Journal of Pakistan Association of Dermatologiafd 0;20: 238-242.

Case Report
Cutis laxa with systemic involvement

Abstract
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Cutis laxa is a disorder of skin due to defectilastn synthesis. In both the inherited type ared th
acquired type, the internal organs are frequemiplved. A case of a 27-year-old female patient
suffering from cutis laxa is reported who develogeslere pulmonary and cardiac involvement in

adulthood.
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I ntroduction

Cutis laxa (CL) is a rare, inherited or acquired

connective tissue disorder in which the skin

becomes inelastic and hangs loosely in fdlds.

The clinical presentation and the mode of
inheritance show considerable heterogeneity.
The clinical features of cutis laxa are thought to
be due to defective elastin synthesis that results
in sparse and abnormal elastic fibres in the
affected tissue$.We report here a case of 27-

year-old female patient of CL who developed

severe pulmonary and cardiac involvement in
adulthood.

Casereport

A 27-year-old female presented in the
emergency department of Services Hospital,
Lahore, with 2-year history of progressively
increasing loosening of skin on the face
especially on the eyelids. She developed
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drooping of upper eyelids and exertional
dyspnea with cough which was productive of
large quantities of sputum for the last 18 months.
She also had vomiting for last 5 days. Her
problem started when she developed urticarial
lesions on her upper eyelids bilaterally followed
by periorbital puffiness, which later on
progressed to drooping of her upper eyelids in 6
months. She also developed umbilical hernia
during this period. She noticed her skin
becoming loose especially in the skin folds,
arms, neck and on her abdomen. There were no
other significant symptoms. Her family history
was negative for any similar illness. On general
physical examination, she looked much older
than her actual age. She was oriented in time,
place and person. She was in obvious respiratory
distress. There was ptosis and periorbital edema
(Figure 1). The skin was lax and inelastic
(Figure 2). She had a raised JVP, clubbing of
fingers, macroglossia F{gure 3), umbilical
hernia Figure 4) and oral thrush.

She was febrile with a temperature of 101°F,
heart rate of 110 beats per minute, blood
pressure of 90/60 mmHg and a respiratory rate
of 24/min. Cyanosis was present and there was
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Figure 2 Laxity of upper eyelid skin.

Y.

Figurel Periorbital edema and ptsis.

Figure 3 Macroglossia. tissue.

pedal edema with pitting. There were no lymph  with wheeze heard all over her chest. Cardiac
nodes palpable. Her liver was palpable two examination showed left parasternal heave, loud

fingers below the costal margin with an P, and a grade 2 pansystolic murmur on
increased span. She had diffuse crepitations tricuspid area. The rest of the systemic
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examination was normal. The investigations
revealed: hemoglobin = 9.2 g/dL, TLC =
13,000/pL, hematocrit = 32%, ESR = 25mm/hr,
total bilirubin = 1.5 mg/dL, ALT = 64 U/L, AST

= 56 IU/L, serum creatinine = 2.1 mg/dL, Urea
=57 mg/dL, total proteins = 6.2 g/dL, albumin =
2.9 g/dL. Serum electrolytes, thyroid function
tests, coagulation profile and blood sugar levels
were normal. Her complete urine analysis
showed pH = 6.0, specific gravity = 1,020,
proteins = +++, RBCs = 24/HPF, pus cells = 3-
4/HPF, glucose = nil, ketones = nil, bilirubin =
nil, urobilinogen = normal, casts = nil. 24 hour
urinary proteins were 0.4 g/24 hrs. Her arterial
blood gases showed compensated respiratory
acidosis with an oxygen saturation of 80.6% on
room air. X-ray chest PA view showed moderate
right sided pleural effusion and scattered
irregular opacities. High resolution CT scan of
chest showed thickening of airways, cysts,
mucous plugs and decreased vascularity.
Pulmonary function tests revealed obstructive
pattern with decreased FEVand decreased
FEV./FVC. Echocardiography revealed
pulmonary  hypertension  with  tricuspid
regurgitation. Ultrasonography of abdomen
revealed hepatomegaly with markedly thick
walled gallbladder and biliary ducts. Mild
ascites was also noted.

A skin biopsy was done that revealed short,
sparse, clumped and fragmented elastic fibres
particularly in the upper dermifigure5).

Discussion

CL, also known as ‘dermatolysis’, ‘generalized
elastolysis’, and ‘pachydermatocéles a group

of rare connective tissue disorders mainly
involving the skin but can also affect heart,
lungs, arteries, joints and other organs as well
when severe. It is inherited in an autosomal
dominant, autosomal recessive or X-linked
recessive forms but it can also be acquired. It
may occur spontaneously or in 50% of cases
develop following episodes of urticaria or
angioedema or extensive inflammatory skin
disease (e.g. eczema, erythema multiforme,
blistering eruptiorf)as in our patient. CL may be

caused by mutations in the genes: ELN,
ATP6VOA2, ATP7A, FBLN4 and FBLN5*®

The underlying etiology of this disorder is
unknown but is related to the reduction of elastic
fibres. Some of the mechanisms responsible for
this reduction are increased elastase activity,
decreased serum elastase inhibitor level,
decreased elastin gene expression, abnormal
copper metabolism/copper deficiency and low
lysyl oxidase activity.

According to some reports isolated cases of cutis
laxa have been reported in patients undergoing
D-penicillamine therapy (copper chelator) such
as those with Wilson’s disease due to the
elastolytic effect of D-penicillamin.

CL is characterized by degenerative changes in

She presented at a late stage of her disease and the elastic fibers resulting in loose, pendulous

was given symptomatic treatment which
included cardiac support, diuretics, antibiotics
and supplementary oxygen; however, she
succumbed to death. The most striking feature of
the disease in our patient was her severe
pulmonary involvement which is rare to find in a
patient with systemic cutis laxa syndrome.

skin. The skin is sagging, redundant, and
stretchable with reduced elastic recoil. The
cutaneous findings of CL may be striking, but
the elastic fiber network is even more important
for pulmonary and cardiovascular function.
There may be furrowing of the skin of the whole
body that is particularly obvious in neck, axillae,
and groin. The face has a typical droopy
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appearance with eyelid ptosis and droopy
cheeks. Overall the face shows a picture of
premature aging.Hernias especially inguinal
and incisional can also appear very commonly in
such patients. A distinguishing feature of the
skin is that it does not spring back into position
and is inelastic as compared to Ehlers-Danlos
syndrome in  which the skin becomes
hyperelasti¢?**

Elastic fibre degeneration in pulmonary system
leads to pulmonary emphysema which if
worsened can lead to bronchiectasis and cor
pulmonale. Hollow viscus diverticulae such as
intestinal diverticulae, esophageal dilatation and
rectal and uterine prolapse can also be found due
to the same reasofi?

Costello syndrome, which should be included in
the differential diagnosis of cutis laxa, has
distinctive features such as nasal papillomata,
coarse facies and mental retardation.
Pseudoxanthoma elasticum (PXE) is another
disorder similar to cutis laxanIPXE, there is
mineralization (accumulation of calcium and
other minerals) and fragmentation of the elastin-
containing fibers in connective tissue, but
primarily in the midlaminar layer of the dermis
and the midsized arteriés. Usually,
pseudoxanthoma elasticum affects the skin first,
often in childhood but frequently, later. Small,
yellowish papular lesions form and cutaneous
laxity mainly affects the neck, axillae, groin, and
flexural creases.

Our patient when presented to us in the medical

emergency had developed severe dyspnea due to

superadded pulmonary infection on already
bronchiectatic lungs (as evident on the CT-scan
lungs). The long standing bronchiectasis resulted
in proteinuria (due to amyloidosis of the
kidneys)!” Echocardiography supported the
diagnosis of right heart failure due to cor

pulmonale. However, there was no evidence of
pulmonary or aortic stenosis on the
echocardiography which could be seen in some
cases of systemic CE. The extensive
pulmonary involvement led to the demise of the
patient despite supplementary oxygen and
cardiac support. Isolated cutis laxa on the other
hand has a very good prognosis as
microsurgeries are very effective in treating the
aesthetic aspect of the disease. The success of
plastic surgery in CL is also due to the fact that
wound healing is not affected by the disease
process? Botulinum toxin injection in isolated
facial CL has also a good progno¥isApart
from the various supportive therapies there is no
absolute cure of the disease and the prognosis is
worse in systemic involvement. Dapsone is
sometimes used to slow the progression of the
disease but the data are very limited.

It is difficult to state with certainty whether our
case had acquired or congenital form of CL.
There was no family history and the disease was
of late onset. These features are suggestive of an
acquired condition. The causes of the acquired
forms are not known.
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