Proc. Natl. Acad. Sci. USA __ SRR ————————————

Review

\

\

\

\

\

\

\

!
(I

\

\
|

______ Genetic dissection of Alzheimer disease. a heteroaeneous disorder

_— s
: ——

— - 5
(amyloid precursor protein/chromosome 14 /anolinobrotein E /Volga Germans)

e ——

Gerard D. Schellenberg
Geriatric Research Education and Clinical Center (182B). Seattle Veterans Affairs Medical Center, 1660 South Colombian Wav, Seattle. WA 98108-1597

ABSTRACIT The genetics of Alzhei- maior component in this amvloid is a accurate diaenosis of the disease in famil-




CHO CHO

- -=ff COOH

/\ N

e v 1516 17

exon 7

exon 8 exons

signal peptide [ negatively charged =il AB peptis

J cysteine-rich W | transmembrane do
-Gly-
-Gly- -GIn- -Phe-
-Asp-Leu- \ / -lle-
1 -Ala-Glu-
-Lys-Met— 692 693 -Val-
670 671

' v

i

pB-secretase

|
4 A B peptide, A |

o-secretase Y-secretas



8554 Review: Schellenberg Proc. Natl. Acad. Sci. USA 92 (1995)

clcavage. referred to as a-secret asc Table 1. Early-onset FAD kindreds
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normal processing and the production of Chromosome 14 kindreds
intact AB was thought to be a disease Finnish kindred 36 = 3 (n= 6;32-39) 64
process. Subsequent work in a variety of L 42 * 4.6 (n=16;30-48) 63
systems has now shown that normal cells LH/603 48 = 6.5 (n=18;37-68) 63, 65
can produce intact AB (51-53). Moreover, Torl.1 43 65
e detection of AB in normal cerebral FAD1 52 * 623(n=25 19, 65
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spinal fluid (51, 52) demonstrates that AB FAD2 487% 53 (n=12) 19, 65
e ace The FAD3/SNW 52+ 25 (n= 7.48-56) 63, 65
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B While most of the populations studied the GIn-693 mutation, in which 31 af- peptides (128), In vitro experiments dem-

|

have been late-onset, one report of an fected subiects were genotvped for APOE onstrate that apoE binds to _AB in an

isease ex- pared to anoE-£3. However. in another

with €4 (113). However, in another study pression was observed (121, 122). Like- study, Apo-£3 bound better than ApoE-¢4

] of Japanese early-onset sporadic AD) cases  wise. APOE genotvoes do not influence (130). Ma ef al. (131)._who used amvloid
-’
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