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PARLY DIAGHOSIS OF BLOHEIHERS'E DISERSE: EXPERIMENTEL STUDIES ON KIDDLE-
AGED DYSTHYHIC SUBJRCTS AND  SUBJRCTS WITH RCE-RSBOCIATED HEMOHY IMPAIR-

2 ; & F.R.J. Verhey and J. Jolles. Limburg Univer-

51Ly, De@t, Heurapsycﬁakmqv & ¥oyehoblology, Haa@tricht, the Hetherlands.
Regearch into the eariiedt stages of Alzhelsmer's Diseasse ig sparse. One
resson is that the origin, course and features of normal and sbuormsl
aging, i.c. detenting syndromes are insufficiently known. The detection
of Alzheimer’s disease in stages in which no dementis 18 present appear
very difficult 1f at all posszible. Dementia can be assessed opnly when the
digease has progresged inte B stage in which moderate intellectual de~
cline is present istage 4 of the Global Deterioration Scale fLor Age~
hpgsociated Cognitive and Alzheimer‘s Diseaseé (Relsberg, 1983)). Ia ana~
logy of the criteris set for desentia by the DEW-III-R (APA, 1986} and
NINCDS/ADRA (MeEhann et al, 1984), explicit wsessures are set for Age~
hesociated Memory Impairment [(AKMI, Crook et al, 1986) is an attempt to
distinguish persons with benign forms of forgetfulness from sbnormsl
fores. In an earlier experiment ip our institete the RAMI criteris were
tested for fsapibility im the Hasstricht Hewmory Climic population (MHC).
1t was found that 25% of the ¥MC population met the criteris for so-
callsed “normal” Age-Associated Hemory Impairment. However, ip a study on
the cagnitive performance between this ¥¥C subpopulation and satehsd con-
trold, it was shown that there were significant differences on neuro-
psychological parameters,such as complex speed of information processing,
and aspects of memory,like active recall frow mesmory and lesrning capasci~
ty. Hore or less the pame findings were seen in an experiment in which 1%
middle-aged dysthymic subjects with cognitive complaints wers compared to
matched controls. Tt is hypothesised that elderly people who complain
ghout memory function and whose complaints can be substantiated by neuro-
psychological sereening technigues, do net show cogritive dysfunctions
that are “normsl” for age or part of dysthymia but that their cognitive
dysfanctions might show the very early sigas of a dementing process.
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INTRA~ AND INTER-DISCIPLINARY CONSENSUS ON THE DIAGNOSIS OF
DEMENTIA.

A Plugee, PRI Verhey, J.JLE. van Everdingen, J. Jelles.

Unlveraity of Limburg, dept. Neuropsychology and Peychoblolopy.
Maastricht, the Netherlands.

The purpoese of the study was to assgess the intra~ and Interdiscipiinary
congensus on the diagnosis of demenila befors and after a consensus
moating, and to determine whether there was a disciplinary related
proforence for ceriain diagnostic categories.

Ninety clindclans from 6 disciplinary categories (l.e. neurologists,
peychiatrists, general physiclans, pasychologlsts, nursing home physiclans
and others) fllled in an ingulry form which asked them to diagnose 10
case deseriptions of patiemts suspected to suffer from dementia. Five
cases were diagnosed before and & after a consensus meeting on the
diagnosis of dementia. The analyses showed a significant difference
between the discipiines In the use of diagnostic categories. Neurologists
used the dlagnosis 'Dementla of Alzhelmer's Type' significantiy more often
than the oiher disciplines, while psychiatrists used the diagnosis
‘deprossion’ more often than neurclogists. Further, more psychiatrists used
dingnoses without etiological specification significantly more often than
neurelogisis. Genersl physicians and nursing home physicians used
slgnifleantly moro often diagnoses concorning medieationsintoexleation than
payehologlets and payehiateints, The results alse showed that the lawel of
sonesonsus on dlagnoses st Lthe syndrome level was kigher than on the
ettological lavel As to the effect of the eonsensus mesting no significant
offects on tho level of congensus both within and betwéen Lhe disciplines
cotld not be menliored.

The resuits implioate that the dlagnoatic classifieation of pathents
suapocted to suffer from demenila is blased by ihe nature of madiewd
spoectalization. To aveld such & bigs and to enhance the quality of
differontial diagreses a multidiseiplinary approach 16 thus récommanded.
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THE DEMENTIA MAGNOSIE EXPERT &
WTH BXPERT CLINICIANS: AN EVALUATION &
Lo Plugee, PRJ Verhey, J. Jol University of Limburg, dept. Neuro~
peyréhology and Psychoblology, Maastricht, the Netherlands.
The purpase of Lhe study was 0 assess the disgnoestic performance of the
dementin dlagnostic expert system BVINCE-1 in comparizon with a large
umber of cliniclany and a molti-disciplinary pxpert commitiee in diagnos=
ing 10 patlents suwapected to suffer from dementis. Elghtyfive elinicians
from & disciplines (.o, nourcloglats, payehiaty s, general physie
peychologists and nursing home physlcians) dxmwowd 10 case descriptions
of patienis suspected Lo suffer from dementia. These 10 case descriplions
were also diagnosed by EVINCE-L additionally a 'golden standard’ obtained
through a multi-disciplinaey expert committse {Le. a nenrologist, a psychi~
atrislt and a psychologisi) This committer diugnesod the same 10 case des—
eriptions. This golden standard was wused as reference in the comparison.
Each patient was clas 4 aceording to two types of diagnoses: syndrome
and etiofogical dlagnoses. The expert committes resched a consensus
. fagresment) on the gyndrome level diagnoses for ail 10 patients and for 8
patients on the eticjogical level. On the syndrome level the 886 clinicians
made 76% of the dlagneses in agreement with the experi commistee, while
EVINCE=-1 diag 10 case desoriptions in agreement with ithe expert
commitiee. No significant difference was found between the disciplines on
the number of correct diagnoses.On the etiological level 53% of the diag~-
noses made by the 85 clintcians were similar to those of the expert com-
mittee, while EVI made all 9 eticlogical X i resment with
ihe expert commitice ere was a significant difference between the dis=
ciplines concerning the number of eiiological diagnoses in agreement w
the expert committes: Neurologist had significantly more correct diagnoses
than the other disciplines, copt for the ps nlopists. The results show
thal the performance of EVINQE-{ in diag ntia is in perfec
agreement  with  the expert committes on bath drome  and eticlogical
diagnoses and beller than the average individual clinician

M OEVINCE IN
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EXPERTHENTHL EVIDENCE FOR' & HELATION BETVEEN RCCELENATED COGNITIVE
AGYRG AND FPOH BRAIN DYSFUNCTION: ACING AND RISE PLCTORS.

E. Houx, ¥. W. Vreeling, apd J. Jolles. University of Limburg, dept.
Heuropsyehology & Psychobioclogy, Masstrichi. the Wetherlands.

The #im of the stedy was to investigate the risk fectors for brain dga-
tunction as they affect cognitive fumetions in so-called “normal”
cognitive aging in order to provide informition on accelerated aging
and dementia. A nusber of biological or emvirommentsl Sactors are known
to hamper an optimal functioning of the brain. These risk factors may
be just as relevant to age-associated decline asm aging per se. Bxamples
are: closed head injuries, general anaesthesia, or heavy drinking. The
hypothésis is that risk factors ifdteract with aging in their effsct on
cognitive functioning. The authors exawined a large group of subjecis
(F=250} with ages ranging from 20 6 B0 i 7. consecutive age cohoris,
recruited from the normal population. Detailed neuropsychological
apamnesis of all individuals was taken. Subjects were divided into a
“risk group® and @ “healthy group”. To obtain the same number of
elderly risk-free individuale laged about 60, 70 or 8G years), 2 or 3
times as wmany volunteers had to be recruited. Testswere administered,
slony with entensive heurological examination. Nome of the subjects
showed major neurclogical disorders. In all complex or speed-demanding
tests, risk subjects performed worse than healthy subjects. The gap
between the average performance in both groups became wider in the
older age cohorts. In some elderly wolunteers in the healthy group,
verbal memory performance was as good in youny students, whereas some
individuals aged 70 or 80 in the risk group showed a glsbally poor
performance in all tests that was in acrordance wifth incipient demen-
tia. At the same time, the differences im performance were already
apparent at the age of 40, as was the age-associated decline. These
findings have serious implications for cognitive aging research. Manmy
of the effects of aging reported in the literature may result from
factors other than aging itself.
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POOL STZE, SYNTHESIS AND TURNOVER OF CHOLIC ACID AND CHENO-
DECXYCHOLIC ACID IN PATIENTS WITH PRIMARY SCLEROSING CHOL-
ANGITIS. EFFECT OF URSODEOXYCHOLIC ACID TREATMENT. A.Stiehl,
R.Raedsch, G.Rudolph, M.Senn*, R.Endele® and J.Klaus~w,
Departments of Medicine, University of Heldelberg and
of Analytical Biochemistry*, Boehringer Mannheim, FRG.
Parients with primary sclerogsing cholangitis have cholesta-
tic liwver disease characterized by diseased intra- and
extrahepatic bile ducts. The metabolism of bile acids
in such patients {is unknown. In the present study 13C-
cholic acid and 13C-chenodeoxycholic acid were used to
determine the kinetics of these bile acids by pgas-liquid
chromatography-mass  spectrometry  (F.Stellaard et al.,
J.Lipid Res 25,1313-1319,1984). In 3 patients with precir-
rhotic disease the pool size of cholic acid (CA) was oo
average 358 mg/d and that of chenodeoxycholic acid %CDCM
495 mg. The fractional turnover rate of CA was 0.48 d-4 and
that of CDCA 0.43 d-l. The synthesis rate of CA was 138
mg/d and that of CDCA 172 wg/d. Ursodeoxycholic acid (UDCA)
trestment (750 mg/d) led to little change in CA pool sizes,
to an increase in the synthesis and fractional turnover
rates of CA inm all patients. UDCA induced changes in CDCA
kinetics were less marked. In comparison to healthy controls
the pool sgizes and synthesis rates of CA and CDCA were
reduced whereas the fractional turnover rates on average
were velatively high. Bile acid pool sizes were similar
to those in alcoholiec cirrhosis of the liver (Stiehl et
al., Castroenterclogy 74,572.77,1978). We conclude that
in patients with gprimary sclerosing cholangitis at an
early stage of the disease the metabolism of bile acids
is already markedly altered.
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EFFECT OF URSODEOXYCHOUIC ACID (UDCA} ON LIVER FUNCTION
{LE} IN PATIENTS WITH CHRONIC ACTIVE HEPATITIS AND CIRRHOSIS
F Lirvssi, R Orlando, ¥ Zappald, L Okolicsanyi

Institute of Internal Medicine, University of Padua, Italy
UDCA improves the eytolytic andfor cholestatic indices of LF in pts with
chronlc hepatitis and PBC., However,it is not known if UDCA exerts this
effact in pte with hepatic cirrhosis of different aetiology. We there-
fore treated 20 pts with compensated active (transaminase levels 2-10 x
the normal value) cirrhosis with UDCA {600 mg/day} for & months and loo
ked at LF as assessed by routine LF tests,antipyrine clearance {ApCl}and
galactose elimination capacity {GHC}).Diagnoses were based on laparoscopy
guided liver biopsy and included:alcoholic {AC;n=8),pust-necrotic (PNC;
n=6) and cryptogenic (CC;n=6) cirrhosis.Exclusion criteria were: HBeAg +.
portal hypertension,autoiimune disease. Results:in pts with AC,serum ALT
decreased significantly from 149 u/l & 20 SEM to 8149 (p<0.01) and AST
from 222430 to 140421 (p<0.05).Gamma-GT was reduced,on average, by 497
and LDH by 26%. By contrast,the common markers of cholestasis (serum al-
kaline phosphatase,bilirubin and bile acids) showed no significant chan-
ges.A similar pattern of resulrs vas seen in pts with PNC and CC, where
serum Eransaminase dacreased by 24-27% and 22-29%, and gamma-GT was re-
duced by 37% and S50% respectively,although not significantly so. ApCl
and GEC were wnchanged in all groups. Conclusions: In pts with active
cirrhosis ef the liver,the functioning hepatic mass and the drug metabo-
lizing capacity,as assessed by the quantitstive LF tests,is not affected
by UDCA treatment. However,the decrease of biochemical hepatic necrosis
{snen especially in alcoholic ecirrhoesis) may slow down the progression
of the disease.






