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TIiE APOLIPOPROTEIN E POLYHORPHISU AT TBE

DNA-LEVEL
llarlJke Snit, Eduard KL;6Ei:
TNO, Lelden, The Netherlands'

Three dlfferent E2 mtants are knom: E2 (ARG

145 + CYS), E2 (LYS 146 + GLN) aad E2 (ARG I58 *
CYS). These E2 Ntaots cannot be dlstingul6hed
frou each other by lsoeleclrlc focusing' Tht

deEecElon of apo Ei (anc I58 + CYS) and apo E2

(LIS 146 + GLN) ulth synthetic oll8'oEer-DNA
probes uill be presented. DNA fragoents of nlne-
ieen basepai.rs r hmoloS,ous to the mutaEed 6ile
(E2) or to the v11d type (E3) are hybrldtzed to

hunan DNA. The condltlons are chosen ln such a

eay that only th€ perfect conpleuentary DNA s111

hylrldize. Usiag an apoE cDNA clone as hybrld-
ization probe a Restrictlon Fragoent Length

Polyoorphisn (R-FLP) vas detected sith th€ re-
striccil. enzyue Hpal ln both tyPe III BLP

pa!1ents and a control populatlon' The dlgestlon
sl"th }tpaI 1ead6 to the finding of tso discrete
baods Lf 20 kb(H2) and 27 kb(tsI) respectlvely'
The tuo alleles EL and Ii2 segregate tn a Hendel-
1an fashlon. The ItI frequency 1s hlShest 1n

controls (0.63 vs 0.37) vhereas the Il2 frequency
i6 hlghest aong the clinically dlagnosed type
rrl H;P p.tlentJ (0.94 vs 0.06). ConslderlnS the

apo E phenotype of the Patients an assoclatlon
bltseen the aPoE phenotype and tspal SenotyPe i6
deoonaErated. At Present our findlngs 6ug8esl
that hooozyS,oslty for the E2 allele 1s 1n the
vast osloriiy of caees (94I) lndlcatlve for tbe
E2l2 phenotype.
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