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Twenty-five year follow-up of a case of
lipoid proteinosis

Evolucdo de caso de Lipoidoproteinose em 25 anos de
seguimento

ABSTRACT

Lipoid proteinosis is a rare, recessive autosomal multisystem genodermatosis characterized
by progressive deposition and accumulation of an amorphous hyaline material in the skin
and mucous membranes. The present study reports a 25-year follow-up of a patient with
the disease and the combination of medical and surgical treatments used—such as pro-
tection against sun rays, oral vitamin E, 0.01% retinoic acid, 20% azelaic acid, excision of
verrucous lesions, manual dermabrasion with sandpaper, and chemical peels with Jessner’s
solution and 35% trichloroacetic acid.

Keywords: lipoid proteinosis of Urbach and Wiethe; ambulatory surgical procedures; sur-
gical procedures, minor; clinical evolution.

RESUMO

A Lipoidoproteinose ¢ uma genodermatose autossémica recessiva rara, multissistémica, caracterizada
pelo depdsito e actimulo progressivo de uma substancia hialina amorfa na pele e mucosas. Este tra-
balho relata o acompanhamento de 25 anos de uma paciente portadora da doenga e a combinagdo de
tratamentos clinicos e cirtirgicos, como protegao solar, vitamina E oral, dcido retindico 0,01%, dcido
azelaico 20%, exérese de lesoes verrucosas, dermoabrasdo com lixa d'agua e esfoliagoes quimicas com
solugao de Jessner e acido tricloroacético a 35%.

Palavras-chave: proteinose lipéide de Urbach e Wiethe; procedimentos cirirgicos ambulatérios; pro-
cedimentos ciniirgicos menores; evolugdo clinica.

INTRODUCTION

Lipoid proteinosis (LP), also known as cutaneous mucosal
hyalinosis, is a rare recessive multisystem autosomal genoder-
matosis, with a high incidence of consanguinity. It is character-
ized by the progressive deposition and accumulation of an amor-
phous eosinophilic hyaline substance, of glycolipoprotein consti-
tution, periodic acid and Schiff reagent (PAS) positive in the skin,
with upper aerodigestive tract and visceral involvement'” The
disease is attributed to mutations resulting in the loss of the
extracellular matrix protein’s ' function (ECM1) of 85 kDa,
located on the chromosome 1q21. This protein’s function is
unknown, although it has an important role in the local physi-
ology and homeostasis. **

It affects both genders equally, with onset in childhood,
and is characterized by scarring lesions after minor trauma, and
hoarseness. The skin lesions consist of yellowish and ivory color
papules, which can be grouped into plaques, located especially
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on the face, neck, and areas of friction. In the latter it may still
appear in the form of nodular lesions."”* The pharyngeal and
oral mucosa presents with diftuse infiltration and a yellowish-
white color, a stiffened tongue, culminating with dysphonia (and
hoarseness since birth), with those symptoms often being the
first manifestation of the disease. In more severe cases, the diffuse
infiltration of the pharynx and larynx can cause respiratory dis-
tress, sometimes requiring tracheotomy. Infiltration of the geni-
tal mucosa may occur. *?

The systemic-visceral lesions are characterized by ortho-
dontic abnormalities, intracranial calcifications, epilepsy attacks,
pigmentary disorders, diabetes mellitus and porphyria. LP has an
insidious, chronic, and benign course, not yet having effective
treatment.*"

The objective of the present study is to describe the fol-
low-up of a female patient duringa twenty-five year develop-
ment, highlighting the importance of dermatologic surgery to
improve the quality of life forthose patients.

CASE REPORT

Twenty-eight-year-old Caucasian female patient, born in
the state of Sio Paulo - Brazil, with a history of parental con-
sanguinity (parents are cousins).

Since the age of two, the patient has had dysphonia and
hoarseness associated with skin lesions on the face and limbs,
which developed intoblisters, would increased in size and burst,
leaving crusts, and erythematous and hypopigmented macules as
sequelae. The lesions emerged in outbreaks every six months,
with worsening after traumas. At six years of age, there was an
appearance of ulcers and nodular lesions on the elbows and
forearms. Dermatological examination revealed lesions on the
face, some crusty and other hypochromic scarring, and still oth-
ers depressed hyperchromic, with varicelliform appearance and
dimensions ranging from punctate to lenticular. (Figure 1) In
the infraorbital region there were small yellowish papules.
Elbows and forearms had nodules, exulcerated lesions and areas

FIGURE 1: A -
Crusty and
cicatriacial
lesions in the
face; B - and
C - Detail of
crusty lesions
(CR) and
atrophic scars
(C1), erythe-
matous scars
and scars
with altera-
tions in the
| pigmenta-
- tion; tongue
infiltration
. with whitish
plaques
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of thickening bilaterally. Histological examination at six years of
age showed an epidermis with hyperkeratosis and papillomato-
sis, and papillary dermis with accumulation of a pink fibrillar
substance around vessels and sweat glands, and atrophy. This sub-
stance 1s PAS positive and diastase resistant. (Figure 2)

Otorhinolaryngologic examination six years of age
showed an infiltrated, irregular, and rigid lingual surface with
yellowish plaques, (Figure 1) nasal septa with hypertrophied
turbinates, thickened pharynx and epiglottis, and vocal cords
with normal sensitivity and signs of thickening. Skull MRI
showed two images with calcium densities laterally to the cav-
ernous sinus, with symmetrical arrangement and cranial projec-
tion. The patient was referred to the neurology service for eval-
uation and treatment of epileptic seizures.

papilomatosis (AC) and accumulation of pink fibrillar substance in the
papillary dermis (FS) around vessels and sweat glands

Figure 3: A. Elbow at 13 years of
age, before surgical treatment,
with isolated and confluent
papules forming a plaque and
thickened skin (red arrow);

B. At 28 years of age without
the papulous lesions and with
permanence of the improve-

B ments in color and thickness.
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Table 1: Timeline of procedures performed

MEDICATION OR PROCEDURE

SOLAR PROTECTION

ORAL VITAMIN E

TOPIC FIBRINOLYTIC

0.01% RETINOIC ACID

20% AZELAIC ACID

SURGICAL EXCISION AND
ELECTROCAUTERIZATION

At 13 years of age

DERMABRASION WITH
SANDPAPER180

At 14 years of age

JESSNER’S PEELING AND
35% TRICHLOROACETIC ACID

AGE OF USE OR WHEN THE
PROCEDURE WAS PERFORMED

Throughout the period

Throughout the period

When the lesions were crusty

Throughout the period

Throughout the period

At 14, 15, 16, and 20 years of age

PURPOSE OF THE USE OR OF THE PROCEDURE
CARRIED OUT

Prevention of residual hyperpigmentation.

Prevention and improvement of skin damage caused by
any free radicals - antioxidant action.

Elimination of crusts and possible necrotic tissues.

Cellular regeneration, exfoliations and neocollagenesis.

Whitening properties.

Surgical Removal of papular, nodular and verrucous
lesions.

Standardization of the region, with decrease in skin thic
kening and improvement of the yellowish color.

Standardization of the region, with decrease in skin thic
kening and improvement of the yellowish color of
the skin.

Skin lesions were approached with clinical treatment and
surgical procedures. (Table 1) Clinically, there was the introduc-
tion of sunscreens with chemical filters and SPFs between 30
and 50, oral vitamin E, fibrinolytic topical cream up to three
times daily in the presence of crusty lesions, 0.01% retinoic acid
cream at night and 20% azelaic acid cream in the morning
before applying sunscreen. Surgically, electrocautery and surgical
excision of nodular and verrucous lesions were carried out in
the lower and upper eyelids, and elbows (Figure 3); dermabra-
sion with sandpaper number 180 preceded by local anesthesia
with 2% lidocaine was performed in the frontal region, medium
chemical peel with Jessner solution and 35% trichloroacetic acid
was applied on the whole face, with improvement in the skin-
thickening and the yellowish color of the skin. (Figure 4)

Currently, at 28 years of age, only shallow scarring lesions
can be seen, with a subtle continuation of the varicelliform
aspect, interspersed with skin of normal color in the mid-facial
and frontal regions. In the infraorbital region there was an
almost complete disappearance of the small yellowish papules.
(Figure 5) Three years before, the patient developed diffuse non-
scarring alopecia, dysphagia, and dyspaurenia, with the derma-
tological appearance remaining stable and no new occurrence of
lesions. The patient, however, presents resistance to the treatment
of seizures and a persistence of dysphonia, hoarseness, and infil-
tration and hardening of the lingual surface.

DISCUSSION
LP is an extremely rare, recessive autosomal disease, com-
monly associated with consanguinity, with approximately 300
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cases described in the literature, with the highest prevalence in
Sweden and South Africa. ' In the case ofthe present study, the
authors observed the patient’s cutaneous appearance with infil-
trated skin of yellowish color, similar to the color of ivory, in the
face, neck, hands, knees, and elbows. Skin lesions manifested in
various developmental stages: papulous, nodular, keratotic, and
verrucous, leading to the formation of varicelliform scars. These

have as worsening factors, mechanical trauma and exposure to
the sun. The alterations in the skin of the eyelids is called

2”10

“Moniliform Blepharosis”.

The mucosal condition was char-

FIGURE 4: A. Face at 13 years of age, before surgical treatment, showing
yellowish color, atrophic and pigmented scars (red arrows);
B. At 28 years of age, with permanence of the improvement in the yello-
wish color, skin thickness, atrophic scars, and pigmentation (red arrows)
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FIGURE 5: Palpebral yellowish papules surgically removed (black circle).

To the left, at 13 years of age and to the right at 28 years of age, without
the emergence of new lesions.

acterized by dysphonia and hoarseness from birth, yellow-white
infiltrated plaques on the lips, tongue, pharynx, and tongue, and
a stiffened tongue with impaired mobility. Systemic manifesta-
tions that may be present and have been observed in patients
were alopecia, hypohidrosis, nail and tooth abnormalities,
intracranial calcifications, and epilepsy, the last two treated by a
Neurologist. '

LP wusually has a chronic and benign course, requiring
ambulatory monitoring and support for life, for there is no
known eftective treatment.> Clinical therapeutic options
include: oral retinoids or D-penicillamine g-1 and surgical
therapy consisting of dermabrasion, chemical exfoliation, or
10,600nm CO, laser.*” The use of surgical dermabrasion with
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sandpaper number 180 and chemical exfoliations with Jessner’s
solution and 35% trichloroacetic acid, showed similar results to
those in the researched literature. The use of a topical retinoid
during the entire period enables cell regeneration, constant
exfoliation, and synthesis of new collagen, bringing benefits to
the final cosmetic result.

In the present case report, the clinical and surgical treat-
ments used in the patient during the 25-year follow-up showed
satisfactory results for the control of dermatological signs such
as scar lesions on the face, infraorbital region, and upper and
lower eyelids, with significant improvement in the appearance
and, more markedly, of her quality of life. As the lesions are not
prone to natural involution, the choice for surgical therapy is
mandatory to eliminate papular, nodular, and vegetating lesions,
as well as the use of dermabrasion and chemical exfoliations for
the improvement of the skin thickening and yellowish color.

The present study is aimed at highlighting that, even
with the absence of a definitive and effective treatment
described in the researched literature, clinical and surgical pro-
cedures should be encouraged in the management of patients
bearing LP. Given that the clinical profile has an onset in child-
hood or early adolescence, procedures should be performed
progressively, with the use of the available therapeutic armamen-
tarium according to the appropriate indications, aiming at
improving the dermatological signs. -1 In this manner, it is
possible to prevent the origin of certain stigmas that affect the
quality of life of patients. ®
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