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Measurement of Treatment Effects 

TaI'dive dyslkinesia is a late side-effect 
of neuroleptic theraipy which occurs in up 
to a fifth of chronic p3yohiatric patients 
treated with this grDtUlp' DJ' drugs. As many 
as !60% of cases could sho'w irreversible 
symptcmaltololgy though outcome studies 
ha,ve o(ten proved to be inconclusive. 
(Crane 1968), Eff,ective metthods of 
treatment could therefore reduce morhidity 
in a' potentJially large number of patients. 

Difflculties in th3aJssesSIIllent of the 
efficacy of treatment methods could arise 
because it may be dififioult to measure 
changes in tardive dyskinesia reliably. 
Ka:amatsuri et aJ. (1972) halve used the fre­
quency of mouth mo,vements as a measure 
in those patients who, showed oral dys'ki­
nesi'a and has proved to be a sensitive index 
of change. Some paltients ma;y however 
present with other forms of dyskinesia and 
the picture is further complicated by the 
observation that, in ,severe cases, pal"kin­
sonian symptoms can coexist with tardive 
dysikinesia, even though they do not share 
the same immedialte aetiology. Eledromyo­
graphk studies have not proved to be 
useful and the use of films or other met­
hods of gloibal assessment have shoiwn a 
v:::ry low inter-ra~er reHa,ryility. Cole (1975) 
has argued for a global clinicall aipproach 
in patients with dif£use dyskinesia, but 
f:\he frelq<uency of mouth movements re­
mains a usefuL measure in those patients 
with preidominantly ora'l m~ifesta'tttons' of 
the disease. 
1. Periodic evaluation of the neurological 

status of patients on long-term pheno­
thiazines, together with careful and 
continuous monitoring of the dose of 

Prevention 

phenothiazines used, and the nature 
and severity o~ extrapyramidal 
symptoms that arise at all stages of 
treatment could minimise the risk of 
tardive dyskinesia in Vlulnerable pa­
tients. 

2. The routine use of anticholinergic 
drugs should be dis'couraged. Not all 
patients require them and a patient 
needtng anticholinergic drugs early 
in treatment mav develoD tolerance 
to extralpyramidal side-effects later 
cmd no longer require am antiparkin­
sonian agent. 

3. High doses o:f phenothiazines for 
prolonged p3riods are known to pre-

dispose to tardive dyskinesia. It is not 
known whether the 'combination of 
two drugs in leSSer dosage lin severe­
ly ill patients would involve a lesser 
lisk of tardive dyskinesia than large 
doses of a single drug, h:.1t th') pos­
sibility is worth exploring. There has 
been consideraiJle interest recently in 
the use of high doses of fluphenazine 
and halop'3f1idol (Howard 1974) in 
'dmg-resistant' schiwphrenia; the 
long term effects of ,these doses are 
difficult to predict, especially as Par­
kinsonian side-effects do not seem to 
be a problem in these patients, but 
an increased predisposition to tardive 
dyskinesia seems 1tkely. 

Treatment 
There is no well-established, safe and 

effectiv~ treatment for this: syndrome. 
Most authorities agree that if dopamine 
hypersensitivity underlines tardive dyski-



nesia, restQratiQn 'Qif e:Uective dQpamine­
blQckade Qr amine depletiQn with reser­
pine Qr tetraibenazine shQuld reverse the 
dyskinesia. Kazamatsuri et al (1972a) shQw­
ed that bQth halQlperidol (Serenace) and 
thiQPro;pazate (Dartalan) had marked anti­
dyskinetic 6.ffects in a high prQPortiQn Qf 
cases. The same, wQrkers shQwed that 
there was no effect Qf methyldopa, which 
competitively inhibits dopa decQrboxylase 
(Kazamatsuri et al 1972h) ,but that. tet~a­
benzine led tQ a significant reductIOn m 
the frequency Qf oral dyskinesia (Kaza­
matzuri et al 1973). Roxburgh (1973) des­
cribed three patients in whQm a marked 
imprQvement !in dyskinetic. ;mQve:ments 
was shQwn following the admImstratlOn of 
thio,prQpazate in dQses of 30 mg tQ. 60 mg 
daily, and it was suggeste~ ~at thlQprO~a­
zate shQuld bel the phenQthIazme Qf chQICe 
in the;orain damaged, leucotQmized or the 
elderly. 

Other treatments suggested have in­
cluded pilmQzide, physost)llgmine (Fann et 
al 1974), lithium (Da,len 1973, Reda et al 
1975) and melanQcyte-stimulating-hQr­
mone-inhibiting, factQr (MU'). PhysQsty­
gmine reduced abnormal mQvements.~­
fectively tw.~nty-fQur hQurs after admmIs­
tration andi there may be a place fQr IQng­
acting cholinergic drugs in ~e .treatment 
Qf neurQle:petic1induced dyskmesIa. 

The effects of clQzapine on tardive 
dyskinesia are Qf special interest in that 
clQ:::apine has been shown to relieve symp­
toms effectively (Ayd 1974), even though 
it has no dopamine~blocking action. Cloza­
pine is an effelctive, nQn-neuroleptic anti­
psychotd!c drug which enjoyed increasing 
usage until it was withdrawn frQm the 
market recently following reports from 
Finland of fatal agranulocytosis in a 
signEicant number of cases. 

N one of 'these treatments is entirely 
satisfactQry as little is knQwn of the long 
term efficacy Qif these drugs. Improvement 
may, not perSist heyond eighteen weeks 
(Kazamatzuri et al 1973) though relapse 
following withdrawal of treatment is not 
invar,iaible. 

A further prQblem in management is 
that patients with tardive dyskinesia CQuld 
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still require maintenance therapy and Cole 
(1975) has outlined some possibilities of 
treatment which could pmvide ef:ie'Ct;ive 
maintenance the,rapy without exacerbating 
the dyskinesia. These included the use M 
lithium, ECT in more severe cases be­
haviour modification and raising the' dQse 
of neurOleptic. Of these; tentative approach­
eS,only the' use of dopaJffiine~bloC'kmg and 
amine-depleting drugs have been confirm­
ed as effective and there are strong argu­
ments against the rationaile of their use 
in mild or Qnly moderatelv severe cases,. 
Tt is likely that haloperidoi and thiopro­
pa,zate CQuld act hy increasing the extent 
of dQpamine hlockade tQ a level when~ the 
effects of dopamine-hypersensitivity are 
'neutralised', and this could accentuate the 
extent of neurolQgical damage; neverthe­
less the s)llmptoms Qf tardive dyskinesia 
can on oc'calsions e1e extremely distressing 
and indeed endanger life in the elderly by 
interfering with nutrlttion and causing ex­
haustion; in these circumstances symptom 
relief becomes the main objective of treat­
ment. 

Case Report 

The fQllo,wing case report illustrates 
the response of a severe pheno,thiazine in­
duced dyskinesia. to thioprQpazate. 

The patient was an 86 year Qld woman 
who was referred to hospital a year pre­
vi'ously because of dWiculties in her mana­
gement at home. She had becQme garrulous, 
quarrelsome. and showed marked paranoid 
ideation. She had been treated at home by 
her general pra'ctitioner witth trifluQrpera­
zine 10mg three times a day (chlorpro­
mazine equivalent: 600 mg/day) and this 
was continu€'d for several months. RN 
medicaltion in hospital was sluhsequently 
changed to chlorpromaLine 25 mg three 
times daily with benzheX:Ql 5mg twice 
daily; her behaviour improved hut she re­
m3brd querulcus and there was some evi­
dence of ol'ganic cerebral deterioration. 

Nine months after admisslion she star­
ted to exh1bit an oral dyskinesia which in­
creased in seve,rity and subsequently 
generalised to the ne'Ok and upper Limbs 
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and which eventually led to her referral 
for management of tardive dyskinesia,. 

She was' a thin, emaciated, pa,le wo­
man who appeared dehydrated and there 
was evidence of hypovitaminosis. She wal5 
grossly dyskinetic with writhing, rolling 
movements of the tongue and mouth, re­
petitive bLinking, jerking of the head and 
athetoid mo,vements in coth arms. She 
was unable to' talk, eat or drink and her 
attempts: at communication we,re restrict­
ed to we,Clik strangle,d cries. 

Her Mood pressure was 90/60 and her 
pulse was 78/minute and regular; there 
was minimal conlges'ti~e cardiac failure but 
there: were nOI focal neurological sriJgns. 

The frequency of mouth movements 
was taken asa measure of her dyskines~a 
and the followling plan of treatment was 
agreed: her benmeiXol; would be stopped 
and, if no improvement occurred, chlor­
promazine would be withdrCliWn and suib­
stituted by thiopropazate 10 mg three times 
daily. The stopping of benzhexolled to.no 
tmprovement md there, was no worsemng 
of her dyskinesia following withdrawal of 
chlorpromazine. 

Figure 1 shoiws the response of the 
oral dys'kinesia to fuiopmpalate. Re,sults 
were dramatic and the fr€lll!uency of mouth 
movements dropped sharply. On the second 
day of treatment she could tallc intelligibly 
and could eat, though the' choreiform 
movements in the arms were relatively un­
affected. By the fifth day she could feed 
herself and converse. Her medication was 
reduced to thiopmpaz:ate 5gm three times 
a day on the fourteenth day; she also de,ve­
loped; diarrhoea and the dyskinesia reap­
peared in full force thre'e days later. Her 
medicaJtl'ol1 was therefore restored to 
thi'opropalZate 10 mg t.d.s. and th.e dyski­
nesia responded immediately once more. 
Her mental statel s!wggested a significant 
degree of or:ganic cerebral deterioration. 

She was followed-up until her death 
fmm pneumonia nine months later; the 
dyskinesia had remained well controUed, 
her mental state had not changed and 
there was: some evidence ,of a mUd parkin­
sonian syndrome, with minimal rigidity 

and moderate hand tremor. 
Simila:r results have been observed 

in two severely affected elderly female 
patients with dru:g-indu!ced dyskinesia'. 
Thiopropazate effectively controlled oral 
dyskinetic movements (out effects on dyski­
netic movements elsewhere were less 
marked. It proved to be a valuaMe drug for 
immediate symptom reliei in very severely 
affected patients and could have a pJace 
in the management of the disorder in 
selected! cases. 
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