,Gopdma.n et at. 1989).

{}
.f; Ii

C

G ..~~ cJ

SUT seems~'!t6'up1ay a part j,n 5J eep~. since th~ 5HT2j, antagoni ~'tj

Rttanserin~ dramatically tncreases slow wave sleep (Idzikowski

i,\

,I ('

'-'

o
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7.11 5HTarid Hi !Iraine

The 5HT1D receptor, which is situated on or near cerebral blood

vessels, seems to !)J ay a role in' migraine.

;~;~-~~potent and selective 5HT1Q., agonist, Sumatriptan~ causes
;~... ~ ,

v~$_l:lcpnstr~ctio" of the cerebral \~¥''7erie$ and is effective in

''the acut~, treatment of migratne--" wi th minimal si de-effects.

(Doenickeoet al., 1988) .•

"In the tH;;ophylaxi.s of migraine, 5HTz receptor antagonists like

o lTIeth;ser~t~J'.~Z~~·i1en, "cyproheptadine .and lisuride are e.ffec'"
r,' ,1,_,"(,'" ,,'"

t-iV~. r~1!:y\ta;~e effe(;tive because dr;e to the 5HT2 anta9~rJjsm,
;-::.~-

Q ~~ -~

the metaoolism of phosphatidyUnositol and arachidonic'" a~id
Q c '\ '

'is inhibited, and this,l)cau,ses a sterile inflarriii1atory reaction
<;- -', - - - ... ' - -- - ... ' - ", -,i\' '.- - - ,'- - - - -,' ','

-"" .. .... ' \)in the brain vasculature Qantf~d)fr~v~rtsmigraine (Ceulemans et: ~t'f
- ' , ' v

198£>}" They are, however, rr.not effective i~ the acutJa eptsode
:- 0 --;]

when the inf,]ammatory reaction has .alrea'tly $tarted.
D

~
7..12 5HTand"Pain

"

5HT ,:sE1emsto be involved t n pai n t because W~i p 5HT is appl iad

t.o (b. blister, it causes' pain. SHTs ant~9'brrists Jnhibjt the?

pain" and tlle inflammatory fla.re respense, .(G,~nzales-H~'ydrich
and Peroutka 1990.).

If

\).
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1013 5HT and Nausea

5HT 3 antagonists are new potent ar,ti-emetics, especially in

cytotoxic and radt at; on induced emesi 5.. TI1{ls eff~ct is med; ated

via the .5HT3 receptors on the vagal afferent neurones or in

the 'area postrema (Gonzal~s-Heydrich and Peroutka 1990).

c

11..14: SHY and Gastro.I!ltestifial Motility.Distu.rbances
o

\~

In the carcinoid synd'Y'ometbe gastro intestinal disturbance is
.-.PI

caused by overproduction :of.. 5ft!. SliTs antagonists re1 leve the

diarrMeat but not the flushing (Anderson et aJ'. 1981). II

{','

The treatment of hypertension may be mediated vf'a the 5HT1Au I)
receptor~

The 58T2antagonist¥ Ketanserin. has been stuaied ill peripheral

o vli),scular' disease, thrombosis, emboli ittld cardiopulmonary eme~".~

genc~ies. (Gonzales ...Heydr;ch and Peroutka (1990)~. C:\
o n

n
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CHAPTER EIGHT

3~ ANTIDEPRESSAN1'TREATMENT USING 5HT MANIPULATION

8.1 Introduction

Depression involves an imbalance between reduced function. in

the pre ..synapttc , 5HT1 receptor systems and enhanced function

in the post-synaptic 5HT2 receptor systems (Deakin 1990) ..
"~t'"'\ ..-,,~,

"'-, \,.....~
Many antidepressants reverse this imbalance by eithef-<"~ing

\~
511T2. receptor a,ntagoni sts or- by inducing 5HTz'recep~tliZjdo;", ''''\

regulatit>n. ..',~v.~'~?u~l~H(~all 'effective MtidepreSSo.~,~~l_gu~~n~~"'<~)
" _ ': ,' _ _ _ _ ',' __ ',_ _ _' .,' _ _ ,_ _ ~.,_-. H' ",./I':'p ,,' t;;

gel.lrotransmissiorr .across 5HT s~ri'apses after long tern~i~;~~~t.,not
. • , " " ' , . )l_"", ' ' " . ., ' t;,j

shOrt term administratton. (~elgaa:O~\,f3t;al:•. ~,990). The 5HTo$ys~em
0, " ,I' (\,

may represent ,a noal common pathway underlying, the itherapeutic

effects. The,,,specifJc mean's by whi'hh the functional enhancement.

is. accomplished, v,~'ryaccor;d·~.n9to drug class.
~ ,I

-(f.. ,~~,

three areas: "

{a}

(b)

(cl

The" fi ring rate~, ()f tile 5HT neurons
._Th,e effiooc/bf $yn;Pt,ll~ transmission
\J - ,-r, , d '.\\

The, sensitivity o'<~r{~i\ipostsynaPtic refeptors

o

o
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TricyclicAntid~res~nts

Frfcycl ic dY'ugs are the most commonly used agents in the treatment

of depresston, It is \>len known that they have a delayed there-

peutic onset of action.

During the first fourteen days of treatm,_ht, there ts no modifi-

cation in the fit'; 1'19'activi ty of the 5HT neurons or the terminal
i

5HTauto receptors. ,

!i

After. fourteen days I1Qstsynaptic sensittzation to 5HT OCCurs 0

in the hippocampus, thE! dorsal ~red ventral 1ateral gei1icul ate

!1ucleh the facial motor nucleus, the suprachiasmatic nucleus

I)

and tbe s~atQsens(lry cortex (BJter e,#at. 1990).
!. {i' q,' -r, o

be medi'ated ~Y the SHT1A r~ceJf,or. The clt;tical (-relevance of

this, is th(1t "the postsYlHiptic sensitization °Q,ccurs in th~ I~re;~s
,; "", 0:' ':" \e/' ':..;-:) ,I"

of the bratn concerned· with ,behavioural tllf1ctio.ns in depres$lil'-ln •
.' '·dl

'. . •......... , r o '.' ." .
The time coUrse, for ..the S~J1.~i.:ttzation to develo{t)',;!iS ~Qn'Sistent 0

with the delayed o~$et'.:·Qlt~hher(Jpe~tic action' in h¥.1!l1~S (Pr'iye
\, . ;'

et} at. 1990)>>

Longt~rm .dt~J~y.cUc antideplress~"t!:) trea't;ment increases the P=:fo...
"Q

1ac,\1.D,,~espO,rtse to" t: tr.yptophan (Cllarney et:at. 1984), but "tMs
\, • ....., . . . .' S'. • • . . "

response does not differentiate between ant1deRressanto responders
!jo . ~

and non-respenders (P~ce qt at; 1989). there 'is a1so no ~ela...
,. a

ti onshi P Ifetween the magnvtude of the prolacti n re~poi1se .ando
~ . . . .~. .' . . . .-

the cl tntcal ~ratil19s of the antidepressan,~ ··effect. ,
J'.j



8.3 Electro ClpnvtJls1ve Therapy (Een

The effects of EeT are very similar to those of the tricyclic

anti depressants,

After one ECT or repeated subcsnvul s'; ve shocks" there is no

change in the 5HTpathw'iY or receptnrs and no cl Intcal response .•

Bu.t after seven ECT' s the ascending 5Ht pathway is enhanced

and there is sEmsitizatit'fl of the postsYrI/aptic 5HT1Areceptors
., "t

ill rats (BHer 137; at. 1990) as well as tn tncreased number of

5HTz receptors (P'l aznt k ei: at: 1989). J!

! j
IjI
I
ff \1 ,~

biochemical effects as °tricyclie

I

8..4
,

.§1!~ep Deprjl:Yiiti<!!!,
i
i ~

Sleep d,!~prtvatio~11h~!s the same
j' Ii
I I "

antjdepressants, a.l1d IECT.
,,~, cI"~

'a.s MonoAmt~J! idase Inh1bit~rs p

,/ )(
In the human'",brtl~lnmono amine, oxidase (MAO) exists :In two forms~

,if .:!
i('

:oA and B. MMJ-A dlltaboHzes 5HT and noradren.aline. )fhe,ii$electiY~

MOA..A inh~bitors are effective! anti depressants t because they
'i ... . ~

enhance the ava'l abi 1ity ofF Slil' and noradrena'f1I1e. Arter two

dit~~ 'Of .treatmen1i$ the firinol rate of the 5HT netlrons in the
.\,'v' .:;;') I_ 'I::W. . '

\-,'

dorse1 \";~phe 'is .m!\lrked1yredut:~d$ ,~~'~;:then it gradually recovers
'... -/,)-/

to nonn~:l after t~l£mtyone days 6* treatment.. Tht~i is consistent
Ii

ii l~ . . '

w'ith th'e deftwed t'\,erapeutic laffect.

76
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Because the MAOinhibitors influence both the 5HT and the nor ..

adrenaline systems, it is important to note that Plaznik eb al.,

(1989) claims that the 5HT neurons may be involved in beta-adreno~

ceptor downregulation. Noradrenaline may also be modulating

5HT transmtsston. These int(;;![[';)'ctions nmy be cssent ial for the

anttdepressent and anti suicidal effects of these drugs.

MAOinhi ibi tors cause an ; ncreased pro 1act; n response to L trYP-

tophan at highlevels.

8.6 L.Ulhium---~

Lithium snhances the releasable pool of SR.T: There a,re conf1ict ..

-1og resul.;ts wi'th regard to the effect of lithium on the prol'actin ()

response ;;td L tryptophan" This may be due to, the factD tha~'

Lithium m~\! have diffl:!'rent eff~cts on 5HTofurI,etion in mood dis .._J ,- !.::\ ',~

(l ) 0
(I,;:_

ordered p,atiel'lts and' healthy '?subjects. (i(,Price e't at; 1989, qJue

\

This ehhahcement effect of ti£hium "js oft~n used -'in refractory

depression (Price 12"1; at. 1989)
.~ r (/

C! ;;)

These drug.s are effective as anti depr.essants because they increase

th~ synilpt:lc availabi1i~.v of 5HT and they enhance 5HT transmission

(~sberg e1~ah 1985) secondary to ",9~sensitlzing the StiT auto~ .

receptor l()cated on the 5HTnerve ter1l1inals.
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The sustained increased availability of 5HT could result in

postsynaptic desensitization. This does not however happen,

because the firing rates of the 5HT neurons adapt (B1iel~ ei: at;

1984, De Montigny 1981). The firing rates decrease after two

days, after seven days they are partially recovered and by four-

teen ~a,ys they are back to normal . This progressive adaptation

of the 5HT neurons with decreased responstveness , is due to

reduced densi'ty of the 5HT1A binding sites. The enhanced synaptic
transmi$si'hn is probl'!bly due to presynaptic modification, but

',I

the 5HT re-uptake blockade will not result ill increased 5HT
i)

transmission until the 5HY neurons have resumed' their normal
fjrfng actiVity.~ Then the 5H7' transmission is enhanced) du~

).1· . ,(i fJ

tli) the \~eciuced'\icapacit.Y of the termi na1 5HT auto receptors to c

inhibit the releate of 5HT. The()delayed therapeutic effect
"

is the" result oft the prtgresSive recovery of firing activity

and the desensitizat,1on Q,f the teY'l'llinal 5HT auto receptor.
\;'Q,

~;~;.; ,,'J

Thee short ",term and lana)) tet'lli,/administration gft fluvoxamine,

~ ~electi~1 5AT re ...u,Pta1Jd'~e~~~us<!$ an t{:~a,'sed prolactin
" " " • ;:, c<· . , " ,, \\\)!

il response t(f~Letr'yPtdpb~rl (Price et a:ft. 1989). .
q. 0o!' \J /I "",,/;: \)

o

(! (J

(I

,the, 5HT1A receptor agonists \\lere uOr.iginaHy developed as anxto-~ (:)
(, :."' \)

lytic agent~jt but they al$o have antidepressant potential (Gold ..

o
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As with the other antidepressants, there is a progressive adap-
tation in the firing rate of the neurons up to day fourteen.

Thi s is due to somatodendri t+c 5HT auto receptor desenst ti zat; on

and reduced numbers of 5HT1tl binding sites in the dorsal raphe

nuclei (Blier~& aZ., 1990).

These d\~ugs are full ag611~c~i:;S on presynaptic re~!aptors, but

partial agonists on post: synaptic neurons (Slier 611; aZ., 1990)

! J, ....,
The ant1depr~~$~~#t'<,~,~;/'~~~n,~I,t~ a. strol1~ 5HT If'e...uptake blocker',

n' "I' '.I " . , .

but its ,major'/', I 'r... ~~nllJrophenyl ...piperazine, is a. potent
,'f\ A,.'j·\",fi ,:I II;,~stsynarvl;il. af~""r).'i1$,t •. ([ )!~

.~--{.,' , '. ' .~)'~~';}\;
1'1

II

1'1. H
The SHT a~;~~t;".ll$t prope.rties t~f antidepressants such as amitrip ..

! f'" i.\ f ~<;,. II

ty1ine lind mianseril1,~ are weH iknown.
,.' \1

II

I''\1\
Anoth~a"5HTz.'receptor anta90ni~ltlt Ritanser1n., seems to be effec ..

II

tive in anxiety disor:ders andl\dysthymi.a (Ceulemans et: at. 1&85,
itr i . . ..

'Jarone e1;at. 1986). :\
'I
I':\
ii 0

il
LeandEH' (1986) worked with a 1?5HT receptor antagonist, BW 501,

'I ' ,
',I

ry' whij::h works peripherally and "l\dQes not cress the blood ...brai'n-
:1 "

" 'barrier. H~ postula,tas that t~e peripheral action of the drug
induces benav.ioura1 supress ion l~n

I" ".0 Ii
IIouts; de the btoed ..b1ai n..barr; er, Ii
i!
Ii

rats (a" model for depression) o
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8010 Other Antidepressants

L Tryptophan and 5~hydro~;ytryptophan, the precursors of 5HT,
are effective antideRressents (M~11erei; a't., 1980). L tryptophan
also potentiates the effects of the MAOinhibitors and ctcmtpra-

mine in major depression (ShopsAn et: at. 1976, Walinder et: at.
~\ 1/

\\
}/1976). ;i

,
The antidepressant properties of carbenezentne (Post et: at.

()

1986), as well as salbutamol and clenbuterol, two beh2 ..a;drener ..

gic agonists (Lecrvbier et: at, 1980) are probab1y du~ -tp their
o \ ';:~~::t:t::.:;rt t~~ levelS of f~e p1a~~a L tryP.toPhin

8...11 ~q~lusion
~;i

It is "still unclear how some antidepressants exert tA'leir effects.
,~. 'J

\) and much more research will have to be <tone in this field .• Thf>
o

diversity of the ,,5HTreceptors will hopefully 1,ead to the develop ...
." 0

"m~llt of more. sel ecti 'Ie and e,ffeetive psychotherapeuti c g;~('ugs.•

II
"::::1

a
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CHAPTER NINE

g. RITANSERIff

gal Introduction

Serotonin (5HT) has been considered an important neurotransmitter

) 'in depression for many years.

Previous studies of the effects of 'SHTantagonists on 5HT turn-

over, were complicated ~ the fact that the drugs lacked speci-

ficity. They either had mix~d agonist-antagonist properties,

like qutpaatna, methysergicie or metergoline, or the antagonism

of the 5HTreceptor site was not the primary effect of the drugs,
Ii

as j!h methiotepin ~ cyproheptadine and pizotifen.

'When Keta.nserin was i;iiscovered, it opened new perspectives;

because it bound pri rnarily and wi th hi gh affi ni'ty to the 5HT2
(d

sites. Ketan$erin is und(!l" investigation as an antihypertensive

agent. The ac.tion of Ketanserin is mainly peripheral ~ nam:ly

vasoconstr-lction, bro~chocon$triction and platelet aggregation

(Garone et: «t; 1986). However, some patients treated for hyper-
,..

tension with Ketanserin, occaSionally reported an increased

feeling, of psychologico.l well ..being. This was .a stimulus to

explore the thymosthenic effects of Ritanserin, which acts cen...
()

tral1y (Reynt;jens et: a~. 1986).



Cbemi~liqrmula ;
6..[2..[4..[biS(4-fluorophenyDmethylene]-1-piperidinyl]ethyl]-7~methyl-5H''frhia201o[3,2 ...
a]pyrimidinin-S"one

I)

£~2II1iri,alidtmUlll ;
C27H2SF2NaOS

F

£iglJl''e 5 ()

F
o '.

(Xl
N
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9.2 PharmacolQgl

Ritanserin is a centrally acting, relatively selective, extreml:ly

potent and 10ng acting 5HT2 receptor an taqorris t , which easily

passes the ,:ipl00d brain barrier (Janssen 1988). It is also a

potent and pure antagonist of lysergic acid diethylamide (LSD)

and other centra11y acting serotonomimetic drugs. It is a new

I,Jfmzhydrilene piperidine derivative with the molecular structure

as shown in, Figure 5.
i I

(,)

o •o C
Mo

F

o
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In in 7)it1'o bindin,:!1 studtes, Ritanserin binds primarily and

lrlith high affini.ty (subnanomolar concentrations) to 5HTz receptor

sites. It does not interact with 5HT1 receptor sites even in

ntcromol ar concentrations.

Leysen ei: at, (1085) measured the dissociation time of the un-
!'

Iebel lad drug from receptor sf tes, and found that Ritanserin

dissociated very slOWly from the 5HTz and histamine - Hz receptor
\ \

\

sites. It di ssoctated rapidly from dopamine ,Oz sitesl i and with

mediumvelocity from adrenergj'c alpha one and alpha two s.ites.

oThe sloW dissociati.on time from 5HT2 sites is pf~bablY due to
',,>'

Ritanserin's ability to form an e.nergetically

:with these sites and not with th~ Ilothers.
Q . ~

At a pH of 1,511 R4tanserin is 2,6 times more lipophil tc than
Ketanserin and its dipole momentis lower than that Qf Ketanserin

(~

!J[-~\ ({
Th~·~l+level: veak at 1.7 ± 0.D6 ~~~s ..~~ the.~Mlf life
(T~) is'. 4 ±. 11 hours after a twenty fwe' mll1 igram dose of

~') - (

Rita~serin. However, tef! 11~1na~:~~~:~ ~Q not run parallel
to the OCCI.II)atioo of the/;,,~:~;~~~ Y,; ..,,sHGs,, l.eysen (3"/; at.
: ? .•. r;?", '"",,, t :::'
(1985) mention a study :dhere ra~;s!~~/~-'Nert Ritanserin orally

or subcutaneous);y, and While, the SH:l"~~ireceptor sites remained
1,'

ei1Jhty per cent occupied fOr more ;,'than'" twentyo four h()urs~ the

131 asaa levels w{~reundetectable· afte!( t~~nty four hours.
o
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9.3 Safety Evaluations

Studies done by Barone rat aZ. (lQS6) found that patients tolerated

Ritanserin very well. The most common adverse expertences were

somnolence and ,fatigue. These might have been drug rel atsd,

but tlJ~re was no general correJation between the intensity of

adverse experiences and plasma levels.

, f "
Van Rooy eiP aZ. (llgS7)Il, looked specifica1ly" at the cardiotoxic

e'f'fects 'Of Ri tanS~\rin. Healthy vol umtee'rs were g'iven ei their

placellti" 0." Rita.l1serifi five milligrams, ten tpilligrams or'twenty
'> i ',' ~~

milligrams. "In all the groups, the heart rate:t th~C:'blood pre's ...
DO'

sur~~ thQ PQ interval, the, QRS interval and the sj'stol ~.c, time
v

''. 0 "intervill Were unchanged. Hilwev(;Hi'J'the QTc,)and QTm ~s:1tervals
'~:__~

changed in ,fl dO~~?dependentoway:
>~/' .

~a)

(b)'

Dfive ..1111gr~nts..Rtt~n~erin, the i~r~~yal:'.,I«!rl' ~~~~r-ged.

On' ten J1i)lli~t~ams Ritans~rin" the \~nte)'.val,s we;re ~i9ni.fi"
1;W;-

cantly prolonged, compared to baseHhe. hut not signifi"
,";':1' \.1

cantlY,different from the" change~ in the placebo ~ro~p~
D OnL' twenty milligrams Ritanserin, th~ pr~yJ,gation ['was
statistically significant. Seven days aft€1r."dl~".s'~~ntinuation

,. .. .' ...,' c;", -_ 0

of "R,ftanserirh al1 't'he values returned to nQrmal. IJo '

I'
\I'

'-'



Ii

86

9.4 Psychotherapeutic Indications

9.4.1 Dysthymia

Ceulemans et: al-. (1985) studied one hundred and twenty eight

patients with dysthymia, and fOtc'}d that forty seven per cent
" -.

of the patients on twenty nrilHgrams Ritari~erin dld wen or

very well. In the placebo grof.lp thirty four per cent did well

or very well.

Another study by 6teyntJ~ns eb at; (1986) found similar resul"~sl
n"

They aJ so compared depress] ve symptoma"~ology in responders and
(; cO) -[) '- ~.

nOl'l"re~ponders. On the Hamil'tan Depression Rating Scale, the

non..respon'ders scored Jiigher fI.'t the start ofC}the study for h6pe'::
o

T'~ssness. early awak,ening, guilt feeluings, ~uicide artd qifurnal
. ,,,

variation. They c'o~fTuded that 'the best )'!~$u1t$ with Rltanserin
, ",,;, ,," ". , '0

war.e obtained "ill patients with dysthymic disorder without en..
"' . .(( (\"

dogenous features. (~

/}

• 0In a study done by Janssen." (l988) patients alr:~'ady shllW@{"a
o :~.,.

m~rked iloprovement on th~:' (hinic~l Global Impression seale,

even after only ten diil.yS \'[In Ritanse'r.irh ten mnllg\~liIs twice
t" \,\

a day. After fotr'ty days, sixty \~)ree per·"cent showed a good

:ior ~xcen'l,"it tb~apeUt1.1f~ct, rlte"Ham'ilton Depres~iQn Rat¥Ja'
Scale scares dr?~ped {~yil forty six ptW cents specifical iy. on

1/

the items depressed mood, early insomnia$) ,.a9itati()n~ 'psychic
:! ... .... ~

I.'

anxiety apd retardation. Forty two per \\c~nt of the pat-:ients.
~',~~ .. =;C,,' \r - ,)

'on Ritanserin had. a better thera'peutic, ,¢(ffect on Ritanq{in
n, ~i ,-

than with any-;S)ther previously" tried treatments for dysthymia.
~'- ~

,'_''''.

()

!.....,
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Reyntjens ei: at,. (1986) reported that the f'! rst observed effect

of Ritanseri.n '"'·15 improvement of fatigue and 1ack of drive:

patients felt 1ass ti red and more energet;i: and more motivated.

Overall, the patients felt less tense, 'less irritable, Iess

anxi ous and 1ess depressed and they W(~re,'able to cope better

with daily life and responstbfl tt+es.,

li
Benzodiazepines have been used in the tll'eatinent of anxiety di s-

II
orders for many years. They enhance the linhibitofY effect of

gamma..aminobutyr;{: actd (GABA) l1euronsand t~iiS inhi:bitOry effect

reduces the serotonergic activity indir~C'ii;lY.1 "
I
I

'iJiffE'rent classes ,of antidepres$ants ali ~use down..regulation
I

of 5HT.2 receptors and they also help" in the itreatment o'F an~iiety

dlsQrdel's. I}
I H

~thet~Oli'ne. :h~ 5H1. Mtagohfst. shows an t.punl'shll1enl actiVit;'
in p1.ge(m~:~obit iYjt "causes amd~\y .In" hu ~ns" The ~ieasd,n "Tor 0

} Q 'J ji ;:

thi$~ is th~p 'Meth~"gol'ln~ also has partHJ and mixe~ lY1sergic

at1d dlet)ly) ;lI\tde
o
• IlSD) 'lmtagonj tt. .~.;d.7foio~i$'ili.•.ilvfdl. It

may thus, '7~US~'l')lrti a) LAD-lib sUbje~,~•• ,effects /"1n,,,~m.ns
f~r inst,a,rtee '~nxi.ety, tension ,;,and dep.llr~.•essed mood! (Ceulemans
et: a~. 19135). .rr>.~,../

I
C\I:i

d ;! o(i
I
I

Ri~Jn$erin is a better drug to study ,,jn anxiet~,' !;becauseit

\liS a pU'i''E!'LSD antagonist with no 'LSD 1ik11 agonist a~ti~itY. ,"

I
I' \\
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Janssen (1988-) showed that there. was a good to excellent res;,onse

in seventy three per cent of patients with generalized anxiety
',\
" \,

disorder, after being on Ritanserin for four weeks. Even after

one week!! there was an improvement in insomnia. {(The patients

felt calmer, more energetic; less anxious and depressed, \'mbre
{i

sa.ti sfi ad ~nd tranquil, and more socj ab1e., Seventy three per
\1

cent of the patients felt that the therapeutic effeG~ of Ritan-

ser-tn was better than that of any previous treatment they had

i.l

Ceuleruans #f; (1985) {'compared the efficacy of Ritanserin
~., .. ," .. '

and Lo,razepam (four I'll;11igm~> in pati ent~ wi th genera 11?ed

improvement, on both ten mUligrams Ritanserin ;flfld four millig1"ams
CI - ":\

Q I)

L()ratepam. Fiv~ milHgrams, Ritanserin was f1ot, $uperfpr to,
plapebo., The p-o.tieAts o on LQrazepam had more sicle ...effec.ts, ,es-

pecially sodation and diz~yness, th'an thuGse on lUtanserin.
o

o ot di fferent dosa-ses, of 0 Ritanserln to four min_i grams j)iai!epam,

in p(i'tien~~ ,with ~nera1ized anxiety disorder. They found th~t

thEM~ewas a. marked reductio,~ of the flami1tOtf ATI?}lf3'tYScalf; "score
;) ..,,?

\', 0.0 ten milligrams RH,ansert'n, and $pecifiG~liy tne somatfc symp..

toms improved markep~y.

o

~~ c
.0

'~ ~

(}

o
a
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Studie,s using setoperone, a potent 5HT and moderate dopamine

antagonis1;, showed new possibilities for treating the negative

symptoms (lit chroni C scht zophrsn! a (Ceulema,)1set: al., 1985). Unfor ...

tun,~ttely, setoperone has a poor bio"availabi1ity, and more studies
h:t-:,\

c 'We1'1E(;' done using the more bio ..available 5HT2 antagoni st, Ritan ..

sarto.

RitclOseril1 causes a .redluction of the negative and affectiv.~
: -_ ~.

symptoms of ?chizophrenH1, such "'as anergia" anxiety) and depres ..

ston, possibly because it improves .,the slow wave sleep, which
, is ()ften3m~idre~ in SChl;~(lphrenic patients.

"., -'"_ 0 -,

o o

A'i1other very interesti og fact, is that the extrapytami da1 side-
I
I

'effects of neuroll;!ptics, improve sign1fica.ntly in! ,patients ·em
Ritartsa~. The 'l~ed~,C~Jono~"tr:mor wa$ very stri/king a~,~ this,

effect was~tel' conTi ~ned when, p~tiants wi ttl Park~'t,$Ofl's d:lse~se
I) \)

J

~2re tr~ated with Ritanserin (Gelder's et: az.» 1985!~ Janssen 19a8~
I~eldeY's, 1'989) fi,

(\

9,,4..4 Steeg
I,'OO'\.) .c,

Si'e~p 'i is ).e$'t~rif~iye(ian.~,o,f C~eatil iJ1lW.:H"tance"In/'I~bst p$¥ch~atri~'J "I!
ii", .: '~~", 0 1:., . (y_ c 1:',C'"b({: ','_" ' ,', () , fi ,'",_. l ,: _',' , j Of>-:) , ': .:

n ai$order~~ 's,~iiep...wa~efulness ~fs th~i,mairi human ~i¥bcr~iiafl"rhytHm.
!I d c. Q r:; (1 \ C': c

-, Q,

oo

(i
o o

"
c-'

(\
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Adam and Oswald (1983) did studies during sleep and found that

cell s divided more during sleep and that it took th~m less than

half the time to divide. The human brain uses one-fifth of

the resting body's blood supply. That means that sl eep is very

important to the body, to renew the brain IS func1;i onal capa-

bi1ities~ The glucose uti1 ization is reduc~~ by thiy::ty per cent
, "

'.\
dUl~ing sleep, which means that there is a lower rate of callular

wo,"k, which leads to a higher energy chat'go and stimulation

!Jf protein synthesis.
,

The generalized muscle 1~,?r'ie falls to
\ -:

itl> lowest levels during sleep especia.1'ly during rap·ir..\ aye move-
" :!t'l 'i(]

\Sment (REM) sl eep, During s10w wave sfeep, the mai!'l secrsttons
,

,i

of. growth hormone and py'olactln oecur, Secretions'vfii luteinizing,; - - - - - I; \'
)1
'I

:!hormone arid testosteroli.p.: ilre also 1'hlked to s1q;ep.
1[
'I

'\ /{/ __ '. ", _,' ,Ij _,: _ _ _ ' .. _. .. '. }'

T~e 5HT system' has 1/pn9 b~en COySider~d important,"'H t)1 or~arllr,a~

. tlcm of sleep. 1n aO'lmals,((. ~HT 1ev~ls~ ~Qr~~~~n.t;$posltJvely

':~itb the occurrenoo of slo}'l waVil ,sleep. ".When, the brain 5liT
" . "f) ). ,'1\

..:::: .. " /'level s are increased, by inject!n~ ~til,. L ,tr'yptoPh4~ or S..hydroxy ..

o tr;Yptophan~ or by stimul~tlng the raphe nuclei" or' by admi.niSter-
"1/ ".~ '.. .• . ' .' .' "111gl, t1AO inhibitcitf's., ~lQW w~lVe sleep inGrea$esi~ On the other

hand, wh~n the 5ft1 levels, are reduced by elech'olytic' lesions

(\

o

(.)

1/
/1

\J,)
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The concentration of 5HT in the brain and the cerebrospinal

fluid has a circadian rhythm which peaks during the night, similar

to that of growth hormone and prolactin. Human platelets also

show a ci rcadian rhy~hm of 5HT transport (Modai at at. 1986),
'·1

and they have specific binding sites for lysergic acid diethyl-

amide (LSD). These represent functionally active 5HTz receptors,

which resemble the 5HTz receptors in the human brain.

Idzikowski rat at. (1986) looked at the effect of 'Various 5HT

antagonists on sleep:

(a)
o

(b)

"

Methysergi de causes a lar~\~ decrease tn REM 51ee_p %nd

no overall change in slow wave sleep, although !Stage three "
o

'\1ncreases and stage four decreases.
\.1 0

Mianserin causes a decrease +n REM sleep t/lme!t and in

high doses, H: ,in~rea$es $10wWave sleep.

(c) FU 29...2.45, a" rni~ed 5HT and dopamin~. antagonist, causes -:
Q/ fifty seven minute fncreflse in s}ow w(l\'e sleep#) but

'\:_, .,

tolerance deVelops whhin one week.
(,I

Trazodone causes an eleV(;1n minute inCrea$f~ in" slow wave
" , fI' . . ()

sleep inttial1..Y~ anCl a thirty sev'en mi~ut~ 'fncr~se three
if ,': ", " ·f.,.-

o· .,

.,weeks 1at!~t,nd~ikowskf li"& aZ. 1987). co
\; ,,~ .. \1 ........, .' '" '(5

til) "~h.nse,.i1\etanges ~he ~leep ~r¢hl t)~ture ,ithoU"t prOdUCi~
inSomnia. '\~pn the .polysomnog.raph. Dlt decr~la$e$ .stages

one ~n~'/"6\\ •.•.•.•'·.··and i~.C.' .reases.s ...t.~,S three and, ,four (~lQW
wave sleep).. \ Patients report. .improvement in theD quality

o o· \\ c

a'hd the odepth "O:~ thei~'" sleep.

\~i \\ r 0

;\
\\

(d)

o
I)

'/

o

\
\
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Studies done to compare the efficacy of Ritanserin, Nitrazepam

and placebo, showed that Nitrazepam reduced the REM sleep as

well as the slow wave sleep. Ritanserin increased slow wave

sleep (plus ninety seven per cent), but it had no effect on

wakefulness or sleep onset 'l ateney, The REM,}neep was unchanged,

the durati on of 1ight s1esp was shortened from one hundred and

eighty minutes to one hundred and twenty minutes. The deep

sleep" was doubled, from ni'net.y rn-jnutes to one hundred and eighty

two rninutas (Janssen 1988).

,These effects are not only found after one single dose of Ritan ..
'-;_;';'_"

serin!l the ,effects "are persi,stent1y sustained. Id4ikowski (l987)
~, ')

showed' that the slow Wave sleep was pt;fsistently increased;
'0" '.. '" _ _ _ " _ _ _ _~f ", ,,- _ '''' __. __," _" _,' ; _ 0 _ c

the pro 1acti nand growt!t Mrmone responses to" 1. tryptophan were

,t1~Changed; 'and the pla~elet 5HT receptor binding was undetectabl,e

:t (,~~)'mdof the "tre@~;l1ent, bu<)lilt re<;,overed tw~ weeks after

wHhdrawa". This is bec,a~se Ritanserin MlldS to. th~ 5HT2; rec~p".

, n

otime.~ tt behaves .like a" vjrtually irreversible ligand.
'1-- -,

"tors with Qhtgh .affiI11t,y"> BecaQsG o'f its"very sJow dissociation
;:., (J .

o

After
o __ ___-_ _, _'.;

withdrawal ,:pf Rit._al1Serilh the platelet bi'nping recovers'.!.J becaw~e

'll :~ t~.e~diS;;P~'ran:~":d~Rita~s~~<n fi'om~MpIasma\11" ~hJ renew,.l
tif t~e pla\elet p'~pu~e)tiont ..or."b\)th. (J c, 0\ '"

, _'_ . ..' "''-_ -,

c' 0

Increlil's'lng 'doses,," of
co

wave sl€e1) signif'icantly"(IdzikowSki
", - - - 0

('

l~!)

RHan~eri'n' increase the duration of s10w

tlnd'Mills 1981) See f'igure 't,

o

o
o
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It seems paradoxical that 5HT antagonism increases slow wave

sleep, but slow wave sleep is under the control of the inhibitory

5HT2 and facilitatory 5HT1 systems. That is why mixed 5HT antago-

nists have varying effects on the slow wave sleep and why 5HT1B

blockers, like propanol, cause insomnia. Ritanserin, which

is a SHT2 selectfve antagonist, causes increases in slow wave

sleep. Idzikowski et: at; (1986) postualted that there might be a ,

link between the 5HTz initiated behaviour and the behaviour

it'salf, or that 'the 5HT2 sites modulate the 5HT1 responses.

(a)

(b)

fe)
C'!

(d)

(e) \)

(I

$1eep' di sturbances

chronic fatigue and decreased act'ivity 0

~) ,.

f~elillgQ of inadequcy and pessimism
decreased effectivenes$

a

"(f) (\ social witfidrawl

decrelised attention

(9)'

(~)
loss of interest

irritabil ity

~ generalized anxiety disorder and the ~egat)lve features of schtzo-
(I

phrel'lia (Janssen$ 1988).
,:,
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CHAPTER TEN

. >-lfl, METHODOLOGY

10G1 Introduction

Ritanserin is a centrally a;cting, relatively selective) extremely

potent and long acting 5HT2 receptor antagonist. It has been

shown to be efficacious in ;'dysthymia; anxiety and the negative

features of schizophrenia, It also has a significant effect

on the sleep architecture, producing an increase in slow wave

sleep, the deep restorative state of sleep (Cbapter 9).
o

The aim of thf's study was to compare the clinical ~'fficacy of

,,2~5 lUg, 5"m.g and 10 mg Ritanserin daily in a placebo controlled

\,lay~,in pat'fe.nts 'With dysthyrni.a and the clo~el.Y rel ated adj,ustment
\_\ . .: . ~,' . 1

disorder with depressed mood. It ~a$ impQrtan"t to obtain {nforma ...
II Co

"tion about the min'imum effectiv~ dose of R1tanserin in cthese
o

disorders. 0

\1

o

or··..''\!§. .;,. .

\\10..2..1 Diagnosis

An PQctel1tial patients were Seen at a newly formed dy.sthymia

cHnic at Tara, the Ii MQros~'~Centre. They were selected if

they expre.ssed feelings. of chronic depre$e~on with a fe.eli.ng
Ii U

o ~
of intolera'nce to these symptoms, according to:

1\
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Table 9 Diagnostic Criteria for Adjustment Disorder

A. A reaction to an identiflable psychosocial stressor (or multiple stressors) that occurs
within three months of onset of the stressorIs}.

B. The maladaptive nature of the reaction is indicated by either of the following:

(1) impairment in occupational (irlcluding school) functioning or in usual social
activities or relationships with others

(2) symptoms that are in excess of a normal and expectable reaction to the: stressor(s)
I

C. The disturbance is not merely one instance of a pattern of overrezctton to stress or
an exacerbation of one of the mental disorders previously described. •

D. The maladaptive reaction has persisted for no longer than six months.

E. The di sturbance does not meet the criter; a for any specifi c m'fn~a1 di sorder and does
not represent Uncomplicated Bereavement.4-------1r'--~----------------------i~--~--------~'~----~---------

TyPe~ of AJljustment Disorder. Code the type according to the predominant symptoms. Specify
the stressq;f( s) and its (thei r) severity on Ax; s IV.
309.24 AQ~stment Disorder with Anxious Mood
This cat;gory should be used when the predominant man'ifestation is, symptoms such as nervousness,
\1JOrrYf and jttt~riness.
309.00,J\djustment Disorder with Depressed Mood
This category shoutd be used when the predominant manifestation is symptoms such as depressed
mood, teiirfulness, and feelin~s of hopelessness.
309.30 Adjustment Di$Order·~ith Disturbance of Conduct'
This categorY should be usad when the Predominant manifestation is conduct in which there
is violation of the rights of others .01" of major age ..appropriate societal norms and rules.
ExampZes: tt:'uancy', vandalism, reckl ess dr·j vi n9, fi ghting. defa 1.11ting on 1egal responsibi H ti e~.
309,,40 Adjus~llt Disorder with Hixed Pisturbance of Emotions ilndConduct
This category· ShOuld be used wlJen the predominant manifestations are both emotional symptoms
(,~.g•• depressfcn, anxiety) and a disturbance of conduct (see above).
309.28 Adjus:tlllentDisorder with Mbed Ei1Ioj;ionalFeatures
This category should be used when I~he predominant manifestation is a combination of depression
and anxiety 01'" other emotions. The major differential is with Depressive and Anxi~ty Disorders.
ExampZi!J; an adolescent who, after moving away from home and parental superviSion. reacts with
ambi v~l ence, depress! on. anger, and ,51gns of increased dependence.
309.82 Adjustme"t Disorder with Ph,slcal Complaints
This category should be used when the predominant m/;(liifestation is physical sYlllptoms, e.g.
fatigue, headache, backache. or other ache,~ and pains, that are not diago9sable as a specific
Axis HI physical disorder or condition. L

309.83 Adjllstment Dlsorder with Withdrawal
This category shoUld be used when the predominant manifestation is SOCial withdrawal without
significantly depressed or aIlxious mood.

,.309.23 Adjustment Disorder with Nork (or Academic). Inhibition
Thf s category should be used when the predominant manHestation is an inhibition in work or
aCademic functionin!} occurring in a person whose previous work or academic performfir1ce has
been adequate -. Fre9uently there is also a mixture of anxiety and cI~pressl&~. ExampZe: inabi1 ity
to study or wrltc papers or reports. .... ,} }">

\\ .... ,ilt" .. t(" . .... . . '. " .' ":""" ,'. _':"~ 309.90 Adjus"blient'i)isordel' 11(;i: Oth~rwise Specified ... , '.. ..... ... .~. "." c, ':~:i'0
Disorder's involving .lJ1aladaptive rEl!lctions to .P~.Y4b~:~oci.\1J;'ist.l~e$SON~.tqa~\-aril.FMt <.lassifiable
as specific types of Adjustment" Disordei"", '~\!)nt~~:arr iQ1ltleqfat~ reiloi~~~L~~Qa diagnosis of
physical illnes~t e.g., masstve denia1"3n:"!, \ii(i;~c:qrr)liilnce. !\t;h~t 1)'iL f:\iO iM~adaPtive to be
categorized as the V code V15.S1~ Nonct)mpl1anCe\Wl~f'~1~rJ.5f.al Ji1fat~f~~0~(~i' 3{'lfl1lj

I.' .. '.·.1\'·,.> .. ./.'"
.. \; \

"..,
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SCORB

HAK~LTON DEPRBSSION RATING SCALE
(see annex for detailed explanation
Md scoring)

VISlT

••1••1•.•

15.. uypochondrlasls ..c~ .. " ., ,." (0-4)
• /1 (~

:\ 16. Los:l of welght .' $ iIOC''''';~''. u .." '(0-2)
17.. Insigbt ••• " " " & II '. (0-2) :><~'"

2. Feelings of guilt 0 (0 4)
3. Sulci..,••••• eo; ••••••••••••••••• (0-4)
4. Inse'JflInia (eArly) H tIl> "., (0-2)

5.. Insos;:nla (.. 14<1lJI~) " ..n '" .. • (0-2) i,'. d
6. lruli,ccnta (lat.) .......H,I".' ... "". h (0"'2);1

n I
1. Vork and ~ctlvitlelc>o U H ..... ". (0-4)::
8 R"t" ~ ~t. (o-~~,I.... ar~a on "'•• ., '!' ~.. '1111

If

9 .. ,lgltatlon II "' II II.... (O"'2~1
'!

.......... "'.. " " .. s .. .. ... (0-4'/)
II•..•..•••.••.••(0-4,

J
12. S<:mAtic sYlD9t..... gl'~to...lnteat., (vj·.j2l

Q !

13" SOQt&ttc aymptOfGS - generaf ...... (O~:n
• , , •. " i"'.i "14. Genital- symptoms .... ~... H. (O"'2i\~\t9)

. t,~

"10. p.nxle~y paychtc
11. ",.Anxclety ... t le

•Total score

..:--------.5

,
Body Wei ght (Kg)

I



Table lOeb) Hamilton Depression Rating Scale*

1. DEPRESSIVE HOOD: (sadness. hop(!less, helpless, worthless).
o = absent; 1 = these fee.1ing states indicated only on questioning; 2 = these feeling states
spontaneously reported verbally; 3 .: communicates feel ing states non-verbally, i.e. through facial
expression. posture, voice and tendency to weep; 4 = patient reports virtually only '.hese feeling
states in his spontaneous verbal and non-verbal communication.

2. FEELINGS OF GUILT
C = absent; 1 = se1f-t'eproach, feels he has let people down; 2 = ideas of yuilt or ruminat'ion over
past errors or Sinful. deeds: 3 = present illness if, a punishment. Del us ions of C:Ld1t; 4 ;:: hears
accusatory or dnmmci atory voices (md/or exper+ences threiltening visual hallucinatirns.

3. SUICIDEo ;:: absent; ! ;::feels ,ife is not worth living; ~ ::: wish2s he vlcre dead or any chouqhts of possible
death to self; 3 '" suicide ideas or gesture; 4 = attempts at suicide (any serious attempt rates 4).

4. INSOMNIA: EARLY:
o ;:: no difficulty falling asleep; 1 ;::complains of occasional difficulty falling asleep (more than
~ hour); 2 '"complains of nightly difficulty falling asleep.

5. !MSOl<WIA: MIDDLE:
o ;; no difficulty: 1 '" patient complains of being restless and disturbed. during the night; 2 :::
waking during the night - any getting (lut of bed rates 2 (except for purpose" of voiding).

6. INSOMNIA: LATE:o == no difficulty; 1 == waking in early hour'S of the morning but gOes back ,to sleep; 2 ::: unable
to fall asleep again if gets out of bed.

1. WORK.AND ACTIVITIES: . 'o '" no difficulty; 1 = thoughts. and feelings of incapacity, fatigue or weakness rel'ated to
activities; work or hobbies; 2. I:: loss of interest; hobbies ur work .~ either directly reported by
patient, or' indirect in listh::ssness, indecision and Vacillation (feels he has tc push self to
wQrk en' attivities); 3.'" decrease in actual v.ime spent in activities or decrease in productivity.
In hospital, rate 3 if :patient does n\lt spend at least three hours a day in activities (hospital
job .or hobbies) excluS!~ve of ward chores; 4 = stopped working because of· present illness. In
hospital. rate 4 if pa'tient engages in no actfvitil~s except ward chores, or if patient; fails to
perform ward nhores una~~i sted ~ .'

8. REtARDATION: (slowness. iiof tholl,::;ht and speech, 1I1lpai"'i!J- abi] it:; to concentrate. decreased mo:tllrt"
activity) :
o ::: normal speech .Md thought; 1 == slight retardation at interview; 2 :; obvious retardation at
inten.vi-ew; 3 == intervie~1 difficult. ';'\= complete stupm,

9. AGIlA1U.!tl; '\)
o ;: none; 1 ':"'playing \'lith hands"• hair etc •• d 2 '" hahd-wringing. na.il-bitjng, hair-puning,
biting of I ips. 0

.10. ANxU:n' PS'{CUIC:I
o = no difficulty."l ;: subfecttve tensipn anli; (ijl"ritability; 2 ;:: worrying about minor ::1attE:rs; 3 .
'" a,ppre.hensive attitude apparent in face ti.:j spee~h; 4 ;: fears expressed without questioning.. I

11. ANXIETY S{)r1AnC; ?hysiological concOlllit;-",t;s of amtiety, such as:',:, gastro-intestinal ... dry mouth,
wi. rid, indigestl(lP. diarrhea, cramps'll belching; car<l;(!'1asc:ular ~ palpitationss" headaches;
f-espiraCory '. hypervent;Hatfon. sigf1.;;:g; urinary frequency; $~ea\ing(_ '.o '" absent; 1 == mild,; 2 c moderate; 3 '" severe; 4 t' incapacttating. U

·12. SOMATICSYMPTOMS GASTR.O ,nnE~Jl"ALo ::: none; 1 .. loss ()f appetite but eating without. staff encouragement,. Heavy feelings in abdomen;
2 ;: difficulty eating without s~ff lIrging. Requests or requires laxatives or medication for bowels
or medication for G.I. symptoms.

13. SOMATlC SYMPTOMSGEHERAl:
\ 0" nqne; 1 ::: heaviness in limbs, back or head. Backaches, headachE:, muscle ache. Loss of \'energy

and fatiguability; 2 '" any clear'''cut symptom rates 2.

14. GE~nAl SYMPTOMS:S~tOlltS such as,!loss of libidQ. i1Ien$trl!~{:distul"bi:mces.
o '" absent; 1 '" mild; 2 ::: severe. !;I ::: not ascertained.

15. HYPOCHONDRIASIS:
o ." not. present; 1 .. self-aDsorption (bodily); 2 "" preoccupatir.m with health; 3 ::: frequent,
complaints, requests Ti)r help, '('tc.; 4::: rypochondrical delusions.

16. l01;S OF WEIGHT .~., )
o = less than 1 Ib (O,S kg) wei-ght loss in 'week; 1 '" greater than 1 Ib (0.5 kg) weight loss in
we~~; 2 == grea'ter than 2 1L1(1 kg.) weight loss in week.

17. 1~$Iti!ff:
o ::: atknowledges being depressed and ill; 1 ::0 acknowledges illness but attr-ibutes .. causa tc bad
food~ clImate, overwork, virus" need for rest, etc.; 2 '" denies being ill at all.

* MJlami1ton: uDe~elopment of a Rating Scale for Primary Depressive Illness".
Brlt. J. soc. c110. Psycnri.1 .§.: 278-296 (1967) •

. -'~.'~;_--- ........ .___~~ __ ..ot.l~ ....... _~ --. .,.,~.-,--"""'''':'.-~;r'-~-.."_.....--. ·.'J:~ ...............n~· ~~.- .. -~"~~T''_''_-~~''''''''''~}



Table lla and b

VISIT

a=3; b~ ..2; c=1; d::O·e:XCEPTforNo.s 7,11,13
where the score should be reversed)

§.U.' 0 ...... 0.0.

&.It •••. "••••• ~, •••• .,.} •• '"...• 1. , ••• "..
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--------------~----------"~-------------------------~~---- ..--~-------------~-.~
2llluo ttnd'f'Un. on,,, of the. ()pt:J.o~,of .I.r.;h of tb. fo.1l.mr.!q JS .lttMtl accordJ.n,
to l:tW,yC'J~ ,,~. fffU.~ nor Of' ~.rV'\h•• t: i:,.H~fDr the palt tfff!1d.""

r _i, '!uP'VIr,' •••d1' .nd ,\\l£. t ,60 b.ck t" .:1'''1',
.; dJII,' b) '_tl~.t C) I:Mr.l1

r .,t.fSI i;'4lQ badly.
I;

til ·1~."".t'
i!

il
Ii

l.

,
'1

t 1.1Il ,e.tld O{'fr;l,1j~tla\~tOI:no:. 4p~Jt.'.nt .r'Ui)n~
~. . .

•, ,In,, 11)'OV~£"lf' oJ t-l.ttlZT (JJ AJeva.r
II' III~ \

t f'dl~,t;1dMt'fl @d ,.d. 8(\0 Ii

.1.zJfr..' ,bJ ''';iW'~~\'' oj ro•• ly dl " .. t

... c ~ r /'fi.ll dl.t.rl'4'tISM \vb!.Q 1,I) Ol.tt:~.%oa". \,\' \ (,~ I 0 II \ \

",I' '" II) d~.lr~' ell} ·'''IIIt.imU '\ C) l:'t't)J.y ~) n.~~{'

t :'V~I\lGl'c.u .lnt"t~-=In t"qC~~~. \ \\IIott.: b) -~Ili!>' \'{ raN" d)\'''\
r;i c \\ \

i .t'r~l;tfQell.~'d'nCIf p.illt:,tl.t>a •• lri~(Ol" "l$d~l &ad Cl1,tf: ';};~¢OIflOd:.
i . . .'. . .' ." _,\ , _ ,;\ _ _ "" ,\ \\ _ ,~

M) allli,ill It) 4'tt)Jg,t.ti&, c) lf~te1.1 d) #'"1' \~
c \\ 1\
\) \, _ -\) \'; 'Ii ~\ \

, l.,' \\r ,UU\lJ.b. eo .do ti" tb.:llJ8' :t lIftltld to do. 'I \

I ';;a) ,d.." 11) .~ttar" ~) t:f".~i\r ::,dJ lJflur II 0

\ ~
, j'l

conUI14f ~/ •••
Iiq
H

\1

z.

J.
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1.
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D
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o
0 1
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8. I feel (lclllredpr t,rrJ.tied.

9. t teel thU th.re j, no poillt in lU,Io

d) Il.v.r

11. III tb1nk .it 1.. (fIu1 to do tb. th11l11 1/ u.f(t to doo
I

d) !ltV/II:

I)

l2. t (,,1cit:., or Joo.in, ~,b.l.nc"
o

"d) ll"n~.r

TotAl..

V'l'1' cdllr
anti ::.l.~.d...'. ..(.+,_ ... _ ~oaoII' .. _.

V.q ,nti'ou,
....... 111M t'tl~'tnritt -----'"__ .-.'11: .....

o

V~qcd#!
.llinc(. r,:',:tJ(i -------_,----------- V'iI" l4X'tO(,., '

.. tad t•.I2I0

1,00

D

D

o
o

D

o
or:, ,,],
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(a) DSMIa R criteria for dysthymic disorder (Table 1)

(b) DSMIII R. crite""ia for adjustment disorder with depressed

mood (Tab1 e. 9)

10..2.2 ~ating scales

Patients were scored on the Hamfl ton Depression RatinC:Scale

(Table 'lOa and 'b). For the item "middle insomnia" an initia.l

Score of at 1east one was requi red, for the 1tem uwork and acti-

vities" the score at selection had to be at. least two;o and for

the item "suicide" the) initial scorer; was not allowed to exceed

one.
;:11.k<,
,"\

coreHative exercise the L~eds\ Se,:,~ Eval~atton Scale was

scored crmc,omitantly (Table 11a and b).

"/1

\1.0..2.3. Age
I)
(,

the'pati~nt$ had ~o be older t~an eighteen years ..
I~

o

o

If"(-if

oi\y t.~ose ,)'a.nd remalepatients were included." .tlowevel,",
. ,,'

patients Who Were using. adequate contraception, those

~1ho had been sterilized, or postmenopausal women were 'inclUded.
t_J



102

Table 12

INFORMED CONSENT

PATIENT DECLARATION
Ritanserin is a r.lew Anxiety decreasing. and Mood elevating agent
which has been developed and extensi ve1y researched by Janssen
Pharmaceutica.

In order to remove all causes of bias in the study it is necessary
that the) fltedication will be compared against an inactive tablet
called a placebo tablet. Neither the patient or the doctor
win know exact{y wh!ich tablet is being taken until. the studyI,s fi ni shed. "

with any aspect of this trial

o

\

ntkCTORS DECLAAATION-i:\ \::<; > .. '.'. . • , \~, •

c T .~\ .~ " ."'-, c .... he'h~by certify that r have' explained
thF:\abQve trial" and attendant' ri sks to the above pati.ent; '. "

\ \ •.. " '1 \' G

\
\,

r,J
\)



10.2 ..5 Informed consent

Al1 patients were asked to give.jnforrned consent. A full explana ...

tion was given to patients about the disorder and the tr7..- ,

and a lot of time was spent answering their questions Ot queries.

This increased the compliance (Table 12).

10.3 ~xclf.1sion Criteria

10.3.1 Patients suffering fram concomitant mental fl lnass other;'

than the target indication

(I

10..3 ..2 Pgltients with se~tous phY~ical illne~\s aff~-cting the. .. " . J .
liver, kidneys .qr .ttt,yro1d.

o

'(~) Angina secon<fary to .arterioselerotie di"seas-'e.

(.d) D Congestive heart or ~ft vantrivular .failure. o

o

te) o
Right Ventrioular failure seconda.ry ~1 pulmonary
hypertension.

Wolf.. Parkinson.Whi~"e "Syndrome.
\\

Prolongation of Qtc in~'erval
CWo

hundred and fifty miH:iseconds.

(f)

(9) gre1rr than tour

l~
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10.3.4· History ~f abuse of alcohol and other psycho active drugs

10.3.5 Women who were breast feeding, pr'Elgnant or likely to

become pregnant. Pre-menopausal women had to be using

oral contraceptives or an ii1tra ..uterine device.

~, 10..3.6 Patients with an initial score below eight on the Hamilton

Depression Rating Scale; with initia,l score below one

t t\ "middle insomniau; below· two/for "work and activitiesll
and above one for IIsuicide"~i,1

'~l10..3.7 Pati~nt$ younger than eighteen years.

o /
10.4 Concomitant Medication / D.-,. .'~.,'," '~-- 0
", ". . .' '. 141

'
p~~ient~ were allowed to conttJue using medication taken for I:)

\" '.' .: flichronic organic d,isorders, ~xCApt for beta."blol.lkers, which .had
x" it I· \i
\ ',' ,i'"

·'tt)\;pe"discontiriued:oo·~No P$yc~'.~tr()pic drugs were allowed,Oexcept
!\\ " . '.',",,'. . ',/" _ . _.. _... . . _ c:

~eni~dia.Z:Pinc;,es,"and only y',,~he().pat1.entf.) wef'a alr~acly on con..

Irtr~lt~\dtienz~diwtePine thei P¥. and the dosage had '1;0 stay the"
n ' '';.,,' (3 '" 0 (\

S~mf,h

o
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10.,5 Study Dasign

10.5 ..1 Medication

The patients wet~e supplied with active tablets or placebo all

;,dentical in appearance from Janssen Pharmaceut'ica, Beerse ,

aef.;~rn. The first seven days the patients received a single
\ /

b1i,~d packet of ~,lacebo tablets s'::i it run in period. .After that
'. \" ' \\' . \1
~,') tab1ets wer~ 0tlispensed in a double blind way. The daily

/~.' .: .r;' \',;:,

dose was one tablet'\;!1n the morning after" breakfast with fifteen
. ,\' 'I'} " •

",v,:"

patients recet,{i'1j 'Rf't'~~seY'il1 two point. five mil1igramst fifteen
,0:: . . "\. ;~'i.,

rece1vi ng. fi ve mi1Hgra:ms $ fi fteen recet vi og ten mi11igrams

~nd.fifteen reqieiving ma\ch~,ng place~~1tablets.
\

c \

'"C\,\\.tu.S..2 Evaluations \
\\ .:, v:
\, \'",V{!-,

\. i\~:(~ •
\(;,_.\>f' -

The pa'tients wet'e always evalu~~e \?~bythe same clinician. They
" /" ". . \\ '\~\\ "

we,re seen o~ ,the day Of selectiut):; ~~ ~nn~after' ,f)he ,Poe week
'\ '\{\I),. v.,

" pntc~bo run .. in period (day 0) thell,,,,\ ~wo weekly interval SD 0

day 14. day 28 and day 42.. \ ~\I!"
~~{."

\ Ii Pi 0

The following excaminations were done:
(a) Behaviour exa.ination

\'1
C}~J

t;;·
d
I'

'"Ouri rig every vi s it scores WtH"e" done <>1'1 the' Hah,li1 ton Depres'"
6 .li \)

s101'1 Rating Seale, the Leeds Self Evaluati(n \Scale, and"
the Average Clinical G,lobal ImpreSSion'" Scale '~iible 13).

\
Side ...eff~f:Js were also 1"isted on Table ,14. \

'\'
\
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OllnlcslGloba/lmpres$lon CGI
Patt1

,\

-,.... ~VlIIIWlte

j - t'<I C") ... tn
i i - ~

..
:> s ~ ~
D-7 00 014 028 0 42

9

0

1
2
3

4

5

6

:If
1

2
) 3

,.

-~
5 c>

,,; 6

I'" j
.,..

"''III M .... ,n "
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~,!j
\\
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Not ill

Barely ill
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Side Effect

Checklist

Vi s+t 1
(Recr,Uitment)oay~7

Visit 2
Day 0

**

Visit 3
Day 14

**

Visit 4Day 28
Visit 5
Day 42

* ** *
I,'

* * ** **
1. Patigue

2. IJroh'siness

" ,-~. AggressiVeness
(

*

'I'. Tremor

8. Dizziness

9, Slurred Vision

'\

1\ ,

\,
\", ,

-.

,\

I"),)

\t()~ 1I1ilavyHeaded
"""',---,-------- .........-1+-'

J},' Li~ht.lleaded_j\I,f...'..-!J-...;..........--I-----Jff---+---..--"'*')----+ ..........---fI--~+---~_H_--71--___l
12\ Headaehe \~\

'1;:',concentrati on \r'''''' _J+._---l--_,-'""'""It--""'i------tl-f

L' 14.• S'peech Difficulty t
. '''--,,41_.---I,------tl---+....,....--I+,..-.....,.--t----J~--l__--+l_--+_-__l

15. Or:~\'Mouth
~~~~--~~--~~ __ --~-----~--_4_---4~----l------+l_----,~--_J+._----4-~~

, ie. cQn$tipat~on
~ '~----- __ ~--~h_--__t-- __ -- __ +l---_+~ __-#__~~--l-------~~~--l------+l---~---tr-
17. Nau"S\~a JI

. () " \~ II.' ".., -111""'1 J..- __ •.u-__ ...I.-.__ ,.JJ,... __ --I-____

* Degr,ee: 0 '" AbsMt. 1 '" 51ight (Not un~l')mfortableh 2 = Modera\r8 (uncomfortable). 3 '" severe
(Interruption of Medication necessary)

**Frequency: A,"" at onset of therapy. bii", aft,=r each dose , c e continuously.

o
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Investigator: •••••••••••••••••••••••••••••••• Med No.: •••••••••••••••• Pat. Init.: •••••••••

Parameters

r-.----.------------~~----------~---------r------------r-----~--
II Day 0 Day 42

Units Normal (- end rUI1- (- week 6 of
values in period) DB-medicat.}
Date •• 1..1.. ..1..1..

HEMATOLOGY
(x 1012/&)RBe

(J

G1ucose {fasted} _(wl0Q me)

rHematocrit (g%)
Hemo~lobin (mmol/e)

r~~Be~ 4-~(~X~I~O~9/~eL-)__ -+ t-__---------i ~
D Tota 1 neutroph"ll L_ ~-I-_\l!!.:n{_._~~---t-------t--------t-----~i -
f L.Ymphocytes (%)
f Monocytes (%)
e 1\
I' EOSi,.:.:.n:::.lop:.:.:h..:..i1;..::S........, --+-----'7.( ",:-,%''"'-

[jaSOp hi] s in
Secmented po1ys l%J
Pl atelet count Jx 108[1)
Sedimehtati on. rate (l"~Jt~-'+-__ l--.l.!:(lmm~,~:.t--)~ ._!._-__ ~ .........~ __ -"..t:-------'------~-

1)
BLOOD CHEMISTRYr-------~------ri ~"~'~--~------~-~--·----_r----------r--------~

~S~o;..::d~iu~m~__ ~ ~--~~~~m~qLtl
Potassium _[rJf?M'.tl

\\

II

'.~ G1obul in.~ (g/100 me) ." !

~C~h~o~le~s~t~er~o..:..l~ ·-- __ ~I~{~lm~g~X~O~----_+----------_r~~~--_~ __
Alkaline phosphatase (VIe) i

AST (GOT) lWU
ALT CGPT) lU/t)_

\\
c URINALYSIS

Albumin

~G~l~U~co~s~e --~~~~ ~,'~--~_~--c------_+------------~------~--
Acetone .... '<_.~... " !L, ~\p::;::;.::.:::.:.;.::::-_- ~.>,;,..J. -4k.\ ....y..,.......,..-.---..l- .........;:...;:.:....-I- ........~-- __ l--_

Microscopi'c examination "... it it .. ~ tII._."·,, f)\jj,.., .. iI ., ••• " .. " ••• '. ' ..,•• it it it .. it~ • ., ., ,. " Ii) ..~. . '0

(if abnorma 1 spec ifyJ : ••....,•• ~.• It \'~:''':''~,f~it ._ 'I: .. ~ •• 11 ., ., ......• ,''''''r it it • l) 't- ..=--.,----------------......,...;.;. ..'" ..l!.""· -------~--
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(b) Physical examination
Upon sel ectf on, the patients had to have a full physical

examination and thereafter body weights blood pressure

and pulse rates were done at every visit.

(cl Special investigations
A battery of investigations was done after the one week

placebo run in period and again at th-: end of the study.

That included an electrocardiol;lram and the investigations

as listed in Table 15
(d) ~lobal evaluation of treatment

At the end Qf the study the overall therapeutic result
\'\

was c·,mpared wlt~, that of previously ad,nin,?stered psycho ..

trap ic l1\~dicab ons:"

~O.5.3 Interruption or P~ture, Uiscontinuation \
'i

' .... \',

The duration of eq,ch rf'fterruption and/a;:' th~ da~e Of, prema.tu.re

d.iscoritinuation: plus, tJ~reason for it was recorded clearly.

rr
o

()
, ,

''.I'

(::;,."

',' o

(i



_!;HAPTER E'.•EVEi\!

11. RESULTS

11.1 Recruitment

The recruitment of patients for the study was very slow. It

took \\two years to find sixty suitable pat tents, despite the
\\

Ifact tlhat all the psychiatrists in the area, were aware of the
\\, r:

( ,roject'"
" \.\

\
There mu\~~ be many dysthymic patients wht'l never came to the

ntentiotJ \Of the dysthyfui~ clinIc. Most of toeso patiQnts"llre

P5h>oably $t~en by gener~,,'>practl~ione.r~ ~ith soma.t't~. complaintS

and anxiety~ They are also) ~~en !?::\·cJinH~l p~iChojo9ists drc)

church ,coJ~$~~~11ors beC~9se of camp1~;6~~)joni~Of/~he# dysthymi~'~
;; . jl~

t , :r'
n'amely mari,~t~}l prolilems," relations:!i"p p.}*()blerns er- sui~ide

attempts. \
\.

0.1,\ I/" 0 c' ~)

Some patients (f,t) had)\t)~n~fited' fram

relatives or friends to the cH-nlc.
, w

I}0

.' ,,_ 'IJ.
It~2"'iC9!!1iance

',~., ' ' _, .

f'

a / ~I
o~era!;1, the ;:~omplian~;i;,lias very,. .gc\·_~{) "unfortunat;lY thQVgh, (~

s~v~npatien~ di'd/.~~t\qUf~~ firf]:~h rthe stqdY,,,,.but enough d~ta I~
COUld. be ·obtalned;f'l"om them, to be able to use them in tha study.

"-:".' U "7;:' ,:\\" <:' ", .) i

no
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11.3 Sociodernographic Data

Although it was a small sample, some interesting' data could
be obtained.

11.3.1 Patlent age

The age of the patients was between twenty years ilnd above ,sixty

years. '7he biggest percentage was between thirty years and
,'\

fifty years (se~ fl,gure 8). Some !,of, 'the ~\atients older than

sixty years had been depressed for more' than forty years of

their lives.

From the onset a predominance .of .fetiiale patJents was expected,

but In t. he end the Tati ..o. mal.$: to females ;~as forty three per
cent to~fifty Seltan per §tacent, (Figure 92. c::;

cia.! II

11.3.3 Marital status

<::Oysthymi'c pf.ltie~ts a,re apparently ",ot gOQacmarrl(ige material.

Even though the biggest pl"i~fJortion was married, they ,were mas,t'ly

unhappily married1 0.1" tn stagnant marrJJages wh,~re they cayld
1") .-:'~i

not .,decide' "·h~thel· 1;0 continue in an unhappy marrtage or t~,,,

get divorced.. TWen:ty seven per cent of the $~lnp1e had never
J' ,\

been l" "{it-tied b;:ftll"lh and if one takes into account that the
\ ,
! ')

main ~~'ge ~roup was between thirty years and fifty year's, it

prob"bty shows tM.t many dysthymics rema~n single into middle

age (Figure 10).
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11.3..4 Culture

Figure 11 has to be interpreted with caution, since it Was very

dependent on referral sources. There,.was a big input from Afri-

kaans church counse.11ors, whereas the Jewish population was

proJably under-represented. Under "other" - there was one German

ratient, one Bla\3,k pattent , one Indtan patient, one Lebanese
/i/\

p~,tient and one Frenc~?patient.
)j " "

11..3.5 Academic qualifications

'The general "subje~tive feel iog was, that the patient~) who attended
n

the dysthymia cl it;~\c had higher qu.a1ifi!c(~iions and relatively

better functioning than the usual Tara Hosp1ta'l \'jut pa:tient$.
\', '\,.1

c

The data in Fi9ure\i2~ did indeed Show that the lar~est percentage

of patients had li:at least passed ~~iC and thirty five per cent

ha~ ,a uni~ersitY degree. ~J It ~~s also int~:e:jng that twenty
two per· cent of the pat1ents were pl"ofessl~al people. Twenty

eig~t per cent .,of the patit111t~ did creative activities (Figure
, . ','.f/ i:

\"i

13) such 'lis being pai~ter$~\ musicians, poets and writ(;!'t's. TVey

were often very philo'$op!ifcal people Who struggled \'{ith

()

existential issues. 0
o
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11.4 Other Factors

11.4.1 Family histor,!( of psychiatrIc disorders

A positive family psychiatric history was amazingly high in

this group of patients. Many patients had more than one affected

family member with different diagnoses, for instance, a paternal
uncle who suffered from major depression and a father who was

an alcoholic ..

11.4 ..2 Duration of SymptOlllS
o

Figure 1.4 shows that the 1argest percentage of dysthymic patients

had a positive tlunily history of mood spectrum disorders' (dys-

thymia, unipohr depression, bipolar mood disorder). 'Suicide

and alcohol related problems were al So quite frequently encoun-

tered tn the family hi story ..

In most. cases/Jthe patien!~s had been depressed fOr much longer

than the specified two years as required by the DSMni R cirteria

for dysthymi~ disorder.

Many patients could recall being unhappy, ,~ertous aryd over-com ...
()

pliant children and adolescents. Many p~tients used the phrases
"III haye been depr~s$ed as 101'\19 as I can remember" 0'1' "I "las

,porn depressedll• Thi S m~j.lt;l'e "that they had been deoressed and
o ( /

mlserable ror {~uch'a Jon~tt~me, that they had difficulty describ-
:_\

1n9 their Ilpr'~imorbid" personalities" It also made them very
difficul t and demanding p;atient,s and they were quite despe\tate

to try any help tha~ W/1S offere(n.
t' \i· ,.
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11.5 Side-£ffects

The side effects were very mild and very few and occurred in

all four groups (also the placebo group). Many of the "side-

effectsll were compatibl:? tn symptoms of anxiety and depression,

which are symptoms of d,V::.th,Ymia. The side-effects were recorded

at every visit and the patients usually only complained about

them at one or two visits, with PO cOI1l¢'laints at other times.

Those patients who did have side-~;tTeclS th{iughJ still found

them muth 1ass severe than the side effects they experi enced

on other antidepre~sants in low dosages.

The minor si.de ..e.ffects that werE) found, tncluded nausea, head...

aches, dizzyness, dry mouth, bH.trred vision, fatigue, muscle

u weakness, nightmartJs and aggression.

The patients were Weighed at every vi sft and there was speci"

fically no weight 1nc'rease While the patients Were taking Ritan ..
Q

\'serin. Many .other anti.depressants cause weight gait; which is
"often a reason for non-comp~iance.

The' blood' tests, uninalysis and electrocad~o9ram showed no changes
o

before and after treatment.
,~.'

L:',

\\
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11v6 Rating Scale Results

The Bonferront multiple comparison procedure of one way analysis

of variance was used to compare the changes in the Hamilton

Depression Rating Scale and the Leeds Self Evaluation Scale

from daY 0 (start of double blind medication) to day 42 (the

end of the study). For the Clinical Global Impression scale

the Chi-squared text was used.

Figures 15, 16 and 17 show the mean val ues on the three rating

scales for each group.

~ G

It is clear that all fo6r groups. showed significant improvement

in all the scores, even the placebo group.

table 16 shows. clearly that there was n6\(statistically significant

difference b~t\'een the 9ro~.ps on the Hamiftol1 Uepression Rating
n

Scale scores.

.111>7 COI'lclusion {I
I,

.J

Major probl ems arose rin recruiting patients although there was

an impression that there ware many rlysthymics in th~ community.(,

The p~oblem Of the l"artty!J of;' IIpu·~e dysthymicsU as described
[?

by Akiskal (1981), Keller and Sessa (1990.) and ~~11er and LavQl"i
i'l"

(H1S4) prDbab',y (Rlayed a "major role in th1's problem. One should
'.f·U

qls() look critically at the criteria of DSMnr R, which on
. .,

(,

the one hand extrude many patients, and on the other hand include

mary patients Who .probably are suffering. more from anxiety or

evel' personality disorders. The validity of dysthymia may be
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The sociodemographic data were consistent with that of the litera-

ture, although the sample size was small.

The resul ts showed that all four groups improved significantly

on the Hamilton Depression Rating Scah~ score and the Leeds

Self Evaluation Scale, but there was no significant difference

between the groups. So, although the patients in all four gl'OUps

improved objectively and subjective1y (even in the placabo group)

there was no difference between these patients on any dose of

active medication and placebo.

There are some possible explanations for these results:

f. The sample size was too small (only fifteen per group).
:,.)

2.. The study was too short.' Six. weeks of treatment after h

;/
tche one week placebo run in i's. very .shor-t wQen one is III

'~tl~eating a. disorder that has been there f&r more,"t'han

3..

tWQ ,Years, and often a whole 1ifetime~ No consideratjon

oas g(ven" to tne follow-up time after the tria1, when e

many patient.s who "Orjgin~'ly~J'seerned to be responding,

relapsep and stopped the trial medication.

ThiS" ~roup of patients is known to 're'sponp to placebo.
j

They are sO desperate, if,at they are will ing to try.rany ...

thing, ·:'be.cause they have art baen 'told 'in the past .:to
,'i

p~l1 tMmselvel togeth;er. They were nO.t able "toQunload
I)~ 0

their burdens and to get regular focused attention by

'the same clinic'ian and that must surely have influenced,.,;~,.,

\~ c-their response.
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4. Because of the vagueness of the DSMII I R crt teri a, one

was probably not looking at a homogenous group of patients.

5,. The results were based on the scores on the rating scales

and that was ver,Y dependent on what kind of a day the

patient was having at the time. It might also not have

been measuring real improvement.

~q future one might have to do studies with larger sample stzes ,

f ~ longer periods of time" and maybe using different criteria
i, i

and rating scales, ,(Unfortunately the dose of Ritanserin could

not be .tncreassd safely" because of its cardtotoxtcf ty in 1arger

,doses (Van Rooy et a~. 1987)•

.~t might be appropriate to do more studies on s,leep disorders,

stnce Ritanserin seems .to have such a clear beneficial .effect

on especially slow w~ve "sleep.
o
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DAY (}I TO DAY 42
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Day 0

1)
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4,486

15

(~,333
'.'

11,333
1\ 7~575

\', C' 15

17,lf37
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16
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14
o
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14 "

0,0000
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