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Sir,
A mutation in the Norrie disease gene (NDP) associated
with familial exudative vitreoretinopathy

Familial exudative vitreoretinopathy (FEVR) is a
hereditary disorder that is characterised by aberrant
and incomplete vascularisation of the peripheral retina.
An early diagnosis of FEVR is important for adequate
genetic counselling and treatment. FEVR is a genetically
heterogeneous disease that shows X-linked recessive,
autosomal dominant, and autosomal recessive modes of
inheritance. X-linked recessive FEVR has been associated
with mutations in the Norrie disease (NDP) gene.'?

Case report

A 2-year-old male infant was diagnosed with FEVR on
clinical grounds and a lack of prematurity. The patient
presented as a 1 year old with a left esotropia and an
abnormal red reflex in the left eye. Fundoscopy at EUA
detected inferotemporal peripheral vascular and gliotic
changes in the right eye and a dragged macula with
retinal exudation in the left eye. The right eye was treated
with retinal laser photocoagulation and the left
developed a total retinal detachment. Both parents

had normal retinal examinations and FFAs. His sister
underwent an EUA and the retinae were normal.

A major concern in the family was the risks to other
children. DNA was extracted from peripheral blood
leukocytes. The Norrie disease gene (NDP) was screened
using Sanger sequencing by the NHS UK Genetic Testing
Network (UKGTN). Mutational analysis of the NDP gene
detected a C>T mutation in exon 2 resulting in a
substitution of arginine by cysteine (p.Arg38Cys).

Comment

A French study identified this NDP mutation
(p.Arg38Cys) in a patient with Norrie disease. The
sequence was only identified in one family and was not
seen in 75 control chromosomes. Our examination of the
literature for identical FEVR-related SNPs reveals a
Spanish paper, which identified two families with
XL-FEVR and this mutation. They shared other common
pieces of DNA and were therefore assumed to be

Figure 1 The peripheral vascular and gliotic changes treated
with retinal laser photocoagulation in the right eye.

distantly related. The phenotype ranged from primary
hyperplastic primary vitreous to XL-FEVR with variable
ophthalmic signs. One family member who had the
mutation did not have any signs of XL-FEVR and this
was felt to be a case of incomplete penetrance. Genetic
analysis of the NDP gene confirmed X-linked FEVR and
enabled genetic counselling, thus removing the
requirement of EUAs in at-risk children. The UKGTN
now offers testing of three FEVR genes: NDP, frizzled—4,
and LRP5, which will improve clinical care of families
and children (Figure 1).
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Sir,

Acute disseminated encephalomyelitis associated
with optic neuritis and marked peri-papillary
hemorrhages

Acute disseminated encephalomyelitis (ADEM) is
thought to have an underlying autoimmune,
demyelinating aetiology. It resembles multiple sclerosis
and typically occurs in children.'” It is characterized
by diffuse neurological features including headache,
cerebellar ataxia, altered mental state, choreiform
movements and vertigo. The classic ophthalmic
manifestation is optic neuritis. We report the first case of
ADEM with optic neuritis associated with marked
peri-papillary haemorrhages.

Case report

A 6-year-old boy with an 8-week history of headache
and reduced vision in his left eye was referred by his
neurologist. On examination his visual acuity was

RE 6/24, LE 6/60, he had an RAPD in the left eye.
Eye movements were full and anterior segments were
quiet. Fundoscopy revealed optic disc swelling with
marked peri-papillary haemorrhages with otherwise
normal maculae (Figure 1a). FBC, U +E, CRP, and ESR
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