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lated NCAMs promote cell migration and, thus, they
are thought to play a critical role in development. More
specifically, it has been shown that, during diaphrag-
matic morphogenesis, the expression of polysialylated
NCAMs is tightly modulated along each stage of my-
ogenesis (Allan and Greer 1998).

Finally, although it is less likely, we cannot exclude
the possibility that both the mentioned hypotheses are
true. In this case, the critical region would be represented
by the extent of the deletion in patient 8 (fig. 1).

Additional findings are needed to refine the search for
a CDH gene in 15q chromosome. However, it seems
likely that NR2F2 and ST8SIA2 are the best candidates.
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Reply to Castiglia et al.

To the Editor:
In response to our article in the May issue of the Journal
(Klaassens et al. 2005), Castiglia et al. (2005 [in this
issue]) address the strategy of including patients with a
15q deletion but without congenital diaphragmatic her-
nia (CDH). They defined a deletion on 15q26.1–26.2 in
a girl with multiple congenital anomalies but without
CDH. Combining data from this patient with previously
published data from two patients with a 15q deletion
but without CDH (Rogan et al. 1996; Tonnies et al.
2001), Castiliglia et al. (2005) found a discrepancy be-
tween our data and the CDH locus that they determined.
Of the two hypotheses postulated to explain these con-
tradictory results, we support the first one, which sug-
gests that including patients without CDH in the analysis
might be inappropriate because of the possibility that
heterozygous deletion of a part of 15q (which results in
haploinsufficiency for this locus) might not be com-
pletely penetrant. Incomplete penetrance could also ex-
plain, in part, the variability in phenotype of patients
with CDH and a 15q deletion.

Since the publication of our article, we have been able
to more precisely define the deletions in our patients with
CDH. With CDH patients only, a 4-Mb common CDH
region would be located between BAC clones RP11–
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44A22 (overlapping with RP11–641M8 and RP11–
261M12; see fig. 1 in Castiglia et al. [2005]) and RP11–
616M17 (data not shown), with the telomeric boundary
determined by the interstitial deletion of patient 1 (pa-
tient 8 in fig. 1 in Castiglia et al. [2005]). We, therefore,
excluded some genes from the region, including the
SIAT8B gene (MIM 602546) suggested by Castiglia et
al. (2005) as one of the candidate genes for CDH. The
remaining region still contains NR2F2, IGF1R, and
three hypothetical genes. We are in the process of screen-
ing, with mutation analysis, all genes in this deleted re-
gion in a large group of CDH patients and screening
with FISH for deletions. Of the genes located in this
region, we still consider NR2F2 to be the most likely
candidate. The recent report by Tümer et al. (2004) sup-
ports this hypothesis. They analyzed three ring carriers,
one of which had a different phenotype than the other
two patients (Tümer et al. 2004). This third patient had
CDH and other anomalies, and the deletion included the
same genes as in the other two patients, except for the
NR2F2 gene, which was deleted only in the patient with
CDH. In contrast to the opinion of Castiglia et al.
(2005), we believe ring carriers can provide valuable
clues in the search for chromosomal loci that could be
involved in the etiology of congenital anomalies. Al-
though ring chromosomes can be unstable, we have not
observed gain or loss of other genetic material. In ad-
dition, the new chromosomal telomeric DNA of deriv-
ative chromosomes in unbalanced translocations could
be of influence.

In conclusion, we hypothesize that 15q26.1–26.2, a
gene-poor region, plays an important role in the etiology
of CDH. Haploinsufficiency of this region might not be
completely penetrant. We still propose NR2F2 to be the
most likely candidate, but disruption of a regulatory
element or other gene in this region cannot be excluded
as a cause of CDH.
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