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Abstract

Two infants with a florid erythematous
rash and generalised oedema, hypo-
albuminaema, and anaemia were found to
have cystic fibrosis. This rare presenta-
tion is associated with false negative sweat
tests, delays in diagnosis, and a consider-
able mortality. It is proposed that this
presentation represents a manifestation of
kwashiorkor secondary to malabsorption.
The recognition that these infants have
kwashiorkor provides some insight into
the pathogenesis and management of their
illness.

(Arch Dis Child 1993; 69: 446-448)

In countries where routine neonatal screening
for cystic fibrosis is not performed, this disease
primarily presents as meconium ileus, failure to
thrive, pulmonary disease, malabsorption, or
rectal prolapse. Presentation of cystic fibrosis
with a rash is very rare and has been associated
with delays in diagnosis and a considerable
mortality.!# We describe two infants born in
the UK who presented with a rash and who
were eventually found to have cystic fibrosis.

Case reports

PATIENT 1

A 3 month old white boy was referred to the
Hospitals for Sick Children, London, for
evaluation of rash, anaemia, and hypo-
albuminaemia. He was born at term weighing
3300 g and was breast fed. By 2 weeks of age
he was passing 10 to 20 loose, often bright
green stools per day. An erythematous papular
rash appeared on his buttocks and trunk and
spread over the next several weeks to involve
his whole body. At 2 months of age he was
admitted to a local hospital because of
pallor. Although described as appearing well
nourished, he was found to have a haemo-
globin concentration of 80 g/l that subse-
quently fell to 60 g/l, albumin 12 g/l (normal
range 35-55), and zinc 6 pmol/l (11-24). He
was treated with blood transfusions, intra-
venous albumin and antibiotics, and topical
hydrocortisone. He continued to deteriorate
and was transferred to the Hospitals for Sick
Children.

On examination, he weighed 4-5 kg (25th
centile) and was lethargic, with generalised
oedema and a palpable liver edge 4 cm
below the costal margin. Clearly demarcated,
erythematous, scaly plaques up to 3 cm in
diameter covered most of his body leaving only
islands of normal skin (figure). Papules and
areas of superficial desquamation were present

on his palms and soles. His hair was sparse.
Mucous membranes were unaffected.

Laboratory abnormalities included the
following (normal range in parentheses):
haemoglobin concentration 90 g/l (95-135),
reticulocytes 2-2% (0-2), platelet count
134X10° (150-400), prothrombin time 155
seconds (10-5-14-5), kaolin partial thrombo-
plastin time (KPTT) 51 seconds (30-45),
aspartate transaminase 131 U/ (20-60),
albumin 22 g/l (35-55), lactate 4-3 mmol/l
(0-9-1-8), zinc 9 pumol/1 (11-24), copper 6
pmoll (13-27), iron 13 pmoll (14-22),
ferritin 3245 pg/l (7-150), and low concentra-
tions of many plasma amino acids. A skin
biopsy specimen showed a mild mononuclear,
perivascular infiltrate. In some areas, this infil-
trated the epidermis which showed a lack of a
granular layer but was of normal thickness with
no hyperkeratosis or parakeratosis. A liver
biopsy specimen showed extensive fat infiltra-
tion, a mild inflammatory infiltrate around the
portal tracts, normal bile ducts, and stainable
iron. Bone marrow aspirate and trephine
showed erythroid hypoplasia, vacuolated
erythroblasts, some abnormal promyelocytes,
and increased iron.

He had a stormy eight week hospital stay
complicated by Staphylococcus aureus septi-
caemia and by cardiac failure. Improvement in
the rash was observed over the first two weeks
after zinc supplementation and transfusions of
albumin and blood. Complete resolution of his
rash occurred after changing his diet from
breast milk to an elemental formula
(Pregestimil, Bristol Myers). A diagnosis of
cystic fibrosis was eventually reached when
genetic analysis for cystic fibrosis mutations
showed homozygous delta F5,5 deletions on
chromosome 7. When his skin had cleared,
sweat sodium concentrations (mg of sweat in
sample) were measured as 81 (179) and 86
(108) mmol/l respectively on two tests (>60
mmol/l is considered diagnostic of cystic
fibrosis). After pancreatic enzyme replacement
and vitamin supplements, his weight fell to
below the third centile as his oedema and other
presenting problems resolved. One year after
discharge he continued to gain weight satisfac-
torily along the third centile. There was no
recurrence of his symptoms nor evidence of
chest disease.

PATIENT 2

A 5 month old white girl was referred to the
Hospitals for Sick Children, London, for
evaluation of rash, failure to thrive, and
anaemia. She was born at term weighing
3400 g and was breast fed. Her stools were
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the reticulate distribution around islands of normal skin.

green but normal in consistency and volume.
An erythematous papular rash appeared in the
nappy area at 2 months of age and spread to
involve her whole body over the next eight
weeks. Worsening of the rash and associated
failure to thrive led to her being admitted to
hospital. Oral zinc and topical steroids led to
some resolution of her rash but she developed
a persistent fever despite oral antibiotics. At 5
months of age she was transferred to the
Hospitals for Sick Children.

On examination she weighed 5 kg (below
3rd centile) and was lethargic, with generalised
oedema and a palpable liver edge 4 cm below
the costal margin. A papular eruption was
present on her trunk and limbs. It had become
confluent on the buttocks and lower legs
leading to erythematous, well demarcated,
desquamative plaques similar in appearance to
those seen in patient 1. Her hair was sparse.
Mucous membranes were unaffected.

Laboratory abnormalities included the
following (normal range in parentheses):
haemoglobin concentration 63 g/l (105-135),
prothrombin time 16 seconds (12-15), KPTT
43 seconds (30—40), aspartate transaminase 79
U/l (20-60), albumin 19 g/1 falling to 8
(35-55), zinc 5-5 pmol/l (11-24), copper 7
pmol/l (13-27), ferritin 330 mg/l (7-150), and
low concentrations of many plasma amino
acids. A liver biopsy specimen showed striking
fat infiltration with a mainly periportal distri-
bution, a mild periportal inflammatory reac-
tion, some intrahepatocytic and perivenular
bile pigment retention, and periportal accumu-
lation of iron. Bone marrow aspirate and
trephine showed marked dyserythropoiesis
with vacuolated cytoplasm, normal mega-
karyocytes and myelopoiesis, and increased
iron. Duodenal aspirate for pancreatic function

Confluent, desquamating erythematous rash seen on (A) the trunk, and (B) the legs of patient 1 at presentation, showing
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tests showed absent lipase and trypsin before
and after stimulation with cholecystokinin and
secretin. Repeated sweat tests were technically
unsatisfactory or gave inconsistent results.

A provisional diagnosis of the mitochondrial
DNA deletion disorder, Pearson’s marrow pan-
creas syndrome,”> was made based on the
abnormal pancreatic function, the anaemia,
and the vacuolated erythroblasts seen on
marrow examination. After commencement of
an elemental formula (Pregestimil) and zinc,
vitamin and pancreatic enzyme supplements,
her rash resolved. She lost weight as her
oedema cleared, but subsequently gained
weight satisfactorily. One year after discharge
there had been no recurrence of her symptoms
nor any evidence of chest disease. During this
period of follow up, analysis of mitochondrial
DNA for large deletions was normal (excluding
Pearson’s syndrome) and a diagnosis of cystic
fibrosis was eventually reached when genetic
analysis for cystic fibrosis mutations showed
homozygous delta F5yg deletions on chromo-
some 7. When her skin was normal, sweat
sodium concentrations (mg of sweat in sample)
were found to be 93 (203), 104 (247), and 108
(269) mmol/l respectively on three tests.

Discussion

These two patients both presented with a
severe erythematous rash associated with
lethargy, anaemia, generalised oedema, and
severe hypoalbuminaemia. Although these
latter findings are well recognised in cystic
fibrosis,! 4 presentation with a rash is rare,
having been reported in only nine infants.! In
each case where a description was given, the
infants had generalised desquamative rashes
similar to those in our patients.2* Diagnosis



448

was typically delayed for several months, not
only because of the rarity of the presentation,
but also because the presence of oedema is
associated with false negative sweat tests, as
seen in our second patient.! 6-8

The identification of the mutations carried
by our infants represents the first report of the
nature of the genetic defect in children with
cystic fibrosis presenting with a rash. Both
infants were homozygous for the delta Fjq
mutation on chromosome 7, the most common
cystic fibrosis mutation. Homozygosity for
delta Fsg is seen in about two thirds of cystic
fibrosis patients in the northern European
population.

The clinical problems in these infants
were caused by malabsorption secondary to
pancreatic failure. The search for the aetiology
of the rash has therefore focused on zinc and
essential fatty acid deficiency as each of these
can cause an eruption in which individual
lesions have an appearance similar to that in
our patients.># Zinc supplementation is the
likely cause of the early imiprovement in the
rash in patient 1 and deficiencies of both
nutrients probably contribute to the rash.
However, these deficiencies alone would not
give the clinical picture seen here.

More insight into the aetiology of the rash
can be gained by comparing these infants with
children who develop kwashiorkor secondary
to poor nutrient intake. The cardinal features
of kwashiorkor are oedema, lethargy, failure to
thrive, hypoalbuminaemia, fatty liver, anaemia
and a generalised, desquamative, erythema-
tous rash.!0-13 These are the same as the
presenting features of our infants who also
demonstrated other features of kwashiorkor
such as sparse hair, lack of involvement of
mucous membranes, raised hepatic enzymes,
low serum concentrations of trace metals and
raised ferritin concentrations. It is therefore
reasonable to consider that our two patients
have kwashiorkor secondary to malabsorption.
The traditional view that kwashiorkor is caused
by protein deficiency and that the oedema is
secondary to the low serum albumin? 14-17 has
been shown to be incorrect.!! 18-2¢ Golden et al
have shown that, in a child with malnutrition,
many factors, including multiple nutritional
deficiencies, sepsis, viral infections, infesta-
tions and toxins, may act via a common mech-
anism of free radical damage to cause
kwashiorkor.!1 202! The free radical damage
particularly affects mitochondrial and lipid
membranes, leading to dysfunction of liver,
marrow, skin, and fluid homoeostasis.
Therapeutic measures aimed at minimising
free radical damage may therefore lower the
considerable morbidity and mortality seen with
this presentation of cystic fibrosis. These
measures include early supplementation with
vitamins, potassium and trace metals including
zinc, copper, and manganese.!0 12212526 Jron
chelation treatment during the acute phase
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may also be beneficial, as there is evidence that
the increased iron concentrations in kwash-
iorkor play a major part in free radical produc-
tion.101121 The mainstay of management,
however, remains the restoration of adequate
nutritional absorption via elemental formulas
and pancreatic enzyme supplements, coupled
with aggressive antibiotic treatment and
meticulous attention to fluid balance.

We are grateful to Dr Barbara Golden, University of Aberdeen,
for much helpful discussion.
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