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EARLY DIAGROSIS OF ALIMEIMERS'SZ DISEASE: EXRPEEIMENTRL STUDIES ON MIDDLE-
AGED DYSTHYHIC SUBJECTS BHD SUBJECTS WITH EGE-ASSOCTATED KEMORY IMPRIR-
HENT .

E.d. Keversen van Buuren P.R.J. Yertiey and J. Jolles. Lisburg Univer-
sity, Dept. Heuwropsychology & Psychobiclogy, MWaastricht, the Wetherlands.
Begedrch into the eariiest stages of Alzheiser's Disease ig sparse, One
reason is  that the origin, course &nd features of normal and abnorsmasl
aging, i.c¢. dementing syndrowes sre insufficiently kaown, The detection
ol Alzheimer’'s disesse in stages im which no dementia is preseant appear
wery difficult if st sll possible. Dementia can be assessed only vwhen the
digease has progressed into & stage in which moderate imtellsctual de-
cline is present {stage 4 of the OGlobal Deterioration Sesle fLor Age-
Hssoepiated Cognitive and alzheimer’s Disesse (Relsberg,. 1983}}. In ana~
logy of the criteria set for dowentis by the DEM-III-R (APA, 1986} and
HINCDS/ALRE (HMeKnann et al, 1984), eszplicit measures are set for Age-
hssociated Memory Impairment (AAMI, Crook et al, 1986) in &n attempt to
distinguish persons with benige forms of forgetiulness from abnormal
forms. In an earlier experiment im cur fnstitute the AMMI criteria were
togted for fessibility in the Hasstricht Hemory Clinic population {¥EC).
It was found that 25% of the MHC population met the critéria for so-
salied “normal”™  Age-Amsociated Membry Impairment. Howevwsr, in & study on
the cognitive psrformance betwéen this MMC subpopulation and matched con-
trols, it was shown that there were significant differences on neuro-
paychological parameters,such as complex speed of information processing,
and aspects of memory,like asctive recall from mewsory and lesrning capaci-
ty. More or less the same findings wers seen in an experiment in which 15
middle-aged dysthymic subjects with cognitive complaints were compared to
matehed controlsg. It is hypothesised that elderly peopls who complain
aboul meeory function and whose complaints can be substantiated by neuro-
psychological screening techniqgues, do not show cognitive dysfunctions
that are ‘“normal” for age or part of dysthymia but that their cognitive
dysfunctions might show the very early saigns of a dementing process.
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INTRA= AND INTER-DISCIPLINARY CONSENSUS ON THE DIAGNOSIS OF
DEMERTIA.

b Plugpe, F.R.J. Verhey, J.4.E. van Everdingen, §. Jolles.

University of Limburg, dept. Neuropsycholegy and Psychoblology.
Masstricht, the Netheriands.

The purpoese of the study was Lo assess the intra- and interdisciplinary
consensus on the diagnosls of dementla before and after a eonsensus
meeting, and Lo determine whether there wag a disciplnary related
preference for certain disgnosiic categories

Ninety clinicians from 6 dlisciplinary categories (i.e. neurologlsis,
payehiatrlets, general physiclans, psychologists, nursing home physleians
and others) filled in an inguiry forn which asked them to diagnose 10
cage descriptions of patlents suspected to suffer from dementia. Pive
casos were diagnosed before and & after a consensus meeting on the
diagnosis of dementia. The annlyses showed a significant difference
betwesen the disciplines In the uss of diagnostic categories. Meurologlsts
used the diagnosis ‘Dementia of Alzhelmer's Type' significantly more often
than the other diseiplines, while psychiatrists used the diagnosis
‘depresslon’ more often than neurologlsts. Further, more psychistrisis used
dingroses without stiotogleal specification significanily wmore often tham
noarologisis. General physicians and nursing home physicians wsed
sigiiflcantly more often diagnoses concerning medication/intoxleation than
paychologists and peyehlalrists. The reswlis slse showed thal the lewvel of
consengus on diagnoses at the syndreme level was higher than on the
etfological fevel. As to the effect of the consensus meeting no significant
effecte on the level of consensus both within and between the discipiines
conlkd not be montiorsd,

The results Implicate that the diagnostic classification of patlents
sugpected to sulfer frow dementia is blased by the nature of medical
gpeciaiization. To avold guch n bins and to enhance the qualily of
differential dlagnoses o multidisciplinary approach is thus recommended.
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THE ENTEA  DIAGNUSS PERT SYSTEM EVINCE IN COMPARISON
WITH EXPERT CLINICEANS: AN ALUATION STUDY

Lo Blipge. FRJ Verhey, )t Jolles Usiversity of Limburg, dept. Newro-
pm chology anrd Psychoblology, Manstricht, the Nethertands.
The purposs of the study was to assess the diagnestic performance of the
domentia diggnostic expert system EVINCE-] in comparison with a large
number of elinicians and a multi~disciptinary expert committes in diagnos-—
ing 10 patlents suspeeted to suffer from dementia, Bightylive clinicians
frowm & digciplines (¢, neurologists, psyohi sts, general physicians,
peychiologists and nursing home physiclana} diagnosed 10 case descriptions
of patienta suspected to suffer from dementis. These 10 case d riptions
wore alse diagnosed by B CE-1. addittonally a "golden stundard’ obtained
theough o mutti-diseiplinary expert committes (Le. a neurologist, a psyehi-
atrist sond a psyehoboglst). This commitiee disgnosed the same 10 case des-
criptiong. This golden standard was used as refersnce in ihe compariscn
Fach patient was classified according to two types of diagnoses: syndroms
and etiolopical dingnoses. The expert cotumitiss resched a consensus
{agresment) on the syndrome level diagnoses for all 10 patients and fo
atierits on the etlological Jewvel. On the syndrome level the 85 ciinicisns
made T6% of the diagnoses in agreement with the expert committee, while
EVINCE-1 diagnoesed all 10 ease descriptions in agresment with Lhe expert
committee. No significant differsnce wi Cuvnu between the on
the pumber of correct diagnoeses.On the al level 53% of cm ding-
noses made by the & ans wore simbiar m those of the expert com-
mittes, whiie NCE-1 made alt 9 at -gsnml kﬁmm\ s in apreemeit with
the seri committes. There was a signi between the dis-
ciplin concerning the number of etiological ¢ owith
the expert commitize: Neurologist had signific ENROSes
than the other disciplines, DY ¢ the p o s show
that the performance of EVID dingnos is in perfect
ggresinent  with the expert cﬁwmm\t‘@@ on bhatd and eticlogical
dizgroses and betrer than the averape individual
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EAPERIKENTARL EVIDENCE FOR A EELATION RBETWSEN ACCELERATED COGHITIVE
AGING AND POR BRLIN DVSFUNCTION: AEGING AND RISE FACTORS.

P, Houx, F. ¥. Yreeling, and J. Jolles. University of Limburg. depr.
Hevropsychology & Psychobiology, Maastrichi, the Wetherlamds.

The aim of the study was to investigate the risk factors for brain dys-
fusction as they affect cogzitive fumctions in so-cailed "normal®
coguitive aging din order fto provide information op sceelerated aging
zund dementia. A number of biological or envirounmeats) factors are kmown
to hamper an optimal functioning of the brair. These risk factors say
e just as relevant to age-associated decline as aging per se. Examples
are: closed head injuries, general anzesthesia, or heavy drinking. The
hypothesis is that visk factors interact with aging in their effect on
cognitive functioning. The suthors examined z large group of subjects
(H=35%0} with ages ranging from 20 to B0 ip 7 comsecutive age cohorts,
recruited from the normel population. Detailed neuropsychological
anamnesis of all imdividusls was taken. Subjects were divided into a
“risk group® and a “healthy group” To obtain the same number of
elderly risk~free individuals {aged about &0, 70 or B0 years}, 2 or 3
times as many volunteers had to be recruited. Testswere administered,
along with extensive neurological examination. Home of the subjects
showed major neurological disorders. In all complex or spesd-demanding
tests, risk sebjects performed worse than healthy subjects. The gap
betveen the average performance in both groups became wider in the
older age cohorts. In some elderly wolumteers in the healthy group,
werbal memory performance was as good in young students, whereas some
individuals aged 70 or 80 in the risk group showed a globaily poor
performance in  &ll tests that was in accordance with incipient demen-
tia. At the same time, the dJdifferences in performance were already
apparent at the age of 40, as was the age-associated declime. These
findings have serious implicatioms for cognitive aging research. Mamy
of the effects of aging reported in the literature may result from
factors other than aging itself.
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POOL SIZE, SYNTHESIS AKD TURNOVER OF CHOLIC ACID AND CHENO-
DEQYLYCHOLIC ACID IN PATIEWTS WITH PRIMARY SCLERGSING CHOL-
ANGITIS. EFFECT OF URSODEDXYCHOLIC ACID TREATMENT. A.Stiehl,
R.Raedsch, G.Rudolph, M.Semn®, R.Endele® and J.Klaus¥,
Departments of Medicine, University of Heidelberg and
of Analytical Biochemistry*, Boehringer Mannbeim, FRG.
Patients with primary sclerosing cholangitis have cholesta~
tic liver disease charscterized by diseased intra- and
extrabepatic bile duects., The metabolism of bile acids
in such patients is unknown. In the present study 13C-
cholic acid and 13C-chenodeoxycholic acid were wused to
determine the kinetics of these bile acids by pgas-liguid
chromatography-mass  spectrometry (F.Stellaard et al.
J.Lipid Res 25,1313-1319,1984). In 3 parients with prec‘x-
rhotic disease the pool size of cholic acid (CA) wass on
average 358 mg/d and that of chenodeoxycholic acid {CDCA)
495 mg. The Eract10nal rurnover rate of CA was 0,48 d-% and
that of CDCA 0.43 d-!. The synthesis rate of CA was 138
mg/d and that of CDCA 172 mg/d. Ursodeoxycholic acid (UDCA)
treatment (750 mg/d) led to little change in CA pool sizes,
to an increase in the synthesis and fractional turnover
rates of CA in all patients. UDCA induced changes in CDCA
kinetics were less marked. In comparison to healthy controls
the pooi sizes and synthesis raves of CA and CDCA were
reduced wheress the f{ractiomal turnover rates on average
were relatively high., Bile ac pool sizes were similar
to those in alcoholic cirrhosis of the liver (Stiehl et
al., Gastroenterology 74,572.77,1978). We conclude that
in patients with primary sclerosing cholangitis at an
early stage of the disease the metabolism of bhile acids
is already markedly altered.
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EFFECT OF URSODEOXYCHOLIC ACID [UDCA) ON LIVER FUNCTION
(LF} IN PATIENTS WITH CHRONIC ACTIVE HEPATITIS AND CIRRHOSIS
P Liyussi, H Orlando, ¥ Zappala, L Okolicsany!

Institute of Internal Medicine, University of Padua, Italy
UDCA improves the cytolytic andfor cholestaiic indives of LF in pts with
chronic hepatitis and PBC. However,it is not known if UDCA exerts this
effect in pts with hepatic cirrhesis of different astiology. We there-
fore treated 20 pts with compensated active {iransaminase levels 2-10 x
the normal value) cirrhosis with UDCA (600 mg/day) for 6 months and loo
ked at L¥ as assessed by routine LF tests,antipyrine clearance {ApCl)and
galactose elimination capacity (GEC).Diagnoses weve based on laparoscopy
guided liver biopsy snd included:alecoholic {(AC;n=8),post-necrotic {PNC;
n=6} and cryptogenic {CCin=6) cirrhosis.Exclusion criteria were: HBeAg +,
portal Wypertension,autoiimune disease. Results:in pts with AC,serum ALT
decreased significantly from 149 uf/l + 20 SEM to 8149 (p<0.01) and AST
from 222430 to 140+#2% (p<0.03).CGamma-GT was reduced,on average, by 497
and LDH by 28Z. By contvast,the common markers of cholestasis (serum al-
kaline phosphatase,bilizubin and bile acids) showed no significant chan-
ges.A similar pattern of results was seen in pts with PNC and CC, where
seum transaminase decreased by 24-27% and 22-29%, and gamma-GT was re-
duced by 277 and 507 respectively,although not significantly so. ApCl

i GEC were unchanged in all groups. Conclusions: In pts with active

thosis of the liver,the functioning hepatic mass and the drug metabo-
lizing capacity,as assessed by the quantitative LP tests,is not affected

treatment. However,the decrease of biochemical hepatic necrosis
; in alcoholic cirrhosis) may slow down the progression





