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Table 1

Genetic Models Used in the Parametric Analysis

MODEL OF

INHERITANCE

ALLELE

FREQUENCY PENETRANCE

p q f1 f2 f0

Dominant 1 .99 .01 .9 .9 0
Dominant 2 .95 .05 .5 .5 .005
Recessive .75 .25 .8 .005 .005

NOTE.—v Between males and females was considered to be equal.
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Reply to Kock et al.

To the Editor:
In their study, Kock et al. (2002 [in this issue]) inves-
tigated two families from South Tyrol, to test for linkage
with a restless legs syndrome (RLS)–susceptibility locus,
on chromosome 12q, that was recently identified by our
group (Desautels et al. 2001). They genotyped a total
of 51 subjects by use of four markers spanning a 17-cM
interval on the candidate region. Assuming both a dom-
inant and a recessive mode of inheritance, Kock et al.
failed to replicate our reported linkage on chromosome
12q in the families that they studied. In addition, aiming
to reproduce our original results, they subsequently an-
alyzed the same family that we studied by use of our
marker data and the published recessive model, assum-
ing a phenocopy rate of 80%. Being unable to replicate
our findings by use of our own material, Kock et al. have
raised some concerns regarding the recessive model de-
scribed in our article.

Unfortunately, the published version of our original ar-
ticle reporting linkage between RLS and a locus on chro-
mosome 12q (Desautels et al. 2001) contained an error.
Indeed, the information presented for the penetrance val-
ues and phenocopy rates in the published table (p. 1267)
does not correspond to the values used in our analyses.
The genetic models used by our group were based on
realistic assumptions, which are listed below, in the rec-
tified version of the table (table 1; for the recessive model,
the disease-allele frequency was set at 0.25 with a reduced
penetrance of 0.8 and an estimated phenocopy rate of
0.005). The error involves only the presentation of the
table, not the parametric analyses per se. Therefore, this

will clarify the issue pertaining to our model raised by
Kock et al., since their criticisms were based on misin-
terpretations induced by this unfortunate error.

The nonreplication of our positive linkage in two South
Tyrolean families’ results raises the hypothesis that genetic
heterogeneity is present. Accordingly, since the publica-
tion of the original study, additional families have been
recruited and investigated for the candidate interval. Al-
though linkage to chromosome 12q has been confirmed
in some kindreds, our analyses indicate that a number of
families are definitely not linked to this region, further
supporting the heterogeneity hypothesis (A. Desautels, G.
Turecki, J. Montplaisir, A. S. Walters, B. L. Ehrenberg,
K. Brisebois, A. K. Desautels, W. G. Johnson, E. Lugaresi,
G. Coccagna, D. L. Picchietti, A. Lazzarini, Y. Gingras,
and G. A. Rouleau, unpublished data). Taken together,
these data suggest that other putative loci, besides the
locus on chromosome 12q that has recently been iden-
tified by our group, could be involved in the etiology of
this common sleep disorder.
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ke C, Ozelius L, Klein C, Pramstaller PP, Kramer PL (2002)
Mode of inheritance and susceptibility locus for restless
legs syndrome, on chromosome 12q. Am J Hum Genet 71:
205–208 (in this issue)

Address for correspondence and reprints: Dr. Guy A. Rouleau, Centre for
Research in Neurosciences, The Montreal General Hospital, 1650 Cedar Avenue,
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