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Tab]e z Biagnostic cﬁteria for ﬁﬂﬂ 40 aysthymia o

B}

A-.- __

... adolescents)  for most of the day, move days than not, as]
- indicated either by subjective account or observation by
‘I ..others, for ai, least two years (one year. for chﬂdr‘en and
B 'adolescents)

Presence, wﬁﬂe depmssed , of af Teast t@ of the -Fo]‘lowing. B
(1) poor appetite or overasting o o -
1. {2y insommia or hypersomnfa P
{3} Tow energy or fatigue o
(&) ow self-esteem . -0 0 Sy ]
2o p o (8) 5 poor cancentra’tfun or difficu]ty m& #g decismns SR
- {8) fee“i-lngs of hape]essness DR

;D_l_lrm? a two-year period {one yeéar 3
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Depr‘eSsed mood {or can e writabTe mood in children and

3 o
{

of the disturbance, never

C‘

Nat sy eriwﬁbsed on a chron’fc ns_ychbtic d;sorder, _ such
© A% Sch Zophrenia or. Dalusinnai ﬂisardem S -
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I
i

: / GYL the | p oms ﬂ ’
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- sbdey. proﬁdetl there Way a full remission (no significant|

“signs or symptoms for $ix months) before development of 1
1. the Dysthermia.’ In. additfon, after these two-years (o} = -
1 year in childven or adolbscents) of Dysthermia, there may | o
Syl be snp’érimpnsed episodes of Major- ﬁepression, m uhi r:h -

" case both ﬂiagnoses are given, "

. S Has never. had a. Mamic
o :Hypon:an'lc pisode gsaa P21

isade {p.zz?} or am uneguivucal




S These pat‘?bnts famed two—thwds of ‘l:he ggrgup._ They Iacked
L. o me.ancho‘[ic featur‘as Land ﬁshowed a ﬁfalong cﬁakmcterologica‘l

1nstabﬂ1t¥ 'fhe mersonaﬁty str‘ucture shewed” dapandant, his- :"1 C |




Y- griéf or. hereavement

':_'*“3302 nmad 411 s&rdars




S

":;,:Gccult infections | L

Bt

] Autoimmune d1surders

| Caricers

- . _Disabiingfdefhrming d1snrdérs

| infoxications © o ' ;ﬁ7"'¢
“#Lead, mercury, thaliium, others ?};_ R A

':'.vaal 1nfectiuns o R B T
: InfTuenza, wiral- pneumon1a, monauuc1eosis, hepatitis,

L From &.2. Rish (19901 o
f Antiinfentives

. | Cycloserine f.i.'" ._:_Vf@fof:-.l"flf"* f,:, :f:;aol]"' :
B Antipark1nson agents - IR S

0.

Table 3 Hedical Bisumﬂers Assnciated with Depression

o 3'Endourinﬁpathieslmetabalic dfsorders - s KR
. ﬂypothyroxdism, _hyperthyroidism, Addison 5 disease, |
“V.r- “Coshing's disease, pituitary tumours, diabetes, hyper-. an

- Systemic 1upus, rheumatoid d1sease, sarc01d051s - o

“Head, paﬁdfﬁas, gastrozntestinal lungg rena1 _ "
fCentraI neryous sySﬁem diseases

Huntington 's'disease, - reversible  dementias, . ' focal.

. 1obe eptlepsy (1)

A11 types

paratnyroidism. hypog?ycemfa t?), 9orphyr%g

i

Beritourinary tract, Iiver ezs o N

°ther§~ e T e

‘rame 4 Iinlgs As zai}ea _mf_'.i_ -;uajofngp'pes'siap‘ or Dysthymia -

- Parkinson's. -disease, degenerative dementias, nommal- | -
‘pressure hydrocepha!us,_ subarachnoid haemorrages.- o

- _ " _ . - —
) &rugs causing dysphoma pr depresv?,wn - TabTe 4 :

Vincristine, vinb]astine
Antihypertensives

lazine, clonidine.

‘Levodopi, amantadine; carbsdupa“':“""

‘Hormones :
Estrngens, progesterona e R

Psychotr0p1cs | B S S
Benzodiazan1nes (”), antipsychotics (?) e o

o Anticancer o S A

Reserpine, ‘methyldopa, propranoiui, guanethfd{ne, hydra— 1

- Jesions (nan-daminant). stroke, “head trauma, tempora1 .z_h__

S

o el S fﬁ5_'
. Cortutesternids . '_._:“ B o



s ﬂat‘lents. - Chronic pam ’is a very mm p symptom, espec-fany_

: : peoplé usually preSent mth mare somat'ic complaints ‘than younge,._-'

',._“headaches. abdnminai pain and; chest pa . Saciu-—emnomicany. B

disadvantaged (Jeup’la may have tnore pmhiems with mmnse cnntrnl,

:-'_}f%‘ha:v may presmt in demanding and narcfsmstic ways.

B rm aarth. Ak‘iska@ quotes Sclméiéer 5 remfsrk ‘thﬁ%' thes Patiems'-'-‘
B f'ﬁﬁl the,y be‘!ung to theﬂ "ar’ist%crae‘y uf‘ suffermg“ '{,(Ask'iSka]

0 '”._9# tfi 1986).; The patfents may be cansﬁiemﬁ 1o ba mmipuzagwe T
e

| _'ascarta‘mab"fa de&ressive features and ‘the sﬁnptams outnumber..i' R A

o the %ufferer s normal self. SR

thmr suffermg, aggigtg th&t thgy are the n‘mst mi sératﬂe

._ _ - the S‘igﬂsa = The dé{i

_31__

-“Pressed m" ﬁaﬂ hEen ti’epressed as ‘.ldngz as thay cou‘id‘\ remember.'_ o

g

of mﬂ“fﬁgeﬂﬂg bacause there s a reiatwe absensq of ab.jectwe‘,ly'.

R R

.“;

__.-.t«xents p’r*esent with the h‘istorgy Df 1ﬂngstan83ing r.hr*nnin- o

f‘lannt‘ing_f

may deny aII symptoms tt: keep up thmr nmachon ma ga._ Dldnr

.]W' g‘rade depression, nfzom s&ymg that they had beeﬁl %rn de-»

creaﬁures T

e aggressivity or tr'oubie wfth the ‘law. The CQHSE‘q“eﬁGe;w///gf the_._3
P ’ cﬁ?ﬂ“id .depressisn may often ‘be’ the present"ing mmﬁéliat, fob

suimdé._.;:f'_';- ERE S

'19“1&1‘5 aIso qofz sharp‘:y demavcated fram:_':j_ —



T oan
s

 Patfents with intellectual inclinations may m on themes of

the ohﬁsfder; 're1igfon;' alienation, . absurd1t1es in the human

".__canditwn, or they may be bmading nvar the misemes uf‘ tha_
| ;woﬂd‘ (emstentzaw depressinn) Hemah (19?5] caﬂed this

_"ue1tschmerz".f'-- AP < S

(o

- _{?.'Prmar-y chre pi‘iysicfans see many dysth,vmac pat‘wnts ard qre’“
_Mpressed by ‘their. somatic camplaints untﬂ they fmd nm ‘ab--____' -
mmna‘f'itfes and then they 'iabe‘l them hypouhond* Paha'l Aﬁsqr_l.'-?'-_' o

'r"

e‘eXtﬂﬂswn Qf undez‘iying ar contribt:ﬂ:ary mdical disease and-'-":.'
crepeatqd dr*ug t;r'fa’ls; some patmnts wm vamaln symptomatfci
fmr vamuus dagreeé of time._However, they are nat rﬂff’actory -
to treatment. because t.hey do usuaﬂy show at 1east softe. e~ -

Y

_' Sponse, Hi(ie symptom a%ggnuatinn and- ﬁdmpmved funct‘ton{ng} ’ e
Coo (Askiskal 1985] I Ii:hey reany are re‘?ractury to treatmnt,3__;':,_'-".'-.':'
the chmnic depressxon m’}ght be_assomwﬁeﬂ with‘f ote uTt ma“ligr;aw- :

Repeated t:reatment'faﬂure 'In dysthymia, may fruﬁ‘zr'a ‘l:he rﬂ Tn‘tc— .' |

Aan aﬂﬁ the diﬁgnosis may be t:hamgad td ﬂm: o@’ @ pemsnnaﬁ*.:y

o msorqer {Price 1978). /The ch;'icinici&r: may. a”*ison tell the pamnt
| %f»‘f "t% pull himﬁﬂ?f ﬁogether" . Because of the ‘simptoms. of ari?fety s
| an\d 1nsomnia the c’tmician may prescrxbe anxio‘lytics ar- sedative S
_ h.VPnot’ics, thareby chreasing th risk of’ substance a&use and AR
| w dePeﬂdﬁnce» Ask'iska'l (1983) quotes H&ssman ancl K‘ramsan {197?) .

amd L‘i‘]?)g}J tt (19?0}

¥



.\‘:_

.' "_:"1___.-'.a pr‘imary r.ourse ."F chronicit,y ti\ngst 2t g;Z.. 1379} An unremitu

o :-.;t’lng course Dver

ﬁ bipolar famﬂy

"d?épressants. swiirh to mania.

. - 2.3, Dysthyala versus Major Depression - .

E Therrv 18 ,. cbntrovfer*sy' “over. -'w'aethef | dysthymia ﬁ'ﬁd. | rﬁaja'r dépfe‘ssion'
"r*epresent distinct psychcupatho'logica'l dfsorder-s or am diffarenf
.phases of A singTe conditzon (Kener and Sessa 19903, Some _
e _peop1e a]sn see dystnynﬁa as being part nf tl-e biprﬂar spectruml;-'_r
. 71 (Ak1ska1 ot at. 1969) Tabte 5..~.___* |

0

Table 5 Tﬁa blpo‘iar ﬁpectm EEATC

'$ 1_?+¥. Episodic T

3 .j:i-__ anmlar o o R
) Bipolar II _-_.-oc.; ;"{i”'f -

- Ghronig maniac o o oo

‘N Continuows cyeling - . 1y

S Protracted mixed state © 3%
| - Cyclothymic disgrder = .

ol Hyperthymic disorder
E' - Irritabie temperament

| Subaffectwe dysthymfa o )

Tha inﬁi usian\q

. _‘._.-__ﬂ._-—-—-
L

4

| the fact. that 5739 mtﬁmiﬁ patiem:s, when given tricylic ant1-

g,;uc caurso. Tl__ag; 1mp‘lies that 1’ nadequate treﬁment 1s not-'

i

Al Intermﬂ:tent op persistent EEES R

f d,vsthmla in this spectrum iq b&s'ed on the .
]
1st0w in a substantial numba-r nf patientr» ari’d_r

A Chronicity nccuréll A f‘iftf'-‘el‘l per ent {z)f mnad ﬁswders accurding:‘ -
o Akisk*ﬂ (:3%9315 Hajor depressions way Tast “iwo or. three”f"
I years, but most #aprassions reamt spontannously or }w an ap1-

_**cades or even a "l1f'eﬁime. is uften seen (Pf"lce :
'719;_3_; L

“Bipolar sch*lzoaffective e e



- o :

”_'-_have never suffered from major tiepr'ession at - any tme. Akiska]_

' (1981) founﬂ that they were orﬂy ten per cent in his study.

B

'.._.',-.;'.__The Natinna"t Institute of HentaI Hea?th research braneh pmgrarmue

" _'_on the psychnb’w'ingy of depressian (Kener am:l 3essa 1990) found_'

o _',{It 15 difﬂcult to. fmd pat‘ients w1th "pure" dysthyma, whoi "

14

'--‘_'-that they were onT,y able tm recruit mne pahents witl’i“ pure--"..”f-': '

) ____;_.-'dysthymia at f'lve cu‘ﬂabnraﬁng madfca? centres I5Ver 2 pemod:;- o

of eighteen months. Kenér and La\mri (1984) were 150 unsuccess- ':

a backgrnund i.'#f dysthw‘iﬁ* { |

'-"“_'In the Natmna] Insmute Off Menm'ﬂearth' ‘study mentianed abovesv”
. "”tﬁa/i'y fiva per._cent of tﬁree fmndred and sixteen Pﬂﬁe’lts with
o, major depressinn ﬁad pf‘e‘-EX‘TSt‘iﬂg ‘«‘hf’ﬂ"iﬁ “"*"0“ depﬁé#m@ﬁ of

e

‘1\ . . . o e .: ¥

S -f_'*f'ms tem was emm by !ieﬂe.r at gz (1933) It ?il the co-*esm-x“

.-."‘ .

B T R
A 0. SR e T "
u n\;r . i .

T L " -.-1\'

= _"at Teast two .vaar s duratinn (Keher et als 1933}, T - '-

B

) 1a aiso mest - the critera fnr« maaor depret-:swn. N

- ,._ﬁﬂ at other pub‘lic and prﬂva'te out paﬁeﬂt settings. A .

= T T A A RSN P A SR I E
L z.s. ﬂoulﬂ.e- ﬂe_pmgsﬁnq EERREEIS O L S T RRETAT To

_.xa th‘é Eﬁidemie!ogic catchment Araa: (Ecn} pmgr'ame ﬁueismnff?{-f‘ e
et az. “19p8)- th‘trty nine c.per' cem: of paﬁents wfﬁh the dzasnosisf o



;-__-per ::smi:.E Tﬁis suggests %hﬁt it %s aasier to retum to 1 state;'_',‘.:"‘-‘ o

o form the substrate fr-am wi'nch ma.jor mnod disarders arise. Theyu_':':.,.

. be ¢0mphcated by maj’or mood d1sorders (Ke‘l‘ler* and Sessa 1990), —

| Akis‘-kﬂ et az. (19?81 suggestad that minor depvessmns often"

"'__mentwn ‘that m niuety per cen't of - dysthymics the cuurse may.-

Al -

snffarad ﬂ*om an Rl une(ﬁﬁvoca‘l m&;ior dew&ssfve episude déﬁugi DR

:\;\5

| R ..‘

r '_Ke’ner ami Shapiro (19&2} say that tha twn year recuvery rate"-- -
'- f'f--from ma;;ur depressinn in dcuh?e depression is ninety seven per-- |
o -'_cent, whemas Far masor‘ d‘eﬁ}‘essmm a'!one, 11: is seventy nine :

_faf zhmmcﬂow grada depressicm thaﬂ to a state of no depressiom R

"'xemr eﬁ* ase;(z?.sa) 'mention that the Iﬂmger 3\wat1ent remains'_"”’""

| the first twe) (,yearfs af the ﬂisturbani:e; Y ﬁ B G |

%ﬂ uith urder‘!ymg dystl@mmf’a afﬁer recuvgrﬁ;g fmn ma:jur Jdepmg_;__

thymw, the diagnosis of &ys"%hjmia x:an nof; : é made 1? the patientj_f_ R



| 'a) a sense of r-es1gnat1on, _ |
| b) 'inh'ib‘lted cannnunicat'lan,'--';_;'.'_- |
L c) ?Hmdzty, L R
| Cod) 1rritabilitj, -

e e) emotions] lability;

- f) overdedication tm wﬁrk* . _
gy inabi‘lity te enjof 'Iaisure\uct’w’it'iesc (t}e l;isw
et Lt

s (S .:_"h) mar'ltal conﬂ?ct in glead‘luck. wﬁ;ré- 'ﬁatieznf's'

are unalﬂe tu &d' R ..'-moncﬂe «.xlkiﬁkiﬂ

e

{: r}"

o ca B ét az' 4981), .: . }h\
{;?l . i) san***tfc m&'!'if@im «é ;;.-'f’in; !
R m? autund’ ‘ic rquuz ﬂy&te:& f:rolﬂam‘s*

' vegetaii%}fe or

P

o Insnmnia associated mth f;‘é ,.m‘tengd REﬂ 'Iatancy, fs a sign

| that the chmn*lc phasa "‘Is a genuing afreci:!ve prumss {ﬂk\%a’t
LT 1982}.9 Theo 4nsomni is often one- uf he ma'in residua‘l sympvd
e __: of chmnixcs\deprassij am:t n ﬁften dnas nnt resprmd to antfdepms-
:'f_;_'-f’sants. _ The 1nsamnfa 1ma,y an;tua'!'iy hm baem( caused by tha ant1~
L degressant‘s snpp&ssanbeffeut on REM s!eep (Ak‘i’ska% 1985) |

.\! .
E s

ms*ignatiun an@ pessimfsma ._ aecaugg G'F this, pa*&ients deveiﬁp

-'.'_,_ﬁthgf- post deureaswe s:mptmns that are of’ten resistant to\ pharma- - o
:.J-:camgica} intawantiars. are attitudes af passﬂrity, dependﬁﬂcen.- -

qaﬂuus 1nterpersuna‘l cump‘l 1catinns and personal hand%caps.- SRR

ATt These pf‘ob'[ems oftan cause real'l stic unhappiness that comp‘licates o

w



R _'the nond*it-;,p " through ﬂemoralizatwn (KTein 1974) P'SYCthhél"apy
) 'is 1mpor-temt here to he‘lb m‘th copmg skﬂ'ls and to help the

'- :_' -patwnts to choose env-tronments amd JObS best smted for théw

o temperaments.- K

: "There are many *‘acturs that preveni. recuvery frrfm pmmary major
"-.-{depression. Ta;e 6 is taken From”a” “paper b}l Akiskal (1985}

A ...-

"-'..::-._'Ijand sm“sbﬂeﬂ v the “"‘H‘Tfi“t‘"""a? “m‘isin fm' chmnie'lty 1n .

R jl_j.-depresMom e g

b s

e

w0



"_l_' Thb!g 6 Comparison of ehronzc and episndlc primany depress:ons '

. on selected varwables

:' Chron1c O
' deﬂres

38)

Ep1sod1c _ -
sion depréssions
1 (H d 40) P*

;f Demngraphin factors
S Mean age s
Fhmale\sex .

S Proximate Strey,;rs "R
R I HuTtigie deaths in fami1y
-1 © - Disabled family member e
’ Superimposed medical i1]ness E
- Use of depressant; antihyperten51ves
Secondary sedat1vism -

S ey Less ofs parents befare age 15

] F&mily’ﬁistory R R P
S e NUndpelar . o :~ve;fa;f'“"

'531 polar -

w;._._ ?{Psychiatvac 11?ness 1n both par&nts

3 "~v; uUnstable“ ;_,m_- e

[histriﬂnicASutio'athic tra1ts}

o Depressive R O
R ischneiderian ariter5 ;::;a¢=¢a-a.~'

":fji Dpvelopmental Pred1spﬂsitfon ;,3'37}%?-"

T
SRt Y S
R 74 T
2% o

34%

. -uD_.'.-'

.  21$} 91~-:f'*
'?_»szx-;;'ﬁ" S
165' e

o

o ri:_':iBO%' f

 H§-"' -
B (- SR

... 001 S
043 o

Thera is a \graat averian hetween dapression and anxqaty aﬂd_f}; B
umny peogie questinn the vn?iqjty af saparatxng them intn difufi:;

ferent ﬁategoriss«(Tyrer 1935}

Nhen patﬁents with mi¥d psychiatvic disurﬂers prﬁséht to gﬂ%erai.[ 3

practioners, aﬁswar hea?th questionnairas or ara part of a randmm_f{55i '

'*?_:ff._o sampTe, one n*ten sees mfxtures of depfessiva and anxiety symp»i'h Lo

tums. Seivewright and 'Tyver {199&) qunte a study' by' Goidherg_*f}f-f--

and HuxTey (1980} where general praetiuners fbund that o? f///ﬁf”' '

ICEY | I
o= Rg
R T T



e1ght patwnts, e‘ighty two cmnp'lamed o’r‘ anxiety and warry and :

semty one cbmphined of despondency and sadness. The comp?a'lnts;

R nermaﬂy occurr'ed together.

i nf “mactive riepresswn“ the diagnosis wﬂ% be x:hanged tn that_['{':'.

Sasmdham o rzZ-» usas) fﬂund thﬂt “' e """""""‘ 5““““’-“

Lo with p‘sychiatrit: disordér_ s'._the Toumanarst syhptams cou'ld qwal’rfy;'

'?;'”.-f.\[Idiﬁemmss “’e‘“ i“ the dﬁ.._ ”tfﬁn of the ﬂ“}mess. The duratiaﬂ::‘:f"5:'3:'_'
?his is af course buﬂt inw‘;z‘._;.;i.: A
' have been prasent ?_-:

s the. 1ongest m a:lysthym'i: _

i(endeﬂ (1974) frmnd that of ‘patmnts with an 'nm:ial diagnns.is'__'--?

af an amnety g‘isorder in suxty rser cant aftev five years. o o

o*F woman'__.'l-_j__-"”

1?" avents; -_"ﬁsign‘ificanﬂy mur@ patients w‘lth pa!ﬁc tiIstwde;.;--_._i_:__:-__.-.:.__..V__ L
had had no: eventss as, .. -cmpf.ed to 1'he” other gmups. The' athep:__:;?‘_:-




g .- .

- In 'anbther-- studjr‘ " quﬁtéd by:' Sei'v'eﬁi*ight- "ah'di“ Tj.'frér" (1990-)' ‘--'%"1':"'1'-5 |
- mentwned thﬂ‘l‘» mnety oue per cen‘t nf paﬁants mth agoraphohya'

n a}ﬁﬂ met the criteria f"mﬂ a primary mooﬂ disorder, _

p_. .

E ._._.._-;:_Anxwlety and depmss*iaq nomaﬂy ciuater- tugether m famﬂies,.
o In 2 study by Leckmann af: az. (&983) 1t was fﬂund thgt the‘--_'_ - o
\._.-_-_fi_;:-:-_,.atgs af DSM’JJSI maaar dEPPESs':rm and anxi:ety d‘isa rders o a .

.cﬁmb%natio 'of '_beth, werw aﬂ highev than woulct be ‘ﬁxpectedi}




. CHAPTER THREE

3. OUTCOME OF DYSTHMNIA

Car -'-nat'uré_i-_cot!rse_;.f,._ o

o
e [

" :_.:This 15 often dffficuit to- asc.ertain, because most data come
o _fmm pepr’le wha have 1uaked fcr he'lpr. but many dysthymw pat‘ients
‘} _-j'--_never seek f?reatment.. They may al so be treated in non-medicai

nr nompsychwtric sett'lngs, for fnstance by psynhol/gists, L

o :.-_-:','church counsenﬁrs or socm workers. They are often not t_reated

1ar and’f' sessa 11995) mentinn studies by Gnnzales m‘: az. (1985}

" Ruunsavﬂ!e é’t ﬁa'- (msﬁf arfd xel‘(er e‘# az. (1982} found that

an Gf}f e 4 R R &
'-”_".-]_Qf P&tienﬁs __'i'ii major depresswm - ten tn muty per ﬁent

- ;wﬂl hav& Sa _:.cm*an*tc cnwse tﬁurpﬁ;r 1374)._ In the Natwrlal Inst‘i- L

L ?f[with the apprﬂpﬁate medwatmn ~nhen they seek he'ip from gﬁnem "

""“ mﬁ"““""y “'ﬁ"e ﬁ“‘ dysthma was fourj three ner cent i B

= 'tfffe Wefﬂage cluration nf chr&mc defaressign waé’ 5¢5 years (range S

;'"_tate for- Meftal iiea'(ieh study, ninetéen per. cent remained chmnih L

Them was Ho assaciaﬁ‘lon between ¥ autceme and the age of onset
Cof dysthymia. o R .

i caﬂy depress&d fmf' ‘o years anﬁ teu par s:snt f&r f‘ive ,years. |




_—

. Akiskal (1976) did a follow Up study in “neurotic depression

. and fd.und"t'h&t' after three or four yéa:ﬁs'. the di:aglnds'e's‘-' ha’d._.__' L

beete changed ta bipo?ar II in eighteen per cent, and. umpolar-f._- '

e depression tn twenty two per- cent. T[ﬁ_s.was_ cqnffimed_:py Stone
o (1973) and R‘lhmer‘ (1990) B it

. g'r"-. )

S In a seven year study nf dxs:l:hymw patzentsg Bron'isch et aZ-.

- (1935) found that: o T T N

'twaivh per cent had cumitted su‘[c%de ;ﬂ f ;*}

,are as folilous. R L s e

'*-Twenty sm per cant stﬂ'e had dysthym;a 2 R o
Tuenty nne per cent 1mpr;uved and hatl n_o d'}sorder

..;{JL

Fifty per ceni'. had a new diagnas'is = mast‘}y maaor

Twenty m per cent stﬂl ﬁysthymic
BRI Tuenty two per ceni: had major dePY'ess“““

- R Tvtenty two per cent had anxiaty d?sorders o

Q :
theh wursé of dysth,vmia wer a twe‘ive mwth per’f&d.. ’i'he resn‘lts

E'

~

. depmssion, pan‘lz: disorder, genara 1 'ise d" anx*lety o |
o éisordar, agnraphobia and sooial phob‘ia. T

Tmrty three per cent had no disorder ﬁ TR




:After tu&'lve manths: :
- Thirty mne per cent hiad 1mproved
Forty per cent sti n had dysthyma

F1ft,y seven ner cent had diagnoses of ma,jor depression

or anxiety d1 sur'der*.. :

IR X s@.m; Milllmnt o

¢

g ;;‘ .

S e i -_ R \

o _--'-Falluw uf; studws quoted by Bmmsch and K‘lerman (1988} shog)
"-'_'that ﬂysthmfc pa’txents ﬁend to reiapse fnequent‘ly and that

_""13:_tha,,t have at ‘Ieast moderate impatmennt in ps,fchd’soc‘;a'r ftmctinn- T

oo i’mg. Even when the,y b&came reTat‘ivew asmtomaﬁc, they are

' .':."::as paitents with mi‘id tn modarate Bsymptoms; Tﬁe areaa tha‘t

- '__"_are be’ing Mnked at 1n the Hterature, are mterper'sona”f difficu'l- __; .

i ,.: :}:‘..f-_.?f';ties {t:assano 2 az. 19903, marita"l nroh‘iams {Mer-ikangas e‘!: az.
o _”_--"':;3?'1985§ ami wor& 'and_. m'lsura actmmeﬁ WE L?S‘fﬂ 9“‘ “3 1956)

e ___'""_"’_'_h'lch means the degree
% uf Iiking and" '-mteres% fnr ﬂl‘ié 5 Jeb; lhpﬁired 1eisure actwity

o "'--:;515 a‘lsa nmsent at the onseh fDe ‘fin et az, 1986) ﬂt th?s -

""-i”'j_f'}staga’ thﬁ pat’ieﬂtt might S’bﬂ'f zbe-'-. .
A:hough ther‘e i!’« a Cﬁaﬂge *m the, wnrk affect,u' e

tianing weU ai: work, even o

-'__'still at least as mpafreﬂ 'In sacia‘# “and msure ,qﬁi:‘iﬁties ﬁ'_-ﬁ e

o



Coma2z numg '@stj;mi_aideﬁ:ﬁessiqn"'

. {’.\..

:.;__\_,'feel uneasy at wark amcl they may (have disagreements with ca--_"_-

"'_'_workers._ They feel‘ 1nadequate and have persona] anguish The_y' '

}':pmbiems with intimate re]atwnships and sexuahty and they”f
:.'_"_aften hawe marw%} pmblems. There 15 a reduced capac‘its‘ to .
RUREPI “and enjoy Ieisure \time and tg managa fmaﬂc‘lfﬂ matt&rs. e

-"_----__'.J‘-'unctwns that depend on tnadihcmai roles 'rn the famﬂy ov

-y

"':\_:}tiwly intact {ﬁe Lfsfe ot tzZ. 193&)

. _(‘. -

| ""-‘_3_.:"_IfZSacia't- L._hdiustment:' prob‘lems saem tu he specific for‘ depressive'_{:;- YU

_fﬂheas, especiaﬂ:’a

e

'{he remissian af the dcpresslon is associated wéth rsﬁter socﬁﬂ jf - L

"‘“‘ o aﬁjustme.nt m uork skﬂis ami m’iatinnships, aéﬂ e

S E

RO | with g signiﬁcanﬂy gmtéﬁ* imnrovame
o activit‘i:&ﬁ& The 1nca|1ad’ity tﬂ r-.'ﬂ:lmf

”-"'}__fhave difflculty maintaming stable reTatwnships, : there are

o at work, fnr mstance, parenting and s@%f ca‘wa, may remain r-eta-_-

_”i‘iese functions rem&'fn re'iativaly R

Jn aveas that requim ‘effort, notivabiol - N

as_feeling " N
-._°f persana‘l Neﬂ bemgg. Unf‘ortunatefy th is mt amiated:ﬁ;- -
. m socia! “or Jei sure % S
time spacif'?cai'ly,;z_"'i.__.-_' -
: s the ma,st r-efractary area and ma_v .represeni: k3 traﬁ: markgr
o during the dysthmtc patienf:"s ert;ime ECasaanu a'f aZ. 199&1._. o
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These res1dua1 symptoms may jeopardize the patvent‘s re-mtegra—
twn 1nto the emnmmnent (Murphy et az 19'14) and may ei;en

cause long term changns m the paticnz s personahty (De L1s1a

o et aZ. 1935)

'y

--wn

R

: v fs confimed by Cooper (19?5) and Shé;..?erd eﬁ‘ah (19791, aithm:gh

B‘-'ca“se must dysth.vmic patients are’ treateaj ﬁ\ aut patient Set-

tmgs, one shoulvd do a carefu‘i eValuatwn af the psycnammaT P

situation at home, to see patmnts in the‘ir daﬂy hves, \fp)l _

At

1‘dent-1fy the problems causea by the 'mness ;md to selec‘rf the\* W

RN

" . P L R ) "Q%ﬁ_‘“ L
Iﬁ Co

uezssﬁian b az«. (1979) fﬂau{ld that pfr‘mnasu*logicax treﬂmem-. |
was efféztive 1n contra‘!‘iing, the depression and preyﬁnﬁng {va-*-‘i
Iapse. It waf a]su eﬁfactive in 'i‘!npr‘avmg «dﬁustment ;at wark.
but 11: was nat effectiwe in contr‘oﬂing ma'(ad,}ustment osncfal‘fy

5-’

and 1n ’ie‘isure aci‘.iwt‘ies. S R o P o

Interpersonafl psychntha’rapy ’!s mﬁicated "t:p al’ie\viaiﬁe ‘i:his prﬁb—
‘iem, ta he’ip b tzen‘i:s ‘to m-adﬁust into various s?c{a't r&ﬂéb,

°

aj}ld damestic and 1nterpersoha%§ynmics {F&rugi e# az. 19333 s L

.I

' ml axation therapy, exercise ta restore s‘!eep aﬁd reduced intaka
of alcnhoh tabaccb’ and dr‘ugs. 1hey 'Feel that 'it 15 especiany
important to haweu a social worker attachec( to- the‘*unit. | Bﬁs

B 3f'_ Ct:rney (1981) i“eels that sdc‘ial Wnrker 1ntewantwn is on’ly

effective in dnubie "ﬁenression.

. .'.‘\ .

Y S
e _"

.oh

‘ﬁgq) L . if W . s 2’ ) _' i .: e o - ) -5 T R .‘. . - N
. . I _r.(_

DT

same authors (Gu‘ldhérg and’ Briﬂges ;990} fee? that nn fphamacag‘ “, o
therapy is. 'indicated. but that patientso simply neatt socfal hel&“ ,3'
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lg'f_a i'!i {ﬁd Agg; e,

o Katona and Be?’i (1999) men;ﬂon a one to f'lfty two year fo'.*!ow_'- o

- up study by C'Iompi in Lausanne. He found that depr'esswe symptnms L
. _hecame graduaﬂy Tess savere with increasing age;- But even’
then the patients stiﬂ had wesiduﬂ symptums af‘ gene."al d1ssatf}5- o

:facﬂ@n. desuairs mfstrust, -ﬁ@manclmg hehavigur’ hypachon dr’iasis, |

= anxiety, "‘Educ‘-'d Htahty. mdtwatwn and socia‘! contacts. S

L . . @ - I-" -

‘ ‘-j‘_’:‘hey found that the patienﬂ's wha d‘ad we]b m:many hacl gacd

"-'__'-E--j_heaith, cou?d atm contmun; wnrkfng and wer-e Hving outsidF

' The suicida rate C«ps seven JY ' e-lghttimesmghgr fhafj,,':[“ﬂgafg “01}
1

. D tﬁe geﬂ&l”a‘i popuT&ﬁW‘ _.

it
-_l
-E
L
1w

. f_.:,ﬁ_ [ T _).\:. R . . o 1

':'-'..'i'Their 1 'Ife exp&htﬁﬂny was _h‘;;qeyer ‘lowet‘ thﬁl’? 'E,‘hat Gf “contm'f*
| - a 5,1 per nent rﬁduction ‘iﬁ ma1es amd a 7.3 per cent recll{ct‘im?

)
N R

PR
o .

o,

N ' CE

. In a haspfta? ogtudy, Blessed and wi'lspn £1982) feund that thﬂ[
‘dysthymig patients had congder&h‘la persisﬁng mobidity. Mosi'

“ of. them cou]d not be disehargad from hnspit@'l or- thEy had tp
e | ,jf be renadmi_:_ted within twa year*s. T PN ! _' Y

&.‘j«‘ .
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c:mmk‘“roun S
. An
4. EPIOEMIOLOGY OF DYSTHYMIA -
.-(\,'.". . | el o . S
_Much more 'i § known al;uut the epi’ demw‘iogy of major mood di swders,
o than of dysth,ymiag There s very httle 1o he found dn the

e

woﬂd ‘liter'ature about the emdem’!o?ngy of d,ystmnnia._-

. .I.
ob

s :-"The\preva‘tence rates far* dysthymia are qu‘!te h'igh The 19?5

T New Haven Suwey (Hmssman and Myers 1973) fnund ;!:he revawncer

S ___'__'_'rate i:n be #,5 perirc&niz,. Kgmg- and Sesg’a {1990) quute ttg«
o .-:-..-E%dmfaioym htcmtetﬁt Ai*aa p%grame where S ‘Hf’e time pr'eva*._+ :
. -.;_fl,-'I,ence r'ata far stt Phnia f‘was feund to bé‘ 3,1 per eent_ and» that

_"--'for maanr deprassio 4,)& per cent, | Vun Korff et at. (1987)

S fnund a 3,3 per aen‘L preva.'tence rate 'in Qal tfmnr-e amd Neman
&b abu (] Ui 54 g per cerlt rate 'i‘h Mparta,r,g

- In pﬂmary r.are nerttrqﬁs an___ in thb ;:onmunity "pmionged disarﬂers“
L‘mth znngstandzng snmptbms of‘ hufh anxiaty and depress*ian are

-{)

ver;y aomon‘ly ‘found k{Go!dbavg and Br-iqg“es iQSO}. : Reg'ter ot az. .
(1935) founﬂ that ttﬁs type nf "‘diswdar ar;euunted fm* five uuv

R w6

o ix marbidity f‘igqreé %n a prfmary t.are setting 1n m m%cons'ln. ; g )




e athew{' Epfdemiows;z.ca”‘l_._ﬁ!si |

| '_"'Murphy and l’:heck'ley (1990) stud-teﬂ dysthymia at the Emet*genc,y
- | C'l'ha'ic at the Mauds?e,v Hospfta‘l and found some interesting data. : N
" -"However nk*lska] (1990) wa?ns that one shouid be carefu] when_‘f

.-"'..'studymy patients in an emergéncy chmc,_since dysth.yrmcs are_'_

'--mﬂr'e read‘l'!y $een 1n private practice. :

. Table 7 1s.taken from the study by Murphy and Chacklay (1950) -

e _. "-w'ith aystmma and major wood dz!sur'ders

L

ninet‘y 51;( fper cemt, nf dysthymie*s. ST P _..°_ o

'\\ -!'

-a.:' oo
AR UJ.

.

Y _and Tefinessed, 1€ was found i:hatwomen ware move eriy to develﬂp S
._ dysth,vm‘ia fdepresswe ten@eramert) uen mere more erT,y 0
FoTe deve'iop h.vperth.vmic ‘tempﬁraments (Akiskal 1989) See. 31 s0. Tah'%a o

. ama&er’ onset af ﬂmess and an eaﬂier pnset of‘ P*‘esentat-;o,,. S

f there was fﬂw‘ﬁ separatiun fmm either parent befare the age -
| ff.?-i;_ ﬂf fiftﬁen" ygars, aespeciaﬂy thrnugh d*ivorce. Thssu patientsi
alsa had a sma’ﬁer nnmher of TEQitima’ga chﬂdren than ma:;nr\ .
depresa'ive%. They fnund thaJ: 1f nne toak the cr'li;et*ia aga nf Jo
cmset. Hamﬂton amt:!ety ratiﬁg scala %cma and the number uf‘ -

I %e ahave study did nut; gn fti’ta sex ﬂff*erenées ?n detaih In'.
'"q-_.cmahomtwﬁ msearch d;?ne be‘meén the unwersmes of Pisa

: 'may had a greater nmnbgr af ,previaus overdoses and ‘in chi‘idhood PR

__..._-and gwes a cmnpa.ﬁsnn nf epidemio‘logicﬂ 1ssues 1;. natiens-'_-_-_ i

e l‘ahTa 7 it s t:‘lear that darsthymics . high&r Hamﬂton__:.*'_-,""'- Lo

'--f~anméty r‘at'mg scala scws than li}a:]ar depresswes, they had'-:.'__'f:"“

sepa‘rations before the age of fifte@n years, ane cnu‘ld identify- S



Tabm ?

;Me,nn Hainf’ t,,t)m anxiety sc:nr-e T e

““fi;f 3f' E _,-3 >
o i ?hmi}ﬁ histﬁry nf '

7 1% temale
! Megd Fani g ,er

;'Eﬁs#'affectivé 1!1nes$1 Vﬁ'f ZLE:?
| Pask overdoses: 00 o
g Pask admissinns to psychvatr1c

: nsﬁarrx criterda for per$ona1ity

g ﬁh&n na. gf Iegitimate chilﬁren
| Pdveiigs separated by divarce - -'““’._ “"’“ e oBAR
fw.wemwwmumfwwmhm Q<ﬁ¢;-.;

" .’,-’

)

ki

"”-;;f-%ﬁr.’_TDYSthymf&.j:: R o
L LT S affective.

oo -.*"ﬁ‘f-;f;;j R PO episode .
| ~-éﬂf,q“_ B CILE )

MaJOr

{n & 23}

Stat1stxcal
s1gnificance

6 ) :

e s.de ,‘ 31’4?t}'1ﬁ’3) ’
s.u* _J“;f e"?“17*4 (r ?,@J """

_--Heaa age atna""pf pxr-s

U . G._ s

e H : rassiﬁn*senréﬁ” s
* 5 . A .T',_j_ .
“:4,1 (i ?;ﬂ}

. d(* Si

ho$pgta1

i disarder

&9539 ;: ag?a)

9-{5

berore gl 4 7 Coly
L o i"m\«u ° ‘ N ey

C12%
24%

glcoholtsm only Vo - S
' affactive disordéroniy - o,
- affective disorder and a1cnhalism* B
affﬁntivepdisurder and atﬁer :

-7ﬁsz{¢ 4@J,gf

30,9 (: 13,1) '”
36,8 (2 1@,9};*;51_

W_BUX'

':'t*test P'kﬂ 01‘ S B ’ o}
"tutest PgG DOI B

=“_5xfﬁ*

PSR

B SR

e

0%
5%

0k

d.

LIS Len

s
; ;'Fisher s P =
NS

NS

  €%Jé{$&2¥é§n§:;_ﬁi§p§ni221 K
- Figher'sP=p,01 - 1
.__J Ns';:.
SRR S
“.«p&a 001 -,

oy s 12, _?

fof = 2.

CF= o002

* F1sher s exact tESt°f2~ta11} fnr presence %1coh0115m alone or fh cnmblnation with other psychfatric;-?
disorder, P =-0,i1 : :
1. DSH-III criteria o




other interestmg i ndmgs 1n the hterature are that many dysthy~ '

- 39_ _.

: _'.-_"'m'ics are px-ofessmnal peop]e {physwians and 1awyer's) (Akiskﬂ '

: '1990) and'that tbere was a s1gmf1cant variatwn in both dysthymia

' -and ma.]or depression 1n spring and autunm (Eastwood and Stwsny

o  . 19?8}

A3, Epidemiolegy of Dysthywia in O1d Age

-

R R }ntmduction | RS P

""'-.’,-&ccovdmg to Katnn& am:l Bel'i (1990) dyaphoma in the a]éeﬂy

fs very canmon and <:amf-*r be very disabhmg, There are hamever, S
S mang: fantars that makg 'it difﬁcun to, si.ud,v the condit'ion ‘in o
"*:f'fthe eider?ywrfff | S S -

. «.

i f':"-:f:'are the bES s im trnay are not. a‘lways nractic:al. S

..g_

CpN, vt ?.._.. S o
(r:) “Tha c%*i__"f'@ai P’is’entaﬁon '?s aften very dﬁfemﬂt |

than dysphor'iﬁ. .

-

=

o

."-'-;.'T:'-_'-and li“!‘ept’es‘ematima, wh reas cmunity based studiesa:-,'-_-

;that e?derly panp}e might have dif~  __ |
dfng, understahding o respoming tn ques-u _' T

,copeland e# a:z. (1985) 1nc1uded a sepav- :
rate somaﬁic %ymp’tﬁm r_at‘ing %cale ‘into his. diagnastic o
| sr::hedu’ie *ur- this p.zrpnse. ) Lo et -_' S .




" "Rhysmﬂ ﬂlness assoc'tatad with" agemg. .

' The ”prevalence seeins to chamge fmm countr-y to cnuntry, as saeni'_'f
n Tah:rﬂ e o __ _

,'.:s:'s_

S

(d} One must be careful to make the distmctmn between'-'
o .._-depression op dyspharia and dementia. not only to
. be able to tr'eat them carrect'!y, but also to pr'event'

'demented patients from contaminatmg one s depresswe_-f-’

-' sample (Katona and A]dmdge 1985, Bulhena and Berrws S

s -..___,;1935) PR
. 7

{e) -Dafming dySphoma m the ererly ma,y a'lso be a prob—-_-"_'__-._-;'_-_ 
o Tems Gﬂ‘lis and Zabaw {1982) did a. study where they

Sy

| 'usad the - foﬂnwing cr1ter1a for ﬂysphoﬁa* A score ‘:

of ‘Iess than fifteen on ‘the Lifa Sat'isfact'inn mdex-liﬂ

" of Neugarten and a sct)ra of‘ 1ess than ﬁfteen on the. "
| Hamﬂton ﬁepression Rating Sca‘ie. _ They noted t?hat--
i this group resernb1ed Akiskal s qharattem_spectt‘um___ o
.'-“,’ij';_-«':l';_';dysthyma (#kiska‘l 19&3) - SR

o 432 pma‘lencgﬁr«mtffmia *in --'ai&._;_agg{} L

Lo % TR k e

5

Th'is d‘iffers depending an which gmup is studmd mi what methud
‘is used {I{atona ami Be‘n 199&) o = :

l: . S . L
a AR L e

(a) Ratiug sca‘le studias

: _".The preva?ence ranges betwgen seven per c}gnt and th'rrteen q:mi‘ht: S
'-.“___smn por cent (xiveia Wt dly 1986. n-;rgan ot al 198?, Bén~Arie.__.'_-_°- =

.' Q .

() lliagnosis sysm 5tml‘ias ._ / o

¢ wl

"f_'f etua.Zt 108?} Ra’k'ing sca’{é studies often show high scares._]: | s

Cdn the oeiderly because uf fatigue‘ Gpccr s’leep and ancraa’sed'_."'_-




e Kay ei: u:?,.. (1985)

Table 8

o 38

- B]azer 8 Hﬂ'liams (1980)

'cnpe1gnd et az. (198?)

sty

TR

""*—_:':'-—"’-&?_.

'-.Lundan

o

Caw |
I Worth Carolina 314,7%

ﬁTasmaﬁia'.; b
”'f§7f16,zz |
. 1852 dewession.; L
S -1;\5 3% dysthxmia'-__téf;“i

L 1-2% E

New York

" Prevalence

a.?.%

() mdAgedees

si@iﬁcant dapressive sym;xtoms. e i

{d; Genera’l pfactimerso attendﬁrs _
Maf:ﬂona‘!d (1936) found tglat 39,69.' nf his eTf_jerl
farqﬁamn dépressium. I

m s; and Zabow (1932) fnund that i _,-

Lt

of tﬂd aged Womes N
-“191“1 Per; x:ent had"'?_--.:__-:'-'_."3

.‘ttéﬁde@¢:;6t+i;;gv
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_' A1th0ugh it 1s quite c1ear that ‘major depresswn 15 comoner-

L '1n eIderly females than ma'les, 11: is 1ess cTear in dysthymia.

Twa studies ﬂiund a higher- mmdence in. fema?es in. a ratw of;-_,‘_k.._

'_.'-_.'_'-twa to ‘one {Kay et ak. 1964, Bergman 1971} hut Myers ef: a:Z...'. L

'.(1984} Found -2 "0"‘5'39“"'”03“ h'lgher m‘eva'tence in females..._.'_._- -
._.-and ﬁhzer and Hﬂ"lmms (1980) 'Found no mgmﬁ camt difference_ __ R

- fs“gynd that t@ﬁ greva?ence was even h*gher after a1ghty years. T

3 '-"13 w&h mar,lnr ﬂepmssig R

: 33

R ?_"-__-:.€-"_'B'!azer and Hﬂﬂams (1980) ‘f’ound that dysthyma was mar'e fr‘hquent B |
. .___.ﬁ'_'_.'.--m the sixty f'ive tn saventy ’Fbur age group: and Kay é% az. (1985) R

ETdﬂﬂy dySthmil: gatients shw mauked pr'esent sacial isolation- ,
__'- " andv a?su mdycer.g rates uf _sqc'ia'l___centaat 10 _the psast (GHHS'
| ﬁcL Zabuw .wazkw There isﬁ‘ 5150 'r‘in:éﬁendew fﬁ?‘ ;’?stmﬂms W :
'..-.:._';I:‘be Paorer than contr*nls Cmazer -and Hﬂ‘l‘i&ms 1930% 'ﬁ'@ *‘ehﬁ”"‘*'.—.---3-_f’.. s
P .'f"_'ﬂship batween recent ioss and dysthymm 'is nnt as ciear as it o

= P
--,_1 . . e"-. : -




\437 " Physical péaﬂti; o
_ _'I!: is weU knovm that e]deﬁy dysthymic pat:lents often somat'lze:-.'__
s part of the'ir dysthymc syhdraie, but G111is and Zabow (1982)

'_'_:_showed that there was an aqtua‘t 1ncrease in current physical
| - 11Tpess and hand‘icaps ,id dysphuﬂc patients 01' Wenty eight'_"
'_per cent, compared to af ten per' cent increase in controTs. Sl -

| .-.':Many of the medmatmns the elder?y natients are using for thgw'_-‘-' .

L _'::-"madmai pfub‘rems, may a‘[sn cause or wor-sms th’ler di{sphm*ia..‘,

o




o -

Per*ris (1%5&1 munc& that unipc*lar depress-}vgs who b,ad had majap- _ |
‘insses 1‘n fchﬂdhmad, deve‘loped them ﬂ'tnés*x ten year*s eaﬂier;-'-'f

a’l‘d‘oh%l’lsm {assortativa mating

. CHPTER FIVE

5.1 hﬂy (:ﬁﬂdhood Expa_ ences .

':'f-. o

mstuvbed chﬂd rear'ing ‘ls often Found’ m patiénf.s wha 1ater_-_f- o

develop dystman*a (Pa.r-ker et al‘ 198?) Lass of significant

- oh.ﬁects ‘i’n chi'ldhuod or adoTescém:é may pr‘eaispose chﬂdren
| tn deve'lop dysthmia (va‘t!chne;”l 1970) and 1n fact any. ‘Hf& |

“events with a signif*ieant 1ndivmua1 mpact, may have. tha Same"" S
effect (Paykel o az. 1969) G e e

. A;

_'fd;han '_.'_n'_' er___ depr‘essives, Them g a] s0 2 \gndency tg ha\re o I
"_r;mghar 1nt'!ﬁendﬁ o‘!’ suicide ﬁttempts with th‘ls k»*ind of‘ hackground'

Ehﬂdrem?_'_f_ hat grqm up '!n a f‘ami 1y whem gm ﬁﬁmnt s a.sx 4 Pr‘imat-y:'ﬁ"_{fz

ganetm vulnerabmty: but there ar-rs alsa 1ssu¢s er s&parat‘fnn.lff =

thrnugh paranta‘! mness. suicide,

bﬁd ‘““""*aﬁe*_ Tﬁe Oth&f' parent may.-.-alsn have 2 trsychiatriq;a_'

prohiem for fnstance gersnnalfty disordar,
) e |

'Isnfdet*, have tu? disadvan‘aagas. There.:_is au éncreased_'___'_-':-"-ff_:"

wgrce and hkposurp o2

B‘Isarder;, ar_'_' s



3%,

""""B'ut a’ii ‘tﬁei s.tﬁdiéé'--ﬂbhu't agrée. ;._:'.p_{kiéml" _(1_9?8.)""' found ‘that
earw losses wehe more assuo ated wif;h Uhééﬁbié cha'r-aléi;éioTo'gi'cé]..'_-' -_

; trmts, Tike mmxatumty, hostﬁe uependency, mampu’!ation, impu]-' ;
| Siv‘ft.v and . substance ahuse,' rather than mood uisorders AN |
these tr'aits may ke the patiants FIOYE. vulnerab‘le to marital |
tHscor-d and other s{tressors._ The ciinma? expression ‘may ‘also
e be mﬂuenced ann;l modiﬁed ard the copmg skﬂls may be 1mpaired_"___ o
S ba:;;eée of 1 these = wnstable aaaits. SRR -
L'Iayd (198{1} found thae;. a mstury af chﬂﬂhaﬁﬁ Idts was absent
1:1 twa-vth']rds af d\t’ depre:@;wes, @n argument agamst:‘;ﬁ clear e

Q

)

__ Thg qm“ia_ﬁmshtp be‘tweenn pqrsuna‘léty and dysz;h,ymia is 3 -f.very___f;.
| cunfus:h'g' aneg A‘tfmﬂng t& Hirschfe‘!d {1990) thera are SERF. R
theoﬁas‘ e . /)

dysthmia. These pre@gxisting Iang%tanﬁiqg persona'litx pattems

gt ﬁzu 197(1,, ch,ame‘y 2'& ﬁz, 19?4}‘ secause i intrnugrgion, U

’!ack af so%ia:l skms amd dependem:y {stchfam et az@ 1935)

<

e




CRTT
AL

Y ﬂ;asﬂy become depgressed wﬁén ;d:b

o eaﬂy 11fe. preﬁispose ene to depresmg{‘lat&r. o

s

-'___.»

these pahents ma.y cantribute to the hfe swatwns tbat br‘ing
| ahout their chromc depressian. Because the'lr self- esteem W, ends E

ar- api‘!r‘a\rah attention, fy,:urance and love fr-om others, they_ IR

i

5 .“- ; S

" theﬁry of Back. whem the hasic cogthe schema devn‘loped m:-_ _—

‘.‘ O o ST . B !'_}'

"'-_'-i_is {hat they frequent‘l,y display pu?yg‘iattwm.

13___.:"ﬁ‘§fmne_'tiﬂ= spectqg i el
'{'his thenry s es f:h? persunath féntures a.nd «dysthyma;'

Ry

amh 15 a laC’f of these factér‘s. o

g

Tm}s is also in 1ing with the %ogmtwe behavmura] therapy R

' (“maa) f"“"‘f “t*"'*t ‘-‘N:ﬂ,y nnset dysthymw may be'_; LR
Q“a:reticaﬂy e:sela%ed t¢ major depmssfom | But Torgarsen ( 19&4)‘?._}_

véhp %Sthma’- asﬁeniany th% subafﬂ:cﬁve dJrstﬁimic-z'f:"

# tx

EPLE T iy




e __'__:authnrs

.According to Akiska! et az. (1977] and Akiska‘l {1983}9 dysthymia' '

temperamenta'l structur*e, the: genet‘ic patentfa’! fnr mood cdisnrder“*-_ |

5 _____-may be ‘a precursor of 'a more serious mood disorder. In th1s"'

s suhcﬁnicaﬂy aa’ci\re at & times and can easﬂy be tr'iggered |

: 1nto clmical 'E'{Tness w enviranmentai characterfst‘ics (Ahska‘!-

e az. 1933) . This means that they maw THe ‘on the same genétic o

T ispectrum. AN

a -

.____.,_m mmm"is a pemnmty disurder

R g__

| tn “this “case” th& Gparsana‘ifty ﬁeatﬂf‘ﬁs m Pa"“ ‘"‘T "5'“"*”'"“ ek
. ""J.:’;-'_::___:-'-ﬂ-.sew fm} are ndistinghuishable, from it/ In. the past many
 spoke a{‘ dy%thymics as having '3 d*f"'?'esswe °"‘“'ﬁ“t‘"’" R
':'.":':'Lif;_...--df"'?mia 15 £y isarsnnali‘ty q;tsnﬂler. tha NSE&"C}‘ that "s'
- ﬂ”’iﬂ " % efﬁcaqy u‘F th:ma!eptic drugs in’ ﬂﬁt‘wﬁfﬂs W
CoE e . "':"""_""ih‘l'l’iﬂﬂs in thﬁ phamaca?agica’fii_'-

SO



M

S degree

g '.;:_ _j"'-and ;me wi;:ﬁ dependent parsonahty disorder. } e

- m/i

o againg peop?e 1n tha cmmwnity

39

| 5.2.2 Persomality structure in dysthymia

TR

_J:___""'__'_'amot1onai s'trength. they bmke down ur{z}?ﬁi‘ stress, thdy wem..__-_
Lo movdys fearf'u‘!. shys intmvartad and they avﬁided soma} iintgpag_ c
__ _._.::'twns. Tha @avsnnaﬁties uf dys’gwmfcs wer-q signiﬁcant}y more o
e -____.;._"':hsfurbed tllar: thuse of pa;;;mnts with @Jw depr'_éssﬁon. . %[ b

W ' .r"

aoy e't: aZ. (1935) found thatz of eieven d.vsthmw Pam"tﬁ nine -
| "":"had associat&da personaﬁtym disof&ers. faur' w‘lth bor‘der'f‘;!{mrf.
tm:o with schizn'id. l:r.e with histrion'ic; cné wfth x:ompu'ls""e._--z.:'

far "J;reatnwn%r for neuas“ in: eider“ly dysthym‘ln pa‘bientsg They

: '-'_,,.}\-‘:Hirschfew (1990) mentions 2 proSpect'ive coilabﬁrative Nat'!onal )
: Inst'itute,ﬁ'ﬁr Menta] Heq“;th stucly where nine hundred and fifty | |
'five pat‘!ents and two thausand ﬁwo hundred and eighty four- f-irst-_{-"- -
r-elatives ware tested The resu‘[ts showed that dysthymics'_
o tgad e.gtremely abmrmaI persona‘!ﬁtws. They had low 'ieveTs of___ -

a‘isn had 1y dacwaased Iife satigfactfun witﬁ mnodic ,g;ief dge'

to phya%ca}, socm and econom-lc difﬂcultias enmuntemd Bif

S LI N - N

ncidenae uf a‘!mhq'[ and rmatgesin abuse arm a pmfceived neaﬁ e



e,

SR _ _;. -.--;_ N

. .
J.r_ .

G11Hs aml Zabow (1982) found that eldeﬂy dysthymics had hfe-

lang mani*astatwns of undue depandencr, poor copfng skﬂ‘ls

" and 1nadequacy in 1nterpersona1 reiatmnships. These patients

| became, as the author-s put 11: "mcreasingly 11ke themselves“. s
5 ressogs . IR

| 11: 18 generany theved that str‘hssoris can aggrevata chronic o

. '-'depressian.‘ nkfskaj IJ.QSS) hbwever, fee!s thnt stmssors often

msult fwm dgpressive prodmtnata (L'!ﬁyd 19803 Dy;,pharic mﬂﬂd
TR and assgcw«ted vggetative &nd psychomotor dTSturhances, f>as we‘l’i

g} _as pa%sive aggress‘ive behaviﬂuf‘s mag a‘iienate sigﬁfﬁ;ant others S

and c:ause Jifffculties at wo%k “or. schno?. This may Iaad ta

_1ack :af éac'lal supporm O IETE ST L S ‘u e

-

Environmenta? circumsﬁaﬂces maiy p‘lay a pari; in the precmitatwn

.Q_ .

_-::m*f mod disorﬂersgare erl,}c tﬂ be ﬁsshciatﬁu v.ﬁth cogn'ttism
f-_;:.-:ahange. L Therefore pdt-lemts are er‘l;r ’bn semctwgiy reca!‘!

e ?"_f:'_i"The a%nts may rwt e\fen 'have be.en exps‘fianced as negat'i ve. at
, :_f' -..*--the time. hut are nw seert as such izi a pprson mith a negatwe
Dput‘iank berause m? the dysphoria (Rush 1990).. | L

=

_!_D .

e

-"'of the irﬂtia\"‘l episoda\@nﬁ maybe t‘he timing v-F subsequent depseSv

_nue mf- twa negativ& evanfka trying to” @xplain their dyspharia. X



“ 7 6.4 Heredofemilid] Factors

o . '_'::.'_'.:._:‘Yo!i"-'_1_ ,w-,e_r fimi thein in na baoks
g S e x !'"':_Yﬂlw JUSt th i"heﬁt thﬂ b‘lue;'

- nkiska

a1

 Akiskal (1989) starts his "Iﬁﬁrtic'l'_}e: with a 'Herhb_h'i's_._s_lim'soh_g.:. | ”

o q _- '“',,.HEI" mama ha):l them .o _ B
'. .\-__l‘fow I ve goﬁ them tuo. '_7"'

a

| 1 ve got so'nethmg

.n‘.l.

:;-'"'Sumething ypu Just dan 1; 1eam ’in schocﬂ

_.r.‘_-‘..' )

uhan I m sad ami Tenela" e T X
;'Evan when 1 anﬁhapp.v ton REET

"j.'_lAH of » sudden” :

g_ntfans 'mt S‘Hm uafs tamng memhormm not ,just»
abnut thé" bh;  ° '5§ a clin'-_'_'_"_i entity, but abaut the biues as
a frame uf 'mihﬂ;a farm af i;i:sic am:l iﬁues as a ta‘iant. ) Ha
ai so mentinns thaﬁ ﬁhe paet had remankabl e insight finto depms%itm

in the nineteen sixtries_: when many psychiatrists *uid not even

N



ez

'-'___Famﬂy risk s not synonymous with genet'lc risk Pati'éri{:'s'who

have a f‘lrst dagree b'lologica1 re1atwa mth a mood d*isnrdes' |

_ -___.._are at 1ncreased risk of deve‘lom’ng depresswm If a person

. has - one. affected parent (smgle mating), the r*isk is trip’led

_and if boti; pamts are affected (dua'l mating), the risk is

R

a i e .

_at Teast tenfa'id (t:erkhdn et az. 1982)

-Heredit,y may p1ay a ma;jur mle in the pathogenesis nf moat:t disw
N ;z::r'dem hut fauﬁ!ia? ’Factors ﬁeem to madify the actua'i ch‘nicai
L "_'_‘exprassfnn o*f’ tf:e disarder (Ahskal 198&‘ . L

e S

5*5,?9“5 ----- t‘*cs o 0
R e A \} R R S “ -
- *_____'In thew rav-iem arb*ic‘{a Brnn*isch aﬁd Klermm (i988) quote Shapiro
%19?&), wha fuund that 1n "non-endngenaus depr‘esswn" the mﬁnow" B

But Toi‘gersen (1983) fnunsf no hwher cnns:urdance 01“ *'neum%ic /3

deprassinrx‘* 'm.' mnnozygmtic twins comparad ta d'lzygntfc twins. . ”

L

: E ._'..'-Ba:&’lgsan« ac aZ._CISﬂ?) found tﬁat. where mannzygnt%o twins 8 RER
. dere discordant for h?paliu‘ mood disorder, the unaffected in S
o ""--'often shmd cyc}ntmic at' dfysthymic ten&encies* ;- L

- T



menta‘l dysmguhtion This may b ‘m the foir-m of dysthymia .

' hyperthyma Br cyclothmfa.. These - 1n tum might 1nteract w1th_" '
"'other risk factors to bring ahout ma;jor mood. dxsm'ders. _It

-_:'ls 1nﬁeresting to note that. one . ﬁnds shortened REM 1atenc1es L

'_'_-_1ogica1 abﬁammﬁty behaves Hka 2 traft. mat*kar of vuInerahﬂity;

ethat reﬂect the b’io’iagica‘l inv&lvement, are* o

( ] b EEH ehangas e
_" .._'(_I':i_"_;.'”‘-_.-_Recaptor bimﬁng stuﬂies PR
(ca Anatomin ?oc&lizati& ,stqd?as
T {d) Naum endacrfne §tud1es' o

(f} o 'Cembwspinal ﬂufd ami-

a3

bitﬁog?ca] aetiu’fogies, The areas that ara hefﬁg Iaaked atf"._'_':ﬁ_'_:-__:;_'_

woeeon ‘ o ..'_." .'." h
W

PN

L ef five-hxdmmﬁldﬂe*mm ae id (ﬁﬂlMi

" }?ffjtg)i"]ifiaanod plata!et stuaies. B

. e g il
AL EEFRIE B . T

in dysthymic and hypamanic temperaments. : This s'leep neuro-physm-_ '

o _amd 1s nnt marew a non-é.p?qlﬁc stmss reactinn or 2 ‘?@f‘f‘elatg“_“
of anxiety {ﬂkiskai ﬁt al.. 1}334% : : o

Akiska’l (1989) ment’!ons that the genetm pdtentiai to deveh}p” -

ventricu‘.tar cnmﬁnt&atims.- o

Ingica‘i 'ieve], but recent researchers have focusaﬁ more o

--affectwe episodes might be tranmﬁted as subc]inica"l temperaw

L
. _o“‘v"_.

hhﬁ P&S‘t* most nf the wonk on. dystlwmia was dane un a psychg.. o



o chﬂdhuod and Hfa events and hm'logwa] 1ssues

o

BT Conel usion R

The predispositmn to mood . dfsorders 'Is probahiy ; .éé"é'é"_'f fa’é& g

ndu? thood

may serve as tr'iggemng f‘actors.' The predispos-lng roles of
\ heredity and ear*'fy Tife ﬁxpemences are mechated through per—-."

scﬁa!ity variab’les whwl .':reate the c‘ircumstances that precipitate

episod\of wood disorders m adult er (Akiska] 1935}
B O

Y ' Lo o
Y A - P

#
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. CHAPTER SIX

6. SEROTONIN

Th

CIR

e .
0 I

Semtonm (S-hydmxytryptam'ine) (SHT) 15 one of the 1nd01eammes _- o 3

Y havmg the fn]‘lumng chem;:a‘t strut:ture (F1gur-e 1}

oo jn depréss‘i’ve psychapatholog.v- E

| -__Samtenin was ﬁrst detected m the hr‘am wﬁ:h biu-essay techw -
_.'3_-*_-_.__'n1ques in 1954, by its vascaconstmcﬁve effects. Th1s Was

b nat & very sensitive teéhniqu&, and by 1.957 1%. was detected

_,..ﬁ'-using spectrophot% ueramatry. : However-,*the big bra&k‘thmugh .

P



%

N

- came 1n 19&2. when Swedfsp’/researchers deve]oped a hwtochemcal L

- ethod i:o visuaﬁse the btngenic amines. Mo]]’lver (193?) gx
_'p1a1‘ned the technique* Freeze dried brain. t‘issu« was exposed

to hwrnd” farmaldehydc vapcum which reacted with the biogen'!c

S,

'_ ._;.w‘o]a’g tht. . ‘ﬁﬁs made the m]ecuies vfsﬂﬂe under- ‘the hght__'-'f TR

V. '-'-’:"bodies and axuna‘[ procasses. . e

"Hnes') which em’lt ye? ,r-w f'luoresence when stimuiated by u\'ltra- -

micmscope and one cou'!d now’ lucahze serotonin neurona] ceH S

:';_':. The seratomn ceﬂ hod‘les.'; -:'uere stricteﬁ t:r the mid'i ine of o

the brainstem, mostly Within the _ﬁP“é "“"TE’* : I 1954 nine
B -":'-'.::;'___-gmups 01* semt_qnergiﬁ ce'l'l bodies wena described. but Eiﬂce:f{

SR '_';tnen it s been
'-'ta a‘ther* partg‘ of’

[}

ebl"a']rh o

S Witk newer

o '“‘f.'_"?transpurt of tr 1&1:&6 amnnn acids, ‘It was ‘found xhat 1 ritmted‘fj:'--_-_'3 e

aér thqf; ther'e are mamy nther prwectwns

ammes, comerting them to ﬂuor'escent derwatives (beta’ ”carbo-' - o

_-afr:l)ict methcds, Ionking- at the antarograde “axonal e

- fsmtumn aucumu*lated divecﬁy through t’he high afﬂnﬁr ptakeff ST
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Ao/

:Fi{guml;-ﬁ*',Bej#qtunarigidc;_'nem&.}m;«._ A the _'-}ﬁrﬁna.té) fdbrain demonsirated

by immypocytochemistry. Note the highly differentiated: arrange~ ..

-ment of) SHT. neurons Ini the' dorsal raphé- nucleus just below fhe - "
" o4 carebpal aqueduct.  Compared with raf, the primate dersal’ raphd - .
o shows - g mere sintricate anatomic organfzation and. the: cells are -

S more- widely “spacéd, | The' dorsal and median . ranhét.":nq;:l-af; cgive

c rise’ to & highly: differentiated  and topographicd¥ly - organized

.. projection- to carebral cortex in.the primate. :Micrograph courtesy = .

-+ ‘of Mary Ang- Wilson, * Johns - Hopkins “University.. (Abbraviations: -
A e aqueducty Moe MLF, IV = frochlear nueleus, )’ o ot




" Figurs 3 Serotonergic

T —

N

igure 3 . oneygic cell bodies in the midbrain ra‘ﬁ ¢ nuelet o .
“dempnstrated by “BHT “immunocyfochemistry. - A Low maglification .~

Fa i
11
R

0

. sufvey’ view “of ‘trangverse seciion thpough the ratimidbrain.. -
. The threw raphé cell groups shown heve if- the .midilain, L
. rise to widespredd .serotonergic profections -to-cerébfhl cortex - . --
-~ and . other pagts of " the forebedin. 8. " Higher maghification-
- micragfaph showing "S8HT neurors jg dovsal and median:vaphé nuciei. -
© 0 e dorsad - paphé nuetéus (B7) 11€s ~in. the- central gray mafter & .
o Jjukt beneath: the cerebral ‘dqueduct. In the transver ) )
tn;_} dorsal raphé can be further subdivided fnte & ventromedial -~ -

ain, give .

o Dlane. .
clusypr between .and” just -above the WLF's, a smiller dorsos

. -medial groups Just below the agueduct, Xnd: 1 &fgéf'_'__'hﬁ ateral cell ' .
" groups, the Tateral wings.  The principal cortigal _
2 inmervation- arises’ frop  the “ventromedial zone oFf the dorsal L
1« raphd,” -The median réphé nucleus (B7) Ties in thd central core o
. of the midbrain, below the MLF, In addition toia modeSt pro- .
S s Jjectionto neocortex, the median -raphd projects hdavily to hippe~ .
oo okampuss sepium, - and -hypethalamus. . The (B3 cédl group dfes M .

- seratonin o Ly

.

. the veritrolateral midsrain aléng the fibres off the medial Idi-

T niscus.
o

A A = agueduct, * = BLF [medial TongTtudingl

“ver igurey tourtesy of -Laura Mamounas, Jphns Hopkins Uni-"
versity. . (Abbveviations; D = dorsal raphé, M = median raphé,

e

gheutus])s -y

R T A oo
e v fe ) el
N
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B _.'ZMo?'I'%vér".(i'g-B?) 'f'b.ﬁnd “ﬁ“khat there wefe' two an'a%nmi-ca’lly ang ?‘un‘c-' '
:'_twnaliy d1stiuc+ serntohgrgw proaectwns to the cortexa The'
'-'_Idm-saY r'aphé neuron‘s are very fine and very vulnerab’#e to st}me-_-_;_
_neurotox%*' amphetamine.e.- tﬁ % \iause -eievated maod. The medi an.
_ raphé axons have ‘iarge vfr\mos itfes and. are nat sens1t ve Lo :
"."__".maod e’Iﬁvating drugs. The nhurg\\s in the doraaﬂ raphé play.
| _’"_a maaor( mleo in the contmT of ma}sgl o

t

---------

a = ﬂur abﬂfty ta d'{st‘y\glnsh d-nfferent receptor suhtypes hasu been

' ';expaga’eﬂ maf‘ked'ly hy naw technﬁgues. fnrt ’instang.e mo'ﬂecu’iar
'i":'.‘.;bfe ogy, radfn}'lgénd hinﬁi;m@ e!ecﬁ:rophysio‘iagy and bgﬂchemistrf’

__ Each suhtype pot&ntiﬁﬁy pr&v?des 5 wrget that carb’ﬁe ma u’fated

phamai:oloqmal Ty tr; ‘Ehange d;he functﬁun of. seratom:a ta achieve

e spacﬁ"lc :;‘1 mi%?:a} effe&t {60 }jza’léf H 'yéﬁch and i’erm}tka\ assé}

\

e o a . .Q_.‘.: B - " '. -Z:_ . LN SR o
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| 6.3.1 SHT, veceptors

These mw‘-oeatea”m'--the serotonin neurons and have an inhibitory

| _ effect on serotonfn re1ease, thereby monitoring the extraceﬂmar_' -

- seroton'ln concentration.

(@ 5!'!‘1'1;1 redeptor

< '_'_"Arfturadiograph1c studies hava shotm that the highest r:oncentram

"t‘mns of thnse receptars are’ fuund 111 the ﬂentate gyrus, thp R

. . 'hin@uam;its &1(! the r-aphé nucm?’

_-..':._-;-;_é!-:leci-mphysioiog'ic studies show x..l:at the swotonin automreceptar,

mht be 3 SHTIA receptar s1te. Th'fs autowreteptor'




o

I v radin-active derwative nf the haﬂumnogen 4~bromu~£,5«dimethaxy*fI'"

Bl

These are excmsive‘ly past synaptm r‘eceptors, _whu:h don t modﬁy
" j serotomn f-eTease._ They do not betome supersensﬂﬂe or pm- '
I ferate aftet- chron‘ic tr-eatment w‘!*h antaganists. This. pmlonged
subsens1tfv1‘ty which Was described by Leysen st fzz. (19863 15
qu‘ite mysterwus and the mecrlamsm beh'lnd 11:, 1t not knovm. L
‘ ( SH?’gc receptm- . | o
: Th1‘s rﬁcaptor 1s claﬁsified here, because 11: 15 simﬂar to the |
BHTZ receptnr. It is *Foumi in the choroid pIexus. in: high. den- _'
_ s'itms, as weﬂ as in the hypnthﬂamus, hippoc:ampus, basa‘i gang'fia ' 1
; aud spimﬂ cor*d. It is not yet clear whai; the c‘linical s"fgnifi- .'
cance Qf this receptar 15‘. R T e -

v..

These sites fiave heem Tabeﬂeﬂ usmg s;:fperone, Hiansarin. Kfﬁan- e

ser'ln and Hesu?ergina. o

- '_;":, - .' . .. .

amphetamine. and nn “the comne.t'ttion b‘tnding cuwes, 'ﬁ?f{ 53,.“0,,1"_._
versus 3H xitansemn (Gonzaiesuﬂwdrich and Pem }tka 1993). S

They ﬂm manﬂﬂﬂed thgn a c-vl'JNA encuding 3 func:tiona’i sevotoninii“ o

R cent homtﬂagous with the mm r&ceptar c-DHA. R

"M_aﬁy au‘thafs' dd.__nnﬁ?'dismg?gi s bméeh-_tiw B dnd Bsites.

”'"The **ubtypes w:me \)dﬁisglngqjshed on tha bas'ls of hmding ﬁf 1.*1& % B

- twm (5&1‘2) recepter had beerf iso‘l(;::ted using pmﬁas genarated e
‘:"""0‘“ the SHT:c Feceptor c-DWA.  This c-DNA. is fift.)’ one. per-';.




"In- rats the’sé" 't'ec'eufbr‘s | "s'e'erri ftd -'be' con'cantrated n cortica?._;

e ﬁ340therputaﬁveserﬁ¢ninrecem o PR T

| 6.3.3 BHTy receptors

~ Very l{ttle is known about these receptors in humans,

L e

areas Tike - the entorhinal cms;tex and" the area pustrema It
cﬂems as if there 'Is soma mtemction between this. receptm-,.:- L
dopamine and ar:etyicho‘hne (Gonzales-—ﬂeydmch and Parou‘ﬁ(a“ 1990] _ -

n - . . . ) _._l'}' -.sJ a

_Th9 ﬂc‘i inmal sjgnif’!caﬁ j__
tﬁyﬁ?evﬂ&yﬂrich and Parntmka 1990)




8

0bv1‘0us1y, much more research has ta be dor@ tu detemme the |
"_':'_imﬁurtanca antt the sfgmftcance af eac*s EHT receptur subtype'_"
. _‘m the centrﬂ ﬂEWOUa system. Grﬂy %hen, can new more ae‘lectwe'

drugs be devehped tn phamacolpg'tcaﬂy m:nipuzate these sﬂ:es

ot ach1e,ve s;:.eciﬁc clinical e"fects.

y A




| '_-'psychiatr‘lc ﬁisarders ‘er depresswn, dysthymia, anmety. panic | R

S "rhythm diswem {t:urzon 1938} i '_ O S I

( 3 581‘2 receptors R . .
These, ?‘ECﬁptO?‘S are mamiy mvu‘iveﬂ -m ﬂeprgssion.., amxiety.

-___awansertn has ma‘in}y besa tested at %his sn:e. R
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CHAPTER SEVEN

7. BIOCHEHII",AL IHVDLVE!ENT _OF SI'IT IH PSYCHIATRIC MIIJ 01'HER'-

DISORDERS

Changes n 5HT neum’craﬁsm‘lsswn ar‘e POaS'IbTy 1nvo’ived m man.'lﬂn_' .

H.

L _'-:_ﬁ'newosa, a’lcohal an’&.‘ atﬁpr drug add‘ictions, aggmssion, suiciﬂe,' e

disorder, \ebseasfva compu!s'ivp d1sorder, anorexia -and buhmia I

o mfgmine, drug ihduced vomfting, \1svchosfs, premenstrua'! sym;lroine, .

seasfonal af?ective dfsorder, paun. s'leep disorders and cxrcaui'ian RS

) "i'.:__;fappehté themur'aguiatian, migrafna, memory and pnssmy nbses-?

_-'J R

R :'Montgﬂmery and rineher*g ( 1989) tried to mgél assocjatians hetween |
DR -speciﬂ : ::--:receptbf sabt@as and speciﬁ; syndromes-: L
"---:’”,:”..3"-':These recepturs seem tﬂa be 1n¢o’lved m ﬂept‘ession; anx‘lety,l-_

sive cumpu'isiva discrdem Bgspimne has heé?r tasted maimy

o &5

d‘j'sth.vmia, migraine and the negat'lve fgatures 0 schfzapiﬁ-enim D
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-(c) __ SHT3 m:eptors | R |

' These receptors are involved in anx1ety, memory '!mpair'ment and
dement‘la, addict‘lons, sch1zophren1a and the treatment of nausea
assocmted with chemotherapy or who'ie body 1rrad1atmn 1!1 pahents

o ‘with cancer.

| 7.2 ST and Depression

A

Even ps,ycho analytwa’l‘ly \mientated psychiatmsts ragree that

o deprevfian 'is a b echemica‘l condrl‘.‘wn requéring mdxcatiom
Aki 5/
| uf {,hmmca‘t'l

al »f‘1990) quutes Eanper (13&&) wha sa "There is a group

epressed and amxiaus pai:}ents, whose moad regula-.-- o

ke

) , t‘lgn 'ls vasﬂy changed by antidepressant medwation, The entr,y 7
or these new mo’tecmes intn their metabn‘iism. altars, mnding ' SR
R It e

cantrd.ms thew

1973}
; _- In an‘imals. ﬂeprasswn is se#,_ as Ieamed helﬂessness or' be- ST
havioum despair, w as faﬂure _‘o*F adantive or pmtactive e

SPDI"ISBS to stfess._ This 15 a?suﬁated_ gn‘th decmasea seroton{nna.; B

relaa§a, which sfzppwi:s the samtoiw

_-deficientzy thenvy. "

E- tf.fl . B




{b) 'f Chaﬂges fés‘ tryptaphan“hydroxﬁase action

"

Deakm (1990) qmtes Stlluit'§5 done on rats, where they were sub-.

Jected to”two "hours qf wmmobﬂisat'ion, 3 Thfs caused them to

“be 1ess act'lve ancl to defaecat’e mor-e in an Open fie?d twent,y

four hours 1ater,- N‘ith repeated daﬂy irmnobihsation, thoughs -

they becamr. tnlerant to the stress afid showed no abnoma] be- . |

haviour._ Thesa rat;s showed pnhanced hehavmural stereotypes
m rESporise to drugs that acted on the SHT 1 receptﬂr. Therefore
RS seams as i\f the 5HT1 raseptor 1smmo!ved in the adaptatwn
ta stress /,._Lt 15 1ntere§t1ng to note that the fema!e rats shawed
1ess ¢n1erance tﬁ repeatee! "‘étress and du.l m;rt develop anhanced

behaviourai‘ féspanses ta 5HT1 !‘ﬂ‘h&{ﬁtﬂh ané‘agamsts ' This m'lght

s f_ exp!ain why women have a gveater suscefﬂtlhﬂity tﬂ ﬂemﬁl’ depms' "

._,Limiteu precurs&r | ﬁ "

L ﬁ.-"(i}*.')""_-:"-jhbnuv?na‘l mlaase ar rewptake uf serd’toum at the s,ynapse

"fitransmitters or neur@nodu’lators.

!-:”-'Functionﬂ defic'it n-E sqmtonin mfativar ﬁo a?:her nmro---_
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L-emmallummn
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RS
BE ORI
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?;g.é:.-_ﬂéurﬁfethCrine studies

' EHT pharmacologfcal agents that are used in_human neuro endrncrme

A -studms are the foﬂowing (Price ot az. 1990)

h.; 1 {&} ﬂeceptar antagonlsts < %gi'_ | *

_'.-_;ﬁ;:_i.',Mast stud-tes shaw thnt "I:he p’lasma tryptophan is 'fwﬁ :
| :':_"f-:f.;patients than 1‘n cantrols (Coppen and Hooﬂ 19?3. De. Hyer- gs a;, "
° %19&1}, hawever, sam# st“*ﬁies Shtmecl n&“d‘f’ffepenca {Mbl‘lar 193% R

o '('a.')-;.' “Précursgbsi-_ - o — ' \L Tryj)tophan

i :ah) ReTeasers l.:.-'_;  - fF“quramine fs
| .'( ) © Re-uptake b‘lﬁckers |
.' ?(61§\ Receptar agonists

P

- '_domipramine

i .

metachlaro?henylpiperazine e

- Mgz L

f i£ﬁ“hysergide

SN __—seiecti\fe

-:“'Qﬂjéfﬁ}'qyppghﬁpfad1"e -

' PR S '.:._mt@rgai'ine .

o 05"-‘79“‘“’9 -":j__:- - _' Ketanserin L
S Ritanserin

- R

'Lg*“;v :

eWessed =

.

o .__.__:..__-;-__;_-.__-ma,y be 2 reason. wh.y\\ femalés az‘e ym vu;naramé ”to ﬂepmsswa-”; .

1nw tryptuphan Ieve'ts an past partum dep ress-;on {Handlgy ot a:z.”";
29805 : L _ -

Tt

:-_-__.Z:.;-_-;he fasting p‘lasma tvyptﬂphan ‘Ieve'ls &r‘a siguiﬁcmﬂy ‘luwer-_-_____.-'.__' . o
:,’-in brﬁzh depressed 'Fema};’a patwnts and fema‘ie contrn‘ls. Th-ts__'_**_"."-.': S

" :.';-!':'-f:;_'tﬂe‘ltzgr Lgsg) 59"“* studias ?‘Eﬁﬂ?‘t aﬂ assoc aticm betweenf_.: e o
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Me'ltzer et az. (1984) showed a pos1t‘ive corve1at10n betwean

_the seveﬁty of the depresswn and the cortisel response 1;0
'. -S-Mdmxy-trypmphan. - They attr’ibuted this to an upregulation
.of the_BHTz receptor's, wl'nch is reiated to SHT deficwncy. o :

..."_Aﬂﬂthel" /;zway of studying semtonergm functwn 1n depresswn, -
'_15 by givmg mtravenous L tryptaphan as a serntonm chaI :ange

L agent. The rationale behind- 1t 1s that L tryptophan adninistra~

| 3.5;2:_"'; __ 'b:ibn' wﬂl 1ncrease ser‘atonm synthes-!s in. the hypothaIamus,

‘"h*c" '15 Whﬁf‘e Sel‘otomn mediates the effect of serotomn on.-'-_
“-.-"_._:_P?‘OIact’ln..__:__._,-__ ' TR T

.--A‘Fter mtra;?emus 1- tryptOphan aclmn'lstratwn, ther‘e is a c]ear-_'._.___ '_

RO "1ncrease m serum pm}actm“ '!n heﬂthy suhaects. Th*is is an o

\.:'-indi_catar of - JHT functirm (Charney et aZ--l%Zs : COWB'! et ﬂz' - |

198 H1§}9§<ur:et az._ 198611\.1_There is’ aﬁsn art ']m:rease An gmwth'-_'_ -
. _Snme cases, but ‘itl varies 1:0 such an axtent. that
) _'it canmt bé used as & réﬁia'biie indicator of t:entra’l ﬁﬂ'[ funcﬁum-’f o
-'healthy_ guhaects axpei‘ienca sub.iectwe muod changes oL 9_
_ 'cmtnphaﬂ administrqtiom ’saying that the,y fee‘l drowsy, menow-_ o
| fqm;iuh._ B PR u - f\
o “‘f’_'Them at'e anthurs uho be'l’mve that the ;;ro‘%actfn mspo Se to-

L tryptaphau_i_s ot mediated - !}y 5T, hu\t Chamey ot al. {1932;” |
h and ‘Cowen- et.éi. {1985) have found that there. 13 aztenuation- e

"-;:.':'_'of i:he resmase b.v nnn-select:ﬁm 5HT 3"‘535““15’“ 1'““‘- methyu'__'_' |

sergfs:le, cypmhe;:tadme ancl metergu‘ime. ___u The phenmnenon ma_v |
- be mediated primar"l'l,y by tne &H’l‘l receptur though, hecause the -

oo _'seflective SHT2 antagonist, Ritanserin, causes 1o such attenuatmn. R

' ur it may dn fact even mcrease the Pespﬂﬂse-r :



,Anuther approach would he ta study the c‘iinica‘l effects ??f t}:yp-
-tophan deplation. Shopsin et azﬁ U.Qfﬁ} shtme;! ﬁhaf, ﬂif'achlomn--- o

_ Hemnger ‘et al. (10&4) found that non-melancﬁo‘lfc depressive., o
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" ._--had a ulunted pm]actm resaonse. _' Thvs. 15 an mdicatioru of |

| "a'ltered semi:onergw functmn (Me]tzer et aZ. 1984, {:occaro

"_..__merely a nnrl-speciﬁc corre1ate m" severe psychiatrin 'HTness. ._
-f;.:.;schizaphren'la (Pricg et _az_ 19.90)_# - .
N 15 o mgmficant wefgm; Iass. Cogen a# ate. 1937 and 5006;:__;3

. .Pheny'ia‘lanfne inhibite& the acf:wity of tm‘ptﬂphm m’dm"ﬂase’-. :
'--f-_ther-eby intibiting. SHT synthests (see figure 4). T“*S wesgiven

: 'et al, 1989) that s probab‘iy spemfic to depressmn and not_"'

_Pa.1:1en1:s mth otner psych'fatr'ic dlsorders who do no‘t show this'-

""-'-1986% obsessive compu“is%ve d1sorder (Chamey ¢t al. 1938) aﬂd .

| thé‘ pmﬂpctin reSponse is mcreased. : It 15 decreased when there '

ﬂ'-'“-.j .
S " x:\". :

_._‘}
’,

. '._to patients whu hacf suffgma fmm depmssian, but wer e mm R zabie o

. "'.-g”"“"“g 1ty the “P*‘ESSWF smnptams, came back and the patmnts.;f.'"_ .
. relapsed. /(Delgadoy o al..19%0). These data are anomg the
.-__rnast convimzing m Euppart uf' the m‘ie of serotomu in thymulemjc L

Ty e

d rug action.

e < e

: _..b!unt"ed effect. are patients witl* pamc d1sarder (Chamey ot az. '

| Hheng 'ﬂépi"e'ssioﬁﬁ fis' '&ss‘o'ci'ated with "si.'gnizﬁcant” 'weight ]‘oss;.'._-."_ S

PR ei: az,. 198? found that there was an’ 1ncreased P?‘O‘!actin msponsg.-'_ L :
E o;n H&althy_.. fema‘les wha sho»:ed wefght Inss after ‘”‘*tin g Th 'Is___ o o

-_'-.:-thy femah.-s are mam Tike?y n‘:u develnp depmssinn than ma’les. S

gen in ma',lev whu ware ﬁiat‘lng and may Oﬂt&”{hgain exp‘{afn __ N

‘on antidepressants. Hié:hm saven tu twenty four huurs after-
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| Gradﬁa'] 'd'iv'atafy t'ryptophéh' d‘epiétion can Tead to & seventy five

o per ‘cent - r-eductton 'm p}asma tryptophan }eve'ls, wh‘fch causes -

| '.subjectiue depresswn e\ren in nomal adu?ts (Srrnth et az. 1987,

"'Yaung et aL 1985; De]gaﬁo et az,, 1990), aithough some authors

o say that it leads to mﬂd impaiment in attention and increased

depressmn in heatthy m&]e subjects. Hha-t'f'is' '-evé‘*f"inoﬁa exciting,

".-re1apse mmm seven hgd\és n s‘ixty seven per cent of p}ﬁents T -

Y

'(”) fﬂilﬂﬁ si:udies TR o
Luw canceniratio{& s of the main metabohte af serotunin. S-iurdr'oxy~

L _--'15 that when defpt-essed pat‘ients who are. ma'intained on an ant‘i-— '

S (D&’lgadn e‘# az..1993J R
B -'_‘.-"Resergme tay. a‘lsn precipitate dapresswrz m vuinarah]e patients

'-."by 'loiqermg the syrtaptfc cgicentr"ations of 5HT ' Iomﬂ#azidu
. _.’may cause mpod e‘levation 'in some pmp’le treated mth Reser'pme

[) by inhzbitmg munaa:mine axitia@w antl alevat‘ing synapt't c. t:mcer[-«*

1" e . .
T,

tratinns of brain 51-1? (Byeﬂey and zijsnh 1985)

me the ahwe,,k ﬂ: seems that a tamc sewtar}ergic effect hu;s

é t tn mainta’ln a normal ‘

by expemmeri’taﬂy induced decr&ases or increases in '.SHTg fz;nctwn

S

'Inclo’leacetic acid (JEHIM] are. found m the p*rebraspinal\ flu*d B :

tr!’ ﬁepressed paﬁents as wen ‘as in autopsy studies nf hrains
fvom sumde v’ict'!ms (Beskow et at.- 19?6. ﬁsberg st als 1984, Kor—

' piet st al. :tsas) 0

ir

. ’I‘he moud may be. aTtered

: depressant, are gwen xy 1ow tryptnphan diat, there f -3 a déyrqssive

'x.;ﬁ,} i
and this may aven change tha effects nf antidepressant drugs, :-f;_ e

T

o s-ubaect‘ive reports -ef- negat’ive moood, “but. no c}ear‘ cﬁni_;rﬂ CoLr s




B

o :_'tumbar cerebmsp’lnad f]uid data. smce there is controversy_'”_ S

than dizygatig tﬂins. rrﬁg means that the 'regf atfon of Se"ﬂ‘?""*“

o "*taboﬁﬁm may. ‘E“e aenei:w&"?x 591?9“'““'3“ a"d 5&1#& coneentratwn

Ty be a qenetic traii:. The fact that EHIAA va‘lues change lii;tle o
@
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3

 The '-studies' dd‘ however show '-'éontradictf}ry re'sult's, with sa'me'

"’stud1es not findmg 10w concentt‘ations of EHIAA in depresswn
| .-'-'_"Risch {1985) mentwn that one ‘must be carafu‘l when 1nterpretirig_"-_-_'

""over- how ‘mch . hr-a{n GHT neumns and smnal cm«d SHT neur'ons";.t

e _ "ﬁ‘sti-_r-re_ BH@A and fowzd that depressad'-
R '-pat'reqts lmd a tiimdal diatmbutian af cerehrospinai ﬂufd 5HIM
- mncgntratmns, wﬁsh tm}y thirty per cent ej'r‘ sg\rere ma;]or ciepres-» =¥

ot R e el
: g; L\ S . FL Lo

L« [
)

_'rsa 'suppbrtsk thig theor&k.

er” t-ime: *in_-ﬁna'ividua‘i sul:;jeuts

L ﬁhese authors a¥sa. g?@parﬁ‘ed t&@‘ psychb‘iogicaﬁy haalthy pe@plv'
o wimf. ;tm_ cerebrgspiﬁ‘il f‘luiﬁ SHIAA conceu%ratians ware more

: '__""'915) ﬁﬂasur'ed ventrimﬂar SﬁIAAr nﬁncentratims{_f';_d_i'
si¥ r'ew depressed patwnts hact ve“rj 1ow cnncen- L S

{gjerrls et az. 1987, Koslow ot als 1983), But Byerleyand . -

.contmbute to the ‘lnmbar cet‘ebrospina'i f!u'id EHIM concentl"atmns. _::" i




Ly

_ " ﬁpect af the e:entra‘i serotonin system, but it does nms mrre}ate
L -_"'.weﬂ with carebmsp‘ina] ﬂum sm'm 1evals (ﬁsberg ot a:?.. 1986)

. istac
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H:ke1,y to ‘have relatives _*th’-'depressian, than the controls.

- Of courSe, if cerebmspma? ﬂuid SHIAA vzlues are genatic traits

| '_and 1f 1ow va'lues predispom to depﬁession and suicide, pros-

'- . Urinary SHIAA ‘.Ievms vary fr'om aay to da_y and cannot be carre’l ated )
':'_mfsh cerebrospival Flutd SHIA Tevels (Bgrtﬂssou et al. 19321

;”i_:-:"-:P“latelet.-r-._ are afterr used as a moda'! of the serotonerg*&c nerve S

iR

3 ﬁiLrotj' nergic mar‘ker. a
A
E

__ p_ec_t'i_ve stﬁdjes in young pa_tients at risk_, would be important. :

Piasma SHIAA 1eve‘ls c:orre]ate negativeiy with the severity of -
l;he depression and symptoms 'ﬁke guﬂt, insomnia, wortmessness, -

| _hupe’iessness and su1c1de (Meh:zer 1989)

- : " W

i
. l,; .

Platalet monoamine oxidase activityamay bP a r-eﬂection of same .

L o

I% md ;ﬂatem stmﬁes R

_-__termmat_-_ studies show that depresseﬂ patients havg ﬂecrease d
,___’number / o af BHT Mtake s1tes 1n the plate‘iets (Meltzer et at.
o 1981,A SR

ealy at r.xz 1936)

. Thﬂr&t are aiso signif%%tw fawer' piate?et 3H-1m'ipram1ne h‘lnding_
sitejLin depmssed patiegts.? Thzs phenomenan 5eems to be f*egion

i

g

tes _ Grow—lss&ruff et az. (19891 found zncreas&s 1n the'_-'.:
ampus, but decreases n the post céntra] cortica«] g;rrus,_
r cortex amj claustrum. Imipramine binding i’s a presynalf‘bic' _




o ab‘le to use the 5HT2—er receptor- 1n the p‘late1ets to measure"

?-3'1 Mﬁﬁg& _“'

Nost authors agr‘ee that there 15 an abﬁoma‘l i__ty 'In the BHT system o

o may suggest that the aitared 5HT metabohsm may be m-imarﬂy |

B assnmated with smc‘ldaT behaviour. rai‘her than depmssinn per )
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A BHT,~11ke receptor in platelets, that is comparable to those -

of. bra'ln 5HT2 receptor's, has been descr'lbecl B'iegon et c:Z.
(198?) hava shown that depressed. patfents have more than tw'iv..e
- the - concentratinn of .. EHT?_ receptnrs 1n platelets. They have

aISn shown that the number' of sites returned to norma‘l after'

: __four_ weeks__qf anmdgpr_-es_sant therq_py* _:_._T:ms_ _1s_.importa:n_t, b_ecause' n

S suicide risk,

ey T A

S

PR s . : L3 .

ivlhen a c'i'in'ician only studiesb the psychosoc1a1 factnrs assocn’ated- L

o 'At‘or'a- --and Mé‘]-’tzéiﬁ "(193?)' 'féund increaééd nurﬁb’e'ré o'f' these _bir_idi_n’g S

. sztes in *the fmnta1 cartex af suicide victims.-- One might be

with suicide, 1t can chuse pr-oh‘lams.. ber,ause one needs a mnm_
ftefi_nate rneasurement to pradh:t sticide. risk._ *m\??ﬁs ﬁsbarggtfgz,_’._ : L
sa1d "Luw cerehmspm‘l ﬂuiﬁ 5HIAA may be a hmchemigal ﬁuqc-;def’._ P

&Z

oy . .
P‘”@d“‘-tm‘" i \\ - e

Wt

'in pat:#ents who comit suicwe, aespec‘ia'fly if 11: 15 & vio!ent'_; j

suicme (t:occaro et az.. 1989% Ih most studias 1!1 suimde vw?_

tims, oty Fifty per r.ent had a diagmsw of major demfg;smn._- T
Gther diagnoséﬁ” 1nc‘ludad a‘lco,ho] abuses adjustment disorder-' S

with depression, sch‘lzoahrania nnd personality di snrder. Thas

: oA P 1_'.‘ e . . v 1nnf>\ N

By,




T ammmma .

i

. victims. Th'ls fmding is ever nm-e pmnounced in patients who_'_'__"' |

R

o _"\"ma.v alter tha me’ls @ saﬂ‘ or snm mdapendent of the sn'icide" LR
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7.3.2 Post-mortem studies

{a) ) Leve'-'l:‘s of 5HT and E!im )

s

'_“__‘"::[?”__cormzation (S:tan]ey and Stanley 1&90]

"'.Studzes show contradictony resuits, but most -=studies-.favour;
Jow concentrations of SHIAA 'ln the cerebrospmaI ﬁhid,' the

. _cortax and the bramstem, espema}]y the raphé nuc!eus of suic1de

o 'comﬁ suicide by vmlent meais (Mann e'l: az. 989 Br-owrr ei: az.

'i.'ﬂnte nmrtem and - past martem studies. Masur-ing 5HIAA and {r%‘JA.'--"I

u’

N 'L:'--Gﬂftfﬂ% (1980) men‘t‘mnso ?hat the changes 'in SHT Igvels 'ln ”
__‘suicide ﬁ:tims may be duez ta the '*ar'ia‘hle ?ength af tma betk.-een' _' L
" "Idaath and au‘l:opsyq. This is ﬂfm‘ﬂ“&f 1'0!19&?' 1n su‘!clda thaﬂfﬁ_‘
) .-:._.m contrais. Since EHT fnay be more sensftiva to th*gs pcst. m* ,em g
: 'f..;;f;':;intewal nr de?ay, and be signfﬁcantfy ﬂieﬁabaiized Pbstnwm:an y’ Sl
| _.'1wer Taveis af 5&1‘ may, be- shuwn withaut pmving amyt‘h'{ng. Thm
f"_.yas confimeﬂ by Stamey et a»z. (3,935} . e

El

_.','_.one of the 0ther prumems that r:agn cwud tha issue, s ’that_

' .'-'_"-'-'nverdoses and carbon monux-lde pmsoning as 5u1 t:ide methods,

__'_?'_in the cer*ebmspina! f?uid and t‘he -i-‘mnta1 cnrtex, shw 2 POS"ltive_ R



fﬁ_ fem'ina]s._ There 1s a sign'if‘lcantf reductwn in number of these o

.

{b) Impramine binding site stud'ies . o
‘This site. is a pre-synaptm marker for the BHT system and | an'

'_index of the nwnber and/or functional status of the SHT nerve

sﬂ:es in the.. prefrontﬂ cortex of suic‘tde vzctims (Perry et— az :

1983, Mann et az,. 1989)

’ _-I_--'--Hawever, not aH the stud1es confirm th1s and this wu]d be [

o

. _udue ta ‘the - fact that impramine is a non-spec'nﬁc ﬁgand and
_'ante-mowt:em drugs can 1nf1uenca it. _I_t_may. a?so: be. due to -.tt_se“-_:.. o
D'-asmetry of 1m1pramine bmding.- Stgﬁlé"& {a'nd’.sfamey .(1.990)' B
'___:---_"ment‘ion §ﬁuﬁés where® 1t “was found that 1n con:t.m}s the 1miprmnine'_'- o
- hinding was h1 gher* Tn the r‘!g’ht hemisphere, whereas in auwcide;_
vict‘ims *h‘s was higher m the Ieﬁ: hem gphere. R
({g} . kS . |
some studms Jwve shown an fncreased nﬁmb#r ef BHTz receptovs
-f'l‘_'j'i'__f"-“m the pmfrnnt&'l cer*tex of suiciﬂe "victimil asgecia.l‘ly v‘iolent
'.:_eu*icidas Mans o¢ al 1986, Arora’ and
-’"..._"‘as" howavev, qﬂst; art ancr&ase fin Slﬂ‘z bindimg m the pmf‘mnta!

ﬁlﬂ‘z reueptnr I:rimiing studies

tzer 1989¥ There

n}cortex of depressed pat*ients dyiag fram naturai causes. _ Tiﬁs
- my suggégc that part of the changes n the SHT system ma.y be;
.due to the

- _-:._Thesa ﬁmﬁngs af 1ncreased SH‘I‘,Z receptnr b’h‘ld‘ing s'!tes mean
that there s a cumpeusatory Tpcrease in the dbst gyﬂaptiﬂ binding
o __asacandary to a decrease nm tha pre*synaptic iﬂput* R I

~5.
. L'. ’

0
|
[

gy, .

mresence af major depressiun otﬂ,y tﬂann e:ﬁ r;z, ?9891._ o

.
B, -
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© 7.3.3 conclusion

_ In suic1de vict1ma one finds reduced 5HT and EHIAA in the bra'n,
 'reduced SHIAA 1n the cerebrospinal f1u1d, reduced 1mipramine _
3_b1nding and 3ncreased 5HT§ receptor bindfng. : These findings_
are a]l consistent with hypofunction of the SHT system.

3 E,_]Antidepressants prnduce the opposite effect, making more 5HT-1 

o ssuiczde action. AT,

".\s‘

| '[ﬁ 7in patients at r1sk.--

\".-:- “,

'_v_,‘\__; S

Y . LW

.':_"Anxwus penyle havea the susceptihﬂity tn fcwm condit'lnned f‘ear -

Y R
Am;ﬂety and depression nfﬁen occur tugether and ther'a is a spec'lal

asﬁociation speciﬁcaﬂy betwé‘an dysth(ma and anxiety. T
_ . . E |

K R e . A I T
B T DR - I
-

| '_”avaﬂabie,:_ and this may “account - for the'lr antidepressant and”' "

Because rzf these biochemical findings, 1t may be very -important--.

) ta du pTOSpective studies, ta try and predzct suicida! behakur- _

T

. (J"_ .

- ?4 maﬂtwiew 3 o k o \\ .
| Iu ammal stud“iEs. xha threain of pun‘lshment modiﬁi@s behavinu',‘:.._':- E
o gven hefem tha sﬁack is delivered. This thr:eat of Pﬂﬂ'lshment' o o F
15 the anima”f behaywural mudeT for anxigty and fﬂﬁr. | According__'--'_. )
'l‘-ﬂ Deak‘m (iggoj, tha ?HTO “e“""ds mediata the éffects ml’ f:hreat
- of punishment on amma’i bahavfow. - ST |

| .“feﬂpﬁnses whwh nake them very’ sensitive o aversive stimun;_'

.




: e

In anxiety one ﬁnds 'increased 5HT2 or ; receptor tmnsmissfar.
_ 5H72 receptor antagonists have “some antwunfshment actwny. '
” ’ (L‘olpaert ot az._1985) and thanserin,_ a 5HTZ antagonist, shows R

antiolyt:c actwity (Eeu?emans et al. 1985) SHT3 antagonists--

B _ may aTsn be antio]ytic = 'it was shown that Qndansetron was effec-'

t-lve against anxwty i’n an'lma}s

o
- i
e &t L F

AR

Heydr'ich amiOPeroutka, 1990) Repeated administratmn m?‘ Buspirone'._

»\j,jm a

Eauses '.il-l‘l‘12 receptur duwn regulat-wn {Beakin 1990)

a .
DS’: [ I

There 1s a c‘laa?' assaaiaﬂﬂn betﬁean SHT ‘Ieve’fs and aggras&ien._.-f'
(ﬂrnm and liunoﬂa 19@05}

o “""“ﬁ ston Biter ot ot. 1987).

Ver,y 51h‘-"-'-‘ cﬁf&hmspfnai flu'id SHIM 1&vﬁ_'___:"were fadnd m cmmmafs"-"”

‘1

.- 'f"' a'iso assoc'iataﬂ uith ﬁut biuodad‘ iimmlers, sa than w“ith;n”.':_
prmditai;ed aﬁeqp. It seems_ as if there is an assaaiaﬁon between_f BTN

1
ty and Iack nf 1r§5pqlss-__

Inw SﬂIAA ’!eva'lﬁ and mpuT'
(Cocc:amf ot az._zsaa). L

= Benzedwz,epinas reduce meurotransmssion and the 5HT1A agonists'_".b_'_.

” and partial agorﬁsts (Busp1mne) have anfitﬂytic effects (Gonza?es—-_.

k . . J - a1 - = 1 4 PP . R ST L : . .
e e o e L Clner . A . S o

Iiké'{,y re:ated 1o the trait of aggresshity than tra vu’lnerabﬂity;-_ I R

mth tﬁe 4? R’(? s?ndmme wfm were institutiona]iked because uf_;ﬁ_“_-____--.;_ R

violence an& a&gﬁess‘lon (B%oulaﬁ a# az_._ 193(13, low ’leveis ﬂre_--*:_ L

controi L
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Su1c1de is seen as a fom of se]f-dir-ected aggression (I:urzon

1988). Reduced. BHT levels carreiate positively with the degree

' pf. v__i__a_] ence. in: -s_u.ir:ide _att_emp';ts. (Traskman.__ et al. 1981). Receptarf B

_-_stu’diés ‘show t-haf via'ient attempters have increased Ty r'-eceptot"

' bmdmg [Stan‘ley and Flann 1983. Mann and Stantey 1985) It'is _'
not clear whethar this ':s mﬂy & marker for sumide, or whether -

s :1t 1s a marker For 1ow 1mpu1 se control and aggression.

o SHT reguTates t:arbahydrate 1ntake,_ and tryntophan enhances sm' __

*mlea_se, _ In ammals SHT drugs decrease carbohydrata cunSumptinn. .

.- P

o .- . LoIUELA &

'-'Hhen nne consmﬂegj fnod rich in c bohydrates, i:ut Iaw -m pratein; e

'the ﬁﬁam - tryptoghan’ :-atia 1ncreases and that stimu!ates{;_ S

brain tﬁyptophan uptake with inr.:reased EHT ralease. N

-:-.“‘_A
-

- whwhr I:r‘luck the va«uptake ut‘ SHT and mcrease the ereﬂease of |
- from he” presynaptac temma‘ls. . Hhen pa,tients With-carbo-

e carbnhydrate rich snzack foud bx aﬁ 1ea'-it farty per cent (wur‘t-r_.-.__._' A

hmim,. 1988).,

a_ FE d"r'_:"- "-_-'._ e

Carhohyqlratg traving fs a,‘spemﬁﬁy nnted 111 pa‘tients w:th ‘Isow*'"_"_'

"'\U.I

‘nnad. uﬂmmenstruai syndmne amd 1n seasonal affect'ive df! snrder'
%durtmnp 1968). In seasona'l affective ﬁisnrder, nne fmds that.
1n mgg-autumn, when tfte dayhght hours get shorter, _the patient s : ‘if_ e

e, T L e

:;_SHT neumtra%sm‘ia;ion s:' fncmased by dr‘ugg H’Eé“ D»fenfluramine,i'j "

o

".'-.:'-f:'._'.hydmte ;:raving are: Qwen D-feaﬂwamme. ﬂ; mduces the, *fntake" AR




gy a‘hdﬁ h_,yper dmnia. In Snring, the‘re' is 'an Jntake 'reducti-on-

B 'E-f_- o
g

o Scme af the sm re-uptake fnmbstors, nk,e f?ua‘xetine, cause_‘_ |

e "f'"‘","-'toq‘?‘“eyain nm‘ml we{ght.
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calorie intake in sweet_and' starchy foods increases dramatically.

~There are also associated features of depression, fatigue, lethar-

of seven hundred i:o eight hundred calomes per clay as the dayiight
'._hours get ¥onger (Rosentha] et az. 1984)

o effex!t to that of. antidepressant drugs.

S "-'*-‘Hexght reductinn in depressed and noumdepressed obese patients
RN ;:'__.{t:aaper 1988; Montgnmerx &t az. 1988) ;

Ha'!m e# az. 1 198(43 treated pa‘s‘ients with ﬁ"mxia "E“Vc'ﬂ ‘“tf‘
S BHT antagoni sts (cypwhemdme} and fuund that tﬁﬁy fﬂd““ed
._.3:._-:_'_':;_'appe-b~}tg aud msu‘lted 111 & s‘tht decreasa m ‘.!:he time -H: took

]

S BHT activation redur:.es a‘l cnhal consumpt'ion ami ‘the shnrt term

- '___memnry dej’ects associatem with a!cuhol abuse, ﬁonzales—!{eydrich

" _E‘ﬂd 1955 Psychnpathoiogy..

ﬁ"ﬁ *’EWM Cmﬁ} descr‘?be alcnho‘i.iﬁr:s who were treated vnth
busmmne, a EHTIAar partifg agonist Tbese patx’ents were |
ffmore cofipliant " on m&ic&tiom ' thay had ’lasa 2 coua'l crav-:ng

N

_Patients with a ‘low mood who crave carbohydrates, cur‘rect‘]y'._.;
_-'_"ant1c1pata ‘!;hat carbohydrate r‘ich fond ml'l make L"‘“\n-lfee} beter. |
B '_The 1ncrea59d SHT r*e]ease whu:h fo]‘!ows the bingé,'has' a simnar-'_. o

?_";
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. 7.8 SHT and Schizophrenia

BHTS antagomsts have an 1nh1h1tmg effect on dopamme functmn

' ‘and may 'Impr-ove p.ychm.is (Gonzales-ﬂeydr‘ich ar*d Peroutka 1990]

| SHTZ a-ztagom sts Seem to be effective 1n the treatment of the' _

,nEgative sympstoms‘. of schizophrema, whﬂe at the same time 1mprov-_"' .
'Ing extrapyramdal side—effects of neumephcs [Ge]ders at az. . R
| 1985, Janssen 1588, Gelders 1999) B TR

tJ
> 7_

S . : . - " P . .
L e L e T - - X oo - ool .

2 Q..

' 7,9 5m' aml nbsessim Cumpi‘.ﬁsive msnrdar

Ohsess*i S cnmpuigiva disorder seems k/’ hh 8 "SHT—disorder“.* o
Piacehu
advantégaﬁapf cmnipramfne and gTwoxamme ?n th?s disarﬁer.

ontmﬂed studies ba.ve ccuswtentiy shmm t?:& &zgnfﬁcant
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7.1 SHT and Migrdine

The 5HT15 recep'l'or-, wh'ich is situated on or. near cerebra! b]ood

o véssels, seems to play a m!e in mtgr'aine

. r‘.‘.'_

o

e 4

Vs

{Daenickeﬁt az. 1983),. e R T

ST T e

S in thﬁ ﬁ!‘ﬁphﬁaﬂcis nf migf‘adné, 531'2 receptor antagowlsts I?ke-_' R

""-:‘__'_when the inﬂmatery reat;tinn has 31 reddy czarted. i kL

Thay ara, hcmever, no L

"<‘°.

L 'f-tn 2 bnster, | u causes ;3&111. sma a"‘_‘_’f_ nists tnhib:t the!

-.__'énd Pemutka 1993)

RS T

_._.effa;:twe :in the acutg eﬁfsode*“

'5--_"_.5HT 3gams to he inva?ved in pain, bec&use wh\ P SHT is app"hed

" "_pain ami tl}e 1nﬂamatary ﬂare respunse. : [Gonzaies—ﬂeydriah

‘;nstriction nf the cerebral \Wer‘i‘as and is” effective ':n_ L
%he acute treatment of migrainé with minimﬂ side-effects." R |

\”rﬁevqpts migraine i{)euiémans wt ab .

S w»} potent and selectwe SHTIK agan‘ist, Sumatﬁptan, causes

's'-_' inhibited, and thw cnugﬁs a sﬁerﬂa mflanﬁﬁatcr:y reactian_-_ :
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" 7.13 SHT and Nausea

SHT3 antagomsts are new potent aﬁt?-emetics, esp'ec'iaﬁ-y in |
'.-cytotoxic and rad‘:atmn mduced emeS'ls. _ This effect is med'lated -

| _;._wa “the - 5HT3 re::&ptor;é Qn the vagal af‘ferent neurones or 1n'
| the araa pastrema {Gonzal#s-ﬂeydr'ich and Pernutka 1990)

S S SR I R ) o
C e ;: S T L s . ) “ )
- ol

-:___In the carc:nohi syndmne the gastra 1ntes‘1:ina1 disturbance 15"‘*"

gauSEd by dverproductwn af BHT. SHT;., antagnmsts re] le ve the'
: 'diarrhpea, hut not the f‘lushmg (Anderson ai: az. 198?} R o




o

| CHAPTER ETGHT

Depressmn invoives aﬁ 1mha1ance between reduced fum:tion 1n

"
L B
K Lo

the pre-synaptic 5HT1 r-eceptor- systems and enhanced funct‘ion

: , irt the post-synaptm BHTz receptur systems (Deak'ln 1990)
- R o :;ﬁ “%\\ ,.-_z.igf,j.hf'ff“
Many antidepressants reverse th‘is 'imbalance by e1ther*\\ .ing ST

531’2 r-eceptar antaganfsts___or b,y mducmg SHTE recep '_ lg,

regul atm[; . r’h r‘ﬁaﬁ!y 31 '_

.‘éhart teﬁm administratian (nezga_

_ J" e e
- .\gt‘ az. 1990]. The EHT sysi;em_j o
’ may represgnt a f“Ina'( c:amon pathway under’tying the ’therapeﬁtic-’f __ - '

.
[

three amns,.

g Iﬂl " '_';';;Tha ffrmg rate§ nf the SHT naurms

, :'iifjiﬁ);f;;}‘rne effiaacy o syﬂ§Pt3¢ transmission ,¢_ -,-

G

OStsy“aPF'm r‘eceptars e

Y R
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8.2 Tricyclic Antidepressants

Tr-zcyclic drt:gs are the most commonly used agents m the tr-eatment )
of depressi,nn. It 1s we'l'l known that they have a de’layed them-

peutw onset cf action.

ﬂur'ing the fwst feurteen ﬂays of treatmi ht, there is no modifi- '_;

cat_’fon in the f1’r-1ng activity of the SHT neumns cr tne termmaT o

P RHT ullto recepters. LT

'\’).

ﬁfter f&brte‘en days msts:)maptic sensﬂizat‘lon to SHT occurs
?n tahe hippocampus, the dorsa? &ﬂd ventrai 1atera1 gemcu'late . 0

ﬂﬂc'iﬁ‘ia, tha faczal mofur nu::l_eus, the suprachiasmatfc nuc’ieus -

| and the %é‘aatusen_sory cortéx (B}'iér et ale 1990),_.:_ “This ,ﬁay o
. ,-:E‘:-“ be med:ated by fﬁa I5JHT1A Y‘EC'_”" The ciipieal. Jemvance of
s v s ’ c‘ ° ot

tms, 15 tbﬁ‘li the pustsynaptw :sansit'lzatidn ﬁccurs m the r@r‘é’ﬁﬁ .' TR

of the brnin '@__ witb ﬁehav-iourai *Puﬁctinns i c{epress’rgan. o

Tﬁe""ﬁm.c‘w"‘& for ‘$he S?rmﬂzat‘wn ta dEVETﬂEt.",:_E_"'_._'}__‘:_.': Istent -
with the de]aye& amset é?"’"’;lmtherapeum_ ac_t;"n“‘ in --h&ﬂnans {Pr@--._'--;

ei az. 1990)» o

Lbngtﬂl“lﬂ* &“rﬂ-wlic aﬁtidepmssq'}tf* tmatment 1n¢g«@ases.. *‘he ]C;?D—
‘iaci'\n mspanse tn L trypf,opban (C,h“arriey et az’ 1984}, but “th@s &
response daes ﬂot diffarentiate between aﬁtidegressant resptmdm‘s IR

and nnnwmsponders (Pﬁce wgt ar. 1989}.. 'Ehere 'is a‘lsa ;

"3"---.“tinnship H‘eti?en the magnﬂtude 01’ ghe Pro}actin ?‘E#Oﬂse and" ‘.
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' The effect$ of ECT ave very simﬂar to those of the tricychc

'antidepr essants. .

After one ECT or repeated subconvulsive shocks, there is no

cha?'n'g'e Uiﬁffhé BHT pathwiy _orj'_-_}_receptors _a\zt'rd_i no ¢l i_nij_{:'ai 're'spoﬁse.' :

ﬁ:'In the humarr hreﬂt nmna am'!ne oxidase (HAU) exista In tno forms- S
& and 8. MD-A clatabol izes SHT and aoradrana]ine. Theﬂseiectwe e
NOR—-A 1nh'}bitors am efﬁctwe fant'idepressants* because th&y,_ -
| : _'_'_:euhance the avmabﬂity nﬂ? EHT and nnradrenaifne. After o

'-s!a&s ?Jf treatmeni,, the firing rate of the SHT netlmns 1n the-"_'--_

__ﬂarsa‘! raphé is m{arked‘l,y reﬂuted, /«c’;‘then 11; gradua‘l'iy mevers_ | _' |

_-'ta norma,‘! after twanty one da,ys of treatmenf&. This 'is cansistent ”
with tl’a@ dwa,yed therapeutic eﬁ’ects | S o

. i} y e

__But after seven EBT's the ascencﬁng SHI pathwa,y s enhanced\": |
. and there i5. senmtizatinn of the posts_'_ faptic. 5HTm receptors L

m vats (B‘I’ler ef; ate 1990) as weﬂ as 'n: __.i_ncreased number of o
”--'j:_ﬁl-l'{z racepi.ars {Plaznik ei: az. 1989) | EEE -
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BéCausg_.the MAD 1inhibitors 1nf_1uen¢e both the SHT and the nor- -
adrenaline systems, 1t is important to note that PYaznik é_ﬁ'az. -
(1989) claims that the SHT neurons may be involved in beta-adren-

ceptor 'dqwnr'eguhtidn.-'” "'Nora'ﬁrena]i'ne may also be modulating

o SHT transmissfon.  These intevactions LY be vssential for the

et az. 19&6,' Nce et at. ;9963* :

e rdepress‘laﬂ (Prfce et az, 1989)

. N R W s

. }_r..._.n s I ) S - = e
3

i

antidepﬂa'ssant-and'an:t,isuicidai effects of these drugs.

= Wtﬂ 1nh1b1tors cause an 'lm:r'eased pm1actin response to L tryp» 3

o tophan ai. h1gh Ieve'ls._

8.6 Lithim o e T e e

I .

'__"_':_;L‘ith'fum Enhances the ra}easable pooi of SHT. ‘friére"awi«é "timiﬂ'l':ci:'-'»'. L

j;_'-'.'lng resm?ts with pegard 1o the effect af i'.'lthium on the pm‘ﬁactm:. .

- response t’1:::‘ L tryﬁtophan. This may he due ta the fact’ thaff

Lithium nihy have diffmnt éffgcg on snr 'Fmgr:'!:ion -:n mood dis— '- S
'_order«ed pat‘!ents and hemhy ""subjects qt‘Pﬁce a& at. 01939, mue S

A, 1,[«1‘_ S .

 dThis enhahcement effect of Lffhimm 15 nfﬁkn used in refractonyff?f  fL"f o

'I'. . W

Ezeh’!o@ker& AR

e

o Thase drugs are eﬂ-ective as antidepmssants hecansa they 1‘ncrease_ i

the syuuptdm auaﬂabi‘f'it,v af SHT and they erﬁaance BHT- transmissaon;}-

_'=_.I_{ﬁshgrg et a?», 19&5] secondary ta }esensiﬁhmg the 5}IT auta.l-'- o

L ._?mcéptor ‘Hacatad on the SHT nerve teminals. __ e

Viw oom



The susta'lned mcreased avaﬂabﬂity of 5HT cou1d r-esu‘lt in
postsynaptic desens1t1zation. Tl'ns does not - however happen,

because the f'h*ing rates of. the 5HT neurcms adapt (B‘Her e«s at.

1984, D& Mont'igny 1981) ‘l‘he fw'ing rates. decrease after two_ .

days, after' seven days they at*e part‘l’a'ﬂy recovered and by four -

teen da,ys they are back to nnrma . This progressive adaptation-_'

of the BHT - neumn*s w‘ith decreased responsfveness. is due to- N
o reduced denEﬁy of ifhe 5H1'1A binding 51tes. The enhanced synapt'ic'
L transmissfnn 1s pmbgtﬂy due to presynapﬂa mod1f1cat1an, but_' .
the 5HT re-uptake blockafde wi'ﬂ not resu'lt 1'n *Incr-eased “rHT;

tr&nsmssion untﬂ the BH*' neurons have resumed thew norma'l £

i:i) t‘ne @:auuce& it:apac‘:ty af the temina’l BHT aute récepturs to

= _ g ﬂuvoxamfnasﬁi_l EE
. . selectiv ""."._'j-;biaclger» nauses an sed pra'lactin_'__'-
msponse"_twLetrypmﬂpha}ﬁ {mae et czZs 19&9), o
.- o 0 o2 4” e
_Thﬂ SHTIA Pﬁceﬂtor‘ agon'ists wera originally deve‘tuped as anxio- L,
lyﬁc agents, but they a%sa have antidapmssant potential {aold- o
¢ : 3 . f—‘ | o L
N A R S
. \J E . 8 ! ) . ."’{‘_\3'?._

ﬁ;ring activitx.s Then 'l:he 5&!’? transmissian is enhanced ciue-_ o .

'lnhib’ft *the re'leas‘e uf EHT. _ The delayed therapeutic effect . L
is__, the resu‘lt oﬁ the prugressﬁve r‘ecavery of f‘iﬁng aCtiVity---

-
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_-As with ‘the other ant'ldepreSSants, ther‘e is a progr'esswe adap—

tatwn in the firing rate m’-‘ the neurons up. ‘to day fourteen,

| "‘_'This -15 due 1:0 -somatodendritic SHT auto receptur desensitization

and reduced numbers nf 5HT 1;, iﬂndiug sites in. the dorsal raphé_

_ nuc‘le1 {Bﬁer et az. , 1990). -

4

\V

, N

......

) The 5HT a}p‘ " ﬁst prnparties Hn“ antidepwassants such as amitrip-

tyﬁne aﬁd mianserim am wen lmown, o RN

Amthw BHTg raﬂeptor antagun‘l
t'lve 1n anx'iety disarders ancl

Uar-ane et az. 1986] o '_ l

o

;‘s a strong 5HT ve-uptake n"{ockex'.' :_ .

1:. Ritanserm, seems to he effec..____ o
dysthmia (Ceuhmans 6t al, 1585,

Y B

o '-'These drugs ‘are ful“l agoitsts on pr?esynapti'c re\\eptor‘s, but:'_ o

B __partia’l agonists on post synantic neurons (BHer‘ sv‘: az. . 1990)

" obut dts ma:lo o = wﬂwmphenyl-piperazme, is 8 P‘ﬁte"t- o
o ?_mstsynantin. o~ }ai $=‘c. K_‘_:*L e e o
B l ff-‘ Iﬂ‘-“ ..: ‘?u . . “[ g o ;-.,.'f

53 89 G ﬁn@m' aptar mss.sm

o

Leander (1986) wor-ked with a thm' recaptor antagonist. Bs0n,

whfu:h \mrks pertphera'l‘iy and 1dcua.t: not cress the b'toudv-bra'ih- |

induces be,haﬁaura‘l Supmssion in rats [a, moda] far depressian)

rw*

outside the bloodmb‘{ainubavriar. e Wi

oy

3 :

o ‘bnrrier._ Ha postuiatas that ﬁhe pemphera’i aat'!on of the drug o




.. B.10 Other fntidepressants

-L"Tryptéph&ﬁ"-and' ‘.S;hydrﬁxytryp-tdphan, the precui'sior;'s.'-of"..-:"-SI-ng' _.
., are effective ant‘ldepr‘essents (Mo1ler et al. s 1930) L tf‘wtbbﬁan-
-I\a‘%sa Potent*iates ‘the ef‘fects of the MAO 1nh1b1tors and c’lcmipt‘a'”.-' .
":mine in maiar depressian (Shnps?zin e# az. 1975. Halinder- et az.'

s

| 71935):: as weH as sa’ibutamo‘l and a‘ienbutero‘l twa bﬂ’%ag“ﬁdl’ﬁﬂ&f"t

o

.o’-’

-..:f.li:_'.." . L

e The antidepressant propert-ies of carhamazepine (Pos‘t et az._

e and much mnre msam:h wi‘l‘i have 'a be dﬂna in this ﬁe}d. Tha, ;

8

gic aganists (Lecr 'bief et az. 1989) are probab‘iy dne ﬂp thefr'__-' '- L
'_ue the 1eve1s of free plasma L tryptaphan |

diverszty of‘ the ﬁHT receptars mn hapefu] 'l,y mad 1;0 the deve‘lqp»l__ " 3:_1'.:-?

Y




&=

-




f‘r

3

o as 1‘31 meth‘iotepin, cyproheptadine ancl pizotifen. -
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| CHAPTER NINE

‘9.  RITANSERHN

9.1 Introduction

> in depresswn for many years. S o

Prekus studies of the effects of ’BHT antagom sts on SHT turn- R
over, were compﬂcated by the fact that the drugs Iacked Speci— S
f1c1ty, : They e‘ftﬁer had mixgd agonist-antagonist propert1es,i"'-' |
Tike quipazine, methysergfde or metergohne, or the antagorﬁsm_ . |
of the 5HT receptor 51 te wak nut the primary effect of ‘the’ drugs, b

!g-'

P

N .

‘Hhan Ketanserin was di snovered. it 0penec% new parspectwes,f _'
because 11: baund primarﬂy and with h1gh affmity tu the 5HT2__'3'
su:es.. Ketanseﬁn ‘is under 1nve§tigifion as an antﬂihyper-tenswe;
agent, The aetwn of Ketanserin is mnirﬂy peripheral, name}y._
vasacanstrict?on, bmnchaconstrictiun ‘and p'} atg‘]gt ag‘gregatiun R
(Bawne e# aZ. 1986) Hawaver, sume patients treated 'forv hyper-w
tension uﬁth Ketanserm, occasimﬂly repnrted an im:rease:t
feelingb o psychﬂ‘iogmﬂ we'l'l-*heing. _ Th%s was 2 stmulus to__-
exp!nre the thmosthmic effects of R’%tanserin, wh'lch acts cen-= C |

tra’l‘ly (Reyntsians ez‘: az. 19&6).

Se‘rotonfn (5HT) has been cunsidered an important neurotransmitter__ o

al



.6-[2-[4-[bis(4-ﬁuomphenyl)methylene]-I-—pipendmyl}ethyl]-?s-methyl-Sﬂ-&hxazoln[3,2-» |
'-*-__'a]pyﬁnﬂdhﬁn-s-one T | | . |

28
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9.2'”"'_..F*hama_j"ct'ﬂ.c_igx'.'-: - o

':’___,-R'itanserm 15 & t:entr-a]'ly actzng, re1atwe]y selective, extremfﬂ,y_ o
"'-'-_"_"'-'.pctent and ‘{ong actmg 5HT2 rec:eptcr antagoniet whmh easﬂ_y ’
' _'passes the *b*lood brain barmer {Janssen 1988) It 75 a]so a

i
il

potent and pure antaganist of 'Iysergic amd dwthﬂamde (LSD)'-
. '_and nther centra?ly acting serutqnom:metm drugs. 1% 15 a new

:fﬁenzhydrﬂene pfpemdma derwatwe mth the molecu‘iar structure'
o :'_:as shown in Figure 5. o | | \ L

g it
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. vIn dn “witro binding . studies, Ritanserin binds primarily and
~with high affinity (Sﬁbnaﬁdmofﬁr concentrationsf t0'5HT2.reCeptdr_=
' 'sites, It does  not 'interact with 5HT1 receptar sﬂ;es even :ni.”'

-_'nn cr-um]ar concentrati ons.

.__LeySen et az. (1085) measured the d‘lssomatwn ‘time of the un-

| _']abe'ﬂed ﬂr‘ug from rec&ptor sﬁ:es, and. found that R1tanserm-_

o d1ssoc13ted very s'low'ly from the 5HT2 and histamine - Hz r-eceptor_. a
© sites. It dissociated rapidly from dopamine Dz sites"and wfﬁ:"r'
| _-'medium velccity from adrenergﬁ: alpha one: anﬂ alpha o s1tes.

”%__-‘-'Tha s‘low dissociation ﬁme f‘rom BHTZ si tes 13 pmbabiy due t0"

_thanseriu s abﬂity to fom an energetiqany stable *\complex'. "

:’,-Mth these sites and m:vt sﬁth tﬂb unthers. T
. S P -c;.._ e \1\’ : e Q . :':_ . . ‘

’:_‘Ai: a. pH of 7,5. Rﬁﬁanserm 'is 2;& times more Hpophmc thal‘!:_"ff‘ e

s _'-.'."'__l(etanserin and 11:5 dipa‘l«e moment is Yower t.han that of Ketamserin

L _:'ta the ocwpatim af tha
"="_  _'(1985) mentinn a study /

‘_“.The p1as a_ me:s peak af: 1,7 cgos I'murs ahd the g’ha’tf ‘.lme -‘

- '---"_-":'-::_.:._(Tiﬁ} is ':_4 3 11 hours after a twanty fwe m'm'igr‘am dose af-'f'__. S

a-itanserin.; However, tlgp \jlha lﬁwelgé’ du nat ﬂm paranet._;_ _

ﬁﬁes. 5 Leysen et az.'

"“&f\
@%en Ritanserin nmh y

e .,

= ’__'for subcutanaous'by, agd whi!a the recaptor' sites remained_' i

S e‘!;ghty per cent nccupied fﬁr -more “than’ twenm fuur haurs, the |

'p'lasma 1ave‘!s q&we undetectab'te aftag t\&nty four hnurs, i

. o \.._.

Cwo

3 "__u"’. ,-,)\
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/9.3 Safety Evaluations
o B

| '_ 'Studieﬂ done by Bamne et az. (]%6) found that patients tclerated |
L '.Ritanserm very weﬂ..__ The most “contman adverse exper'ience;s were
"somno‘lenca and fatfgde. These mght haVe been drug reiated;
Cbut there was na general cormlat‘lnn between tha 1ntens11:y of

"'adverse expemem:es and p?asma ‘ieve‘!s; -

;Van Rony b az. 1{987)‘11100&1&& specif:caﬁy" at tha »ardiotoxic |
' '_-_-_,eﬁFacts of R:tans rin._-_ Heaithy vo]unteers were given eithgr
L _'_piaﬁeﬁa, _or‘ Rﬁanser:& ?we mﬂ‘hgrams, ten fgﬂligrams or* twepty

TR :-'_-'-_f":'mil'ligrams. In an the groups, the heart ra%e, thé’“’ h‘icod presu
>.wre, the Pq intewa‘t. \tha QRS ‘iﬂterva'i and the systo‘li:c time

'”e-_i_.t--_mi;ewai wern- unchanged._- Hmwevem the QT{-and I}Tm ;iﬂterva’is .

: o 'charrged m ;x dbgﬁvdepandent wa;

_';Dfi’ve mi'l‘H grams R'Itanserm_;'”he ‘iq.\tema‘is'were::uﬂchanged. ,} TR

'n'f_' ten dni"mgrams Rifansm*in,e the &ztervais ware a'i"gn'lﬁ- e

=

Ccantty proToiiged, cnmpaved to baselfa%p Wt ot Sfﬂ““’*"

- -"":f_"'cantly d1fferent fre:mz the t:hangas in thﬂ p'{aeebn g""" :

s st&t‘i sti naﬂy signf Hcant. Seven ﬁays aftéfr J mﬂ nua:l:'s on

’”j':_gf Ritanserin.'a‘ﬁ ’%Tte va“luas retumed to nqrm]. R '




'3:5_

9.4 _ -l_-’_“sfchﬁthei?apg_ﬁtic Irldi.c.at'l ons
e n‘zfsm T

_':ceulemans e‘b cr.?.. (1985) studxed ‘one - hundred and twent}‘ eTght._.,-'
'_'Patfents mth d,vsthymia, and fuu*ad that ‘Forty SF«'VEH per. Ce’lt-'_ |
. 'm'i'of the l:at'lents on twent;v mﬂhgrams RItangerm did weﬂ ar- i
o -_.vew -we'l'la In the p}acebg gmup thirty four per cent did weﬂ

' "or very we'l"i. e .Q-;-

v

S I Another study by Beyntjans gt az, (1986) foumi s'rmﬂar r‘esn'b"s,- :

_The.v a’!so cumpared depresswe symptomatolugy 1n responders gﬂd”- f|

m.map;amiers._ On the Hamﬂftan Bepresamn Rat'ing Sca‘le, the:’ e

ﬁ_non-responder-s seored” hwher a‘t the start ofb the stud:f for. ﬁQP‘-“.{,.
; '?':_'_Tassness, eaﬁy awakenings guﬂt feelings, auicide and ﬂwl"ﬂﬁ?f':\_
o . -_vmation, They cawuded that ‘i:he best msu‘lts with Rﬁtanser‘ih;f g
fj ":'"".';obtaxned “fn pat‘ients mth ﬁysthymm d1‘ sorder withoué: en- M

.;f'-"-"%_%if__;_ " ’___* In a study done by Janssen {1988) p_atie_rtts a réédy sh@md a:z "
- ._.'_._-mé?*ked mrsmveme:lt hn the mimcal ':!t‘ﬂo'hfa'l Impr‘ession Sea‘ie, ﬂ
.."_._.'-Iim“ after orr'l,y ten dm(s mn R*itanse’i'im ten mﬂ!fgmms twn;.e

A day. L Aftﬁr fort,y days, sixvy %hree nerwcent showed 2 good

L ﬁ ver exceng_ﬁ; thwapeutfc ;fect. - ‘l‘he Hamﬂten Dewessmn Réﬁﬁ‘a\
?’ ‘ '5“"‘9 5‘3‘3“89 df}ﬂpPEd By "forty 5ix pez’ eent. specffﬁ:&! 1y on :
L _._..._;the items ﬂapressed mood, ea.ﬂ\f 1nsomnja,, agitatian, bs.vchic 5 I_%-!;
_ }} c..___‘::_:._.'_.ﬁf;.j—anxiety and Y‘Etal‘datiom ?orty ﬁ"g ﬁer_‘_\\cent of the paﬁ’ents (? A4
o ron Riﬁanserin haﬁ a bat‘ter theral&eutic. \ -‘f’eﬁt on Ritansglmn \

\\ ﬂ,, than mth any gthemz\preﬁous‘ly@tﬁed treatments for- dysthymia‘ Lt )
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Reynt.jens et czt. (1986) repor-ted that the - fir‘st observed effect o
of fhtanserm ms mpmvement of fatfgue and lack of drive-
patwnts felt Tess t1r-ed and more energet‘l:,. and more motivated.
0vera11, the patients Feit iess tense, less irritame,_ 1ess.'-

o anxious and 'less depressed and they w&r'e ab‘le to cope better-

oy
. . 1
o with daﬂ_y_?_'-lfe and res_ponmbﬂ_m_ties. ]!

o

.9w4¢2 nx '_;! tﬁsm‘vF__ )

T Benzadmzepmes have been us&d in the treathant of anmety d1s-“-" |

o

nrders fnr man.v year-s._ Tha.v enhant:e the nmbitoiry eff‘er:t of
;n Qamma-aminobutyr*b acid (GABA) naurons aﬁd tizs inhfhitony effectf"

T
. k3

L3

o mduc&s the semtonergrc acﬁvity indif\eam,y, o

- :.'a_

&’1ffm*ent c?asses nf antme;:ressants ai'l CFUSE dom"reg“Tatfan' - ;\I
of SHTZ mceptars and they aTsv ha’lp 'in tha traatment u‘F anx"lety o

=
e L

Methargoline ) tha EHTZ antagunist‘ ” shows am.’i-punishment acﬁivity.”? LY .

ssad mood {cefq'iémaﬁg: R o

f‘ur instance -.gnﬁiaw, ‘I?ERB’FON.;.,-_-anq_._ de
et r:i- 1935} s

.‘_’ .

? : a T o oo

Ri@nserm is a bettar drug t;n st.udy :In amriety, rbecause it___"'
. Sy i L ]
N 1s a pum LSB antagcni st wﬂ;h na LSB ‘l*lk agonist antwity. o

e
LR
Lo 2.




Janssan (1988) showed that them was 3 goud to excel'lént reszponse : |

*m\ seventy three pt-!r‘ cent of patients mth genera‘lized anxwty N

| “"d1sord\en after* &e*ing on Ritanserin far four weeks. _ Even- after'_ .

- one week,athere was an 1mpmvement in msomma;_ The patmnts'

o f:feh: ca]mer, more energetm, 1ess anxmus and d&pressed,“mwe”_

sati:ﬁed g"d tranquﬂ, and more sm:iable. | Seventy thr'ee per R

“\\ cent uf’ the pat-‘lents falt that the therapautm effect of Ritan-"?-'
E -'"'--'55_j"____serin was- better ‘u‘:ham that of any prekus tr'eaﬁment zhey had

cﬁu’lemans &

_'__I;'Larazepam (fqur mﬂ'li__:’" in patients mth gen&rah?ad

e :'f"ﬁnxiety «Hﬂfsorders. Afger twsi weeks. ﬂthe pat‘fents sho%ed mrked‘ o

: D

- In another study Ceulemartg' ot az*

e _oﬁ» diffarent dasages of, aitawsawtn tu faur mil?igrams"'____'_ tﬂzepam.
IR p&tiants? w'lth ganera‘ﬁzed anxiaty d’isnrﬂem | They fo"ﬁd ﬁ“‘t
S AR 'i:-_;:uhare wis a markad re:tuctwn of the Hamﬂtﬂ" Aﬂ%i’m‘ Scale” scor‘e

o ’.'an Y mmfgrams Ritanseﬁn. and, sneciﬁsaﬁy tﬁe somatic s,ymp«

az___ (1985) “cqmpareﬁ the éfﬁcany of Rn;anseﬁn:-_._.\_,-

;,(1935), compared 'th __efficacy"" -
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- 9.4.3 Chronic_schizophrenia
Studies us1ng setopernne, a potent 5HT ‘and moderate dopamine
antagon1st, showad new poss1b111ties for treating fhe negat1Ve
' symptoms af chranic schiquhren1a (Ceu1emaas e# az.‘lsas) Unfor-

tuPﬁtély, setoparone has a poor b1o~availab111ty, and more studies

dene using the lnora bio-avaf1ab1e SHT2 antagon1st. than~

serin._,

R1tanser1n causes a reductinn of tha negative and affective:ﬂ1:

LN symptoms nf schizophrema, such s anergia, anxiet.v’ and dem‘es'."

- 'f sipn, passtbiy because 1t 1mﬁroves the slmw wave sTeep, wh1ch@_f3:

'51115 aftén 'mﬁairﬂdlin schiraphrenin patianﬁs. 'fi. B -

B U -



g

Adam and -Oswald (1983). did studies during sleep and fourd that

 cells divided mi:_a__r'e during slesp :ar_i_d. that it took them Tess than
half the time to divide. The human brain uses dne-fifth of
" the -rés'ting" baﬂy‘s-bmo’d Supb]y. _ That means that s'ieep 15 very

1mpnrtant to ‘the bod,y,' to renew the brain 5 ﬂmciionﬂ - Sapa-
- bilities. The. QIucose utﬂizat‘ion is reducé:m .V th“‘t.)' per cent

" _.'_.during s}eep, whmh means that there 1s & lawer rate of ceﬂular

work, which 'teads to & higher energy char-ga and stimulaﬁon

. of pmtein §ynthesis. The generaﬁzed musc]e _'fque fa'l'ls to

SRS _.:-.11:5 mmst }eveﬂs during sleep espeqatfly durmg r'ap**m aye move-
ment (REM) s‘ieen, Durmg s1ou wave s.eep, the main s::cretions
uf growth hormone and pm‘iactin occur. . Secmtions uf‘i lntemzing
hormone and testmtemm m"e a‘lso lmkad to s?%p

% o _ 5{-.“.\ \\_- EERrS _,'[' ' E D
L A FRRRE S (A ST R LT PR

':'f-r?;_ '.S'In animais, BT lewe’fsalmrm‘laia pomwm

ur' by the aﬂmin‘mmtinn uf ?amch!am;:henylalfmiﬂa, sIo’g wave

s’l eep is reduced, amd 1‘1: yw even f;ausé i:ota%l 1n_§qnmia. This

S e;ffa&zt c‘amd hoier be liﬁguersmd hy admm*iztnm on g.- Ei-hydmxy.,
tryp;ophan hezimm a% az, 937;, danssen 15

4

-;féng 'been t:o[/éiﬁemd mnor-tanﬁ« r*n 'th{s; orgad‘izau {t

1;5

e,

S TR SN

L
&
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"'The concentration of 5HT m the brain and the cerebrospinaﬂ

_"ﬂuid has a c‘lr‘cadian rhythm which peaks dumng the nfght, simﬂar
_to that of growth hor-mone ané pro'lact'm. Human p}ate'tets a1so R
show ' a c1rcad'lan rhythm of" 5HT transport (Mudm gt aZ. 1986}, o

: and they have spec1f1c bzncﬁng sites for 1ysergic acid. d1ethy1-

"""'amde (LSD) These repr‘esent functfonaﬂy actwe 5HT2 receptor$, L

-~ which resemble the 5HT2 receptors in the human bram. "

]

'-_-mzikawsk'l et az.. (1986) Iooked at the effect of varfous 5HT"

R -antagonists on sIeep* e

. {.ﬂ Methysergme causes a Iar@ decrease m REM' s‘leep Qnd_‘f._'ﬂi_ {

.m0 gverall” change n stow wave sleep, aithough stage thr-ee'_".'..- Ll
3 1\1ncreases and st&ge four decreaSes. S SRR

high doses, i"' «incmaaes 510w wave s’ieap. // S

(c) R 29*245', a nmced BHT amf dopam-lne, antagjomst. | Cwﬁes- el
o fifty seven minuts | ._-ﬂﬂ*-"me n :"'W wive 5“91" h“t';-'_..- R

' tnwrance dﬁvalops ﬂithinz one wa‘ek.‘

-{b) manserin causas a ﬂecrease m REH s‘!eep ‘ﬁﬂﬂlﬂs and m o
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‘Studdes -d‘ané- to compare the efficacy of Ritansertn, N1tr-azepani*

and p1acebn, showed that N1tr~azepam r-educed the REM s1eep as

we11 as the siow wave sleep. Ritanserin 1ncreased s‘{ow wave

o s1eep {plus nmety seven par cent), but it had no effect on

the duration of tht sleep was shortened f‘rom one hundred and

_' e'lghty minutes to one humir-ed and twenty minutes._ The deep'_.-
s1eep“was dcubled, fr'om n*rnety mmutes tn ona hundred and exghty-

two minutes (Janssen 1988)

. LR

.. :_.

tors_'ﬁitﬁ high affintiy.
St behaves erf._

tiﬂi&g

.'b

aﬁ -'the d‘isappearan;,a"diﬁim tanserin f*rom §he pmm{ gr %e renewal

s &xhe pzmmt P?,Pu'ii}tfém or, bﬁath. Son N e

N o ; E A T
. A, 9 o e B S

e T i (L . . '_ v _' ST - L Te s

wakefu1ness or sleep onset latency. The HEW\hﬂeep was . unchanged,_ L

These affects are nct on?y found after fme sing’le dose nf Ri tan~ o

Increa*sing dosea af Rdtangar‘%n‘ increase fhe duratmn nf s‘low
wave sléei) sigui?icauﬂy (Idz'iienwski amd Hﬂ’ls 1987) 5ee qure 7“ o

$er'in. the effects -ave pef'sisstent’ty sustained.:_ 1dz1kuwski (198?)!._-7" | |

showed that the s'ibi; wa\}e s’ieep was pavszstentiy mcr‘éased, |
| the Pm?ﬁﬁﬂﬂ &"d growth huf'mnne rasponses tod tryptaphan were
"'_‘_::'ugx:hanged, am'l the plate’let SHT receptur bindmg was undetes’bab‘tef':-_'-':_-;';.-__’-_-" "
5at (Dend uf i:he °treﬁtment, bué} it re:;overed m ‘esks -aftar
mithdrawah Tm“s is hecause Ritanserin binds ta tﬁe SHTQ mceﬁ___--._.:__._;_ R

aacagse af its very siou d1ssaciatinn'{'f-f
uiﬂma,ny ln‘re"(m"Sib*a .”gandt | Aftar
v _Withdrawa'i \Pf kitanserm, tha {ﬂate‘lat b'mling recwer&w beaause S
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It:'Seems_.paradoxicai_ thatj.5HTf'antaﬁonisﬁ.jincreasés Slow _ane
"'sjéép;fbut-sioW'wave:sieep 1s.ﬁnder'thé control of the inhibitbfy.
_'V'SHTQiéﬁd faci]ifatary SHT,. éyStehs..'Thaf is why'm1Xéﬂ BHT antago~ -
':-' n1sts haVe vany1ng effects on the slow wave s]eep and why 8HT: 5
| blockers, 11ke propano]. cause 1nsomn1a._- R1tanser1n, wh1ch
: fs a 5HT2 selectuve antagonxst, causes: 1ncreases in s!ow wave” :
o s1eep Idz1kowski et az (1986) postuaTted that there m1ght be 1] ; 
I1nk betwean the EHTz initiated behaviour and. the behav1our '
1tsa1f, or that the SHTQ sites modu1ate the 5HT1 responses. -
The benefiﬂaﬂ eff‘ects of Ritanserin on s'l ow wave sleep (the-' B
restorative sTeep) w111 spec1f1ca]1y be very impnrtant to treat}_ '

symptoms such as._f o R o _.-7'_  , R ;:514'; : I

fiﬁ”;f;sleap disturbances ':_ : S ugffw':,ﬁ i,ja;iri“?jffx&-.__-'-' '
f _chranic fatigue and decraased activity 4'- o e Y

___;,}, 1fee1ing§ of 1naﬁequcy and Pessimism Hi'QV"*Q”_#'ﬁf:l f,f*f.'.~ .
{0, dncroanad affectiyeness. Coo o e
O decressed aktention - ..

'iif'_"ﬁ._'_"__"_sncia'l m’tﬁdraw?:__.____.____":'.3'_:'.:."“' Lot T

.ffﬁifflcss of interest?:;?Ti 1,ﬁ'ﬂfs”JF i: :L.;:iz”_ ;.\':;?51 ?f{; 'ffﬁ"
- { ﬁ':;;[irritability .'; “Ef TP .f '. 'i"  R TR
e ;,tgigi) | L uf?abflity te resgand tn praise;pv reward TR

Thesewwqptoms are masf‘ly for;gd 1"1 ‘\disnt}d::rs T'lkﬁ qysth_mia, _3:\

% generaixzed anxiety dﬁsarder and thﬂ nagaéﬁve features oﬁ schizo- *;i

N _f_ .
phrenia (ﬂanssen, 1983).. ._”-f_' N
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disarder with depmssed mnﬁd. It was impbrtant to obta'in

95

R1tanser1n 1s a centraﬂy act‘fng, re‘latively seiective, extremeiy '

shown tn be eff:cacmus 111 ‘dysthymia, nx':ety and the negative-'_'

' potent and long acting SHTz r\eceptor‘ aﬂtﬂgomst “ has bl""9"-?..:._'

features of schizophrenia. It also has a mgmﬁcant effect__. -

: an i;he 5leep arch*ttecture, producfng zm ‘increase in- s‘[ow wave"-

sieep, the deep restorative state of s]eep (Chapter b’)

o a

&

The aﬁm of thﬁs si:udy was - to compam the cl'inica'l &fficacy of

AR 2,5 mﬂ: 5 mg :au’id Himg Ritarmerin daﬂy -m a thbo ﬁon‘tm‘l‘ied'_'* |
way, in patiénts with dystnvmia and the c!osm related adjustmm:_. o

nforma~

i t-ton about the mmimum effectiv" d&se uf Ritanserin m thesel_'i”vl o

A’I'L pq;l:ent*ia‘f patients were $aen at a new‘ly formed ﬂysthymia?_ﬁ

thay expfessed fee‘l‘ings of chmn‘!c depress’inn with a fee1 ing-:

of intoiemnce to fthese symptmns, accordmg ta- -

"'Cﬁfﬂﬁ at Tm"a, the H Mamss tentm. They ware selected i
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Table 9 Diagnostic Criteria for Adjustment Disorder

A. 'A reaction to an fdentifiable psychosocfal strassor (or multiple stressors) that occurs '
within three months of anset of the- -;tressor(s) _ _

8. The mal adaptive naturs of the reaction i s 1ndicated by either of the fonowing
Y impairment in occupationﬂ (irnclud‘lng school) functioning or in usual social
activities or relationships with others -
(2} symptoms that are in excess of a aormal and expectab1e reaction to ihe stressor(s)

C. - The disturbance is not merely one fnstance of a pattern of overreaction to stress or
- coan exacerbatmn of one of tha mental disorders prevmusly described. -

{ B The. maladaptive reaction has per-sisted fot' no 1onger than six months,

E. The disturbance doas not meet the criterfa for any. specific mt;n*a‘{ disorder and does
1 ;_not reprosént Uncompﬁcated Bereavoment. - _

il . . . i . . s - .{'..' .

Types of lj ;iusimnt Disorder. Code tho type according to the predominant symptoms. 'S_pec1'f$
~ the stressgr(s} and. its (their) severity on Axis IV. _ _ o

. 309.24 4 ustment Disorder with Aaxious Mood

" mood, te&rfuTnesss and fee'l‘lngs .of hopelessness.

" This category should bé used when the predominant manifestation 15 symptoms suqh as newousness.
worryy and Jiiteriness. _ _ e

309.00 Adjustuient Disorder with Depressed Mood o | i IR
This category should be used when the predominant manifestaﬁon is s,ymptoms such #s depressed I

A

309,30 Mjusment Disorder wi th Disturbance of Conduct '
This. category should be used when tha Predominant manifostation 1s conduct in which there :
“1s -viplation of the rights of others or of major age-appropriate sovcietal norms and rules,
- Beomplea: trudntys vandalism, reckless diriving, fighting, defaylting on Tegal responsibilities. o

. 309,40 Adjustment Disorder with Wixed Disturbance of Emotions and Conduct - -
- Thig vatagory should be used when the pradominant manifestations ave both emotional symotom* o
(.9, depression, anxiety) and a disturbance of conduct (see ahbvo), S .

309,28 Adjustment Disorder with Mixed Esotfonal Features

-_ This category should be used when jhe predominant manifostation s a comhfnation of depressmn
- and anxtety or other emotiongs.,. The major differential is with Depvessive and Anxiety Disorders. -
Ewamplet an adolescent who, after moving away from home and parental supowision. reacts with
amhwg!enoe, depression, anger. and stgns of fncreased dependence. _

309,82 Adjustment Disordér with Physical Complaints o
This category should be used when -the predeminant mmcffestation 'is physical symptoms, e.g,

"~ fatigue, headache, hackachs, or other achos and pams, that are not diagnosah“le as a spocific
 Axis 1II physical disorder or condition, -~ ) _

°309,83 Adjustment Disorder with ¥ithdrawal. ' ) o

" This category should be used when the prodominaot mauifestation is sooia? uithdrawa] without_
sign‘lf'l cantly depressed or anxious mood, N

309,23 Adjustwent Disorder with Hork (or Academic) lnhibzhdn £ ' o
~This category should be tised' when -the predominant. mani festition is an 1nhib1t1on in work or.

T S

dcademic functioning occurving 1n a persbe whose previous work . or academic performance has =

bean adequate. . Freguenﬂy there is also a mixture of anxlety and dopressiofta, Emampte: ingbitity -
%o study or- writo p pers or reports, _ : P :

" 309.90. M;lusuhent "Disorder nat Dtherwise Specif - e L :
* Disorders involving ugatadaptive rdactions to- psx&?ﬁocf&ﬂst\‘&ssow ; oﬁ'.olassiﬁable-
as specific types of Adjustment Disorder., &3 an’ immediade regt m by & disgnosis of
. physical. {11ness, EF +Gxy - Massive denim*ﬁi\mﬁw@ﬁance, hat- Fa fwo *n&?adaptive to be
categorized as: the code V15.81, Noncompﬁancé\\wibm Fagieal (nbao\j&'(t tp aﬁal o

k3

_\i.\_ o
. v
R
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Table 10{k)} Hamilton ﬂepresﬁon Rating Scale* o

5.

7.

5.

" Jjob 4y hobbies) exc’luﬁ :
tospital, rate # if patient engages - in. no activities except ward churem or {f patiem faﬂs to= ;

. DEPRESSIVE unnn. {sadness, hnpe]ess. he]lﬂess, mrthler.s)

0 = absent; 1 = these fealing states indicated only on quest'lon'inq, 2 = these 'Fee'ling states

. spontanéously vreported verbally; 3 = communicates feeling states non-verbally, f.e. . through Tacial
expression, posture, voite and tendency to weeps 4 = patient reports virtually only ‘hese feeling

states in his spontaneous verbal and non- verba] cormnunicatwn.

FEELINGS OF GUILT _ - o
I = absent; 1 = se‘!furepr‘oach, feels he has tet people down; 2 = ideas of yuilt or rumination over

-past errors or sinful deeds; 3 = present 1llness is a punishment. Delusions of puilt; 4 = hears

accusatory or d:inunmatsry voices and/or experiences threatening vi sua'l hanucinatwns.

SUICIDE
0 = absent; 1 = fee'ls iife is not worth 1iving; 2 = wishes he were dead or any choughts. uf’ possfble

.death to self; 3 = su1c1de ideas or gesture; 4 = atteﬁnpts at sujcide (any serious attempt r-ates 4)
. INSOMNIA: EARLY: '

0 = no difficulty falling asleep; 1 = emnphins of occasiona] difficulty fali‘ing as‘ieep {more Lhan
L hour}, 2 = complains of mght‘Iy d1ff1cu1ty falling as'ler.-p. _

IMSUMNIA: MIDDLE:

0 =.no difficulty: 1= patient comp?ains of being restless and disturbed. during the night; 2 =]

waking during the mght - any getting out of bed rates 2 (except for purposas of voiding).
INSOMNIA: LATE:

. Q = no- difficuTty', | = wakmg 'in eariy hours of. the mur-:ﬁng but goes back to .ﬂeep; 2= unaiﬂe-
“tv Tall asleep again ‘If gets out of ‘bed. _ : _ o

WORK AND ACTIVITIES:

0= no dﬂ‘ffculty. 1= thoughts nnd fee'[mgs of 1ncapacity, fatigue ‘or weakness re'latea to
‘aetivities; work or hobbies; 2 = Tuss of intarest; hobbies ur werk - either directly reported by

patient,. or indirect in Jisticbsness, indecision and vacillation (feels he has tc push self to

‘work or activities); 3 = decreéase in actual Aime spent in:activities or decrease in productivity.

In- hospital, rate 3 -§f k|:at'lent does nat spend at least three hours a day in actiyities (hospital
ve of ward choresi & = stopped working because of present  iliness. In

perform ward thores unaqﬁistedh

"E{‘;‘“’i’ﬂ“‘ (slommess |of thovht and speech, apairad abitity to concenmte, dncmsed motor | -'
- ACKIYIEY
-0 « normal Spaeech. and thnught* 1 = slight. vetardation at’ 1nterview, 2 = ubvmus retardaticm at -
. intemyidwy 3 = mteru-iew difficu}t* »}, conpteta ‘stupoy’, _

AGITATIONG e S e

- 0 = onopai 1 e "p]aying with hands" h_air- et_:r_:_.‘-._..-; 2-«:= :haﬁdawrin'ging._ r_lan—b_itj.ng, hai_-_rhpu'%‘i-ipg-,

~biting of tips,

! 10,

.

‘or medication for G.I. symptbms. i

SOMATIC SYMPTOMS GEHERAL: - ' - ERT 1
D= npopey 1= heavinass in Timbs, back or heaﬂ Ba?:kaches, headach&, mu«scle ache. Loss of “enargy |
- and fatiguability; 2 = any clearecut symptom rates 2. S TR

ANKYETY PSYCHIC:

D ='np .d1ff1cu1ty,' = sub.jective tens*lnn and (;}-ﬁtabmty: Z= worrying about winor watt&rs,
= apprehensive attitude apparent in.facs u-, spea-;h. = fears expressed withiont quest-loningf,,

ANXIETY SOMATIC: Physiological mncmi*mts of anxiety, such a8z gastro-intestinalk « dry hmuth,_.i
- wind,  indigestion, . diarvhes, cramps, belching: - cardirvasculay - pa‘lpitatinns,q headaches._
. respiralpry - hmewentﬂation. sightzas wreinary Freguency; sweating,. . -

0 = absenty 1 = mildy 2 = moderate; 3 = severe; 4 = ncapacu:ating.- e
SOMATIC SYMPTOMS GASTAQ INTESTINAL = AN

"0 = rones 1 = loss of appetite but aatmg withaut staff encour-agemen Heavy feelin s 1n abdomen,
2 = difficulty eating without saff urging. Requests or requires laxa ms or rnétiicat on for bowels -_

ot - S

GENITAL SYMPTOMS: Symotois such: ds.Toss of Tibido, mnstruﬁi mstnrbances. o

0= absent; 1= milf; 2 = severe. Q = nat ascertain&d. o _ o
HYPOCHONDRIASIS: e g

. 0 .= not fresent; 1 = seif—ansovption (badﬂy}, 24 preuccupatmn with health- 3 = freq,uent
o camp‘!aints, r'equests for ha1p \ﬂtc., 4 - hypachondrical delusions. o _ _ _

| 16.

LOSS OF WEIGHT

. O = . lass thas 1 1b (Q 5 kg) weight Tess in week* 1= reaier than I Ib 0 sk We ht 'la in
_wehk, 2= gr-ea‘ter than 2 14 (1o kg} ueight loss in week. g ( gJ 1g =

17. .II'SIB{(: ' : -
- _ knowledges being depressed and 111. i-= acknomedges 'mness but attributes cause tc bad |

food, ch‘mate. nvemrk, virus, need for rest, etc.., denies bemg 111 at all.

* M Hamﬂton* "Deveiapmen* of a Rm:-lng Scale For Primar De ress‘lve 111 V.

Lo i .3'-1. - b | AR o T



Table 11a and b

o (sg'@: -'g_.. _3;._b__=..=;:,_fz; =13 d= 0. EXCEPT for Nous 7, 1, 3
- | | ~ where the score should be re\rersed)
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T, s i et A -

- Score
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| (a)" OSM IIT R criteria for dysthymic disarder (Tab?e 1)
o (b) DSM III R. cr1tev-1a for adjustment d1sorder with depreSSed
o mood {Tab'le. 9)

a 10.2.2 Rati_nq s'ca]és —

.'\’,J

_Patmnts were scored on the ﬁam'i’tan Depression Ratmg,,scam_- '_ "
..fTab1e*10a ancl ‘h) Fm* the Atem. "midd}a msomnia" an 1mt‘lal'
: score of at 1east ona was required, far the 1tem “work and act'i- -
: "'._.?‘it'iES" the score at se!ect'inn had tu be at ‘le&ast tuo,o and for.

the item. “smcide" the 1n1t;a1 scor‘er was not a‘i‘lowed to exceed',, |

L "_one,

ey

- scomd mncomitanﬂy (Table 11a and b)

. Q B R

"

S

As a careﬂativa exercfse the Leeds Saf‘* Eva?uaiion Scale was_-u_

\\ Hale aml f&ma‘le p&tients wewe 1n¢1uded, . Hmev&r, Q _._-y fhase"--;-«'--ff"  '°' __
xfemam paﬁants wha were using adequate contraceptiom thos& | _
“h" “‘ﬂ 5"*“ sterilizad, ar pestmenopauﬁnl waman wem 'imﬂuded. e

. .-“(



o102

. Table 12

N PATIENT DECLARATIOH

"_Ritanserln i{s a hew Anxiety decreaSTng and Moad e1evating agenf
- which -has been deve}oped and extensfvely research&d by Janssen_
o Pharmaceut'i ca. .

- In order to remove aTl causes of b1as in the study 'It is necessary R

" that the wiedication will be compared against an ‘inactive tablet
~called & pTacebo tabiet. = Neither the patient. or the doctor
will know exacti y whjch tab]et 1s ba*mg taken untﬂ the study.__ P

“is 'Fm'ished. e | e e - S

o

CIf at any. e You' are unhappy mth any asnect of this tt‘ial_--;f"

_.yau m‘H ha freﬁ to- ‘leave ft,

I ¢ here“by carmfy that

':.3':i'_-"have read the __abwe statemeﬁﬁ arfEl"" nansent 1o take. part in ’the'_‘____-

hereby certif,y that I have axp?amed

the a,hqve triai and attendant wsks ﬁo the abw& pat‘:ent. B

o swnﬁx}

A \ u o “ . o . Cm ";]

- HY
oo



© 10.2.5 Informed consent R

A'H patients Were asked to- give. informed cnnsent ﬁ full expiana—- o |
tion was given to patients .about i:he disorder and ‘the- tr-f, .
and a Iut of time was spent answer'ing thew questiuns or quemes.
Th'is mcreased the comphance (Tab‘le 12)
- n fY_---._. . .
" ,10-_.-3- ;’.msm Ex»j_téﬁ'&*'.'ﬁ' e
R ;._f* u'ﬂ'f Lo

10 3'1 paﬂa“ts S“ff&ﬁ“g fmm cnncumitant menta'l 111na§s nthen-.
thﬁ" tﬁe target 'imﬁcat'ipn R

10.3.2 Patients wzth ss_"_.'ous nhysica] ﬂ-’l-négs'_’f :aff.eiéiing_" the

- Hver. kidneys qr t '.Y‘O'Id. _ .:. - _\ I

(ﬂ) Sinus hmdycardia {Iess tha_'
-{&) M‘l iréart lﬂacks- ”

{d) Mngestive hea.rf 0\" Mft vamﬁwm, f&ﬂu re. . R

fa) Ri’ght atantr'i mﬂar fmure seﬁondarx ﬁ:ﬂ 9u1monar.¥;; T
B B Ha‘lf varmson "“‘{“Syndrm -
(91 Prolongaﬂon of }f‘c 'lm‘arva‘l. ﬂ‘“ﬂ pr thﬁ"fﬂw‘

S hundred and fifty mﬂﬁsecnnds. d(f L

poowo T . B . . . - Q




© 10.3.4 History of abuse of alcohol and other psycho active drugs
10, 3.5 women who were breast feeding, pregnant or likely to

become pregnant‘ Preﬁmenopausa1 ‘women - had - to he using

aral contraceptives or an 1ntra-uter1ne devfce

'_ua' .3.6 Patfants with an 1n1tia¥ score be!ow efght on the Ham11ton
o "if' | Bepress1an Rating: Scales with 1nft1a1 scora be1uw one :

e Q_'£ far ‘middle 1nsomn1a“‘ beTow two ?nr “work and activities" |

-fgﬁ.;;f_ and above one fur “suicide 8

ﬂ;ﬂi":.

“.g
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10.,5 MZ Desigg!

The patfents wem $upp'lied with active tab1e1:s or p?acebo all

1dentica1 in appear-ance from Janssen Pharmaceuticay Beerse,'

Be’ﬁ “‘*pm. The First seven days the patients received 4 single
b'ltnd packet of Q]acebo tab'lets as 2 r-un in per'lad. R’F'Eer that
p tab‘lets werg ta*ispeused in L doutﬁe and way.} The daﬂy

dase was one tab’het ‘&:in tha mornfng aftel* breakfast with f1fteen :
pat’xants r*ecehm@ Rﬁ:&nserm two- pofnt five mﬂhgr&ms, ﬁfteen s

mcaiving five mﬁhgr%ms, fiftaan recei_vfng terl mﬂ!igrams

;;;;;;

and f*{ftean re eiving ma cmng p!ace fab]ets. —_
*?

The foﬂwing enaminatioﬂs wem dr.me. aN E '; & e

_ .( ) ﬂelmriaur axﬁinatinn a AU
| Dnririg every ﬁs'it scares were done mi the Hdlﬁﬂton Depres-= .
sinn Raﬁng Snale, the Leeds Se'if Evawatim Scaw, and,.j;

the Avar-nge L1 fmcal G]uhal Impressian Scaie [
Side-efﬂa@;s were a] 56 *lisfed on Tab‘le 44.

#



o o 10
- Table 13 6

5

Cllnical Global Impression  CGI

Score:

Visitt |} .
2wz |

vigi 4

. ot joasfoee|
T impossible to evaluate _ 1
 NotM

Baroy
| Shonty W
| Moderaten v
| Obviowsiy
S!mﬂ!ﬂ.. o _
- _ﬁnpewbmqla‘umw” R

- Sirkdngimprovement . - . .
| Asarentimprovement . - 4
Siptupeovemens
Nochange ol o
| suoetesoration -~ [ . o]
| “’f"':srrmmmwratm i ?‘"\ L
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o ot ﬁts_w
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o '_'w. Cnrﬁtipatwn
A 1?. Nan%ea

lyﬁther

Tblest

. Checkiist - S

Visit 1 Iy
(Recr:uitment) "!1511; -
Day-7 .  Dayo

© yisit 3

 Visit 4

. visit 5
Day 42 |

T e T

“Day 28 I

1L --'Fa'tigue-- B

' 2. !lrowsiness

ha, Aggressiveness

'Must:‘le Rigid’!ty -

'5, Husc:e Heakness

?. ”rremor

B, sieep Bisturbances -

8 nfzzfness .

9., BIumd \ffsfan

i :’i].{l ’Heavy Headed

11 Lﬁght Hearded_ _.

__1a¥ Headat‘.lm

'. 13. \Bnncentraﬁm Lo

SR &peech Dif‘ﬁculty o

L of1sy ow Houth

RO

TL--

T

Tk ﬁegree' D s Ahserﬂ:. 1 = Sllghf (Hot unwmfortable), 2= Hodera%a {uncomfartable). - séve'm' '
- {Interruptiop of Medicatfon nacessary}. _ A
**Frequency a = at nrrset of therapy.

i

= ai’tﬁr ea::h dcse, tn continuuusiy.

1 .

01
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Smﬂum
7| potasstum o
fhloride o
o Calc1um o
- G‘Iucnse (fastéd)

“': w A}bumin

" Table 15
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Iﬂvestigatﬂr} l‘.l'l!bit.llil!!llt.t-’.!dly.l!.'..'_

Med NOLE vieevsnnsneonnss

Pat. Init.:

Parameters -

Units _
L ___values

“Normal -

- Day 0

(- end run- - -
in peried)

. Day 42
[~ week 6 of
DB-medicat.})

Date . .

cdord

HEmATOLOGY

ol

| RBC__

(x 104278}

| Hematocrit

{gB)

R HeMOQ]ohin '

{mmol/¢}

| WBC

' (x 1{]9/E)

'-_D _ ._T_nt;?_néutrcphi"ls i

(%)

N

1 Lymphocytes

R¢]

i
F B

_ :_ _Monpeytes
r |_Eosinophils

rl'-~_3£%}'hf"' T

. Basonhi]s

T

Segnented pol ys

'!!_ (x)

| Platelet count

_'{x 0911)

;(mm}

Sedimentahon rate (1 hJ ]

Eiﬁm__.ﬁfé}_&!

| }if@ggfz)

" fEESEz%

fuease)

o

{ ‘hﬂtai )

| (mg/a00 mey -+

| (deaa) IS RPN
(oo mt) T

B‘E'l'lrﬂb@

| Creatinin ~ - - fn oo

{ma/100 me)

Protetn {totsl)

{97200 w3

B (gglnoggs}

T Choﬂestgrnl

-~ G1obu1in ;f_:f%.  

X . taz100 mE)

- e

Alkaline phosphatase -

. (UZEJ#“ =

AST (GUT}

{ue),

: - ALT_ &) R

)

o URINALYSIS

R W
{ Abymin

Specific gravity

| Blucose

| Acetone

| Mferoscopic éxaminatidﬁi.;Q,.;

*ll‘!iladq\ﬁ\.nqﬁauuarsqoquntn&‘Iln’tlto-tctcnqa-nnna-wﬂ-an-.;-)!nsa--

th

Q.j‘.#'d,ll’r’t‘&*aﬁii'l'lIl‘..Q.q.i‘.4q.*.-‘.llitltllhﬂﬁf.hlltit!ll‘tb“!bt

© . | (if abnormal specify)s

N : F -
i
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(b) Physica] exam1nation _
Upon se1ect1on,_the patients had to have a full physieal
examination and thereafter body weight,-_ lﬂooc_l , pressure
dnd pulse rates were done at every visit. '
{c) Specia] investigations | -
.A battery of 1nvest’igations was done af‘ter the one veek
-':p}aceba run in permd and again at th' end of the study,
o That 1ncluded an e1ectrocard10gram and the 1nvest1gatf0ns
._ \ as Tisted in Table 15

AL the ~end nf the stud_v the avera'!l therapaut:ic msu]t:'_- )
T was émnpared wf‘t[rn that q‘f prevmus?y ad;m}\gstéred psycho-'_' o
| 'tropm madications‘. . \ ey

o ;0.5 ‘3_ _!!! ‘[;e rmptimo,. Pm tu I‘E g‘iﬁctm ) lﬂﬂﬂtfgn \h | 5 ..

& . . .

;'f_ -._The durat'ian nf ea,ch Hterruptian ann!w the date nf\\ prematura' .
e -"'c_l;sa__ont_i_ﬁu_atmn_s p_1_u.s-_ _t reasan f’orl ‘!t was recorded cleariy. o

-3




CHAPTER ELEVEN

u. pswts R

- 11,1 Rec'_ruitmel'_i_t_ - : - | o _ o 2 'j'

- The recruitment of patients for the study was very s1ow. _I_t"!_:_

o and anxie‘by\é They are aTso> saen 1{‘ ﬂ”"?":fi 11_ ého‘}ogists Bro’ *
'___'_'chur&h couns ﬂors becaase of comp'litﬁ}l)’lon 4--0&‘” ﬁheﬁ‘ dysthymia, .
'in‘amely maritm Prakﬁams,- re‘!atmn%’ib m*ﬁme'ﬂﬁ or’ S“i“’d& o

A W . “a

" j__ had »blén@ﬂ ter.l frﬂm the cl"miq, were Pef&rrmg B

- B
i

B R

_ A5 ui
' cﬁum be ahtmned«f(mm t:?\em, tu he ab‘fa to use tiaa-m *m '(‘-hE studyg. e

.1 -‘\ﬂ o S0 Do _,_'__?_ '(-:L_.-_-_-cr.-.y
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11.3 Sociodemographic Data

- Although it was _é small sample, -some- interesting’ data could:
* be obtained, o

© IL3.1 patient age
The age of the patwnts was between twenty ,years and above sixty '

years. '  "'ha biggest pementage was between thwty years and
fifty years (ses. figure 8).  Some . m?, the - Jatients older thn

L L

their Hvem

Frmn the onset a. predaminance of faﬂ%le patients was expected,-'-'__' R

"'1 .'1 L :
ﬁty sevan peff- ?Iecent lFigure 9 L s

Dysth,wnic patierts a.r'e apparentiy wot. goad‘--_ arriage mateﬁa'( ._ |
Ve though the biggest pr’aport‘lnn was married, they wers mostly |
unhappil,y marriad, or in stagnant marr‘)ages whem they cuq‘ld.'_'_
naﬁ decide lhether tﬂ continua m an unhappy mav-riage or toe'_'_'
get divnrced. Twenty seven pen cant of the éﬁhﬂe hati never'-
been‘ }pt‘ried h.ﬂ"ﬁrag aﬂd 11’ nne takes 1nt:o account ‘that the
main fo {ge gmup was hetwean th'lrty years and Fifty years, fi’t” |
probqﬂy shnws that many dysthymics rerna*n singﬂe into middle.

age ( r—‘i gure 10)

@

hut 'In ({the end the "ratiu ma‘ies ‘r.n fema‘!es &vas fnrty three per-'-__'_-
f | |

C sixty years had been depressed fnr mnre tham farty years of
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' presably underarepresented. Und‘er "uther" ~ there was -one Ger'man L

-.existentm‘l 1ssue§~u R S u I

: p}tient __am:} ong _.Frenc pat‘leni'.

" Fiqure 11 has to be interpreted \'ﬂth caution, since it was very

" .dependent on reﬂ-:rral sour-ces.__ There: Was . a big input from Afm--

e pameﬂts ohe B?a“ik patfent one Indian patient, cme Lebanese

TIL3E A_ca&@t‘ic_l gua]'_-i_.fi‘_cgtﬁons-*_ _' L S

\‘i .

'_:better' functwnfng ‘than the usual Tara Husyita? aut paﬁent% L

‘['-'13] suc{: as befng paintersg( musicians, poets and writers,_}'hey
often very phﬂo&ophﬁza‘i peop!e who struggked mi"-h--.-_

'kaans chur‘ch cotmse]]ors, whereas the Jewish pOpu]atwﬂ was

 **jThe generaT subjegtive feeiing was. that the Patients)who attended -
7 the dysthm1a clé c ﬁad hig‘har qua]ifi’cmions and m‘tative?y'_-:__'-_'_._"___'-

two per Lént of the pat*ients were pmrqgs@,ﬂ Wolﬂ e, meﬂ ty s
_._.::-_3e1ght pe.r cent of the p«at‘wm:s did creative actmties (F}gum -

L

., ;3vLe data 1n Figure“iz, ﬂzd tndeed show that the 1argest percentagegf1-' L.
,j-'-of patients had f,;aﬁ: Teast passed rf\hg'ic and thirty fwe per cent o -
S ha?i"'a univer-sity degree, B If. wa*s a’lsc intemsﬁl‘ng that twenty‘ E
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11 A Other 'Facto_rs

11.4.1  Family history of psychiatric disorders

- A positive fTamily psychiatriC' history was aﬁaz1ng1y high in

this group of patients. Many patient;" had more fth_an one atfected

family member 'W'ith 'différ‘ént diagnosés, for'inStance; Y p‘aternaT

unc]e who - suff‘ered fmm mador depmssian and F] father' who was"_

an a'lcoholic. _

a Figure 134 shows that the ;argest percent&ge of Gysthymic patients".'_
- had a pos1t1ve f‘érnﬂy h1stnr§y of mood spectrum d1sorders [dys-.-.“_ .
o thymia,' unipolar - depression, bipolar mood disorder), sSufvide -

" I- and alr.uhm related probmms were a'isn quite frequenﬂy encuunw;__'_

‘tered in the fami‘ly history. |

r"f, P u u

_ 'In most casésm’tha patién‘ts had been depressed fur much - longer"}:'_'; "
© than the speci fied P years as r'eqmred by the DSH 111 R cirteria o

e o r_ d,ysthymic diso rder. ____n?

aoo. - -

0 ) .’j

"".__PHan’& chﬂdren and - adolescents. © Many patients used ‘the thﬁses?“
oM “have - been depmssed as Yong-as 1 can’ vemeuber” ér "I was
| 3 Qom aepressed“ This mpank “that they had been denr‘essed and
mmerab‘]e for such a long ﬂrme, that they ‘had difﬁcmty describ“ |
ing - thefe "premorbid" persunaﬂtias. It al$0 made them yery -

_-'.d1fficu‘lt and demanding put-:ents and. they ware qlﬁt& dﬁsp%ﬂt&'-- L
o to. try any heip that wus afﬁarer!.- | "

: “a“y paj;ients ‘30”“‘-‘ W’-‘-ﬁ“ ﬁ@’"lg unhappy, serinus and over-com-'"_ o
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-_ 'Those patxents who did have side aéfacszs though, stﬂl found_ -

g 'on other antideprassants in hm dosages. '

e

-'\\J". a

05 suesects

'he sfde effects yere very mﬂti and very few and nccurred frx

"an faur groups (a]so ‘the placeba group). Many of the “side-

'effects" were campahbla #ith smptoms of anxiety and depresswm

' which are symptams of ﬂy;tnmia. The side-effects were recorded
oAt every vmt and ﬁhe pat1ents usual'lv only compIained about'-
R -_'-»r;em at one ar two visits. with m cnm:z.aints at uther times.'

_-':them mw'h Tess severe than the s1de effects they expemenced a

-'The minur 51de~effects that were ﬁmnd, ‘included nausea, head-";

achas, d*[zzyness, ;try mauth, b‘cur'red vmon, fa-i;;gue,_- -__muscle

weakness. mghtmares and “’.’lgrassi on. S

-3

The patients wens meighed at evary vis%’t and there was speci~3
ficany na weight fncféase wh:Te %ﬁe mtieﬁts were taking than«

= *sevin. Many ather antidapresﬁants cause wmght gait._wh'lch 1s-"'
B ;l- o : :

often a reasnn for- non—compil'iance. T R

The hlomﬁ' tests, unina’iys*is and e‘ieutrocad‘lu;hgram showed rm chaﬁges o

bafore and after treatment.

i -
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11. 6 Ratmg Sca’!e Resu'lts

. The Bonﬂerroni mu‘lt'pre compaﬂson pmcedure of one way analysis

of var1ance was used -tu compare the changes- 1n- the Hamilton -

Depresswn Ratmg Sca]e and the Leeds Self Evaluation Scale
from day 0 (sfart of double bﬁnd medicatwn) to day 42 (the

end of the study) For' the C'I1n1ca1 G?oba] Impresswn sca1e-'

the. cm-squared text was used

.. scales for- aach group. o

- It s r;lear' that aH four gmups showed s1gmf1cant 1mprov9ment'

in a‘H thé scores, nven the placebo gmup. -

5

O...‘

[CR ]

'_Majar problerns amse in recruiting p&tients aithough there was'_'-'

:.Figur‘es 15, 16 and 1? show the mean vaTues on the three rat!ng.":-_'- S

. -‘I‘ab]e 16 shuws c'iearly that there was na statistwﬂ ly sigmficant'_‘-
d*lffehence bett'een tﬁe groqps on the Hamﬁton Dapr‘ession Rating'-

S

| can 1mpress-ion that them wesre many dysthymcs m th& camnunity-ﬁ L

-'.“__.Tha ptab]em of the rarit.\f uf“*"puré dysth;vm:cs“ as ﬂesnrfhedf..x; o

by Akiskal” (1981), ‘Keller and Sedsa (1990) and Keller and Lavort o
._"'_(1%4} pmbabw @Iayed a ma;lor mze n this pmlﬂem. ) Una should o

_'_a1so 1ook criticaﬂy at thra criteria uf ﬂSH III R, which on'_

aveﬁ personaﬁty disorﬂers. The va‘li&ity of dysthymia ma,y be_'-- :

nuestianab?e_- . I T

" ] E_I_the onn ‘hand exhlude many patients, and on the other hand inc’lude'-:' }
_':'many pat'ients wha pmbably ar-e suffer’ing mare from anxiety or. -
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The s'oci'o'demﬁgra-ph'ln_ data were consistent with that of the litera-

ture, although tﬁg 'samp."le-_' s_ize' was small.

The results showed that' all four groups imp'r-ov_ed_ significantly'

on - the ._._t-[a'mﬂ:tnn Depression Rating st_;a]ta" score and the i.eeds

;“Se’lfva'a‘l'uat"ldn Sr:a}é, "but there 'was no sig'r'r"if'ic'a'nt d-'ifference-

R beween the groups. So, although the patwnts in all four qt'oups __

improved obJective1y and sub:lectweiy (even in the p1acebo qroup} '

v there was no d?fference between these patxents on. any dose of _'

active medmatfon and placebo. E

L M

" There are some possible explanations for thess results:

o
co&

I . The samp‘le sue was toa smal] (on1y fifteen per group]
2. 3 ‘I‘he study was too short. ™ Six weeks of‘ tr-eatment after

the one week p?acaba run in ‘§s very short when one 1s

o
6

By .

o i reiapse;l and stopped the tria} medication._

3. -_',Th"ise gmup of patients is knn\m to respangl 1:0 p“.*acebo.

R

the'ir msponse._ o e % T

'

‘- Imany pahents whn origin&ﬂy seemed to be responding, :

‘*tr-eating s disorder that has baen thera far- more, than L
i twcr :mars. and cften a whole hfatfme._ No cnnswer-at;on'j s
‘ oas gaven o ‘the foﬂow-up time after the trial, when‘-:'f:'

They are so desperate, that they ape Wﬂ?ing ta twfirry;: |
s _: :i-thing, because they have a'ﬁ been to1d in the past to_;":.-_"'
pﬁ’ll Jthémsalveéy tngé‘hhep‘ v They wer'a ot ab'le “‘Eﬂvun'load_._-'._- L
_. their buMens and tu get regu‘m* fucused attantwu by
= *1;!1& same cHn'ician and that must sure‘iy hava in ﬂuanced o



e .

lﬂ'_}'do:#.es (Van Rooy e‘b az 198?)_ i

| _0“ especia‘l‘fy Slew W&YE 'STEGP. R

B '1_24

was probably not Tooking at a homogenous group of patients.
§,  The results were based on the scores on the rating scales

-~ and 'that was 'very deperident on what kind of a day the

- patient was havmg at the t'lme It -nﬁght also not have

o -Ibeen measur'ing rea’l 1mpr‘ovement

4}._'_ --Be'c_ausé' uf-' ;the._'va'gdéhess ' -bf" the '_DSM III R cr'l'teria_,':- one

o q future ona nﬁght have to do studles mth 1arger~ samp‘le sizes,”'
_1’ r longer perwds of tme, and. maybe usmg different criteria
_aml rgtmg sca]es. [’Unfortunate'iy the ‘dose of Ritanser-m could o

| _'nnt be 1ncreasad safe‘!y, because of 1'ts cardwtoxfcity in larger‘ |

.”_11: might be appmpriate ta do more stuches on. s’leep dfsorders,'-:“ -
o since Ritansertn seems 1:0 have sueh & c‘lear beneficial effect o
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