30

the period of an exammatmn, i.e.
1010 seconds.

.. The group gf'nem]}y agreed that the use of scores on
rating scales to define a diagnosis was mapproprmle This
is not a purpose for which rating scales are intended. The
“diagnosis” of tardive dyskinesia should be a longitudinal
process. Advanees in validating diagnostic criteria will
likely come from prospective assessment; as well as siud-
ies of pharmacological response pattems and long-tersh
outcome. : .

In order to facilitate comparisons among studies of prev-
alence, treatment, and oukcomie,

10 minutes as opposed

it was suggested that

attention be given to parameters and variables which

should be included in research reports. Suggestions in-
cluded the following: age, sex, psychiatric diagnosis, drug
treatment history, evidence of preexisting CNS dysfune-
tion, dumtion of dyskinetic movements on and off medi-
cation, response o any pharmac:)loglml probes (e.g. , dop-
‘aminergic or cholinergic manipulations), and characteristics
of the 6qumesms (v1de0tapea being highly de%nahlo)
Participants ‘agreed oni' the m]pmtance of an extended
baseline drug-free period (e.g., 3 months) to establish the

relative persistence e’)f the disorder (pattl(*uidrly if & con-

" current placebo group is tiof m(‘luded) in mterpletmg the
results of treatment studies because of the potentially high
rates of spontaneous improvement of reriission. In patients
for whom drug withdrawal is ot feasible, a similar period

of ohservation dn a c~0nstant doae- of neuro]ephm wnultl'

he desirable. _

Further wark on scale construction in rating instruments
is necessary. Work w1H b? done to expand and modlfy the
AIMS, :

Further information of pl’f‘vdl(‘n(‘t“ is needed in pedia-
trie populations, the mentally retarded, and patients re-
ceiving neuroleptics for the treatment of non}w}(hotw anx-
1ety or other nnonpsychotic indications. _

The group concludéd that both the amount and quality
of research in this area has 1mprovnd considerably in the

past few years, and that it would be tiseful for such a
group to provide an npportumly for 1nw=5t1gulurs 10 neet

and work on prublems of mmmﬂn concem.

Suhjt,ctlve Responses to Thmthlxenc and
Chlcarpronmzmc .

' . Théodore van Putten, M.D. ¥ P}ultp R A. Muy, _
: M D.,* (md Sreplwn R. Mardpr, M.D.% '

Thf’ %ub}wuve respfmw to the hmt dose of antipsychotic
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medication is imporiant. Those who sce the drug effe
as helpful and syntonic ‘pose no particular problem, b
those with a dysphmn* response are a different malter A
the ‘authors have previously reported, the patients’ su
jective response to a test dose of _cfhlo'rprmnaziric (CP;
was modestly predictive of short-term outcome after a su
tained course of therapy with the same dmg T particular
an early dysphoric response seemed o augtr a poor proi
nosis for further drug reatment (1,2).

This paper reports on schizophrenic patients’ subjectiv
response to a test dose of thiothixene. In addition, the
authors ask if the aforementioned dysphoric responderi
to CPZ have deviant pharmacokinetics.

Method
General Deésign

"Newly admitted schizophrenic patients were given 4
initial test dose of either CPZ or thiothixene by miouth:
Blood ard saliva drug levels and subjéctive response
were' measured over the test-dose period prior to’ suhie:
quent treatment with a mntmlied slandardlzed course of
drug thempy :

Test l)ose .

An initial test dose of thiothixene, 0.22 mg/kg (0. 1 mg
b} or CPZ hydrochiande, 2. ‘70 mg/kg (l mg/lb ) wis §,iv
as or al concentrate.. - ;

Subjecti::c Réz:;panse

"}ul)}m tive response ‘was assessed by a semistructure
interview that asks the following questions: “How does th
medication agree with you?” “Does it make you feel ca
mer?” “Does i affect your thinking?” and “Do you thin
this would be the right medicine for you?” The subject
response was' graded on 2 syntonic-dysphoric continuum,
as reported previously (1), Patienis were divided accordin
to their scores inlo sjntomr, mdyfﬁ*rmt dﬁd d}sphan
reqponders. :

Assessment Measures

Patients were assessed by, among others, the Brief Psy
chiatric Rating Scale (BPRS) (3), the Global Assessmen
Scale (CAS) (4), the Camarillo Insight Rating Scale (5)
and the Continuous Performance Test (CPT) (6).
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mpromazine Assay

veraphy-mass spectrometry (GCMS), using N, iv-bis~
deuteromethyt CPZ{{*H}-CPZ) as an internal stand-
:Details of the collection and assay methods are given
| previous pubhcauon (.

atienis varied widely in their subjective response to
i test dose., Of the 63 patients who received thiothixene,
were noncommital, 6 were inaccessible, 31 (49 per-
em) had a 'iymomc, and 14 (22 percent) had a dysphoric

mp_licatiom of Dysphoric Response

werful and statistically significant predictor of early
mwmphanw (Chi-square sigmificant at the p < .001
vel). Six of the 14 patients who had a dysphoric re sponse
shemently refused to take another dose of thiothixene
rof any other ant.tpsy(,.huh_c drug), no matter how small
e next doge offered.

fiction of Dysphoric Response

At pretreaiment, the dysphoric responders were rated
léss symptomatic than the syntonic responders (p << 01—
5) on 5 of the 22 physician’s measures (GAS, unustlal
thought content, blunted affect, disorientation, total
BPRS). There wé:fe no differences in age (30 vs. 35 years),
etime length of psychotic - symptoms . (341 vs, 264
eks), paranoid diagnosis (51 vs. 52 percent), or level
insight. The authors conclude that although, in general,
sphotic responders were somewhat less symptomatic at
etreatment, the overlap is such that only the extremes
are useful for prediction in the individual case,

The CPT was the most powerful predictor. A perfect
ore (zero errots of omission) correctly identified 82 per-
nl of dysphoric responders, but 22 percent of syntonic
d 36 percent of noneommitial responders had a perfect
ore as well. {Ovemll Chi- square = 1] 27 df = 2, p
< 01} '

wa Nature of Subjective Response

Symunic respordders, at 4 and 24 hours after their first
test dose of thicihixene, already tended. 1o describe an
provement in thought disorder or meod. Seme examples

Pﬁ was esti_maie'd in plasma and saliva by gas chro-

:A dysphoric response to a test dose of thiothixene was -

37

are: “It’s easier to concentrate on one thought,” *I don’t
feel threatened anymore,” “It brings my mind into focus,”
“T ean cope with the voices better.” Dysphozic responders,

_ on the other hand, experienced the drug effect quite dif-

ferently. Some examples ares “It makes everything slower,”
“Tt make me feel down,” *It takes aivay motivation,” “1
can't think straight,” “It makes me uptight,” and one
likened it to a “bad acid trip.” Indeed, some dysphoric
responders, although cooperative and calm to start with,
actually panicked and became objectively more dmorgdn-
ized several hours after the first dose.

M e’cham’sm of Dy.sphorir. Re..sp()_mﬂ?_

Dysphonc respondf:rs exper:en(t‘d slgmflcantly more
extrapyramidal symptoms (EPS)
ing the 24 hours after their first du&-e Of d)apheno re-
sponders, 64 percent experienced akathisia us opposed
to 17 percent of syntonic and 17 percent noncommittal
responders (Chi-square = 11,67, df = 2; p < .001).

The Meaning and Significance of EPS

The fact that some syntonic responders also experienced
EPS suggests that much may depend, as Sarwer-Foner has
suggested (8), on the emetional meaning and significance
that a side effect has for the individual patient. The six
syntonic responders who had EPS regarded them as both-
erseme or annoying, but the dysphori¢ responders found
EPS intolerable—an assault on their personality.'["‘of the
dysphoric responder, side effects {usually an’ akathisia-
like state) became the central drug experience.

Subjective Response to CPZ and Plasme Level

“In the Figure, the logs of plasma and saliva CPZ are
plotted against time for the dysphoric, indifferent, and
syntonic responders. There does not appear to be any
obvious relationship between subjective response and
either blood or saliva levels; Certainly the dysphonc Te-
sponders did not have higher blood or saliva levels than
syntonic or indifferent responders; nor did they have dif-
ferently shaped curves. Pearsonian correlations. of sub-
Jective response at 4 and 24 hours with their respective
plasma and saliva levels {whether raw or logarlthmlc) were
not statistically mgmtma.nt _ :

" Whatever the reason for dysphorie reqponé.es to CPZ _
pharmacokinetics did not supply the answer.
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A'DonblfénBlind Centrhﬂéd Study of
Pimtmid_ﬂ versus Chlorpromazine in Mania

J. €. Cookson, Ph.D.,* T. deerstone, M.D.,*
andB Wells M.A ® -

Introduction

Pimozide (P‘MZ) is a neuroleptic of the diphenylbutyl
plperxdme series. It is one of the most specific in it
dopamine (DA) rer‘ept@r-blookmg activity and has little
noradrenaline (NA) receptor-blocking action, as judge
by the turnover of catecholamines (CA) (1).

In a previous pilot study of five manic'patienis; th
authors found that PMZ led to improvement in all th
symptomb mieé and lhal the nnprovemenl was nit asm»

* Medical College of St. Barthnlumew s Hospital, German Huﬂntai
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