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Differentialdiagnosis of dementias: ...
DIFFEREN11AL DIAGNOSIS OF AlZHEIMER'S DISEASEl
NEUROPAmOLOG1CAL ASPECTS

l.JI..lIlt D.".,,-JIU tfNturObIoID". GtrlGtrlc.1Id OpAllu,brtoI.>". Motutl Sf",,1/
Sclloo/ tfMt4IdM. Nn. rOlt. USA

Alzbeima'id*ue (AD) b cbInctcrIzed DeIII'OpIlhoIQSically by"" praence in ""
ca<bnI ........ 01-.. neunJIlIIllId I)llIpIC loll u wdl u neurofibrillarytansle
(NFO f<mwion Ind I Yll'ilbledepee01om)lOO dcpoIillon. WhileU--.
.... _ inely«]I' "" neuropadlolOliclldiqno&iI 01AO.""Y'" IICIl specifIC I.
AD Ind obtc:no<d in0IanY mated neurocle~ conditi..... Them'iew d I

.... oeriaoIpocl-morlel'Jl lI\Ileriallpennlned che cIabonli... 01c:ri1<ri1 «]I'the
dillerential dilplCllild 1UC!l_.U1nesIeI bued ... IherqiOl\llIlld l1min..
diJlributlon 01"" Ieai..,. in the cordlnI conu. We"'" In portic:ul.. anelyr.ed
bninI &om pllicnuwi'" prosreui"llUprInUCu peltycrsp). corticOOuaI
desencn'illll (CBD).Pic:t'1Di...... JlOIl-enc:ephllilk por\inIonillll CI'EI'). dementll
P"Slliallcl. andOuamenianom)'llropluc IIlerll 1tlerol'I/peRinlonl'lllIodementii
CCI1lpIeL Quantiw;'" l1\li1111 oIlcallllldi.lributillll .-all LhII ADdillersalrikinSly
rrom IIlll1her dlsorden in Iem1I d lominar di.lribulm d NfT . in LhII Nfl ... located
in IllUI V Ind m01neocortICal ..... in AD. whereu in "" llIherIIIncuel""Y
predomhwe in IllUI n andVI. Also AD.-variable....1. 01..)100 depooitillll
I!IroushOUlIhe cerebral e:orteLbut"" llIherdi.......... dwaC1erUed byI reloti..
paucity oI .... )1oiddepooi.ion. In III dtlCllden, "" hippoc....paI ord entorhinll corte.
.... ..-ely aflectedllready. """ylll&<lo MoIecuW l1\li_ oIlcai_ ..... shown
LhII ...... diI<ases .... befwtherdill'erenlilled ... 1hebub oIbioc:hcmiaJproIileol
Nflcomponcnll. Dependins lllI""di-. NfT ........ dillc:renllevell 01
bWCllJboophor)tlled till protein ildonne, with AD. PEP IlId Ouanwli.......
c:Ilwee:taiud byI till 55. 64.69lriplel, wttiletill doubl in PSP end CBD
(tau 64.69) IlId Pic:It'1DiJeue (l1li55. 64). TheaedalI demona LhII approocbee
ClOlnbinins qUll1liwive omlc IlId moIocul. meIhodIpcrmltIhedear
dill"mntiltinS 01 neuroderenerlti.. iii...... LhII ....ybedifliculil. diJlinpli.b
bued aoIdy ... dinicll data.
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DEMENTIASPECTRUM OF DEPRESSION: NEW
BIOLOGICAL APPROACHES TO DIFFERENTIAL
DIAGNOSIS

P MulJerlSllahD. C.Hock.Department 0{Psychiatry. University of
Basle.S"'turland.

DemeDIia and depressionare the mostfrequentpsychiatric disordersin
the elderly. Recentstudiessuggestthat depression,cognitive
in1>airm:nt and degenerative dementiashouldbe consideredas an
Interesting continuum. Sinc:e up to 30-40%of patientswilhdementia
also showsignsof depression,whichcan be a veryearlysignof
dementia, differentiating dementiawithdepressionfromdepressive
dementia isof uumst importanl:C. Theformation of brainamyloid and
neurofibrillary tanglesin Alzheimer's diseasecan praxde the onsetof
clinic:alsigns by manyyears.Thus,the int'rovement of early
differential diagnosis is mandatory. Recentpsychogeriatric biological
researchhasnised a set of biological mcasllre& that maycoDU'ibllIC 10
the differential diagnosis of depressive and degenerativedemeDria. The
mostpromising approachmayc:ombine variousneuroimaging and
biochemical procedures,including srruauraJ and functional
neuroimaging. as wen as enzyn-e-linlced irrInJnoSOrbeDt assay
(EUSA) quantiflCltion of proteinsrelated to the specific
histopathology in Alzheitret'sdisease.The lauer includes amyloid
pereursorproteinand laU proteinderivatives inblood and
c;erebrospinal fluid. Structuralneuroimaging includes MRIand MRI­
morphometry. functional neuroimaging includes EEG. cornple=nted
bz mapping and sleeppolygraphy. SPEer. PET and a newIIOD­
invasive optical =tbod. near infrared spectroscopy(NIRS(. Future
prospective studieswiDclaritythe sensitivity.specificity anddiagnolllc
usefulness of the proposedneurobiological markers.
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GENOTYPE AND AGEOF ONSET OF ALZHEIMER'S DISEASE

M.e.Clwticr-Harlin

Neurofibrillary ranglel and b-amyloid depclliliOfll an: the twO hallmarks required 10

confum Alzbeimcr'a disease (AD)diagnosIS. AD.. a geneticaUy complex disorder.
wbicb mainly oa:un IpOradic:ally. but can segrc:glte as In aUlOlOmll donllnanl
disorder in lOme l'amilies (pAD). Moreover. the ageof onset led10 the dIStinction of
earlyand laIC ooseteases. Our Iludies lun 10dcnemine the g.netic: faetoll involved
in AD•
LInkage analyses and associatiollllUdlClwereperfonned on carly-<lnsel FAD kindred
and sporadic AD eases. respecllvely. Classical Methods ot Molccular Biology Ire
used(DNAIRNA ampliflCllions. aequencing .).
To dale3 genesarc Involved in carly-onset FAD. APP (S10 lOS). PSI'(SO1070$)
and PS2' (2S) genes: eacllieading 10 different gcnol)'pe-pbenotype relationships ­
lround20S of EO-FAD remains uRCxplamed. These genes an: involved in the IlJ'RC

neuropalhological cascade which demonslIltes the crucul role the APPmetabohsm
playsin development of AD.
A fourth gene(apolipoprotein E') is a susceptibIlity gene for 40 to 60% of AD easel
We demonslIlled tItar the different apo E alleles act either as risk or protective
faclOll'. 11Iey also modulate the development or Olber oeurodegeneranve disorders
sharingADhallmarks'.
Elucidation of thedifferem genolype5 otAD maylead 10 adapled treatments.
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PHARMACOTHERAPY OF ALZHEIMER'SDISEASE:DOES
rrWORK'

E OiacobinL Dtparrmenr of Geriatrics. Univmityof Gtneva.
Thona. Gtneva.

Majoradvanc;es in cholinergic therapyhavebeenIchievedwiththe
developmeDr of a secondgeneration cholinesterase inhibiton (ChEI).
with IoDg lCmI actioD and low toJtic;ity. More selcctive nwscarinic (MI
andM3)and nictotinic (aplba4-bela 2 and Ilpha7) agoDists arc also
beingtested. Bifunctional molecules are beingdesigned and
combination therapies (e.g. OIEI and M1agonist)arc started. The
mainquestionemergingfromthe recentresultsof medium lCmI (6-12
months)clinic:al ttialswith fivedifferentOIEI (taerine, E2020, ENA­
713, Metrifonate and Eptastigmine) iswhetheror not the clinicaleffect
seen withan these compoundsisdirectedtowardssymptomatic
Improvement, or to slow deterioriation. Rcc;ent analysis of clinic:al dala
suggeststhai for at leastsomecompounds. the most Uolient effect is I
stabilisatioD of the pllieDtcognitive function (ADAS·Cogand
MMSE),and globalmeasuresof Ictivity(ClBIC·plus)IS COll'4lared to
plac;ebo-trelted. Theseclinicalresulll suggest lhalsome OIEI maz
haveother pharmacological effects in additionto OlE inhibitioD. The
mostlilcelz explanatioD basedOD' experimenlal data is aD effecton APP
melabolism and secretion(Morletal, 1995and GiacobinL 1996). In
additionto ChEI,olher important linesof development arc a.
aDtiooxidanls. b. estrogensInd c:. anti-inflammatory drugs. whichare
beingclinicaUy exploredin the USA.
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