
Sir,
Intra-familial phenotype variability in patients with
Jalili syndrome

Jalili syndrome1 is a rare autosomal-recessive
disorder, which is caused by mutations in the CNNM4
gene.2,3 Two phenotypes are proposed: associated

with bull’s eye maculopathy and peripheral retinal
degeneration (type A), or with minor retinal dystrophy
(type B).4

We report two new cases (siblings of 15 and 16 years of
age) with different retinal findings, and their relationship
with the existing phenotype classification. Fundus
examination revealed severe bull’s eye maculopathy in
one sibling and diffuse retinal dystrophy in the other.

Figure 1 (a–e) Ocular and dental phenotype: ocular phenotype is illustrated by color fundus images and corresponding
autofluoresence images, which show mild (III/4) to severe (III/5) maculopathy and retinopathy. Kinetic visual fields show a central
scotoma and retained peripheral field sensitivity to large isopters (blue: V:4e; green: I:4e) in both patients, with the exception of the left
eye of III/4 (lower panel). Horizontal line scans through the center of the macular are shown at the right. (a) Detailed retinal OCT
analysis of the horizontal scans in this area of increased AF shows loss of the inner segment ellipsoid (illustrated by the absence of blue
lines) and severe reduction of the outer retinal layers with merging of the outer limiting membrane (OLM) and the retinal pigment
epithelium (RPE)/Bruch’s membrane complex (absence of red lines). (b) Three stages of retinal layer changes are demonstrated on one
horizontal line scan (yellow line, inset): absent inner segment ellipsoid (blue arrow), enhanced visibility of the inner plexiform layer
(green arrow), and merging of the OLM and the RPE (red arrows). (c) Full-field ERG waveforms of the two patients and one age-
matched control show severely reduced cone and rod function. (d) Color dental images and radiography show typical signs of AI (e).
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Figure 1 (Continued)
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Figure 2 Genetic testing results: Sanger DNA sequencing
revealed a homozygous mutation in the two affected siblings
(III:4 and III:5) as shown in the forward and reverse sequencing
profiles from the DNA of the two patients. The mutation
elongates the Oligo-C stretch in exon 1 of the CNNM4 gene,
which consists of six cytosine residues in the reference sequence,
by 1 nucleotide (c.1312dup; p.Leu438Profs*9). The DNA from the
mother (II:4) is heterozygous for this mutation.
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ERG showed cone–rod dysfunction. OCT demonstrated
thinning of the outer retinal layers, in particular the outer
nuclear layer and the outer photoreceptor segments. Both
patients showed amelogenesis imperfecta (Figure 1).
Phenotype details in comparison with the reported
patients with CNNM4 mutations are listed in Table 1. The
same homozygous mutation c.1312dup; p.Leu438Profs*9
was found in the affected patients (III:4, III:5). The mother
(II:4) was heterozygous for this sequence alteration in
CNNM4 (Figure 2). The mutation within the cystathionine
beta-synthase domain most likely results in a premature
termination codon and nonsense-mediated mRNA decay
of the mutant transcript. No mutation in the ABCA4 gene
was identified.

A similar dental phenotype with the characteristics of
AI is described in all publications of patients with CNNM4
mutations. In his phenotype dissection, Jalili described
anterior open bite (AOB) in 2/30 and posterior open bite in
1/30 ‘type A’ patients, whereas AOB was present in all
three patients of the ‘type B’ phenotype. No open bite
abnormality was seen on examination in our two patients
and in one of the two patients reported by Luder et al.5

The intra-familial variability presented here is not
consistent with a strict phenotype–genotype correlation,
and may also argue against a rigid phenotype
differentiation.4 As the patients with ‘type B’ phenotype
were examined at a younger age than the patient with
‘type A’, it is possible that those patients with ‘type B’ may
have shown minimal macular signs as most of them had a
visual impairment and signs of a cone–rod dystrophy.

The proposed strict differentiation between type A and B
may not be applicable to all affected patients and families.
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Sir,
Rupture of Descemet’s membrane secondary to
presumed non-accidental injury

We present the first case of multiple uniocular breaks in
Descemet’s membrane secondary to presumed non-
accidental injury (NAI).

Case report

The first of twins, born at 35 weeks by spontaneous
unassisted vaginal delivery, presented with a 2-week
history of unexplained corneal haze in her left eye at the
age of 4 months. Topical antibiotics and steroids were

Correspondence

716

Eye

mailto:christina.gerth-kahlert@usz.ch
http://dx.doi.org/10.1038/eye.2014.314



