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ABSTRACT

Background: Farber Disease (MIM 228000)! is a rare AR disorder first de-
scribed by Sidney Farber in 19522, Farber disease is usually recognized by the
presence of three symptoms: Painful and progressively deformed joints, nod-
ules under the skin and progressive hoarseness. Other organ systems may also
be involved. As with most lysosomal storage diseases, the course of Farber’s
Disease is progressive and death typically occurs in infancy. Stiff skin syn-
drome (SSS) (MIM %184900)* was first described by Esterly and McKusick as
a disorder characterized by thickened and indurated skin of the entire body and
limitation of joint mobility with flexion contractures.

Aim of the Study: Diagnosis and clarification of overlapping in the clinical
presentation of the studied case.

Patients and Methods: Clinical report of an atypically presenting Farber case
and analyzing the overlapping manifestations between the two syndromes.
Results: Histopathological study was the conclusive diagnostic key in our
case.

Conclusion: Recognition of atypical or abortive cases is of practical impor-
tance as it may affect counseling or therapeutic decision making. Oroden-
tal manifestations were not previously considered but they may be of future
diagnostic help.
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INTRODUCTON

Farber disease (FD) (also sues and central nervous system. The
known as Disseminated Li- disorder affects both males and females.
pogranulomatosis, Ceramidase Disease onset is typically in early infan-
Deficiency or Farber-Uzman cy but may occur later in life. Massive
Syndrome)?? describes a group body demineralization and articular ero-
of rare autosomal recessive dis- sion may occur and the carpus may have
orders that cause an accumula- an appearance similar to that in juvenile
tion of lipids in the joints, tis- rheumatoid arthritis.®*
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Progressive hoarseness and painful pro-
gressively deformed joints, are due to
laryngeal involvement and subcutane-
ous nodules particularly over the joints.
The tissues in afflicted individuals
contain granulomatous and lipid-laden
macrophages. The liver, spleen, lungs
and heart are particularly affected with
central nervous system involvement re-
sulting in the progressive degeneration
in psychomotor development. Farber li-
pogranulomatosis is a rapidly progress-
ing disease often leading to death be-
fore 2 years of age. Respiratory insuffi-
ciency caused by granuloma formation
in the respiratory tract and interstitial
pneumonitis lead to death in the third or
fourth decade of life in patients without
severe manifestations.*

As a major symptom FD patients ex-
hibit chronic destructive joint inflam-
mation resembling rheumatoid arthritis.
Indeed, increased CD95 receptor/ligand
interaction has been implicated in the
pathogenesis of inflammatory arthritis.
It may therefore be speculated that in-
creased CD95 signalling mediated by
elevated ceramide levels is involved in
the inflammatory arthritis of FD.5®

The true incidence of Farber disease
is not known. There may be several
variants, ranging from mild to severe
forms’. The several clinical phenotypes
associated with acid ceramidase defi-
ciencies give rise to seven subtypes of
Farber lipogranulomatosis.

Type 1is the classic Farber disease with
painful swelling of the joints, especially
the ankle, wrist, elbow and knee and a
hoarse cry. These symptoms are evident
as early as 2 weeks of age. Evaluation
of neurological involvement is difficult
as movement causes extreme pain in

afflicted infants. In many cases these
patients have “cherry-red spot” on the
fundus of the eye.®1°

Type 2 is the “intermediate” form and
Type 3 is the “mild” form of the dis-
ease. These patients have longer sur-
vival times than do type 1 infants. In
addition the neurologic involvement is
much more mild than in type 1.81°

Type 4 is referred to as the “neonatal-
visceral” form of the disease. Infants
are extremely ill in the neonatal period.
These patients will present with severe
hepatosplenomegaly. In the severest
cases, type 4 neonates will present as
hydrops fetalis and die within days of
birth. Unlike type 1 patients, infants
with type 4 Farber lipogranulomatosis
do not present with the characteristic
features of deformed painful joints,
thus, requiring biochemical assay for
definitive diagnosis.*

Type 5 is referred to as “neurologic
progressive”. As the name implies, the
most striking clinical feature of type 5
disease is a progressive neurological
deterioration accompanied by seizures.
Joint involvement is evident but to a
lesser degree than in type 1 disease.
Type 5 patients also exhibit the “cher-
ry-red spot” seen in many type 1 pa-
tients.1?

Type 6 is characterized by patients ex-
hibiting both Farber lipogranulomatosis
as well as Sandhoff disease.*®

Type 7 disease results from a deficiency
in prosaposin which is a precursor en-
coding the sphingolipid activator pro-
teins called saposins.*

results

Farber  lipogranulomatosis
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from defects in the gene encoding the
lysosomal hydrolase: Acid ceramidase
ASAH located on chromosome 8p22-
p21.3 and spans 30 kb encompassing 14
exons and encoding a 395 amino acid
precursor protein.'

Diagnosis of FD is done by enzyme
assay and/or histopathological studies
demonstrating many large foam cells
in the dermis by light microscopy and
numerous large cells with round cyto-
plasmic lamellar and microtubular bod-
ies by electron microscopy.'®

There is no specific treatment for Far-
ber’s disease. Corticosteroids may be
prescribed to relieve pain. Bone mar-
row transplants may improve granulo-
mas on patients with little or no lung or
nervous system complications.*

This study aims at diagnosis and clarifi-
cation of overlapping clinical presenta-
tion in the studied case.

Clinical presentation

One year old male presented at the clin-
ical Genetics Clinic, National research
Centre, Cairo, with delayed milestones
and flexion contractures of all his joints.
He was born to first cousins 25 and 28
years old mother and father, who in
turn are both a product of first degree
consanguineous parents. He was born
at term by caesarian section as the first
child. His birth weight was 2750 grams
he had contracture deformity in both
knees and ankles. He was incubated for
lung hypoplasia, abdominal distention
and bad general condition for 17 days.

The condition started since birth by
progressive joint contractures and thick
indurated skin. He did not acquire any
motor milestones and he suffered recur-

rent attacks of diarrhea and hypopro-
teinemia since birth. There is a history
of a similarly affected deceased uncle
of his mother.

On clinical examination he was found to
be dysmorphic (Figure. 1A)with some
senile facies, plageocephaly, malar hy-
poplasia, sloping forehead, sparce hair,
eyelashes and eyebrows, epicanthic
folds, concomitant squint, depressed
nasal bridge, long ears with starting ul-
ceration on the external ear.

Fig. 1A: Dysmorphic features.

Orodental examination revealed micros-
tomia, long philtrum, thick lips, everted
lower lip, thick alveolar ridges, spoon-
ing of the tongue, high arched palate,
gingival enlargement and delayed teeth
eruption.

His neck was stiff, his elbows were
prominent with contracture deformity
and he had camptodactyly. Examina-
tion of the lower limbs also showed
contracture deformity in all joints and
overwriding second and fourth toes bi-
laterally.
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The skin is tough indurated over the
entire body with limitation of joint
mobility and scleroderma like areas
(Figures. 1-B,C). He had pectus ex-
cavatum, widespaced nipples, normal
heart and chest by auscultation, rectal
prolapse and normal male external gen-
italia. Neurological examination could
not be conducted because of the tough
skin and contracted joints.

Fig. 1B: Tough indurated skin with limitation of
joint mobility.

Fig. 1C: Scleroderma like areas.

Laboratory investigations: Mild hy-
pochromic anemia with anisocytosis,
leucocytosis and marked thrombocy-
topenia. Bleeding and clotting times
were within normal. ESR and CRP were
both elevated. Normal liver and kidney
function tests. Normal blood ammonia
level. Low serum albumin (2.8 gm/dl)
and total proteins (4.7 gm/dl). Normal
blood and urinary aminograms.

Radiological and neurophysiological
investigations: Skeletal surveys and
chest X-rays did not reveal any abnor-
malities or bony erosions. Abdomino
pelvic ultrasonography and CT studies
of the pelvis and hip and shoulder joints
were all within normal.

Computed tomography brain scan
(Figure. 1D) revealed bilateral posterior
encephalomalacia with atrophic chang-
es and EEG sleep record showed left
fronto-central epileptiform discharges.
Echocardiography revealed small pat-
ent foramen ovale hemodynamically
insignificant in addition to a tiny pat-
ent ductus arteriosus. Trivial tricuspid
regurge with pulmonary artery pressure
18mmHg was discovered by Doppler
study.

Fig. 1D: CT brain showing bilateral posterior
encephalomalacia with atrophic changes.
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Histopathological study of skin bi-
opsy by light microscopy demonstrated
many large foamy histiocytes occuring
within the fat lobules of the subcutane-
ous tissue (Figure. 1E) settling the di-
agnosis.

Fig. 1E: 400X light microscopy histopathology
showing many large foam cells in the dermis.

DISCUSSION

The presenting clinical picture in our
case pointed to the diagnosis of stiff
skin syndrome. The absence of clini-
cal signs in the parents and the pres-
ence of inbreeding within the family is
suggestive of autosomal recessive in-
heritance.

Stiff skin syndrome is a disease simi-
lar to scleroderma with unknown etiol-
ogy. Stone-hard areas of skin are ob-
served from birth or in early childhood.
The stone-hard indurations of the skin
and subcutaneous tissue, is predomi-
nantly on the buttocks and thighs, with
slightly or not progressive course and
no visceral involvement or immuno-
logic abnormalities'’*°. The progressive
course of our case with some indica-
tions of inflammatory process as persis-
tently high ESR and CRP with the gen-
eralization of stiffness was against the
usual presentation of SSS.

The possibility of scleroderma as an-
other stiff skin disorder, with thickened
and indurated skin of the entire body
and limitation of joint mobility with
flexion contractures, was discarded be-
cause of the different distribution of the
hardened spots mainly affecting wrist
and ankles in case of scleroderma that,
with the absence of vascular and consti-
tutional manifestations.?°

Another differential diagnosis is restric-
tive dermopathy, a lethal autosomal re-
cessive congential disorder of the skin.
The rigidity of the skin impairs fetal
movements in utero and causes arthro-
gryposis, as well as highly characteris-
tic facial features and pulmonary hyp-
oplasia?t. Our case was delivered with
stiffness, joint contractures, lung hyp-
oplasia and severe respiratory distress.
However, he did not have generalized
stiffness at birth and survived till the
age of a year and half.

Stevenson et al.??, described a kindred
with many members with stiff skin be-
ginning in adulthood. However, stiff
skin presented in our studied case since
birth.

In the few reported cases of Farber
disease in the first few weeks of life
manifestations consisted of irritability,
hoarse cry and nodular, erythematous
swellings of the wrists and other sites,
particularly those subject to trauma. Se-
vere motor and mental retardation is ev-
ident. Death occurs by 2 years of age.

In some cases of Farber disease, neu-
rological schnapps develop within the
first few weeks of life. These symp-
toms may include moderately impaired
mental ability and problems with
swallowing.
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The liver, heart and kidneys may also be
affected. Other symptoms may include
vomiting, swollen lymph nodes, swol-
len joints, joint contractures. Patients
with breathing difficulty may require
insertion of a breathing tube.?°

Our case had severe respiratory distress
requiring intubation at the time of birth,
joint contractures, no acquired motor
milestones, epileptiform pattern EEG,
CT with atrophic brain changes and
some scleroderma like skin lesions. All
previously reported manifestations of
Farber disease were present however,
there was neither painful joint swell-
ing nor severe hoarseness of voice, two
important diagnostic criteria of Farber
disease.’

Histopathological studies of skin biopsy
as previously reported was our diagnos-
tic clue in the case settling the diagnosis
of Farber disease.

The orodental findings up to our knowl-
edge in both Farber disease and stiff
skin syndrome were not previously re-
ported. Thick alveolar ridge, gingival
enlargement and spooned tongue are
the main unusual orodental findings
recorded in the studied case. Thick al-
veolar ridge, thick lips and gingival
enlargement were previously reported
among features of storage disorders
while spooned tongue was previously
reported with syndromes with contrac-
ture deformities. Therefore we conclude
that those findings can be matched more
with Farber disease rather than stiff skin
syndrome.?

Reporting of rare disorders, differential
diagnosis and clarification of overlap-
ping phenotypes is an important modi-
fier in counseling and management de-
cision making. Recognition of atypical

or abortive cases is of practical impor-
tance. Sometimes as in congenital facial
dystrophy (variant of heterogeneous
SSS involving exclusively fascia) no
therapy is required, intensive rehabili-
tation should start in early infancy and
continue throughout life. On the other
hand bone marrow transplantation is
recommended in cases of Farber dis-
ease without visceral affection. Oth-
erwise corticosteroids as symptomatic
management is prescribed. Also more
orodental studies on reported cases may
expand the spectrum of disease mani-
festations.
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