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rive and negative.disorganization.difficullcontact) and non-specific
for schizophrenia (depresion, anxiety and tension. excitement). One
could conclude that factorial structure detected in empirical analysis
of syndromes created by different diagnostic criteria and described
by differentdiagnostic instruments may be different both in number
and contents of the final factors. This problem should be carefully
analysed as up to dare there is no generallyaccepted valid definition
of schizophrenia.

CLINICAL ASSESSMENT OF SCHIZOPHRENIC
SYNDROMES (CASS) - EVALUATIONOF THE NEW
DIAGNOSTIC TOOL

J. Wci6rka. InstituteofPsychiatry and Neurology. Departmentof
PsychiatryI. AI.Sobieskiego 119. 02-927Warsaw. Poland

CASS was constructed as an auxiliary instrument for diagnosing.
describing. and rating schizophrenic syndromes. It consists of four
parts: (I) CASS-D: diagnostic questionnaire facilitating the diagno­
sis of schizophrenia according to DSM-IV and rCD-IOcriteria; (2)
CASS-G: scale for global ratingof severityof an observedsyndrome;
(3) CASS-D: 13 scales for rating selected clinical dimensionsof the
syndrome; (4) CASS-S: 31 scales for more detailed rating of se­
lectedsymptoms of the syndrome. For constructingthe CASS scales
dimensions (groups of symptoms sharing hypothetically common
psychopathological meaning)and symptomswereselectedwhich are
either specific (e.g. ego distortion, thought disorganization or deficit
symptoms) or non-specific (e.g. mood or drive changes) but impor­
tant for clinical assessment of schizophrenia. All ratings are made on
analogously defined 4-point (0-3) oridinal scales. Two studies were
conducted to evaluate basic psychometricpropertiesof the CASSoIn
the firstone, each of2 teamsof 3 psychiatrists rated a groupof 24-25
patients with clinical diagnosis of schizophrenia. Ratings were made
by each clinician's independently after common assessment during
clinical conference. In the second study. 194 consecutively admit­
ted patients were assessed by their psychiatrist twice, at the time of
admission and discharge. Results allow to state good inter-raterrelia­
bilityof sum scores of the CASS scales (Kendall's W for: CASS-G >
0.86, CASS-D > 87. CASS-S > 92), and good reliability measured
as internal consistency (Cronbach's alpha for CASS-D =0.83; for
CASS-S= 0.91) of its composite scales. Moderate (CASS-G: 0.37 <
tau" < 0.46;0.46 < r < 0.55) or high(CASS-D.CASS-S:0.60 < tau"
< 0.72; 0.77 < r < 0.89) correlations of CASS with BPRS, PANSS
and SANS/SAPS as internationally approved standard tools seem to
confirm its concurrent validity. Interesting and meaningfulresults of
analysis of frequency. intensity, and specifity (for schizophrenia) of
dimensions and symptoms analysed as well as of sum scores of the
CASS scales may confirm external (content) validity of the instru­
ment. Conclusionsfrom principalcomponentsanalysisof underlying
structure of the schizophrenic syndromes described by CASS-D and
CASS-S increase confidence in their internal (theoretical) validity
also. Meaningfulvariabilityand range of indicesof improvement be­
tweenadmissionand dischargecould be interpretedas an evidenceof
the CASS sensivity to change.

ELECTRICAL BRAIN ACTIVITY REFLECTING
SEMANTIC MEMORY ACCESS IN NORMAL
VOLUNTEERS AND SCHIZOPHRENIC PATIENTS:
EVIDENCE FROM INDIRECT SEMANTIC PRIMING

M. Weisbrod,M. Kiefer. I. Kern. S. Maier,M. Spitzer.

Event-related potentials (ERPs) are a powerful tool for monitoring
the working brain on-line. The goat of this study was to investigate
the time course and the topographyof ERPs during the performance
of a semantic priming paradigmin normal subjectsandschizophrenic

patients. ERPs were collected with 64 electrodes while were pre­
senredwith a primeand a subsequentstring of characters as the target
(50% words, 50% non-words).Primes and target-words were either
directly related(hen-egg), indirectlyrelated (lemon-sweet)or not re­
lated(sofa-wing). As in our previousstudies. semantic relatedneshad
a systematicinfluenceon N400 amplitudeand latency. Moreover. the
N400componentwas different in patientsand controls. In particular,
the indirect conditiondistinguishedpatientsandcontrolsmostclearly.
A left frontal activation beginningabout 300 ms post stimulus onset
was found in both groups: Directly related target words produced
moreleft frontalactivationwhereasindirectlyrelatedwordsproduced
more right frontal activation. This frontal effect confirms findings of
other functional neuroimaging studies (PET. fMRI) and may reflect
semantic memory activation. Schizophrenic patients showed more
right frontalactivation thancontrols. This findingis in line with larger
indirectsemanticprimingeffectsin thoughtdisorderedschizophrenic
patients.

SINGLE AND MULTIPLE DOSE PHARMACOKINETICS OF
ZIPRASIDONE IN HEALTHY MALES
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The pharmacokinetics of ziprasidone, an antipsychotic agent with
combined antagonismat 5HT2A and~ receptors, were investigated
in 30 healthy male subjects using a randomized. placebo-controlled
studydesign. Once-daily(days I and 18)and twice-dailydoses (days .
4 to 17)of placebo,and 5, 20, 40. and 60 mg ziprasidonewere admin­
istered in the fed state to fivegroupsof six subjects. The 40 and 60 mg
ziprasidonegroups received20 mg on day I and were titrated to the
final dose by day 10. Mean pharrnacokinetic parameters (day l/day
18)were:

Dose AUC(0-12) C.... T",.. T II2

(mg) (ng·hr/ml) (nglml) (hr) (hr)

5 74/ 110 12/ 15 5.0/5.2 3.2/ 4.0
20 1761 259 27/45 4.813.8 4.81 4.8
20- 40 315/ 658 60/119 3.813.7 4.0/ 8.8
20_ 60 215/1028 34/139 4.0/4.7 4.3/10.0

Steady-state conditions were attained after one day of dosing.
MeanCmu and AVe (0-12) increasedwith increasing dose and mean
accumulation ratios for the 5 and 20 mg dose levels were 1.49 and
1.48 respectively. Accumulation ratios were not calculated for the
higher doses because of the titration. Longer steady-state half-lives
at the higher doses were associated with increased body load of drug
leading to the appearance of an additional dispositional phase. The
steady-statepeak totroughconcentrationratiosgenerallyranged from
2t05.

MULTIPLE-DOSE PHARMACOKINETICS OF
'SEROQUEL" (ICI204.636) IN SCHIZOPHRENIC MEN AA'D
WOMEN

J.Y.W. Wong.BJ. Ewing, L.F.Fabre. P.T. Thyrum, C. Yeh. Zeneca
Pharmaceuticals. 1800 ConcordPike. Wilmington, DE USA

'Seroquel' (ICI 204,636) is a dibenzothiazepine derivative currently
inPhaseIIIclinicaldevelopmentas an antipsychoticagent.The objec­
tivesof this study were to investigatethe multiple-dosepharmacoki­
netics and safety of rCI 204.636 in schizophrenic men and women.
Twenty-eightpatients (13 men and 15 women) aged 21 to 42 years
with a clinical diagnosis meeting the DSM-III-R criteria for schizo­
phrenia entered this trial. After a 2-day washoutperiod. patients were
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OUT-PATIENTTREATMENT IN A MULTIDIMENSIONAL
SETIING L"'i SEVERE SCHIZOPHRENIA - CASE REPORT

I. Zahter,Evang. Krankenhaus Gelsenkirchen; PsychiatricDept.of
the University ofBochum; Munckelstr: 27.45879Gelsenkirchen,
Germany

The 30 year old patienthas been sufferingfromparanoid schizophre­
nia with systematizedparanoia and severe affective problems for II
years. His interpersonal relationships have been impaired by his ex­
tremevulnerability and reducedfrustrationtoleranceas well as by his
tendencyto dissocial behaviourand alcohol abuse. Since the onset of
his illness,heoften had to undergoin-patienttreatmenton a long-term
basis.

Only few days after his last dismission in November 1994. rehos­
pitalisation was necessary. Now, for the first time, a basis of mutual
confidencecould be established which facilitated continuous thera­
peutic sessionsand regularmedicationwhich he had strictly rejected
before.Thanks to continuousstabilisation and increasing reality test­
ing.he could bedismissedafter 6 weeks. Duringthe firstthree months
after dismission.he usedour therapeuticsellingdaily, especially psy­
chotherapeuticsessionsand additionalergotherapyand sociotherapy.
Gradually. the intensity of care could be loosened. as the patient
regainedhis autonomystep by step.

Consideringhis complex history with numerous long-term hospi­
talisations, often against his will. it is encouraging to see that now

DOES PRENATALINFLUENZA CAUSE
NEURODEVELOPMENTAL SCHIZOPHRENIA AND
OBSTETRIC COMPLICATIONS?

P.Wright.N.Takel,L. Rifkin. R.M. Murray. InstituteofPsychiatry.
London. SE5 BAF. United Kingdom

At leasta dozenepidemiological studieshave reportedan association
between prenatal exposure to influenza epidemics and adult schizo­
phrenia. We studied this association in individual schizophrenic pa­
tients, and also investigated its relationshipto anotherpostulated risk
factorfor schizophrenia, obstetric complications. We recorded gesta­
tional infections. obstetric complications. gestational age. and birth
weight,by interviewing themothersof 121 DSM-III-Rschizophrenic
patients using structured instruments. Significantly more infections
were reported in the second, compared with the combined first and
third. trimesters of the patients' gestations (201121 vs. 61121. P =
0.(05). Influenza accounted for 70% of second trimester infections
(p =0.004). Schizophrenic patients whose mothers reported second
trimester influenzawere almost five times more likely to experience
at least one definite obstetric complication (p = 0.01), and weighed
a mean of 210 g less at birth. Second trimester maternal influenza
mayimpair foetalneurodevelopment and predisposeto bothobstetric
complicationsand schizophrenia. The pathogeneticmechanism may
involvematernalgenetic predisposition to autoimmuneprocesses in­
volving cross reactivity between anti-intluenza IgG antibodies and
embryonicneuronalcadherins.

~slation~1 !nfections. reported by the mothers of 121 schizophrenic: patients
With theliming of their occurrence bytrimester ofgestation.
Infection Trimester ofgestation Total

1st 2nd 3111

given ICI 204.636every8 hourswithstepwiseincreasesin dose from
25 to 250 mg per dose. Serial plasma samples were collectedfollow­
ing the morningdose after achieving steady state at 75. 150and 250
mg per dose to evaluate the pharmacokinetics of ICI 204.636. Five
patients(I man and 4 women)withdrewfromthe trialbutnonedue to
serious adverseevents related to ICI 204.636. There were no deaths.
Pharmacokinetic parameters were calculated by noncompartmental
methods.The mean(± SEM) parametersaresummarizedbelow:

Dose Group T.... C.... (ss) AUC4-, heSS) tl/2 CUf V,/f
(mg) (h) (ng/mt) (ng·hlml) (h) (Ub) (l)

75 Men 1.0(0.5-3.0) 217::1:54 1070::1:193 NC 89::1:12 NC
Wom. 1.0(0.5-3.0)294::1:41 1200±115 NC 86::1:161'C

150 Men 1.0(0.5-4.0)625::1:121 2300±334 NC 78±1O NC
Wom. 1.5(0.5-4.0) 572±63 2410±339 NC 73::1:8 NC

250 Men 1.5(0.5-4.0) 778::1: 108 3380::1:456 5.8::1:0.3 87::1:10710%93
Worn. 1.5 (1 .0-3.0) 879::1:72 4080::1:529 6.6%0.8 72::1:9 672::1:116

There were no significantdifferencesamongdoses in dose-norm­
alized Cmax(ss) and AUCo-'h(ss) in both men and women indicating
dose proportionality. Additionally. no significant differences were
found for any of the parameters between men and women at each
dose level. This indicates that there areno gender differences in the
pharmacokinetics of ICI 204.636.

'Seroquel' is a Trademark.the propertyofZeneca Limited.

MULTIPLE-DOSE PHARMACOKINETICS OF 'SEROQUEL'
(ICI 204,636) IN ELDERLY SCHIZOPHRENIC PATIENTS

I.Y.W.Wong.BJ. Ewing,G. Jaskiw,P.T. Thyrum,C. Yeh. Zeneca
Pharmaceuticals. 1800 ConcordPike. Wilmington. DE USA

'Seroquel' (ICI 204.636) is a dibenzothiazepine derivative currently
in Phase III clinical development as an antipsychoticagent. The pri­
mary objectives of this study were to investigate the multiple-dose
pharmacokinetics and safety of ICI 204.636 in elderly psychotic pa­
tients. Twelve patients aged 63 to 85 years meeting the DSM-III-R
criteria for chronic schizophrenia and bipolar disorder entered this
trial. After a 2-day washout period. patients were given ICI 204.636
every 8 hours with stepwise increases in dose from 25 to 250 mg per
dose. Serial plasma samples were collected following the morning
dose after achievingsteady state at 100and 250 mg per dose to eval­
uate the pharmacokinetics of ICI 204.636. Nine patients completed
this trial. Three patients withdrew because of postural hypertension,
dizziness or tachycardia.There were no deaths. Steady-statepharma­
cokineticparameterswere calculatedby noncompartmental methods.
The mean (± SEM) parametersare summarizedbelow:

Dose T.... C.... (ss) Cnn(ss) AUC4-a heSS)
(mg) (h) (nglml) (ng/mll (ng·hlml)
100 I.H:0.28 507:t:43.1 146 ::1:30.1 2130::1: 243
250 1.8: 0.26 1080:t: 122 355::1: 45.3 4940 ::1:504

Dose tl/2 CUf V,/f
(mg) (h) (Ub) (l)

100 6.2::1: 0.38 51.5 ± 5.92 471::1: 72.9
250 6.8:0.56 54.7 ±5.23 513::1: 25.8

No significantdifferences among doses were found for Tmax, tl/2,
oral clearance (CUO and volumeof distribution(V110, and for dose­
normalizedCmu(ss),Cmin(SS) andAUCo-a h(SS) values.Thisindicated
that the pharmacokinetics of ICI 204.636 was independent of dose
within the dose range studied. Comparedto youngerpatients. theoral
clearance (CUO in elderly patients was up to 50% lower. This sug­
gests that the clinical effective dose for elderly patients may be 50%
lower than that for younger patients.

'Seroquel' is a Trademark, the propertyofZeneca Limited.

Influenza
Respiratory infection
Pyelonephritis
Gastroenteritis
Candidiasis(oral)
Rubella
Dental abscess

Total

o 14(11.6) 2
040
020
001
I 0 0
o 0 I
I 0 0

2 20 (16.5) 4

16(13.2)
4
2
I
I
I
I

26(21.4)

p

0.004
0.012
0.120
1.000
1.000
1.000
1.000

0.005
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