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Case report
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Hyalinosis cutis et mucosae (lipoid proteinosis, Urbach-Wiethe disease) is a rare
syndrome with autosomal recessive inheritance. The disease is characterized by
diffuse deposition of a hyaline-like substance in the dermis, the submucosal con-

Key words: gingival diseases; gingivalnective tissue and various internal organs. The oral mucosa of affected people
hyperplasia; hyalinosis cutis et mucosae;becomes nodular and thickened, with primary involvement of the labial, buccal lipoid proteinosis; mouth diseases

and palatal mucosa, posterior tongue, and lingual frenulum. We report the case
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present clinical features are also compared to those of the same patient at the age
of 38 years. Accepted for publication February 5, 1998

Hyalinosis cutis et mucosae (lipoid order, but prognosis is good and mor- ing blisters on his skin that were fre-
quent during childhood and becameproteinosis, Urbach-Wiethe disease) is a tality is low (1).

The oral mucosa of affected patientsrare genetic syndrome inherited as an rare after adolescence. Healing of the
blisters usually resulted in scarring.autosomal recessive trait (1, 2). It is becomes nodular and thickened due to

diffuse infiltration with hyaline-like ma-characterized by deposition of a hya- Since early childhood, his tongue start-
ed becoming larger and less mobile, theline-like substance in the dermis and in terial (1, 2, 4–6). The regions most fre-

quently involved are the labial mucosathe submucosal connective tissue, pri- lips thicker, and the voice hoarse. In ad-
dition, he experienced reduced secretionmarily of the mouth, pharynx and lar- posterior tongue, lingual frenulum, buc-

cal mucosa and palate. Tongue involve-ynx, and internal organs (3). Clinical of saliva and dysphagia. He was hospi-
talized because of inflammatory paroti-manifestations depend on the organs ment results in severe restriction of mo-

bility and loss of dorsal papillae, whileinvolved and the extent of hyaline accu- tis, with an abscess in the right parotid,
at the age of 24 years, and he had amulations (2). Early-onset hoarseness infiltration of the buccal mucosa may

cause stenosis of Stensen’s duct and ret-due to diffuse infiltration of the vocal gingivectomy and a biopsy of the dor-
sum of the tongue at the age of 38cords and the laryngeal mucosa is the rograde parotitis. Gingival involvement

in hyalinosis cutis et mucosae is uncom-most prominent symptom. Skin lesions years. However, the pathologic diagno-
sis could not be recalled by the patientinclude yellowish, waxy infiltrated pap- mon (4, 6).

We report the case of a patient withules, plaques and nodules, occasionally or his family members. He reported
having episodes of dyspnea, probablypreceded by bullous eruptions. More- hyalinosis cutis et mucosae where recur-

rent gingival hyperplasia due to diffuseover, intracranial calcifications and epi- because of stenosis of the larynx.
The patient is a member of a largeleptic seizures may occur. Ultrastruc- deposition of hyaline-like material was

his chief complaint.tural and biochemical studies suggest family who have lived for generations in
a small village on an island; the parentsalterations in the distribution of distinct

collagen types or a lysosomal storage were reported as being non-consanguin-
Case report

disease, but the exact pathogenesis re- eous. His father died of nephritis at the
age of 65 years and his mother at themains unknown (2). There is no effec- A 66-year-old man came for gingivecto-

my. His medical history revealed that attive treatment for the functional and age of 85 years. Out of his ten siblings,
two brothers and three sisters died ofcosmetic problems caused by the dis- the age of 5–6 years he started develop-
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Fig. 1. The tongue is thick and glossy, with erosions on the tip (ar-
rows) and a plaque in the central part of the dorsum (arrowhead).
Fig. 2. The mucosa of the upper lip is glossy and thick.
Fig. 3. The buccal mucosa presents nodular infiltrations and deep
fissures.
Fig. 4. Wart-like lesions on the elbows.
Fig. 5. Gross appearance of the gingivectomy specimen.
Fig. 6. Recurrent hyperplastic gingivae cover most of the crowns of
the anterior lower teeth.
Fig. 7. Panoramic radiograph showing multiple, well-delineated ra-
diolucencies in the mandible.
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Extraorally, the skin of the face and
neck was pale, thick and indurated,
with small (2–3 mm) nodules and deep
expression furrows. It was loosely
bound to the underlying tissues. There
were beads of small nodules and loss of
eyelashes along the free margin of the
lower eyelids, as well as alopecia of the
parietal region of the head. Clusters of
nodules forming wart-like lesions were
found on the dorsum of the hands, the
elbows (Fig. 4), axillae, buttocks and
knees. Atrophic, hypopigmented
patches were found on the skin of the
upper abdomen.

On the basis of the clinical examina-
tion, a working diagnosis of hyalinosis
cutis et mucosae was made. The patient
declined further investigation or biopsy
and was lost to follow-up. The surgical
specimens of the gingivectomy were
processed for pathologic examination
(Fig. 5).

Fig. 8. Hyaline-like material deposition in the Fig. 9. Perivascular deposition of the hyaline- Six years later the patient returned
connective tissue (arrows). (Hematoxylin and like material. (Hematoxylin and eosin stain, for gingivectomy. This time, the lowereosin stain, original magnification ¿16) original magnification ¿32)

incisors and canines were covered by
hyperplastic gingiva that showed aggre-
gates of small, discrete erythematous
nodules on their glossy surface (Fig. 6).unknown causes at the age of about 3 mobility of the teeth. The tongue was

thick, indurated, restricted in mobilityto 4 years. Another brother presumably Pockets were 5 to 9 mm in depth. The
gingivae around the remaining teethsuffered from the same disorder, be- and almost fixed to the floor of the

mouth. Its surface was glossy, with acause he had a hoarse voice and the (upper right canine and lower right sec-
ond molar), as well as the mucosa ofsame oral and skin manifestations as few painful erosions on the tip and a

plaque in the central part of the dorsumthe proband; he died of asphyxia at the the edentulous alveolar processes, were
pale and glossy. A panoramic radio-age of 34 years during an episode of (Fig. 1). The mucosa of the lips was

glossy, thick and indurated, especiallydyspnea. graph of the jaws disclosed multiple,
well-delineated radiolucencies in theThe opening of the patient’s mouth that of the frenum of the upper lip (Fig.

2). The buccal mucosa was glossy andwas restricted because of rigid, thick, mandible (Fig. 7), possibly corre-
sponding to enlarged marrow cavities.indurated lips; radiating fissures were rough, with nodular infiltrations and

deep fissures in between (Fig. 3). Thepresent at the commissures. Intraoral The rest of the intraoral and extraoral
findings were similar to those of the pre-examination revealed that the labial at- soft palate, uvula and faucial pillars

were glossy and appeared waxy and re-tached gingiva around the anterior vious examination.
Hematoxylin and eosin-stained sec-lower teeth were hyperplastic, with stricted in mobility. The mucosa of the

hard palate was thick and indurated.pocket depths 6 to 9 mm. There was no tions of both gingivectomy specimens

Fig. 10. The hyaline-like material reacts with periodic acid-Schiff stain (PAS, original magnification ¿25).
Fig. 11. Perivascular immunostaining for type IV collagen. Notice lack of reaction in the intervening connective tissue (ABC, original magnifi-
cation ¿25).
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showed fragments of parakeratinized the symptomatic involvement of the are also seen in the oral lesions of pa-
tients with ligneous conjuctivitis; thatand focally vegetating oral mucosa in- gingiva and the diagnostic significance

of the microscopic findings in the gingi-filtrated by a pink-gray, homogeneous, is, however, primarily a mucosal disease
without cutaneous involvement (16). Ju-hyaline-like material (Fig. 8). The mate- val tissues.

Gingival lesions in hyalinosis cutis etrial formed perivascular mantles (Fig. venile hyalin fibromatosis and infantile
systemic hyalinosis present with muco-9) or bundles running perpendicular to mucosae seem to be uncommon, judg-

ing from the relative paucity of pub-the surface, or was deposited in amor- cutaneous and gingival hyaline tumors
(17, 18). However, both diseases are le-phous masses. The corium was mildly lished cases. Gross alterations other

than gingivitis were not observed in 28infiltrated by inflammatory cells, pri- thal at an early age, while the hyaline-
like deposits are composed of chondroi-marily plasma cells and lymphocytes. patients whose periodontal status was

recorded by B et al. (8),The overlying mucosa was normal, with tin sulfate and immature interstitial col-
lagen, or type VI collagen, respectively.elongated rete ridges, while the epitheli- and were not mentioned in a recent re-

view of oral manifestations of theal basement membrane zone was locally Multiple, verrucous and cobblestone-
like papules of the skin and oralthickened and hyalinized. disease (5). H & B (4)

cite a few cases presenting with eitherThe hyalinized substance stained pos- mucosa, including the gingiva, are seen
in tuberous sclerosis and multiple ha-itively with periodic acid-Schiff reaction gingival lesions of similar appearance

to those of other intraoral sites, or gin-(Fig. 10), resisting digestion with dia- martoma syndrome, or Cowden’s
disease (1, 15). Histologically, thesestase, as well as with van Giesons’ gival hyperplasia; the latter was consid-

ered to be a side effect of the admin-picrofuchin. It did not stain with alka- lesions represent fibrous or fibroepi-
thelial hyperplasias. Finally, pseudo-line Congo red nor showed birefringen- istration of diphenylhydantoin for the

epileptic seizures some patients suf-cy in polarized light. Reticular fibers xanthoma elasticum is classically in-
cluded in the differential diagnosis ofwere present, but elastic fibers were re- fered. However, epilepsy or phenytoin

treatment were not reported in mostduced. Staining with Alcian blue was hyalinosis cutis et mucosae, but oral in-
volvement is extremely unusual (3, 19).slightly positive at pH 2.5 and negative cases (9–12), while gingival hyperplasia

can not be considered as drug-inducedat pH 0.5, while neutral Toluidine blue The pathologic findings in the gingi-
val tissues excised from our patient, asdid not reveal metachromasia. The peri- in a few additional cases (6, 13), includ-

ing the present one.vascular and bundle-like formations, as well as the reported presence of hyaline
deposits in normal appearing gingiva ofwell as the epithelial basement mem- I (14) reported that the hyper-

plastic and ulcerated gingivae of an 11-brane zone, reacted with CIV22 mono- affected individuals (8, 20), suggest that
a gingival biopsy could be of diagnosticclonal antibody to type IV collagen year-old boy with hyalinosis cutis et

mucosae were diffusely infiltrated by(Dako, Holmstrup, Denmark, M785; value in hyalinosis cutis et mucosae.
diluted at 1:50), while the intervening hyaline-like material, although typical

oral, laryngeal and pharyngeal lesionsamorphous masses were negative (Fig.
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