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Abstract

Cutis Marmorata Telangiectasia Congenita (CMTC, also known as van Lohuizen syndrome) is a rare disorder characterised by dilatation of the cutaneous vasculature.
This results in a blue-purple ‘marbled’ appearance of the skin due to telangiectasia, phlebectasia and persistent cutis marmorata. It is often mistaken for benign cutis
marmorata and is therefore likely underdiagnosed. CMTC can occur in connection with other dysmorphic findings in several syndromes (e.g. Adams-Olivers) or in isolation.
We review the evidence surrounding the epidemiology, pathophysiology and management of isolated CMTC, and contextualize it with a case.

Case report
Epidemiology

CMTC is believed to be very rare, with less than 1in 1 million
individuals affected, and approximately 300 cases have been
described to date [1-3], after its first description [4]. There
appears to be no racial bias in the development of CMTC and
most cases are diagnosed during the neonatal period, although
sometimes there is a significant lag time to diagnosis due to a
degree of diagnostic uncertainty. Isolated CMTC is essentially
a diagnosis of exclusion. No significant gender bias has thus
far been demonstrated, though some do believe there to
be a female preponderance [5], yet more data is required to
investigate these claims.

Pathophysiology

The pathophysiology of isolated CMTC remains uncertain.
However, there are notions that its pathogenesis is associated
with fetal ascites and elevated maternal bHCG [6]. There has
also been a gene mutation of ARL6IP6 described in a single

consanguineous Arabian pedigree [7]. A genetic explanation
has also been posed in favour of Happle lethal gene hypothesis
[8], suggesting that genetic mosaicism is likely the cause of
the random patches of CMTC often found in affected children.

Isolated CMTC can be associated with other pathologic
features. These commonly include congenital glaucoma,
syndactyly, renal hypoplasia, body asymmetry, cutaneous
atrophy and neurological abnormalities.

Non-isolated CMTC is a recognised feature in a number of
syndromes (Figure 3), yet the pathophysiological mechanisms
by which it occurs as a feature of these is poorly understood.

Prognosis and management

The prognosis of isolated CMTC in generally good; with 46%
of patients having spontaneous improvement of the lesion(s)
by 3 years of age. There is also thought to be no effect on
mortality, nor on life expectancy. The serpiginous skin lesions
can occasionally ulcerate resulting in haemorrhage3, but with
good supportive care this problem can be effectively prevented.
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However, when CMTC is found to be a feature of a syndrome,
the prognosis is often worse in terms of both morbidity and
mortality.

The management of CMTC initially involves characterisation
of further dysmorphism/congenital anomalies (to determine
whether it is syndromic), which is usually done by radiological
imaging. Ocular investigation is also required as it is associated
with congenital glaucoma, suprachoroidal haemorrhage and
retinal detachment. CMTC itself is usually treated passively,
but its associated anomalies may require medical or surgical
intervention. For management of the telangiectasias, pulsed
dye laser therapy has been used with variable response [5].

Case

A female neonate born at term by spontaneous vaginal
delivery was noted to have what initially appeared to be a
bruised left arm. There was no history of shoulder dystocia and
the initial diagnosis was thought to be birth trauma secondary
to the rapidity of her delivery, or potentially a haemangioma.
Systemic examination found no other anomalies, with her
weight and head circumference plotting on the 75™ centile
on day 1 of life. She was moving her limbs appropriately and
was neurologically intact with normal reflexes and tone. She
was therefore discharged with a plan to review her in the
outpatients department as the cutaneous lesions were felt to
be benign.

The bruised discolouration of her left arm had improved
somewhat when we reviewed her in the outpatients department
at 25 days of age. However, we did note that there was a degree
of serpiginous mottling that extended from the shoulder to
the fingers of the left arm (Figure 1). This resembled cutis
marmorata but was persistent, which excluded the diagnosis of
common cutis marmorata. We therefore suspected CMTC and
as she displayed no other dysmorphic features, we decided to
monitor her. She was reviewed again at four months of age and
the diagnosis of cutis marmorata telangiectasia congenita was
made due to the persistence of the mottling, and with no clear
viable alternate explanation. All systemic investigations also
revealed no abnormalities, so this was deemed to be an isolated
phenotypic variant. Since then, the CMTC has not changed in
appearance up to the age of nine months, and the plan is to
offer pulsed dye laser therapy for the areas of telangiectasia if
they persist at three years of age.

Discussion

CMTC poses a diagnostic challenge for clinicians. As it is
extremely rare, clinicians are either entirely unfamiliar with
it or have an extremely low index for clinically suspecting it.
Hence, it is often mistaken for other pathologies (Table 1).
However, given time the diagnosis becomes clearer due to the
persistence of the telangiectasias. At this point the patient
should undergo diagnostic investigations (both radiological
and ophthalmological) to determine whether it is as a feature
of a wider syndrome (Table 2) or in isolation-which may be
considered as a diagnosis of exclusion.
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The future for CMTC

Both the epidemiology and pathophysiology of isolated
CMTC remain poorly understood. This is primarily a
consequence of its rarity and as it is benign is isolation. There
are genetic explanations for its occurrence [7,8], yet more
primary sequencing data is required from affected individuals
to strengthen these hypotheses.

Isolated CMTC does usually regress in most individuals. In
the subset that it persists, there is a treatment option5 with
pulsed dye laser therapy. However, in patients where this is
ineffective, other treatment modalities should be investigated
in order to reduce the potential psychological burden caused
by such a cosmetic anomaly. These may even come to light as
we gradually learn more about the pathology causing isolated
CMTC.

al views of isolated CMTC of left arm.

Figure 1: lateral an

Table 1: Phenotypic mimics for CMTC.
Bruising
Haemangioma
Port wine stain
Transient cutis marmorata

Neonatal lupus erythematous

Table 2: Syndromic associations of CMTC.

Down’s Kartagener's

Macrocephaly-Capillary Malformation Klippel-Trenauney

Adams-Oliver Proteus

De Lange Homocytinuria

Bocken-heimer Divry-Van Bogaert
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