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2. DUNYA SAVASI SONRASINDA
AMERIKA VE AVRUPA’DA
DOSURGANLIK SIVAINIIN ARTISIYLA
1950’LI YILLARDA «BEBEK
PATLAMASI» (BABY BOOM) YASANDI.
ONCEKILERDEN COK DAHA
KALABALIK OLAN BU KUSAK, BUYUYUP
YETISKIN OLUNCA DAHA AZ SAYIDA
COCUK YAPTI. BU DA NUFUSUN
2000’LERDEN ITIBAREN DAHA ONCE
HIC GORULMEMISs OLCUDE
YASLANMASINA YOL ACTI.

«BEBEK
PATLAMASI»NDAN
«Y ASLI
-PATLAMASI»NA



onu ve Diinya Bankasi verilerinden yaptigi derlemeye gore, 1960 yilinda yaklasik 3 m
1970 yilinda 3,7 milyara,
1980 yilinda 4,4 milyara,
1990 yilinda 5,3 milyara,
2000 yilinda 6,1 milyara,
2010 yilinda 6,9 milyara,
2015 yilinda 7.3 milyara ulasti.
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2000 yilinda 6,1 milyara,
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2050 yilinda 9 milyara ulasacak






ULKEMIZIN NUFUSU YASLANIYOR

2025 yilinda niufusumuzun
% 10°’nun 65 yas uzerinde,

2050 yilinda nufusumuzun

%22’ sinin 65 yas uzerinde
olacagi tahmin edilmektedir




BIR ULKENIN YASLI NUFUS OLARAK TANIMLANMASI ICIN
TOPLAM NUFUSUNUN % 15°ININ YASLI OLMASI GEREKIYOR.

1945 1955 1965 1975 1985 1995 2005 2015 1025 2035 2045



TURKIYE, 2050 yilinda,
4. ALZHEIMER ULKESI OLACAK



ALZHEIMER HASTALIGH

HASTA
HASTA BAKIM VEREN
DOKTOR
SAGLIK CALISANLARY
RESMI KURUMLAR
SOSYAL GUVENLIK KURUMUY
VEREL YONETIMLER

ALOIs ALZ H&THER



2015 de nufusun, 600 milyon kigi yasl
2015 de Alzheimer Hasta sayisi 35.6
milyon

2050 de nufusun, 2.2 milyar kisisi yasl
2050 de Alzheimer Hasta sayis1 115.4




2015 de nufusun, 600 milyon kisi yasli
2015 de Alzheimer Hasta sayisi 35.6

Yagli sayisi 3.66 kat
artacak
Alzheimer sayisi 3.5
kat artacak

2050 de nufusun, 2.2 milyar kisisi yasl
2050 de Alzheimer Hasta sayisi 115.4




DUNYADA 35.6 MILYON KISI
ALZHEIMER HASTASI

2030 DA BEKLENEN RAKAM
65.7 MILYON

2050 DE BEKLENEN RAKAM

Alzheimer’s Disease International: World Alzheimer Report. http://www.alz.co.uk/research/world-report (2009). Accessed Feb 2012
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Prevalence of dementia and associated risk factors in Middle Anatolia, Turkey.
J Clin Neurosci. 2009 Nov;16(11)

Arslantas D!, Ozbabalik D, Metintas S, Ozkan S, Kalyoncu C, Ozdemir G, Arslantas A.

This study aimed to investigate the prevalence of various cognitive disorders in the older population (age
55 years and above) of Eskisehir, Turkey, by conducting a cluster sampled door-to-door survey. A total of
3100 inhabitants were screened with the Mini-Mental State Examination (MMSE) and a questionnaire
concerning demographic, occupational and social data. Individuals (n=320) with MMSE scores of 25 were
assessed according to the 10th Revision of the International Statistical Classification of Diseases and
Related Health Problems (ICD-10) and were investigated in the more detailed phase 2 study. The overall
prevalence of dementia was 8.4%, although it ranged from 2.2% among those aged 55-59 years to 5.3%
among those aged 60-64 years, and to 30.4% among those aged 75 or above. Vascular dementia was the
most common type (51.1%), followed by Alzheimer's dementia (48.8%). In a very small proportion of
individuals (0.1%), dementia was due to other causes such as B12 deficiency, a tumour or hydrocephalus.
Significant risk factors for dementia were female sex, low education, age, living in a rural area and a
family history of dementia.

ESKISEHIR iL VE ILCELERINDE, DEMANS SIKLIGI 60 YAS USTU % 8.4 OLUP BUNUN %

48.8 ALZHEIMER HASTALIGI OLARAK TANINDI.
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‘Her 3 saniyede 1
yeni Alzheimer
Hastaligi tanisi

konuluyor. ‘

2015 yih itibari ile

dliinyada
yaklasik 47 milyon

Alzheimer Hastasi

vardi.’
‘Her 20 yilda bir
yaklasik 2 katina
cikacak.’

Alzheimer Hastaligi Guincel
Durum
2015 Dunya Alzheimer Raporu
Diyor Ki:
A7

Alzheimers Disease
o phiont st o8 CRrwr ity

World Alzheimer Report 2015
The Global Impact of Dementia

AN ANALYSIS OF PREVALENCE, INCIDENCE, COST AND TRENDS

Global Demans tedavisi bir
ulke olsaydi, diinyadaki en
biuyuk 18. ekonomiyi
olusturuyor
olacakti.

INFOGRAPHIC The wtal estimatad woridwide cost of

The global impact of dementia U By e v
US$ 2 trillion
At ot S wh e 10 B\LLlON TR\LL\ON Ssby 2030

one every
nd

¥ giobal dementia caro wars
& country, it would ba the
18th Iargest
economy

n the world exceeding the
markst valuss of companies
such as Apple and Google

rising to 83% in 2030
and 88% in 2050




 Demans, kiiresel diizeyde yaklasik 600 milyar ABD
dolarina mal oluyor.

 Demans hastalarinin bakimina harcanan paranin, diinya
genelinde gayn safi milli hasilanin yuzde 1'inden daha
fazlasina mal oldugu hesaplanmaktadir.

- [ktisatgilara gore, “Eger demans ve benzeri hastahklarin
bakimi bir ulke olsaydi, dunyanin ekonomisi en buyuk
ulkeler siralamasinda, Turkiye ile Endonezya arasinda bir
yerlerde, yani 18’inci sirada gelebilirdi.
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Demans

65 yas uzeri populasyonda %10,

75 - 84 yaslarda % 20,
85 yas lizeri populasyonda & %50

£ VAL ¢
| o

Onemli bir sosyo-ekonomik ve saglik problemid#¥/

[

&
N

(-'3' POAW TS "



ALZHEIMER HASTALIGI'nda ETKILENEN ALANLAR

BILISSEL
ISLEVLER

GUNLUK
YASAM
ISLEVLERI
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DEMANS SENDROMUNDA KARDINAL VE ESLIKCI
BULGULAR

Bellek sendromu
Diseksekutif sendrom
Dil sendromu
Gorsel-uzaysal sendrom

Apati
a |s||ph_|b|syon | Parkinsonizm
Di.ﬁi'y”fnﬁgf” ' Yiiriiyiis bozuklugu
Davranigsal G
Depresyon ? iaklgtpafrahm&
Anksiete myotrofi
Ajitasyon
Finansal : :
Navigasyonel Icr;ktontlnt_ans
Instrumental rtostatism
Domestik Impotans

Hijyen Konstipasyon
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Auguste D and Alzheimer’s disease

Konrad Maucer, Stephan Yoik, Hector Gerbaldo

On Nov 4, 1906, Alos Alzbeimer gave o remarkable
fecture.’ in which he desenibed for the first tme a form of
dementia that subseguently. at the suggestion ol Enul
Kraepelin,”  becune known  as
Alzhieimer’s disease. In his lectlure, st
the 37th Conlerence ol South-West
Geeman  Psychislrists in Tiibingen,
Alzheimer desernibed a patient called
Auguste D, a Sloyear-old woman
from  Frankfurt who  had  shown
progressive  copnilive  irmpairmnent,
focel  symptoms.  hallucinations,
delusions, and paychosoecial
incompetence. At necropsy.  theee
were plagues, neurolibeillacy tangles,
and  arteriosclerotic  changes.  The
eponym Alzbeimer, originally used o
reler W presenile dementia, canye into
later use lor the largest cause of
prinacy  dementis—sentle  dementia
of the Alzheimer Lype (SDAT). Here,
we describe  the  discovery  and
contents ol the file of Auguste D,
which had not been seen simee [NE,

Alzheimer and Auguste D

Alzbeimer was born on June 14,
1864, in Markibrei, Geemany, @
small village near Wiirzburg. He
studied medicine at the universities ol (55 « ¢

tnciuded reduced comprehension and memory. as well as
aphasia, disunentation, unpredictable  behavious,
pannon,  auditory  halocinations,  and  pronounced
psychosocial impaurment.

In 1903, Alzheimer left Frankfurt,
and, after 3 short stay in Hewdelberg,
moved to the Roval Psychiatric
Clinse. Munich, whose director was
Kraepelin, There. Alzhwearner
continued o follow Auguste D's case
unti: her death in Frankfurl on Apoil
R, 1906, aller which be weal on o
study the neuropathological leatures
of ber illness.

Auguste D and her file

On Dec 19, 1995, the 8(kh
anniversary of Alzbeimer’s death was
commemorated @l hus bathplace in
Markibreit with the mauguration of
s house as 2  museun  and
conference centre. El Lilly purchased
the house, which has been renovated
under the direction of Ulnke Maurer.
Previously, we had conducted an
inteasive search for the hle of Auguste
D. which had been lost since ils
description by Perusini’ in 1909, We
Trad been Jooking for it lor many years;
only 2 days after the 80th anniversary

Beran, Tubingen, and Wiirzberg,
where he  wrole his  doctorsl  thesis  Uber  dic
Ofreoschinalzdrisen (on ceruminal  glands) o 1887,
producing his first lestological plates. In December, 1SS,
he began his medical career as 3 resident at the Hospelal
for the Mentally I and Epileptics, Frankfurl am Man,
and subsequently was promoted W senice phiyvsician.,

Alzheimer's rescarch interests were wide ranging and
inciuded not only dementia of degenerative and vascular
(arlerioscierotic) origin but  also  psychoses,  lorensic
peychuatey, epilepsy. and birth control, His interest in the
neurupathology of dementing disurders was shared by us
colleague Frang Nissl, who came to Franklurt in March,
1889, It was Nissl who provided Alzheumner with new
mistopathologice’  techmgues  for  studying necvous
disorders.

On Nov 25, 1901, Auguste D was adimitled tw the
Franklurt hospital, where she was  exawmined by
Alzheimer. She had a sinking cluster ol symploms that

Lance! 1997, 349: 1546-43

Oapartmant of Psychiatry ang Psychommu I [Prat € Maurer v, 4
Garbaldo wo| and M (S Valk vo!; Johann Waligang Goethe
University, Hainrich Hatimann smno 10, 60528 Franklurt am
Main, Garmany.

Cormaspondance to: Prot Konrac Ma.rer

we lound it in the archives ol our own
department in Frankfurt.”

Aler ) years, the Boe-coloured cardboard lle was still
i goixd condition {fgure 1) it contiwned & bl of 32
sheets with the patient’s adimssion report, an allestation,
and three versions ol the case history—one in Latin script
and two in the now outdated German “Siitlerhin®™ seopl.
The liest Latin script, already
published by Perusini’ and N e gy i,
subseguently wansated,” | .

Begins with guestions abaut LA

her husband, followed by
clinica findings. the details |
af the course of her divease, [0,
and a report on ber death,
including 3 histogxethological

b .
diagnosis. The part written i' . e
in Latin is followed by a || e
nearsy adentical copy in | ; )"‘-. y 2
Siltterlin. A small sheet of || i
paper with the handwriting | 2 T
of Auguste D dated by | ‘w%"""’"

Alzheimer shows “amnestic S50 2 Auguste D s
wnling disorder”™ so narned  handwriting

by Alzheimer himself (hgure [Dated by Acheimar {2
2). Alzheimec’s handwrtlen  Fegueste DFrarcort [Ma

1546

Vod 5a9 ¢ May 24, 587

Figure 3. Auguste D

Photograph dated Navember, 1502

noles, alvo in Stitterling docurnent in detal us patient’s
symploms during the frst 4 days of her stay in hospital. In

between Alzheimes's notes are additionsl semples of

Auguste D's attempts to write her name. The file also
contains four photographs ol her (the most impressve is
shown in figure 3) and @ report about the course ol the
disease, which consisted of concise notes starting on June
29, 1905, and ending on the day of her death on Aprl 8,
L1906, Several attestations and an application form lor
hospetalisstion of a mentdly D person ogether with &
one-page  case report [rom the Royal  Psychiatne
Departnent, Munich, conclude the hile.

Alzbeimer's notes in the lile begin on Nuov 26, 1901, He
asked simple questons and wrote down Auguste D's
answers systernaticaly. He resumed guestioning on Nov
28, 29, and 30 on four handwritlen pages.

The lile beging as follows (vur itdics denole Augusie
I's answers, and cach translated passage s followed by
ligures of the onginal pages in the file):

Nov 26, 1301

She sits on the hed with a helpless expression. What s your
marne® Aupndts Last ame” Awgsfe,. What s your huasband's
name! Auguste, { thnk. Your hushamsd? AR, my hesband She
looks ax of she didn’t understand the queston. Are you marmed”?
To Auguite. Mrs D7 Yes, pos, Auguce D How long have you been
here™ She socrns (o be trying W reemember. T weeks, What o
this? [ show her a pencil. A pee. A purse and key, diary. cigar are
idenbficd correctly, At lumh she cals caulifower and pork
Asked what she is catng she answers gunoch. When she was

chewing meal and ashed what she was deing, she answered

potades and then fassdih, When objects are shown to her, she

doss pat rememier afler a shart time which objects have boen
shown. [n hetaeen she always speaks shout twins. When she s
wshedd 10 write, she hoelds 1he book in such a way that one has e
impressaon that she has 2 ks in the rght visuzl field. Asked to
write Auguste 1, she tries 1o write Mres axd forgets the rest I is
necessary o repeat every woed. Amnesstic writing disorder. [n the
evening  ber spontancous  specch i full of  paraphicssic
derailments and perseverations.
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Extracts from Nov 28, 19071

--What year is it? Eghteen hundred. Are you ill? Secand avnch.
What zre the names of the patents’ She znswers gquickly and
correctly, What month is i1 now? The ok What is the name of
the 1ith meata? The Mt anz, & ao the Mt ane. Which one? S
o't ke What colour is snom” Wiite. Soo1? Sk The sky!
Bz, Meadows? Green. How many fngers do you have?! 5. Eyes!
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. If you huy & eggs, at 7 dimes cach, how muoch is ie? Diferennly.
O wiigl street do yous live” 1 e 1l pou, 7o want o &7 What
dicd [ ask you? Wall, thes & Frankiar am Main. On what street do
you live? Wakkemwstree!, nof, v, .. . When Gl you marny® T o r
koow at present. The waman Oves an e same faor. Which woman!
The wuman wilgre we are Oving, The patient calls Me G, Mre G,
heve o step deeper, she fves .. 1 show ber 2 key, a ruu:il and o book
and she narwes thern umhlh What <hid T st your 1o know,
Jdon't koow. [1's didficult sn't 18 Se anxaous, 5o anxious [ show her
3 finpers; bow many fingen? 2 Are you still anxious Yoo, How
many fingers did [ show you! Wall this & Frankiar am Mawm.
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The patient is askad to recognise ehjects by touch, with her eyes
closed, A toothbeush, speage, braad, readeoll, spoon, beush,
glass. knife, fork, plate. purse, Mark, cigar, key. She recognises
them quackly and correctly, By touch she calls & brass cup o mak
jug, a texspoon, but when she opens her eyes she immediztely
SAYS g

Writing, she does it as alresdy descndad. Whaen she has to wnte
Mrs Auguste D, she writes Mres ard we must repeat the other
words heczuse she forgets them. The patent s not able w
progress in writing and repeats, T have \ar el

Baading, she passes from one line o the next and repeats the
same bne three times, Bul, she correctly reads the Tetters, She
seens not to understand what sne reads, She stresses the woeeds
in an unusoal way, Sudkdenly she says fudne T hnow Me Twin She
repeats the woed twin during the whole interview.

The reactions of the pupils 10 light ad sccommuxlation are
instantznecws. Tongue nhas pormal mebility, dry, yelkw-red.
brown  No disturbance in speceh articulation. She freguently
interrupes herself tn the articulation of words during the inteniew
s of she ik ot know whether she Sl said somethong corractly
o nat). She has dentures. No facal nerve differences. Muscular
strenpthe at the Teft scle comsiderably reducaed coonpured with the
right side. Patellar reflex normal. Radial reflex is slightly (but not
relevantly)y ogid, Cardiae ictos is not felt, Cardiae oblusity not
enlarged. The second pulmenary and acetic tones ars net
aacenluated,

Dunng physical examination she cooperates and is net anxous.
She sudkdenly says Just sow o ofidd calleef, s« fe there 7 She hears
him calling. .., she knows Mres Twin. When she was hroughe
from the sselation room o the boed she became agitated,
screamed, was non-ceoperative: showed great fear and repezted S
will nof & cuf, o nef caf gyl

Alzheimer's report in Sttterlin ends on Nov 30, 1901,
The twa other versions, in Sdtterlin and Latin, continue
Lo docurnent the course o Auguste's disease. [n the Latin
version, an eatey lrom Nov 7, 195, states: “Tendency to
develop o decubitus since  the beginning ol 1906,
Uleerations at the sacr and left rochantenic area with a
size of about 5 cm. Very weak, high lever up to 400°C
within the last days. Pneamonta in both inlerios Zobes™,

The day of Auguste’s death on April 8. 1906, was not
mentioned by Alzheimer bul by his other two (unmurned)
colleagues, who wrote the lolowing report (in Latin)
about the decay and the neuropathological diagnosis:

April B, 1906

Dunng the moming exius deals cause of death: septicasnez due
1o decubitus; anatomical diagnosis;  moderate hydroaephalus
texternal internal); cerebral atrophy; artericsclerosis of the small
verchral vessels; 7 preumonia of both inferior lobes; nephritis,

The eponym Alzheimer

Alter Auguste D' death, Alzbeimer asked for ber records
and brain o be sent w Munich, to wheee he had moved
in 1903, Within 6 months he presented lus findings to the
Tubingen meeling, the abstracts of which were publshed
in the same year.” Alzheimer's was the 11 contnbution.
However, only the lite of his presentation was announced
with & statement in parentheses that the lecture “was not
appropniate for o shoel pablication™.

i1 Herr Alehciene (Miiechen ). Uler cinen eipenartipen schweem

Erkrankungspvorel dor Himande (rw hurzemm Referar nsche

geeigner).

It was not untl the following year, in 1907, that
Alzheimer published his lecture’ wvnder the Llte “A
charactenistic serious disease ol the cecebrad cortea™. He
deseribed “the case ol @ patient who was kepl under close
vbservation dunng institubionCisation at the Franklurt
Hospital and whose central nervous systemn had been
given o me by directee Sioli for further exanunation™.
Alzheimer !JL'\I.ﬂhLd without identif ymg ber, & “51-year-
old woman™ who showed “as one of her finst disease
symploms 4 strong feeling of jealously  towards her
husband. Very soon she showed rapdly ncreasing
memkry  imparments; she was disoriented  carrying
vbjects o and froin ber Cat and hid them. Sometimes she
felt that someone wanted 1o Xill her and began 1o screan
loudly. . . After 43 years of sickness shie died"™.

Alzheimer also desenbed the histopathological hndings
ol this disease. He reported pecular changes in Lhe
neurolibrls: “In the centre of an otherwise almost norml
cell there stands oul one or several hbnls due w0 ther
charactenistic tuckness and pecular impregnatality”™. He
wenl on W desernibe the typacad plagues, tater named after
him: “Nurmerous small miliary ‘oot are found in the
supenor layers. They are determuned by the stocage of a
peculiar matecial in the cortex™. Alzhetmer continues: “all
in &l we have w0 lace a peculiar disease peocess. Sueh
peculiar discase processes have been venhed recently in
considerabye numbers™,

We learn more aboul tus patienl in an arlicle by
Perusini, “On ustelopeal and climeal lindings of sonme
psychiatne diseases of older peopie”, published in 1909
On Alzhetmer's suggestion, Perusini Vexamined four cases
charactenised by climcal and espectally hustopathological
signs™. In this article, Auguste [ was reinvestigated with
respect o hee symploms and histopathology as case No 1.
For the liest ume the imtals ol ber surnamne, complele
given name. and  prolession of bher husband were
mentioned (“D Auguste. wile ol an office clerk, aged 513
years” ). Perusini thanked Sioa from Franklurt wn Maun
for the use of the case history and the brun lor
microscopee rescarch. Thus, Perusni’s case No | ois
identical with the case described by AZzheimer in lus 1907
paper,” @ fuct that was not completely clear until now.

Perusin relerred to the Latin version ol Auguste D's
case  history; be presented  detasiled  hustopathologicel
findings together with six ilustrations showing amylowd
plagues and neuroliballacy  tangles. In summary, he
stated:” “The pathological process recalls man leatures of
wnile dementia; however, the allerations in the cases
deseribed are moce far reaching., although some of them
represent presentle diseases”.

Besides the lwo imporlant putsicstions ol Alzheirner in
1907 and Perusing in PR on Auguste D, Kraepelin must
have known ol other reports: Bonfigho reported tn 1908

on a similar patient, aged 60, who had samilar svmptoms
and histopathoiogy; in 197, Fischer” had published o
detaled  description of  histopathological  changes  in
dementia; and then there was Alzheimer’s 1911 report”
{which sppeared 1 year after the eponym had  been
mntraduced by Kraepelind in which he described Bus
second case ol dementiz Johann F). In the discussion
were drawings ol Lypeeal changes in the neurofibrils
{ligure 5), which were from has licst case {Auguste D).

In the Bt edivon (I910) of
Handixok  of  Psychiatry,  Kraepelin®
statedd that " parbicular group ol cases
with eatremely senous cell allerations
wias described by Alzbeimer”. The
necropsy findimes showed changes that
“represent the mest senows forms of
sentle dementia. The plagues were
excessively numerous and almost ane-
thurd o the cortical cells had died oll.
In their places were peculiar, deeply
staned bundles of neurofibrils™. He
mentioned  “Alzheimec’s disease™  lor
the lirst twme, stating, ““The climcal
nterpretation  of s Alzbeimers's
Disease is sull unclear. Although the anastonmucal fGndings
sugpest that we are dealing with @ particularly secious
form ol senile dementi, the fect s thatl this disease
sometimes starls as carly as in the late forties™. In the
chapter on sentle dementia, there is an tlustration of
“libeillary pellerns in Alzheimer’s disease’ [rom the third
layer ol the frontal cortex. The neurofibrillary tangles in
thus ligure resemble those driswn in 1911 by Alzbeimer.”

Kraepelin intreduced the eponym Alzheimes’s disease,
bul why did be use Alzheirner’s name, and nol Perusint's,
Bonhglio's, or Fischer's? Since Alzheimer described the
two cases, and since Pecusini republished the Auguste 1
case (with photographs and  drawings ol the bhisto-
pathological lindings), we are convinced thal the eponym
wis based on Alzheimer’s 1907 repoct of Auguste D7
case. Moceover, she only showed neuntic plagues and
neurofibriclary Langles typical of the disease.

Several hypotheses W account for the haste with which
Kraepelin created the new eponym  have been pat
forward.”™' Beach' says that Kraepelin did so for
setentific reasons, because be believed that Alzhetmer had
cdiscovered & new divease. Another reason might have
been the eaisting oivadey between his department and that
of Pick in Prague (where Fuschier also worked) and the
desre for prestipe foc his Mumich laboratory. Also
plausible is Kraepelin's wish to show the superionity ol s
school over psychoanalylical theones and o show (vis-a-
vis Freud) that some mental disorders were orgammeicly
based, The most likely eaplanation, bowever, s the close
collaboration  between Kraepelin and  Alzheirner, and
Kruepelin's  awareness  of  Alzbeimer's  clhinical  and
sttentific work on presenile cases.

Figure 5

Fromrat §

Auguste D's dementia
There are doubls aboul the diagnosis of Auguste D7
iliness, and other diagnoses have been put forward,
especially artenosclerosis of the bran.,

Both  descriptions  of  Auguste D's  dementia by
Alzbeimer and Perusini conlicm that Auguste D had 2

| &
! In=5 ary, dincal @
° ; histopathological lindings ol Auguste I
accord with the 1CD-10, DSM-II-R,

Newrofibrifiary tangles from
Auguste D, drawn by Akbeimer

degenerstive and not @ vascular lorm of dementia.
Alzbeimer mentoned the miliary foct (later called sentle
plagues), which represented the sites of deposition ol &
peculiur substance in the cerebral cortex. This substance
haas since turped oul W be B-amyloid peotein. Alzheirmer
shuwed clumps and condensations ol intracellular fbrils
and called them “neurolibrllary degeneration'.

AL Alzheimer's suggestion, Perusini restudtied the brain
of Auguste D and lound “that the large cerebeal vessels,
the arterial arcle of Willis and the
Sylvian arlenes showed no significant
signs of arteriosclerosas™ only “some
regressive  allerstions of the  arlenal
wall” were noted. Perusni conhinmed
the presence tin Auguste 1D of neunlic
plagues and neurolibeilary tangles.

summary,  the  climeal  and

and CERAD' delinitions of
Alzheimer's disease. There can be little
further doubl in view of Alzheimer’s
observations published i 1911, in
which he refers o the presence ol
neurofibritlary tangles in the second and third Zayers of
the cortea in @ brain shee of his liest case (e, Auguste 1)
{ligure 5).

Alzheimer anticipated the debate about which type ol
dementia Auguste D may have had by his remark in
1907 "2 histopathological analysis at @ later point will
shuw the peculianity of this case'. Our next goal 1 w lind
the beain sections ol Avguste DD so thal we can
corruborate Alzheirmned’s onginic lindings.

W thank Heko Hraak for enocal reading o the histopatholagical pars of

The ManusaTIpl amd o his sugpeaoons amd Dons Plocher foe her help in
cociphereg Alzhames’s handanining
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Initial Evaluation of the Patient
with Suspected Dementia

ALAN M. ADELMAN, M.D., M.S., Penn State Uniwrsity (.'o”rge' of Medicine, Hershey, Pennsyivania
MEL P. DALY, M.D., Johns Hopkins University School of Medicine, Baitimore, Maryland

Dementia is a common disorder among older persons, and projections indicate that the number of
patients with dementia in the United States will continueto grow. Alzheimer’s disease and vascular

dementia account for the majority of cases of d
examination, including a discussion with other family bers,ab

ia. After a th

gh history and physical

ement of cogni-

tive function should be obtained. The Mini-Mental State Examination is the most commonly used
instrument to document cognitive impairment. Initial laboratory evaluation includes tests for thy-
roid-stimulating hormone and vitamin By, levels, Structural neuroimaging with noncontrast com-
puted tomography or magnetic resonance imaging also is reccommended. Other testing should be
guided by the history and physical examination. Neuropsychologic testing can hdp determine the
extent of cognitive impairment, but it is not recommended on a routine basis. Neuropsychologic
testing may be most hdpful in situations where screening tests are normal or equivocal, but there
remains a high level of concern that the person may be cognitively impaired. (Am Fam Physician
2005;71:1745-50. Copyright® 2005 American Academy of Family Physicians.)
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ementia is a syndrome of gradual

onset and continuing dedine of

higher cognitive functioning. It

is a common disorder in older
persons and becomes more prevalent in cach
decade of life. Approximately 10 percent of
adults 65 years and older, and 50 percent of
adults older than 90 years, have dementia,
It is common for older patients to present to
family physiaans with concerns of memory
loss. With an accurate and timely diagnosis
of dementia, appropriate therapies can be
initiated to reduce further cognitive dedine.
Therefore, family physicians play a key role in
evaluating patients with suspected dementia.
Given conflicting recommendations about
the initial evaluation of patients with demen-
tia, the availability of genetic markers for
Alzheimer's disease, and new neuroimaging
methods such as postron emission tomog-
raphy, confusion may arise concerning how
best to evaluate these patients.™® This article
reviews the evidence regarding the initial
evaluation of the patient who presents with
memory lass.

Signs and Symptoms of Dementia
Patients often present with concerns of recent
memory loss. However, it is not uncommon

www_aafp.org/afp

for a family member to bring these concerns
to the physician because some patients deny
their impairment or excuse the memory loss
as a normal part of aging. The diagnosis of
dementia can be suggested when there is an
impairment in memaory and an impairment
of at least one other area of higher cogni-
tive functioning (e.g., judgment, abstract
thinking, complex task performance, agno-
sia, apraxia, visuospatial awareness, person-
ality change in the context of deficits) that
interferes with normal social and executive
functioning in an otherwise alert person.”

Early symptomsthat may suggest adement-
ing illness indude difficulty in learning and
retaining new information, handling com-
plex tasks, reasoning (for otherwise simple
problem-solving ), and problems with spatial
awareness (finding one’s way around famil-
iar places), language (specifically difficulty
expressing oneself or getting "lost” in con-
versations), and behavior (usvally passive,
suspicious, or more irritable or aggressive
than usual}.”

Differential Diagnosis
Alzheimer's disease accounts for 50 to

60 percent of all dementing illnesses. Vas-
cular dementias (e.g., major cerebrovascular

American Family Physician 1745
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Summary of Recommendations

Key chnical recommendanan label References
Physicans should measure the patient s cognitve impaiment wsing a test that [d 3

they are famifiar with and adeptin, such & the Min-Mental State Examenation
Intidl laboratory evakia tion, mchuding tasts for completa blood count, thyrod- € 3

stimulating hormone, serum elactrodytes, serum caicram, and serum glucose,

should be performad

Structurad neuromaging (noncontrast computed tomography or magnetc c 3
resonance imagingl should be performed.

feferrd for neuropaychologic testing cannot be recommended on 3 routine < 13, 16
baws.

A thorough history should indude discussion with other family members and [d 17

evauatonof the patient for depression. The Genatne Depression Scake is an

exampie of an mstrument that can be wsed.

A = cangsint, gooad-gually patient-arenied eddevce; B « incansisin ! or Smided-qualily patient-aren tedd evidence,
C o conuus, disseseorien ied edderce, wsual praction, ophion or case sevies See page 1635 for mave infarmation

insults, microvascular pathology) are com-
mon in 15 to 20 percent of patients, and
often occur with Alzheimer's discase. The
combination of Alzheimer's discase and
vascular dementia or other dementing
disorders is termed “mixed
dementias,” Conditions that

Early symptoms of demen- : :

tia may include difficulty may cause dementia are listed
in learning new informa- by frequency in Table 1.°% Less
tion, handling complex than 10 percent of dementias

tasks, reasoning, spatial
awareness, language, and

behavior.

1746 American Family Physician

are caused by treatable condi-
tions (“reversible dementia”).
Because depression, vitamin Bi
deficiency, and hypothyroidism
often are comorbid conditions,
it is not uncommon to treat an apparently
reversible dementia only to find that symp-
toms were really caused by Alzheimer's dis-
ease or vascular dementia

Mental Status Examinations

Mental status examinations are used to mea-
sure the degree of cognitive impairment. A
number of instruments have been developed
for this purpose. Five commonly used instru-
ments and their characteristics are shown in
Table 2." These instruments measure perfor-
mance in similar areas of cognitive function
and take five to 10 minutes to administer and
score. Each is reliable for ruling out dementia
when results are negative,

www.safporg/afp

MINI-MENTAL STATE EXAMINATION

The most frequently used mental state
examination in North America is the Mini-
Mental State Examination (MMSE). The
MMSE measures many areas of cognitive
functioning induding memory, orientation
to place and time, naming, reading, copying
(visuospatial orientation), writing, and the
ability to follow a three-stage command. It
can be administered in five to 10 minutes
and is scored from zero to 30 points. A score
of fewer than 24 points signifies cogni-
tive impairment, although the test can be
adjusted for educational level'” The MMSE
is more specific but less sensitive (i.e, gives
more false negatives but fewer false positives)
in highly educated individuals. It is avail-
able online at http://www.minimental.com
and http://www.aafp.org/afp/20010215/703.
html.

BLESSED INFORMATION MEMORY
CONCENTRATION

The Blessed Information Memory Concen-
tration (BIMC) instrument primarily assesses
orientation, memory, and concentration
(counting forward and backward, and nam-
ing the months of the year in reverse order). '
Errors are counted and can total from zero
to 28, Making more than 10 errors indicates
cognitive impairment,

Valiume 71, Number 9 * May I, 2005
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TABLE 1
Frequency of Common Causes
of Dementia

Hrequerncy

10 10 20

<10

Trauma (subdura hematomal
nfectons
™ ole L p a0 4 N0
opportunistc mfections)
Encaphalitis
hyre
Vitamen 8, def

Depras

Infarmatan from refemnces 6 and &

Suspected Dementia

BLESSED ORIENTATION MEMORY
CONCENTRATION

The Blessed Orientation Memory Concen-
tration instrument is a shortened version
of the BIMC with six questions assessing
orientation to time, recall of a short phrase,
counting backward, and reciting the months
in reverse order.'* A weighted score of errors
is cakulated. As with the BIMC, making
more than 10 errors is indicative of cognitive
impairment,

SHORT TEST OF MENTAL STATUS

The Short Test of Mental Status (STMS)
assesses orientation, attention, recall, calcu-
lation, abstraction, dock drawing, and copy-
ing. The STMS has a total score of 38. Ascore
of 29 or lower indicates impaired cognitive
function.

FUNCTIONAL ACTIVITIES QUESTIONNAIRE

Although it is not a mental status examina-
tion, the Funcdional Activities Questionnaire
(FAQ) measures functional activities that
may be impaired by dementia (e.g,, ability to
shop, cook, pay bills).'* The FAQ isanswered
by a family member or friend who knows and
has observed the patient. The "informant” is
asked to rate the performance of the patient
in 10 activities as someone who is dependent,

TABLE 2

Commonly Used Instruments to Evaluate Mental Status

Sensitivity

nstrument

Negatie

Mini-Mental State Examnatio

8eessed Informaton Memaory
Concentraton

d Orentation Memory
ntration

Shart Tes Mental Status

151072

22 10 30

of pevson

" primay
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Itis not uncommon to treat
a presumptively “revers-
ible dementia” only to

find that the real cause is
Alzheimer's disease or vas-

cular dementia.

requires assistance, or has difficulty but does
independently. Scores range from zero to 30
with a cutoff of 9 (i.c., dependent in three or
more activities) signifying impairment. This
information may be useful in a dinical con-
text, but the patient’s cognitive function still
needs to be evaluated.

Initial Laboratory Evaluation
The purpose of laboratory testing is to exclude
potentially reversible causes of dementia. The
American Academy of Neurology recom-
mends two laboratory tests for the initial
cvaluation of the patient with suspected
dementia—thyroid  function
and vitamin By, level? The Sec-
ond Canadian Consensus Con-
ference on Dementia (CCCD)
reccommends obtaining results
for complete blood cell count,
thyroid-stimulating hormone
level, serum electrolytes, serum
clcium, and serum glucose
to excdude potential infections or metabolic
causes for cognitive impairment.’ Other test-
ing, such as serology for syphilis, Lyme discase
titer, human immunodeficiency virus (HIV),
urinalysis, culture and sensitivity, heavy metal
assays, erythrocyte sedimentation rate, liver
function, serum folic acid level, or ather vita-
min level assays should be performed only
when clinical suspicion warrants.

A lumbar puncture is not recommended
for routine evaluation, but should be con-
sidered for patients with suspected neuro-

The Authors

1748 American Family Physician
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syphilis, cerebral vasculitis, HIV infection,
slow-virusdiseases, or cercbral Lymedisease.
Routine testing for genetic markers such as
apalipoprotein E is not recommended.

Imaging Studies
Neuroimaging may diagnose vascular discase,
normal pressure hydrocephalus, tumors,
abscess, or subdural hematoma., However,
the yidd from neuroimaging in identifying
a potentially reversible cause of dementia is
low." Therefore, there is some controversy
regarding the routine use of neuroimaging
in rimary evaluation of dementia. The
CCCD recommends the following citeria
for neuroimaging: age younger than 60 years,
atypical or rapid cognitive decline, recent
head trauma, localized neurologic signs or
symptoms, gait disturbance, urinary inconti-
nence (early in the course of the dementia),
use of anticoagulants, and history of cancer.’
T'he American Academy of Neurology rec-
ommends that all patients have a magnetic
resonance imaging study or noncontrast
computed tomography as part of the initial
evaluation.’ The American College of Radiol-
ogy recommends magnetic resonance imag-
ing as the preferred study if one is chosen.”
Routine use of single photon emission
computed tomography or positron emission
tomographyisnot recommendedbyevidence-
based guidelines or most experts.”* T
Electroencephalography is indicated only if
"slow-virus” or prion disease is suspected.

Neuropsychologic Testing

Neuropsychologic testing can comprehen-
sively assess multiple domains of higher
cognitive functioning including intelligence
and behavioral functioning. A trained psy-
chologist or psychometrician performs
neuropsychologic testing, Higher cognitive
functioning (logical reasoning, abstract and
conceptual reasoning, visuospatial orienta-
tion, constructional ability, abstract thinking,
memory, verbal reasoning, verbal fluency,
ctc.) luated. Neuropsychologic testing
has the potential to identify cognitive impair-
ment objectively in patients with higher base-
line cognitive abilities, It also may reveal
subtle cognitive impairment in persons with

Valiene 71, Number @ * May 1, 2005
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suspected cognitive impairment or dementia
and in persons at increased risk of cognitive
impairment,'” and may be useful in distin-
guishing patients with mild cognitive impair-
ment from those with dementia.
Neuropsychologic testing may be consid-
ered as an adjunctive option for patients
and families who are anxious to define and
measure (in a standardized fashion) cog-
nitive functioning and then monitor for
changes over time. Other candidates for
possible formal testing include persons who
are not well educated, those who do not
have English as their native language, and

Suspected Dementia

persans who are functioning “normally” or
who are minimally impaired on sareening.
Although it can be useful in evaluating the
impact of depression, anxiety, and other
psychologic symptoms on cognitive func-
tioning,” neuropsychologic testing is not
recommended routinely for all patients with
suspected dementia,

Evaluation

An algorithm to guide the mitial evalua-
tion of the patient with dementia is shown
in Figure 1. In the majority of patients, a
thorough history and physical examination

Initial Evaluation of Dementia
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Figure 1. Algorithm for initial evaluation of the patient with dementia.
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Suspected Dementia

will identify the most likely cause of cogni-
tive decline. Although relatively uncommon,
potentially treatable causes of dementia can
be ruled out by further laboratory testing
and neuroimaging. In many patients, revers-
ible conditions such as hypothyroidism or
depression are comorbid rather than being
the actual cause of cognitive dedine.
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Editorial

The Prevalence and Malignancy

of Alzheimer Disease

A Major Killer

n accompanying letter to the edi-
tor (p 304) provides another il-
lustration of the malignancy of Alz-
heimer disease, a phenomenon well
known to neurologists. Katzman and
Karasu® estimate that the senile form
of Alzheimer disease may rank as the
fourth or fifth most common cause of
death in the United States. Yet the
US vital statistics tables do not list
"Alzheimer disease,” "senile de-
mentia,” or “senility” as a cause of
death, even in the extended list of 263
causes of death,

The argument that Alzheimer dis-
ease is a major killer rests on the as-
sumption that Alzheimer disease and
senile dementia are a single process
and should, therefore, be considered a
single disease. Both Alzheimer dis-
ease and senile dementia are progres-
sive dementias with similar changes
in mental and neurological status
that are indistinguishable by careful
clinical analyses.”* The pathological
findings are identical—atrophy of the
brain, marked loss of neurons, neu-
rofibrillary tangles, granulovacuolar
changes, and neuritic (senile) plaques.
Ultrastructural studies have estab-
lished the identity of the neurofibril-
lary tangle with its twisted tubule
and the senile plaque with its amyloid
core and degenerating neurites in the
brains of patients with Alzheimer dis-
ease (under age 65) and senile de-
mentia (over age 65). Most recent
ultrastructural and neurochemical

Arch Neurol-Vol 33, April 1976

studies indicate that the neurofibril-
lary tangle in both disorders is char-
acterized by the twisted tubule that
represents two neurofilaments joined
together in a helical fashion with a
period of 800 Angstroms. The studies
of Tomlinson et al* and Blessed et al’
have established a quantitative corre-
lation between the degree of de-
mentia and the number of neuro-
fibrillary tangles and senile plaques
in the cerebral cortex. The evidence
on which a distinction between senile
dementia and Alzheimer disease can
still be argued is the genetic analysis
of Larsson et al.* In their analysis of
the kindred of patients with senile
dementia, numerous relatives were
found with senile dementia, but none
with a diagnosis of Alzheimer dis-
ease. However, the incidence of the
Alzheimer senile dementia complex is
strongly age-related, even among the
elderly. Larsson et al* had suggested
a predisposing, autosomal dominant
gene with age-related penetrance,
reaching a penetrance of 40% at age
90. Therefore, the absence of any
relative with "“Alzheimer disease”
might be related to its relative infre-
quency in patients under 65. More-
over, in a genetic study carried out in
Switzerland, Constantinidis et al’ en-
countered the two diseases in the
same family. Although further stud-
ies are clearly indicated, the fact re-
mains that neither the clinician, the
neuropathologist, nor the electron mi-
croscopist can distinguish between

the two disorders, except by the age
of the patient. Today, the majority of
workers in the field accept the iden-
tity of the two disease.* We believe
that it is time to drop the arbitrary
age distinction and adopt the single
designation, Alzheimer disease.
Precise epidemiological informa-
tion is not available concerning the
prevalence of Alzheimer disease in
the United States. However, several
excellent community surveys of the
prevalence of organic dementias in
persons over age 65 have been carried
out in northern Europe.”' In these
series, care has been taken to include
persons living at home as well as
those receiving institutional care. The
prevalence of “severe dementia” or
organic "psychosis,” terms used to de-
scribe patients in whom, in addition
to intellectual deterioration, there
was evidence of disorganization of
the personality and inability to carry
out the normal tasks of daily liv-
ing, averaged 4.1%. The prevalence of
"mild dementia” and "mild mental
deterioration” or “chronic brain syn-
drome without psychosis,” terms used
to describe individuals with intellec-
tual impairment who are still able to
carry out activities of daily living,
averaged 10.8%. Estimates of the inci-
dence of Alzheimer disease (senile de-
mentia) among patients over age 65
with organic dementia vary between
40%' and 58%.' Applying these fig-
ures to the United States, the preva-
lence of Alzheimer disease in persons
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1980-1989. FARKINDALIK VE HAREKET

1980:
ALZHEIMER'S ASSOCIATION KURULDU.

JEROME H. STONE VE BAZI AILELER NIA ILE GORUSTU.
NP STONE BASKAN OLDU. BUGUN 2 100 PROJEDEN $300

ILYON KAiANDI VE BIRCOK CALISMAYA DES l

ALZHEIMER

TURKIYE ALZHEIMER DERNEGI, ALZHEIMER
HASTALIgEI VE DISER DEMANS SENDROMLARIYLA
ILGILENEN SAgLIK PERSONELI, HASTALAR,
HASTA YAKINLARI VE GONULLULER TARAFINDAN
1997 YILINDA KURULMUSTUR.

ESKISEHIR ALZHEIMER DERNEgI 200 1 YILINDA
KURULDU.



1983
AYLIK ULUSAL ALZHEIMER HASTALIgI DEKLARASYONU CIKMAYA
BASLANDI.FARKINDALIK ARTTI VE 1983 DE ILK ULUSAL KONGRE YAPILDI.

1984
BETA-AMILOYID BULUNDU.

GEORGE GLENNER VE CAI'NE WONG, BETA AMILOID OLARAK DA
BILINEN ""A NOVEL CEREBROVASCULAR AMYLOID PROTEIN'"' YAYINLADI.

1986
TAU PROTEIN BULUNDU.




1987

ILK ALZHEIMER ILACI BULUNDU

“THE ALZHEIMER'S ASSOCIATION”, NIA VE WARNER-LAMBERT
PHARMACEUTICAL COMPANY (PFIZER) DESTEKLADI VE TAKRIN KLINIK
CALISMALARI YAYINLANDI.

Tacrine




TACRINE FOR TREATING ALZHEIMER'S DISEASE
GARY W. SMALL, MD
JAMA. 1992:268(18):
ARTICLE
REFERENCES
ABSTRACT
ABSTRACT | REFERENCES
TACRINE (TETRAHYDROAMINOACRIDINE, THA) WAS FIRST AVAILABLE IN
AUSTRALIA IN THE MID 1940s WHEN IT WAS USED WITH MORPHINE TO LESSEN
RESPIRATORY DEPRESSION WITHOUT AFFECTING ANALGESIA.1 ITS
ANTICHOLINESTERASE ACTIVITY EVENTUALLY LED TO CLINICAL TRIALS IN
PATIENTS WITH PRESUMPTIVE ALZHEIMER'S DISEASE (AD), BUT THESE PILOT
STUDIES DEMONSTRATED ONLY MODEST EFFICACY USING TACRINE ALONE OR
IN COMBINATION WITH LECITHIN. CONSISTENT FINDINGS OF A CHOLINERGIC
DEFICIT IN AD MAKE SUCH CHOLINERGIC MANIPULATION A THEORETICALLY
ATTRACTIVE PALLIATIVE TREATMENT. TRIALS OF OTHER CHOLINOMIMETICS,
HOWEVER, HAD SHOWN AT BEST MODEST RESULTS AND OFTEN PRACTICAL
LIMITATIONS—EG, CHOLINE CAUSES A FISHY SKIN ODOR AND THE 3O-MINUTE
HALF-LIFE OF PHYSOSTIGMINE IS TOO BRIEF FOR LASTING CLINICAL EFFECTS.
SCIENTIFIC AND PUBLIC INTEREST, AS WELL AS CONTROVERSY, EXPLODED IN
1986 WHEN SUMMERS AND COLLEAGUES REPORTED DRAMATIC RESULTS
FROM A DOUBLE-BLIND, PLACEBO-CONTROLLED TRIAL OF TACRINE IN 17
PATIENTS WITH APPARENT CLINICAL DIAGNOSES OF AD.
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Tacrine-Induced Hepatotoxicity
Tolerability and Management

Ross Balson,! Peter R. Gibson,2 David Ames? and Prithi S. Bhathal*

Department of Gastroenterology, The Royal Melbourne Hospital, Parkville, Victoria, Australia
University of Melbourne Department of Medicine, The Royal Melbourne Hospital, Parkville,
Victoria, Australia

University of Melbourne Department of Psychiatry, The Royal Melbourne Hospital, Parkville,
Victoria, Australia

Department of Anatomical Pathology, The Royal Melbourne Hospital, Parkville, Victoria, Australia

Contents

Summary
1. Clinical Role and Efficacy of Tacrine in Alzheimer’s Disease
2. Mechanisms of Action of Tacrine in Alzheimer’s Disease
2.1 Biochemical Abnormailities in Alzheimer’s Disease
2.2 Pharmacological Effects of Tacrine
. Pharmacokinetics of Tacrine

Frequency
Effect on Participation in Clinical Trials
Clinical Features and Laboratory Abnormalities
Histological Features
Time Course and the Effect of Drug Withdrawal and Rechallenge
Predictors of Tacrine-Induced Hepatotoxicity
5.7 Mechanisms of Tacrine-Induced Liver Cell Injury
. Clinical Approach to Tacrine and Hepatotoxicity
6.1 Aims
6.2 Practical Guidelines
. Conclusions

Summary Tacrine, a centrally acting, reversible acetylcholinesterase inhibitor, is effec-
tive in the treatment of Alzheimer’s disease. However, a major adverse effect of
the drug is hepatotoxicity, which affects about one-half of patients treated.

The pathogenic mechanisms of this hepatotoxicity are poorly understood, but
probably involve reactive metabolites. The liver injury is predominantly that of
hepatocellular necrosis, and manifests as an increase in serum alanine amino-
transferase (ALT) levels; 25 and 2% of patients will experience ALT levels greater
than 3 times and 20 times the upper limit of the normal range, respectively.

Although hepatotoxicity is generally asymptomatic and has not led to death,
severe reactions have been reported, and careful monitoring of ALT levels is
mandatory in all patients, especially during initiation of therapy and following




1987

ILK ALZHEIMER GENI BULUNDU

KROMOZOM 2 1 UZERINDE SAPTANAN BIR GEN APP
KODLANMASINDAN SORUMLU IDI.



1990-1999: TEDAVI ACILIYETI

: Advancmg Alzheimer s Disease Therapeuﬁc Research
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ADCS, 30 ARASTIRMAYI ICERIYORDU (23 ILAC CALISMASI VE 7 ENSTRUMAN
GELISTIRME). TUM CALISMALAR 9-800 ARASI HASTAYI ICERIYORDU. ADCS COK
SAYIDA YAYIN OLDU.
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1990-1999: TEDAVI ACILIYETI

11995

ILK ALZHEIMER RISK FAKTOR GENI ORTAYA CIKTI
APOE-E4, KROMOZOMI19 ILE ILGILI

995

FDA ILK ALZHEIMER ILACINI ONADI.
TACRINE (COGNEX)

41



1994

ILK DUNYA ALZHEIMER GUNU (21 EYLUL)

1995

ILK TRANSJENIK FARE MODEL ACIKLAMASI

1999

"ALZHEIMER ASISI" BASLANDI



1994: BASKAN REAGAN TANISI DUYURULDU
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Oncg, they seemed invincible. Now former President
Ronald Reagan is gravely ill with Alzheimer’s, and Nancy
has rebuilt her life to care for him, hands-on, every day




SEVGILI AMERIKALILAR,

GECENLERDE BANA ALZHEIMER HASTALIgI ILE TUTULMUS
OLACAK MILYONLARCA AMERIKALININ BIRI OLDUgUMU
SOYLENDI.

SU ANDA, BEN SADECE KENDIMI 1Y] HISSEDIYORUM. BEN SEVGILI
NANCY VE AILEMLE BIRLIKTE HAYAT YOLCULUEUNU PAYLASMAYA
DEVAM EDECEEIM.

KAPANISTA, BANA BASKAN OLARAK HIZMET SAZLAYAN BIR BUYUK
ONUR VERDIZINIZ ICIN SIZE, AMERIKAN HALKINA TESEKKUR
EDERIM.

SIMDI HAYATIMIN GUN BATIMINA DOgRU BENI GOTURECEK
YOLCULUK BASLIYOR. BEN AMERIKA ICIN HEP ONDE PARLAK BIR
SAFAK OLACAZINI BILIYORUM.

TESEKKURLER ARKADASLAR.

ICTENLIKLE,



2000-2009: UMUT

2003
GENETIK CALISMALAR BASLADI
2004

PITTSBURGH COMPOUND B (PIB) CALISMASI YAPILDI
NEUROIMAGING INITIATIVE (ADNI)

— A
— Tau-mediated neuronal injury and dysfunction

s Brain structure

ﬁ*\ : Memory
=== Clinical function




2005
ALZHEIMER'S & DEMENTIA®

2008
ULUSLARARASI ILERiI CALISMALAR BASLADI

IONAL SOCIETY TO ADVANCE ALZHEIMER'S RESEARCH AND TREATMENT (IST/

2009
KONGRE
'S ASSOCIATION INTERNATIONAL CONFERENCE ON ALZHEIMER'S DISEASE®
BIYOMARKER STANDARDIZASYONU (BOS)



2010-2019 ! ULUSAL VE ULUSLARARASI AJANDA

2010

“AN INFLUENTIAL MODEL OF BIOMARKER CHANGES DURING
ALZHEIMER'S DISEASE PROGRESSION IS FIRST PUBLISHED”



1984

1) Alzheimer tanisi klinik ve patolojik bir tanidir.

2) Tani sadece olasi ve muhtemel olarak verilir.

3) Hastalik ileri diizeyde ve demans esik degerlerini asmis ise kesin demans
denilebilir.

demans

khinik olasi/muhtemel
[ AH

POST- i -

MORTEM ndropatoloji

48



2010 yeni kurallar

KLINIK-BIYOLOJIK

Biyobelirtecler histopatolojinin gostergesidir.

— klinik tani invivo dur.
— daha fazla referansa ihtiyac yoktur.

Alzheimer Hastaligi

tipik / atipik

/[

[ KLINIK

BiYOLOJi

Pt

Biyobelirtecler




20102019 : ULUSAL VE ULUSLARARASI
AJANDA

201 1

PRESIDENT OBAMA IMZAL ADI
ULUSAL AlLzZHEIMER PROJE HAREKETI (NAPA)

ALZHEIMER HASTALIGINDA YENi KRITERLER

111




0 1906
01970
0 1993
0 1997
0 1997
0 2000
01 2001
0 2003

Alzheimer tanimai
Kolinerjik hipotez
Takrin

Vitamin E
Donepezil
Rivastigmine
Galantamine

Memantine

01 2008-2019 hastalik modifiye
edic1 tedaviler



YENI TANI
KRITERLERI(2011)

Stage 1: Disaridan normal
Stage 2: Cok hafif bozukluk
Stage 3: Hafif bozukluk

Stage 4: Orta dereceli bozukluk
Stage 5: Orta ciddi bozukluk
Stage 6: Ciddi bozukluk

Stage 7: Cok ciddi bozukluk
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Terapotik
Kognitif kapasite » | Yaklagim
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15 - 30 yil >-10yil
Preklinik evre Klinik evre

Siire

Hastaligin preklinik

Klinik baslangi
baslangici Tangle
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AMILOID PLAK




NOROFIBRILLER YUMAKLAR







bellek BOS MRI PET-FDG PET-
ligand
NINCDS - spesifik dislama dislama O6zgun degil bilinmiyor
ADRDA degildi
Veni Krivarl amnestik tip \.Abeta MTL atrofi P-T PiB
Ll /' T-Ptau hipometabolizm retansiyon
a
Prodromal AH  >%9( >%90 >%85 >%80 >%95
icin gerekenler gqrgzin 2007  ponson  Colliot 2008 Mosconi 2004 Rowe 2007
2006

Sarazin et al. Neurology. 2007;69:1859-2016. Hansson et al. Lancet Neurol. 2006;5:228-234. Colliot et al. Psychiatr Sci Hum Neurosci. 2008;6:68-75.
Mosconi et al. Neurology. 2004;63:2332-2340. Rowe et al. Alzheimers Dement. 2007;3.



PIB-PET ILE ILK CALISMA

-

MR [C-11]PIB PET [C-11]PIB PET MR

16 AH ve 9 Normal. AH’lilerde %60-95 daha fazla tutulum. Bazi normaller AH gibi.

§5§1¥er‘é@ﬂ'6ﬂrﬁ@@9@%‘%ﬁﬂaéﬂﬂ%§%‘k@%i %S5. Price 2005: Lopresti 2005



RISK FAKTORLERI

KAFA TRAVMASI
YAS

OBEZITE
GENETIK

HIPERTANSIYON
ERKEN BASLANGIC

SERUM KOLESTEROL YUKSEKLIGI
GEC BASLANGIC

ERUM HOMOSISTEIN YUKSEKLIGI
KADIN? OSTROJEN? SERUM HOMOSIS UKSEKLIG

DEPRESYON
SIGARA

EGITIM VE ENTELLEKTUEL KAYIP

66



KORUYUCU FAKTORLERI

FIZIKSEL AKTIVITE

KAHVE

ANTIOKSIDAN, VIT C, E, B6, B12
FOLAT

OMEGA 3 YAG ASIT ALIMI

2 DIL KONUSMA

67



Primer koruma
Risk faktorlenin
taninmasi
llerlemenin
durdurulmasi

Sekonder koruma
llerlemenin
yavaglatiimasi
veya onlenmesi

ALZHEIMER HASTALIGI

llerlemenin
yavaslatiimasi
Semptomlarin
tedavisi




AMNESTIK HKB ON-AMNESTIK HKB

4 3 f A

R
[ZOLE COKLU ALAN [ZOLE EOKLU ALAN

AMNESTIK KR NON-AMNESTIK NON-AMNESTIK
HKB “ HKB HKB

LCD/PHD




Hastanin kognitif disfonksiyon sikayeti
var m1? / Hasta yakini kognitif

HAYIR disfonksiyon bildiriyor mu?

Hastanin depresyon belirti /bulgular: var
mi1? e

Uygun tedavi sonrasi
yeniden degerlendir

Hastanin sistemik bir hastalig1 var mi1?
Kronik ila¢ kullanimi var mi1?

Kronik hastalik ve ilac yan
etkileri acisindan degerlendir

B HAYIR
Hasta giinliik yasam aktivitelerini
bagimsiz stirdirttyor mu?

DEMANS

12



e Cekirdek kognitif bulgu nedir?
e Baslangic ve seyir nasildir?

o Cekirdek ve ikincil kognitif bozukluklarin

GYA'lar etkileme duzeyi nedir?

e Davranissal ve ikincil alanlarin katilim

zamanlamalari ve siddetleri nelerdir?



Tipik Atipik
Tablolar Tablolar
Rutin Biyokimya | Hemogram
Elektrolitler
Kalsiyum
Kan seker
ALT/AST
BUN/Kreatinin
Tiroid testien
812 vitamini
Folk asid
HOMosistein
Diger Biyokimya | Sfiks serolojisi
HIV serolojisi
Otoantikorlar
Amonyak

BTMRG MR-DWI
’AR’mE

Noropsikoloji
SPECT/PET

MR-Spektroskopi
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Genetik

Blopsi

HUCre sayis:

Sitolojs

Frotein dlzey

OKB

Anti-ndronal antikoriar

Kanaliopat antikoriar

Frotein 14-3-3

Total tau

p-au

AL

Mendelyan kaliim
genierinin taranmasi

APQOE ve PGRN kodon
178 gibi yatkinhk
polmorfizmler

Beym

Ter bezi

Kas

+ gerekli, -gereksiz, £ dazen

Tipik
Tablolar

Atipik
Tablolar
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(MMSE)
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DIL

ADLANDIRMA

Kalem Saat

TEKRARLAMA

"O gelmis olsayd: ben de giderdim.”

ANLAMA
Kagidi elinize alin, | ortadan ikiye katlayin, ayaginizin dibine birakin, .
YAZI
OKUMA
GOZLERINIZI KAPAYIN
KOPYA
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0.5

CDR

MMSE 2 25

MMSE 2 25

MMSE 20-24

MMSE 10-19

MMSE 0-9
L= 52 3

4

Bellekle ilgili yakinmalar yok veya 0zel isim
unutma gibi subjektif yakinmalar

llerleyici unutkanlik, objektif yakin bellek bozuklugu,
GYA'larda bozulma yok

Cogul kognitif bozukluklar, enstruimental GYA’larda
bozulma: hobiler, mali igler, yabanci mekanda yon
bulma, alet kullanma, = depresyon

Kognitif bozulmada artis, ev ¢gevresinde yon bulma,
iletisim, temel GYA'larda gucgluk: giyinme, yikanma,
beslenme; davranissal problemler: hezeyan,
hallusinasyon, anksiyete, fobiler

Global kognitif yikim, temel GYA’larda tumuyle
bagimli, ajitasyon, amacgsiz tekrarlayici hareketler,
sfinkter kontrol kusuru, yurtuyts bozuklugu
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Anamnez, fizik
muayene, mini mental
test, saat cizme testi,

geriatrik depresyon
skalasi ile takip etmeliyiz.
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Alzheimer Hastalig1-Agir evre

2238946 3/14/00 76F 03



PRIMER(DEJENERATIF)

Alzheimer hastalig

Lewy cisimcikli demans
Fronto-temporal demans
FTD-davranissal varyant
Ilerleyici tutuk afazi

Semantik demans

FTD-ALS

Hareket bozukluguyla birlikte
Parkinson hastaligi demansi
Kortiko-bazal dejenerasyon
Progresif suprantkleer paralizi
Huntington hastaligi
Multi-sistem atrofiler

Wilson hastalig
Noroakantositoz

Prion hastaliklari
Creutzfeldt-Jacob hastaligi
Gerstmann-Straussler-Scheinker hastaligi
Fatal familyal insomni

Cesitli pediyatrik demanslar
Kufs hastaligi

Metakromatik |6kodistrofi
Gaucher hastalig
Niemann-Pick hastaligi

Diger ender demanslar
Limbik demans

Poliglukozan cisimcik hastaligi
Arjirofilik tahil hastaligi

SEKONDER

Vaskliler demans

*Multi-infarkt demans
Binswanger hastaligi

«Stratejik infarkt demansi
*CADASIL

Normal basincli hidrosefali
Toksik-metabolik demanslar
Wernicke-Korsakoff hastalig
B12 vitamin eksikligi

Hipotiroidi

Kronik karaciger hastaligi
Organik c¢oziicllere maruz kalma
Ilaclar

Infeksiyonlar

Herpes simpleks ensefaliti
Norosifilis

Kronik menenjitler

HIV-demans kompleksi

Whipple hastaligi

Kafa ici yer kaplayici hastaliklar
Neoplastik durumlar

Subdural hematom
Otoimmun-inflamatuar hastaliklar
Multipl skleroz

Behcet hastaligi
Paraneoplastik limbik ensefalit
VGKC ve NMDAR kanalopatileri
Granulomato6z anijitis

Primer sinir sistemi vaskauliti
NAIM sendromu




Multiple large Strategic
vessel infarctions infarctions Subcortical VaD
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FRONTOTEMPORAL DEMANS

96






Destekleyici bulgular

Davranissal bozukluklar

Kigisel hijyende bozulma
Mental rijidite

Cabuk celinebilirlik
Hiperoralite-diyette degisiklik

Perseveratif ve stereotipik hareketler



Destekleyici bulgular

Konusma-dil ile ilgili

Konusma cikisinda degisiklik
Kendiligindenlik kaybi ve ekonomik konusma
Basincli konusma

Stereotipik konusma

Ekolall

Perseverasyon

Mutizm



Destekleyici bulgular

Fiziksel bulgular

Primitif refleksler
Inkontinans
Akinezi, rigidite, tremor

Dusuk ve labil kan basinci






Frontotemporal Demans




ik Demans
MRG Bulgusu

Semant

eaél_r

104



Demans  Sendromun’um)iyasia‘ birlikte hem
insidansi hem prevelans: artmaktadir. Tum
demans nedenleri icin insidans yilda 75/100
000’dir. Alzheimer Hastaligi prevalans:t 65
yasinda %10,3 iken, 65-85 yaslan arasinda
hastalik prevalansi her 5 yilda bir 2 kat artarak
80 yasin uzerinde %47’ye ulasmaktadir.



TANISI KONMAMIS DEMANS HASTALARI
ILE EN COK BIRINCI BASAMAK
HEKIMLERI KARSILASMAKTADIR
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"O gelmis olsayd: ben de giderdim.”
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Kagidi elinize alin, | ortadan ikiye katlayin, ayaginizin dibine birakin, .
YAZI
OKUMA
GOZLERINIZI KAPAYIN
KOPYA

AT

é\ 7
\L | _7\ g 108










