Drs. K. Sidle, A. Hill and J. Collinge, Imperial College
at St. Mary's, London, UK).

From data on this family, we conclude that (1) brain
pathology in FFI dissociates prominently from PrP
deposition; with regard to the unresolved pathogenetic
role of PrPres; these data support a loss of function
model rather than neurotoxicity; and (2) there is consid-
erable variability of manifestation age and disease dura-
tion in this FFI family, in spite of constant homozygous
methioninePRNP genotype at codon 129.
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In 1996, we identified fatal familial insomnia (FFI) in
a new Austrian family (1-3); a detailed report is in
preparation. FFI was first suspected in a male of zacknowledgement

years according to the clinical course; the pathogno- This study is part of the EU Concerted Action on

monic FFI prion protein (PrP) genotype was ider‘tiﬁGdHuman Transmissible Spongiform Encephalopathies
on DNA extracted from leukocytes. Retrospectively,(F,roject leader: H. Budka)

other three affected family members were found: the
propositus' mother (age 58), his grand-aunt (age 20) anGkeferences

the latter's mother (age 60). A brother of the first patient_

died at age 37 only recently and is under further investi-
gation. These 5 patients have died after disease of 13, 8,
10, 18 and 4 months, respectively. The clinical course
was relatively uniform, including prominent weight loss
and dysarthria in all patients, impairment of sleep, mem-
ory loss, perioral myoclonus, diplopia, gait ataxia, veg-

etative dysfunction and impaired vigilance in 4, apathy 3,

and fatigue in 2, tremor, vertigo, confusion and halluci-
nations in one patient each. Insomnia was not observed
in one patient.
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All 4 patients examined had the same PRNP geno-
type of D178N and M129M (molecular genetic data by
courtesy of Drs. O. Windl and H. A. Kretzschmatr,
Institute of Neuropathology, University of Gottingen,
Germany).

Autopsy material was available in 4 affected mem-
bers; the clinical report only is available from the 60
year-old patient. Neuropathology was remarkably uni-
form, with prominent degeneration of thalamus and
inferior olives. Two brains showed additional olivary
pseudohypertrophy. Spongiform change was observed
in only one area of one brain. Immunocytochemistry for
PrP on numerous tissue blocks revealed mild deposits in
the cerebellar molecular layer of one brain only; the
brain of the recently deceased patient is under further
investigation. Western blotting of one brain showed only
trace amounts of PrPres (preliminary data by courtesy of
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