ThIS i nvention relates to transgenic nannals and birds that are not
susceptible to spongi form encephal opathies (i.e., scrapie-like or prion 5
“di seases), due to absence of endogenous functional prion protein ("PrP").
NMore particularly, this invention relates to DNA targeting nol ecul es that

ﬁspeC|f|caIIy di srupt PrP genes by honol ogous reconbination in transfected
animal cells, to cultured 10 cells tranmsP8rmed with such DNA targeting
nol ecul es, and to animals derived fromthose transforned calls and the

“transgeni ¢ progeny of such ani mals.

TRANSGENIC ANIMALS LACKING PRION PROTEINS

ABSTRACT

This invention relates to transgenic mammals
and birds that are not suscaptible to spongiform
encephalopathies (i.e., scrapie-like or prion

5 diseasas), due to absenca of andoganous functional
prion protein ("PrP%), More particularly, this
inventicn relates to DNA targeting molecules that
specifically disrupt PrP genes by homologous
recombination in tranafected animal cells, to cultured

10 cells transformed with such DNA targeting molecules,
and to animals derived from thosa transformaed cells and
the transgenic progeny of such animals.
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