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susceptibility locus and polymorphisms
centred on D13S260. The putative BRCA2
gene at this locus is distinct from the re-
tinoblastoma (RB1) gene although LOH for
chromosome 13 in tumour tissue frequently
involves both loci. As with BRCA1, BRCA2
haplotypes cosegregate with early onset breast
cancer; by contrast with BRCA1, BRCA2 is
less often associated with ovarian cancer, but
does confer a small increase in the risk of
breast cancer in males. These two genes are
likely to account for the majority of families
with increased susceptibility to early onset
breast and ovarian cancer; a further gene
or genes may nevertheless avait discovery.
Determining the function of these genes
should provide significant clues to the un-
derlying mechanisms leading to cancer and,
in the longer term, indicate possible routes
to treatment of one of the major diseases of
modern times.

JOHN C K BARBER

Two long QT syndrome loci map to chro-
mosomes 3 and 7 with evidence for fur-
ther heterogeneity
Jian C et al. Nature Genet 1994;8:141-7.

Prolongation of the QT interval and other
repolarisation abnormalities have been as-
sociated with a syndrome of episodic cardiac
arrhythmias in the long QT syndrome (LQT).
LQT causes episodic and abrupt loss of con-
sciousness, seizures, and sudden death from
ventricular tachyarrhythmias. Both autos-
omal dominant and recessive patterns of in-
heritance have been reported. In 1991 the
same authors found that LQT was closely
linked to the Harvey-Ras 1 gene (HRAS) on
chromosome lIp in a large Utah family. This
localised an LQT gene to chromosome
lpl 5.5. A letter from a French group in the
same issue of the journal now confirms that
HRAS is excluded from the region containing
the LQT gene and that LQT is more cen-
tromeric in I I p 1 5.5 than previously thought.
In this current paper Jiang et al describe a
genetic linkage analysis localising two new
autosomal dominant LQT loci, nine families
being completely linked to markers on chro-
mosome 7q35-36 (LQT2) and three families
completely linked to 3p21-24 (LQT3). A
further three families fail to show linkage to
any of these three known loci indicating that
there is at least a fourth LQT locus. Two
possible candidate genes for LQT2 have been
postulated; a chloride channel and a mus-
carinic receptor have been mapped to the
corresponding region. The gene encoding an
L type calcium channel alpha 1 subunit has
been mapped to chromosome 3p21-23 and
must be a candidate for LQT3. The relative
importance of the four or more possible loci
is not yet known. The phenotypes of patients
with the different forms ofLQT are described
as being surprisingly similar. The authors
postulate that the repolarisation ab-
normalities underlying different forms of
LQT are the same. LQT genes, they feel, may
encode elements of a common physiological
mechanism of arrhythmia and perhaps by
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an encoded arginine to a stop codon, the
authors omit to mention the chromosomal
location (11q13) of the gene itself.

JILL CLAYTON-SMITH

Mutation analysis in patients with poss-

ible but apparently sporadic Hunting-
ton's disease
Davis MB, Bateman D, Quinn NP,
Marsden CD, Harding AE. Lancet 1994;344:
714-17.

Genetic counselling of families where there
is an isolated case of possible Huntington's

j GRAY disease can be difficult. Davis et al present
44 cases of possible sporadic Huntington's
disease studied using two polymerase chain
reaction (PCR) methods. The first amplifies
both the critical CAG repeat and the poly-
morphic flanking CCG repeat (seven to 12

an un- copies), the second method measures the
obinuria CAG repeat directly (normal range eight to
lauro S. 33 copies). The cases were divided into prob-

able or doubtful Huntington's disease. The
family history was noted as negative (both
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