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Phenotype in patients with Angelman syndrome
The excellent report by Gillessen-Kaesbach et al1 on seven
patients with a consistent phenotype which is unusual for
Angelman syndrome reinforces the emerging notion that
features resembling those of Prader-Willi syndrome can be
associated with molecular defects classically leading to the
former but not the latter. In addition to these patients and
the references cited in the paper, another girl with clinical
features resembling Prader-Willi syndrome, inversion–dupli-
cation of 15q and absence of maternal methylation pattern
was recently described Dupont et al.2 In the same context, it
should be noted that the partial paternal disomy mouse
model for Angelman syndrome shows obesity as a consistent
characteristic.3 Reviewing earlier literature, one may find
striking similarities between the patients reported by Gilles-
sen-Kaesebach and the condition described by Clara and
Lowenthal in four siblings.4 These patients had cystinuria in
association with features somewhat suggestive of Prader-Willi
syndrome, and recent reappraisal of their diagnosis failed to
show cytogenetically detectable 15q11 deletions (Jaeken,
personal communication). However, this might prompt to
search for imprinting defects of the critical region for
Angelman syndrome in these Belgian patients as well as for
cystinuria in the German patients.
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Reply to letter from B Dan
We appreciate the interesting comments on the report by
Gillessen-Kaesbach et al. We agree that the Angelman
syndrome (AS) patient described by Dupont et al displays a
similar phenotype in comparison with the patients with AS
due to an imprinting defect. However, neither the mouse
model described by Cattanach et al nor the other AS patients
resolve the question of why obesity is present in these
patients.

Indeed, the siblings reported by Clara and Lowenthal
should be tested by methylation analysis at the SNRPN locus.
It is tempting to speculate that our patients might turn out to
have cystinuria.

Gabriele Gillessen-Kaesbach
Bernhard Horsthemke
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