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HEREDITARY HYPOHIDROTIC ECTODERMAL DYSPLASIA
Figs. 13.1 and 13.2

Hereditary hypohidrotic ectodermal dysplasia is a genetic disorder characterized by defective
formation of various ectodermally derived structures. It is most commonly inherited as an
X-linked recessive trait, although autosomal-dominant and autosomal-recessive transmission also
rarely may occur. Affected individuals have a marked reduction or absence of sweat glands re-
sulting in the inability to tolerate heat. Severe fever may occur during infancy and early child-
hood and can be fatal. The skin is soft and dry, with wrinkling and hyperpigmentation often oc-
curring around the eyes. The scalp hair is sparse, fine, and blond, with eyebrows, eyelashes, and
other body hair being sparse or absent. There is often frontal bossing and a depressed nasal
bridge. Many patients have atopic disease.

The lips are often protuberant and may exhibit pseudorhagades, or fissures. Hypoplasia of the
mucoserous glands may lead to xerostomia and chronic rhinitis. The most characteristic oral
finding is hypodontia or, in some cases, total anodontia. The teeth that do develop are typically
malformed and conical in shape. Taurodontism is a common radiographic finding. Female carri-
ers of the trait may show these tooth anomalies to a milder degree because of partial expression
of the condition (Lyon hypothesis).

Treatment of the dental defects depends on the severity of the disease; removable prosthetic
replacement is the most common treatment modality, including the use of complete dentures,
partial dentures, or overdentures. In the child, the prostheses must be remade periodically to ac-
commodate the growth of the dental arches. Osseointegrated dental implants also have been
used with success.

HEREDITARY HEMORRHAGIC TELANGIECTASIA (RENDU-OSLER-WEBER DISEASE)
Fig. 13.3

Hereditary hemorrhagic telangiectasia is an autosomal-dominant disorder characterized by mul-
tiple vascular defects throughout the body in the form of telangiectasias and arteriovenous mal-
formations. Weakness of the vascular wall and surrounding connective tissue predisposes pa-
tients to hemorrhagic episodes. Epistaxis is usually the earliest and most common symptom,
often beginning in childhood. Cutaneous telangiectasias may become evident in the second and
third decades, with oral lesions characteristically involving the lips and tongue. Oral and gastro-
intestinal tract bleeding may occur, as well as hemoptysis and intracranial hemorrhage. Treat-
ment for hereditary hemorrhagic telangiectasia may require blood transfusions, laser ablation of
skin and mucosal lesions, and surgical resection or embolotherapy of pulmonary and intracranial
arteriovenous malformations. Epistaxis can be treated with septal dermoplasty and laser ablation.
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> Figure 13.1
HEREDITARY HYPOHIDROTIC ECTODERMAL
DYSPLASIA
Patient exhibiting frontal bossing and
sparse, fine, blond hair. (Courtesy of
Drs. Charles Hook and Bob Gellin )

[>  Figure 13.2
HEREDITARY HYPOHIDROTIC ECTODERMAL
DYSPLASIA
Patient from Figure 13.1 exhibiting
hypodontia and conicalshaped teeth.
{Courtesy of Drs. Charles Hook and Bob
Gellin.}

> Figure 13.3
HEREDITARY HEMORRHAGIC
TELANGIECTASIA

Telangiectasias of lips.
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PACHYONYCHIA CONGENTIA (JADASSOHN-LEWANDOWSKI SYNDROME)
Figs. 13.4, 13.5, and 13.6
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Pachyonychia congenita is a rare genetic syndrome inherited as an autosomal-dominant trait,
although occasional cases have appeared to exhibit autosomal-recessive inheritance. At birth,

or shortly thereafter, the fingernails and toenails become thickened, elevated, and tubular in
shape with accumulation of a yellowish brown, horny material on the undersurface. This material
causes the nails to project upward along the free edge. Recently, a late-onset form of the condi-
tion has been described (pachyonychia congenita tarda). The nails may have to be surgically re-
moved or later may become hypoplastic. Hyperkeratosis of the palms and soles may occur dur-
ing the first few years of life, with development of painful bullae that can burst and become
infected. Palmar and solar hyperhidrosis also may be seen, as can follicular keratosis of the knees
and elbows.

The principal oral manifestation is the development of white, hyperkeratotic lesions, espe-
cially in areas of increased trauma. The dorsum of the tongue and the buccal mucosa along the
occlusal plane are the most common sites involved. These lesions are not predisposed to malig-
nant degeneration. Neonatal teeth and angular cheilitis also have been reported.
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[>  Figure 13.4
PACHYONYCHIA CONGENITA

Hypoplostic nails. [Courtesy of Dr. John
Llenox.)

> Figure 13.5
PACHYONYCHIA CONGENITA

Hyperkeratosis of the soles. [Courtesy of
Dr. lou Young.)

[» Figure 13.6
PACHYONYCHIA CONGENITA
Hyperkeratotic lesions on the lateral
tongue. {Courtesy of Dr. John lenox.)
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WHITE SPONGE NEVUS

Fig. 13.7

DARIER’S DISEASE
Figs. 13.8 and 13.9
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White sponge nevus is a rare, autosomal-dominant abnormality of squamous epithelial differenti-
ation that affects mucosal surfaces but not skin. Typically, spongy white plaques with a folded or
corrugated surface occur bilaterally on the buccal mucosa and may also be seen at other oral
mucosal sites. Lesions may be present at birth or first be noted in childhood or adolescence. Ex-
traoral lesions may involve the vagina, labia, anorectal mucosa, and nasal cavity. Diagnosis often
can be made on the basis of clinical appearance and family history. Cytologic smears, or some-
times biopsy, may help confirm the diagnosis. White sponge nevus is a benign condition, and no
treatment is necessary. Interestingly, the lesions may improve with the use of systemic antibi-
otics, such as penicillin or tetracycline, or after application of topical tetracycline.

(KERATOSIS FOLLICULARIS)

Darier’s disease is a rare genodermatosis inherited as an autosomal-dominant trait. The disease
usually first manifests itself during childhood or adolescence with the development of red to
yellowish brown papules behind the ears, around the nose, and on the neck, chest, back, and
extremities. These papules become hyperkeratotic and crusty, eventually producing greasy
plaques that may become secondarily infected and exude an offensive odor. Hyperkeratotic,
papular lesions often involve the palms and soles and may become so severe that the patient
has difficulty walking. The nails often are splintered and fissured and may exhibit longitudinal
discoloration or subungual hyperkeratosis. The disease typically worsens during the summer
months. Management includes frequent cleansing with antibacterial soaps and systemic antibi-
otics when necessary. Systemic retinoids often are helpful but may not be tolerated because of
undesirable side effects.

Oral involvement has been reported in 15 to 50% of patients with Darier’s disease. Rough,
gray—white papules occur on the hard palate and gingiva and, less commonly, on the tongue and
buccal mucosa. The palatal lesions may resemble papillary hyperplasia or nicotine stomatitis. No
treatment is indicated for the mucosal lesions. Intermittent obstructive sialadenitis of the major
salivary glands has been reported in some patients, probably secondary to squamous metaplasia
of the ductal lining. In rare instances, this sialadenitis may become severe enough to necessitate
excision of the affected gland.
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[»  Figure 13.7
WHITE SPONGE NEVUS
Thickened white plaque of the buccal
MUCoSa.

[» Figure 13.8
DARIER’S DISEASE
Crusted, hyperkeratofic lesions of the leg
and foot. {Courtesy of Weathers DR,
Olansky S, Sharpe LO. Darier’s disease
with mucous membrane involvement. Arch

Dermatol 1969:;100:50-53.)

> Figure 13.9
DARIER’S DISEASE
Papular lesions of the palate. {Courtesy of
Weathers DR, Olansky S, Sharpe [O.
Darier’s disease with mucous membrane
involvement. Arch Dermatol

1969:100:50-53.)
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TUBEROUS SCLEROSIS
Figs. 13.10 to 13.12
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Tuberous sclerosis is a rare syndrome characterized by epilepsy, mental retardation, and
hamartomatous growths in multiple organ systems. Although this syndrome is inherited as an
autosomal-dominant trait, about 50 to 75% of cases have no family history and apparently repre-
sent new mutations. The earliest skin sign is the presence of congenital white, hypopigmented,
ash-leaf-shaped macules on the trunk and limbs. Later, during the first decade, angiofibromas
slowly develop, appearing as pink to red nodules most prominent in the nasolabial folds, cheeks,
forehead, and scalp. These angiofibromas were once termed “adenoma sebaceum” in the mis-
taken belief that they represented tumors of the sebaceous glands. Subungual fibromas may
elevate the nail bed. Orange-peel-like shagreen patches may occur in the lumbar area.

Numerous smooth, hard masses of glial tissue and ganglion cells occur in the brain and are
responsible for the related mental retardation and epilepsy. The name “tuberous sclerosis” is de-
rived from these potato-like tumors of the central nervous system. Intracranial calcifications, re-
nal angiomyolipomas, cardiac rhabdomyomas, and other hamartomatous lesions may be seen.

Fibromatous lesions of the anterior gingiva and other oral mucosal sites have been reported
in 11 to 56% of patients. Intrabony fibrous or myxomatous tumors of the jaws also may occur.
Generalized gingival hyperplasia secondary to anticonvulsant therapy may be seen. Pitting de-
fects of the enamel have been described in 90% of patients; identification of these pits can be
aided with the use of dental plaque disclosing solution.

Management of tuberous sclerosis often is directed primarily at controlling the associated
seizures. Facial angiofibromas can be removed for cosmetic reasons. In general, patients have a
slightly reduced life span, with death sometimes related to complications of central nervous sys-
tem and kidney disease.

COLOR ATLAS OF CLINICAL ORAL PATHOLOGY



> Figure 13.10
TUBEROUS SCLEROSIS

Angiofibromas of the face. (Courtesy of
Dr. E. R. Costich.]

P Figure 13.11
TUBEROUS SCLEROSIS

intracranial calcifications.

> Figure 13.12
TUBEROUS SCLEROSIS
Fibrous lesion of the gingiva.
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DYSKERATOSIS CONGENITA
Figs. 13.13 and 13.14

Dyskeratosis congenita is a rare syndrome that is characterized by multiple defects of ectoder-
mal structures plus bone marrow hypofunction. More than 80% of reported cases have occurred
in males, and the condition is believed to be transmitted most frequently as an X-linked reces-
sive trait. However, autosomal-dominant and autosomal-recessive transmission also are believed
to occur, which accounts for sporadic cases seen in female patients.

Despite the disease’s name, clinical manifestations typically are not congenital but begin to be
noticed between 5 and 10 years of age. Reticulated hyperpigmentation is seen on the skin, espe-
cially the face, neck, upper arms, and chest. The nails become dystrophic, with longitudinal ridg-
ing and splitting. The palms and soles exhibit hyperhidrosis (excessive sweating), frequently in
association with hyperkeratosis. Progressive bone marrow failure occurs in half of all cases, caus-
ing thrombocytopenia, anemia, and leukopenia. Other frequent findings include alopecia, dys-
phagia, and obstruction of the nasolacrimal duct.

Oral involvement may begin with the development of vesiculoerosive lesions on the tongue
and buccal mucosa. The dorsum of the tongue may exhibit atrophy of the papillae and become
smooth and shiny. The most significant oral feature is the frequent development of leukoplakia,
which may involve the tongue, buccal mucosa, and labial mucosa. These leukoplakic lesions can
undergo malignant transformation at an early age. Patients also have a predisposition to other
malignancies, especially carcinomas of the gastrointestinal system. Rapidly progressive periodon-
tal disease has been reported.

Because of the potential complications related to bone marrow failure and development of
malignancy, the average life span for more severely affected patients is 32 years. The pancytope-
nia may be treated with bone marrow transplantation or administration of granulocyte colony-
stimulating factor and erythropoietin.

PEUTZ-JEGHERS SYNDROME

Fig. 13.15
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Peutz-Jeghers syndrome is a rare autosomal-dominant condition characterized by multiple ham-
artomatous gastrointestinal polyps and mucocutaneous melanin pigmentation. The pigmented le-
sions are often congenital and are most common on the labial mucosa and perioral skin. They
present as round to oval macules 1 to 5 mm in diameter, and are light brown to blue-black. Sim-
ilar lesions may occur around the eyes, the nose, on the hands and feet, and intraorally. The in-
testinal polyps are most common in the small intestine, often leading to abdominal pain from
small-bowel intussusception. Patients are at increased risk for carcinomas of the gastrointestinal
tract, uterus, ovary, pancreas, and possibly breast. These tumors may develop at a young age, and
close medical evaluation and monitoring are recommended. If desired, cosmetic removal of the
pigmented lip lesions can be accomplished with laser ablation.
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P> Figure 13.13
DYSKERATOSIS CONGENITA
Dystrophic nail changes.

> Figure 13.14
DYSKERATOSIS CONGENITA
Atrophy of the dorsal tongue mucosa.

P> TFigure 13.15
PEUTZ-JEGHERS SYNDROME
Macular pigmentation of the lips.
{Courtesy of Dr. Ahmed Uthman.)

DERMATOLOGIC DISEASES

435



MELANOTIC MACULE (FOCAL MELANOSIS)
Figs. 13.16 and 13.17

The term melanotic macule has been used to describe a benign pigmented lesion of the oral cav-
ity characterized by an increase in melanin pigmentation along the basal cell layer of the epithe-
lium. The melanotic macule is typically a well-circumscribed flat area of pigmentation that most
frequently exhibits a brown color but also may appear black, blue, or gray. Most lesions are less
than 1 ¢cm in diameter, although occasional cases may be larger. Most occur as single lesions, but
multiple lesions can be seen. The most common location is the vermilion border of the lip, with
a predilection for the midportion of the lower lip. The gingiva, buccal mucosa, and palate are the
most common intraoral locations. The melanotic macule is most common in young and middle-
aged adults, and females are affected more frequently than males.

Treatment usually consists of surgical excision to rule out the possibility of early melanoma,
although long-standing lesions exhibiting no evidence of change may be followed clinically, espe-
cially those on the lips. Biopsy is recommended especially for pigmented lesions of the hard
palate-maxillary gingiva complex because this is the most common site for oral melanoma.
Labial melanotic macules have been treated successfully with the use of a Q-switched ruby laser,
which causes selective damage to pigmented cells in the tissue.

ORAL MELANOACANTHOSIS (ORAL MELANOACANTHOMA)
Fig. 13.18

Oral melanoacanthosis is a rare pigmented lesion that probably represents a reactive hyperplasia
of melanocytes in response to local trauma. It is most common in young adults and occurs al-
most exclusively in blacks. Oral melanoacanthosis often has a sudden onset, sometimes exhibit-
ing rapid growth over a period of several weeks to months. The buccal mucosa is the most com-
mon location, and bilateral involvement may occur. Lesions have been described as dark blue,
brown, or black and range from less than 5 mm in diameter to extensive lesions several centime-
ters in size. The pigmentation often resolves spontaneously after removal of irritating factors or
incomplete excision.
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[» Figure 13.16
MELANOTIC MACULE

Pigmented lesion on the lower lip.

[»- Figure 13.17
MELANOTIC MACULE
Flat, pigmented lesion of the maxillary
gingiva.

[ Figure 13.18
ORAL MELANOACANTHOSIS

Pigmented lesion of the buccal mucosa.
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ERYTHEMA MIGRANS (GEOGRAPHIC TONGUE, BENIGN MIGRATORY GLOSSITIS, ECTOPIC
GEOGRAPHIC TONGUE, MIGRATORY STOMATITIS)

Figs. 13.19, 13.20, and 13.21
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Erythema migrans is a common mﬂammatory condition that usually affects the tongue, where it
is known as “geographic tongue” or “benign migratory glossitis.” Most studies indicate that the
prevalence of geographic tongue is in the range of 1 to 3% of the population. The condition oc-
curs at all ages, and women are affected almost twice as often as men. Concomitant fissured
tongue also may be present. The cause of erythema migrans is unknown, although a family his-
tory or association with stress or atopy may be seen. An increased prevalence of certain histo-
compatibility antigens has been reported in affected patients, supporting the theory that genetic
influences play a role in the pathogenesis of this condition. Because of their histopathologic simi-
larities and cases showing coexistence of both conditions, it has been suggested that erythema
migrans may represent an oral manifestation of psoriasis. Although the relationship between
these two conditions is still debated, one study did show a significantly increased prevalence of
erythema migrans in patients with psoriasis.

Geographic tongue typically affects the dorsal and lateral surface of the tongue, presenting
as red patches caused by loss of the filiform papillae but with preservation of the fungiform
papillac. These red patches are usually, but not always, surrounded by an elevated, circinate
white or yellow border. The red patches rapidly enlarge and may coalesce, producing large ar-
eas devoid of filiform papillae. The filiform papillae rapidly regrow, however, returning the area
to its normal appearance. The loss of papillae often begins in another area, resulting in an ever-
changing pattern of papillae loss and regrowth, hence the name “benign migratory glossitis.”
This changing pattern is a rapid process; daily differences can be noted in the maplike pattern.
Most patients are without symptoms, although some may experience soreness or sensitivity to
spicy foods.

Although involvement of the dorsal and lateral tongue is common, involvement of the ventral
tongue and other oral mucosal sites is seen much less frequently. These lesions, however, have
the same migrating pattern as the tongue lesions, presenting as atrophic, erythematous patches,
usually with a raised, circinate, white border. Extralingual lesions usually occur on the buccal and
labial mucosa. Almost all patients with “ectopic geographic tongue” also have typical dorsal
tongue involvement.

Erythema migrans is a persistent condition that may exhibit periods of remission and exacer-
bation. No treatment is indicated, except possibly palliative therapy in some instances when sig-
nificant tenderness is present. Topical application of corticosteroids, diphenhydramine, or anes-
thetic agents have been used with variable success.
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> Figure 13.19
ERYTHEMA MIGRANS
Loss of filiform papillae with o raised white
border. Associated fissured tongue is also
present.

> Figure 13.20
ERYTHEMA MIGRANS

Ventral tongue involvement.

P> Figure 13.21
ERYTHEMA MIGRANS

lesions on the soft palate.
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TRANSIENT LINGUAL PAPILLITIS (“LIE BUMPS”)
Fig. 13.22

Transient lingual papillitis is a common condition that is characterized by the development of
enlarged and painful fungiform papillae on the tongue. One or more fungiform papillae become
swollen and exhibit a red, white, or yellow color. The lesions typically resolve spontaneously
within several hours to days, but periodic recurrences are not unusual. Despite its common oc-
currence, little was known about this entity until a recent article by Whitaker and colleagues. In
their survey, they found that these lesions were reported by 56% of their study population and
were most common in young women. A subsequent study, which apparently reported the same
entity, showed a familial clustering of cases. The cause is unknown, although it has been specu-
lated that the lesions may result from local trauma or a viral infection. The term “lie bumps™ is
derived from the popular superstition that these lesions are caused by telling lies. There is no ef-
fective treatment in most cases, although some individuals have found relief with over-the-
counter mouthrinses or salt water rinses.

PSORIASIS
Figs. 13.23 and 13.24

Psoriasis is a common chronic inflammatory skin disorder that is estimated to affect 1 to 3% of
the world’s population. The cause of psoriasis seems to be multifactorial, but there is a strong ge-
netic influence because one-third of patients with psoriasis have affected relatives. In addition,
patients with psoriasis demonstrate an increased frequency of certain histocompatibility antigens.
Factors that can exacerbate the disease include psychological stress, infections, alcohol abuse,
and certain drugs, such as lithium and beta blockers. A strong association between psoriasis and
human immunodeficiency virus infection has been shown.

Psoriasis most frequently has its onset during the second and third decades of life and shows
periods of exacerbation and remission. It is characterized clinically by the development of
erythematous papules and plaques that are covered by a silvery scale. If the scales are scraped
off, one may observe tiny pinpoint areas of bleeding (Auspitz sign). However, eliciting the
Auspitz sign is currently discouraged because of the aforementioned possible association with
human immunodeficiency virus infection. Lesions are often bilaterally symmetrical and most
commonly affect the scalp, elbows, knees, and sites of local trauma (Koebner phenomenon).
Itching is not an unusual complaint. More severe forms of the disease may exhibit generalized
pustular lesions. A small percentage of patients develop psoriatic arthritis, which may involve the
temporomandibular joint. Oral lesions are rare and have been variably described as appearing as
white plaques, erythematous patches, or ulcerations. An increased prevalence of erythema mi-
grans has been reported, and some authors believe that this represents an oral manifestation of
psoriasis. This association is strongest for pustular forms of the disease. An increased frequency
of fissured tongue also is reported.

No treatment may be necessary for mild forms of psoriasis. For moderate cases, topical corti-
costeroids or coal tar derivatives may be used. Severe cases may require ultraviolet light treat-
ment or systemic drug therapy with methotrexate, retinoids, or cyclosporine. Symptomatic oral
lesions may be treated with warm salt water rinses or application of topical anesthetics, antihista-
mines, or corticosteroids.
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> Figure 13.22
TRANSIENT LINGUAL PAPILLITIS
Painful white papules along the anterior
margin of the tongue.

P> Figure 13.23
PSORIASIS

Scaly lesions on the elbow.

P> Figure 13.24
PSORIASIS
Erythematous lesions of the hard palate.
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SYSTEMIC SCLEROSIS (SCLERODERMA)
Figs. 13.25, 13.26, and 13.27
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Systemic sclerosis is an unusual disorder of unknown cause that best fits into the category of
autoimmune collagen-vascular diseases. Although the term “scleroderma” describes well the
principal and most obvious site of involvement in most patients, the term “systemic sclerosis”
better denotes the multisystem nature of the disorder.

Systemic sclerosis usually has its onset in middle age and is more common in females than in
males. There is thickening and induration of the skin cause by dermal fibrosis, which may lead to
clawlike flexion contractures of the hands and a masklike facial appearance. In long-standing
scleroderma, ulcerations develop over pressure points due to trauma. Hyperpigmentation and
hypopigmentation of the skin may occur. The fibrosis is not confined to the skin but may involve
internal organs such as the lungs, heart, gastrointestinal tract, and kidneys, resulting in loss of
normal visceral function. Other common features include Raynaud phenomenon, telangiectasias,
soft-tissue calcifications, arthritis, an elevated erythrocyte sedimentation rate, and the presence
of antinuclear antibodies in the serum.

Oral manifestations include difficulty opening the mouth and loss of tongue mobility because
of perioral and lingual fibrosis. The anterior maxillary teeth often are exposed because of retrac-
tion of the lips. Crenations of the buccal mucosa and tongue have been reported. A classic radio-
graphic finding is generalized symmetric widening of the periodontal ligament space, which oc-
curs to at least some degree in almost all patients. Bony erosions may occur at the angle of the
mandible, or they may destroy the coronoid and condylar processes. Xerostomia and dysphagia
are also common findings. The salivary changes are similar to those seen in Sjogren syndrome.

Systemic sclerosis pursues an unpredictable course, but is typically a progressive disorder
with no cure. Patients with diffuse involvement may exhibit rapid progression of their disorder,
with death occurring within several years after onset. In other patients, the disease is less severe,
with slow progression over a period of many years or periods of rapid spread and quiescence.
The 5-year survival has been reported to be between 50 and 70%; 40 to 60% of patients survive
for 10 years. Internal organ complications include pulmonary fibrosis, heart failure, renal insuffi-
ciency, and hypertension. Death usually results from complications of internal organ involve-
ment. Renal disease formerly was the leading cause of morbidity and mortality, but since the
advent of angiotension-converting enzyme inhibitor therapy for kidney disease, pulmonary com-
plications are now the primary cause of death in patients with systemic sclerosis.
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[»  Figure 13.25
SYSTEMIC SCLEROSIS
(A) Fibrosis of the skin resulting in @
masklike facial expression. (B) The fibrosis
hos caused marked atrophy of the man-
dibular ramus. Note the widened perio-
dontal ligament space around the mandib-
ular molar.

\ 4

Figure 13.26

SYSTEMIC SCLEROSIS

Fibrosis of the hands with flexion
confractures and bluniing of digits.

[» Figure 13.27
SYSTEMIC SCLEROSIS
Symmetric widening of the periodontal
ligament space.
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CREST SYNDROME
Fig. 13.28

The CREST syndrome is a clinical variant of systemic sclerosis. The term “CREST” is an acronym
for the five major components of the disorder: calcinosis cutis, Raynaud phenomenon, esophageal
dysfunction, sclerodactyly, and telangiectasias. The telangiectasias often are most prominent on the
face and lips and also can be seen intraorally. Although considered a variant of systemic sclerosis,
the CREST syndrome is often less severe than the more common systemic variety.

LUPUS ERYTHEMATOSUS

Figs. 13.29 and 13.30
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Lupus erythematosus (LE) is an autoimmune disorder that usually has its onset in young adults
and is considerably more common in women than in men. Chronic cutaneous LE (CCLE) pri-
marily affects only the skin and mucous membranes, whereas systemic LE (SLE) affects the skin
and multiple other tissues and organs. A third form of the disease, subacute cutaneous LE, has
clinical features intermediate between SLE and CCLE.

Skin involvement is most common in areas of sun exposure. In SLE, patients often present
with an erythematous rash in a butterfly distribution across the bridge of the nose and malar ar-
eas. Other features that may be seen in SLE include Raynaud phenomenon, arthritis, protein-
uria, pericarditis, pleuritis, psychosis, convulsions, anemia, leukopenia, thrombocytopenia, and
circulating antinuclear antibodies. The characteristic skin manifestation of CCLE is the develop-
ment of discoid lesions, which present as elevated, erythematous, indurated plaques with an ad-
herent scale and central atrophy and scarring. Although the term “discoid LE” sometimes has
been used synonymously with CCLE, it should be emphasized that discoid skin lesions may be
seen in all forms of the disease.

Oral lesions occur in 10 to 40% of patients with LE and seem to be more common in those
with SLE. The most characteristic lesion consists of a central atrophic, speckled, erythematous
area surrounded by a slightly elevated border exhibiting radiating white striae and telangiec-
tasias. These lesions are most common on the buccal mucosa and may mimic lichen planus.
Later stages can be indistinguishable from oral leukoplakia. Other oral manifestations include
scaling lip lesions, erythema, nonspecific ulcers, and secondary Sjogren syndrome (see Figs. 8.5
and 8.6).

Management of LE depends on the extent and severity of the disease. Treatment usually con-
sists of antimalarial drugs, topical and systemic corticosteroids, or both. The prognosis for CCLE
is excellent, with only about 5% of cases progressing to systemic involvement. In SLE, the most
common cause of death is renal failure, although most cases can be controlled with appropriate
medications. The 5-year survival rate for SLE is approximately 95%, but survival drops to around
75% after 15 years.
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j» Figure 13.28
CREST SYNDROME

Faciol felangieciosias.

> Figure 13.29
SYSTEMIC LUPUS ERYTHEMATOSUS

Lesions of the malar area.

[» Figure 13.30
CHRONIC CUTANEOUS LUPUS
ERYTHEMATOSUS
Speckled erythematous lesion with
peripheral radiating white strice on the
buccal mucosa.
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PEMPHIGUS VULGARIS
Figs. 13.31, 13.32, and 13.33
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The term “pemphigus” refers to a group of autoimmune disorders characterized by development
of vesiculobullous lesions on the skin and mucous membranes. It is most common in middle-
aged adults and affects both sexes equally. An increased prevalence has been noted in Ashkenazi
Jews. Patients with pemphigus develop autoantibodies directed toward an antigen on the surface
of squamous epithelial cells, destroying the intercellular attachments and resulting in intraep-
ithelial blister formation. Although several clinical variants are recognized, pemphigus vulgaris is
the most common form and the type most likely to exhibit oral manifestations.

On the skin, the primary lesions of pemphigus vulgaris are vesicles and bullae that can arise
on normal skin or on an erythematous base. These blisters are fragile and rupture easily, produc-
ing painful, raw, denuded areas. In later stages of the disease, extensive areas of epidermis may
be sloughed. Scaling and crusting of the ulcerated areas are common. A characteristic feature is
the Nikolsky sign, which is the ability to elicit the formation of a bulla by the application of firm
lateral pressure on normal-appearing skin.

Oral involvement in pemphigus vulgaris is extremely common: more than 90% of patients de-
velop oral lesions at some time during the course of their disease. In fact, the mouth is the most
common presenting site for lesions of pemphigus vulgaris, with some studies showing more than
half of all cases originating there. The oral lesions often have a slow, insidious onset with symp-
toms present for many months before a diagnosis is made or skin lesions develop. Lesions may
be found anywhere but are most common on the palate, buccal mucosa, and gingiva. Although
the oral lesions are vesiculobullous in nature, intact blisters rarely are seen; patients usually ex-
hibit collapsed bullae, ulcers, or widespread areas of erosion. Gingival involvement may produce
“desquamative gingivitis.” Pain and resultant weight loss are common complaints.

Diagnosis is established by biopsy and immunofluorescent studies. Titers on indirect immuno-
fluorescence often correlate to the severity of the disease. Before the advent of systemic corti-
costeroid therapy, pemphigus vulgaris was fatal in 60 to 90% of the patients because of general
debilitation, malnutrition, and protein loss. Even today, pemphigus vulgaris is a serious disease,
with a mortality of approximately 10%. Many of these deaths arise from complications of corti-
costeroid therapy. Other immunosuppressive drugs, such as azathioprine, also are frequently
used to reduce the amount of systemic corticosteroids needed.
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P Figure 13.31
PEMPHIGUS VULGARIS
Crusted vesiculobullous lesion of the
elbow.

j»- Figure 13.32
PEMPHIGUS VULGARIS

Ulcer at the commissure.

[» Figure 13.33
PEMPHIGUS VULGARIS
Extensive ulcerative lesions of the buccal
mucosa and soft palate.
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PARANEOPLASTIC PEMPHIGUS (NEOPLASIA-INDUCED PEMPHIGUS)

Figs. 13.34 and 13.35

Paraneoplastic pemphigus is a recently recognized vesiculobullous disorder that arises secondary
to an underlying malignancy, most frequently non-Hodgkin’s lymphoma or chronic lymphocytic
leukemia. It is believed that antibodies that are produced against the tumor cross-react against
antigens of the adhesion complex of the epithelium.

Paraneoplastic pemphigus presents a variable clinical and histopathologic picture that can be
confused with other vesiculobullous disorders. The condition often has a rather sudden onset,
with the development of multiple blisters and ulcers affecting the skin and oral mucosa. In some
instances, the skin lesions are papular and pruritic, resembling lichen planus. The oral lesions
can affect any location but frequently involve the lips to produce hemorrhagic crusting that may
mimic erythema multiforme. Ocular involvement can produce scarring lesions similar to mucous
membrane pemphigoid.

The diagnosis of paraneoplastic pemphigus is made on the basis of light microscopy, direct
immunofluorescence, indirect immunofluorescence, and, sometimes, immunoprecipitation stud-
ies. The indirect immunofluorescence should be performed on transitional-type epithelium,
which shows a highly specific pattern of antibody deposition in the intercellular areas of the ep-
ithelium. Treatment usually consists of systemic immunosuppressive medications such as pred-
nisone and azathioprine. Unfortunately, patients usually have a poor prognosis, with death result-
ing from complications of the vesiculobullous lesions or the underlying malignancy. However,
occasional long-term survivors have been described.

CHRONIC ULCERATIVE STOMATITIS

Fig. 13.36

448

Chronic ulcerative stomatitis is a recently described condition with clinical and light microscopic
features that mimic erosive lichen planus. However, both direct and indirect immunofluorescent
studies demonstrate specific autoantibodies directed against the nuclei of stratified squamous
epithelial cells. The condition is most common in middle-aged and older women who present
with chronic symptoms of desquamative gingivitis or ulcerations of the buccal mucosa or tongue.
Associated Wickham’s striae may be present, as well as lichenoid skin lesions. Unfortunately, un-
like lichen planus, chronic ulcerative stomatitis is less responsive to topical and systemic cortico-
steroid therapy. Hydroxychloroquine has been reported to be successful in controlling the le-
sions in some patients.
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[ Figure 13.34
PARANEOPLASTIC PEMPHIGUS
Crusting, hemorrhagic lip lesions.
(Courtesy of Dr. Carl Allen )

P> Figure 13.35
PARANEOPLASTIC PEMPHIGUS
Extensive erosive lesions of the buccal
mucosca. [Courtesy of Dr. Carl Allen.)

[>  Figure 13.36
CHRONIC ULCERATIVE STOMATITIS
White and red erosive changes on the
dorsal fongue.
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MUCOUS MEMBRANE PEMPHIGOID (CICATRICAL PEMPHIGOID)
Figs. 13.37, 13.38, and 13.39

450

Pemphigoid is an autoimmune disorder characterized by the development of vesiculobullous le-
sions on the skin or mucous membranes. Patients develop autoantibodies directed toward the
epithelial basement membrane zone that result in the formation of subepithelial blisters. Two
major forms are recognized: bullous pemphigoid and mucous membrane pemphigoid.

Bullous pemphigoid primarily affects the skin of middle-aged and older adults. It is character-
ized by the development of tense blisters on the trunk, arms, and legs. Oral lesions have been
reported in 8 to 39% of patients.

Mucous membrane pemphigoid primarily affects mucosal surfaces; skin involvement is un-
common. In some sites, the ulcerative lesions may result in scar formation—hence the name
“cicatricial” pemphigoid. This condition is most common in middle-aged and older adults and
shows a female predilection. The oral cavity is affected in most cases; the eyes are the second
most common location. Although lesions may occur anywhere in the mouth, the gingiva is the
most commonly affected site, with patients often presenting with a clinical “desquamative gin-
givitis.” As with pemphigus vulgaris, mucous membrane pemphigoid usually has a slow, insidious
onset, with lesions present for many months before a diagnosis is made. Patients usually present
with painful erythematous or erosive lesions; intact blisters rarely are seen.

Ocular involvement is characterized by conjunctivitis, with patients often complaining of
burning and photophobia. As the disease progresses, a mucoid discharge may develop and scar-
ring occurs, resulting in symblepharon formation (adhesions between the lid and eyeball). In-
flammation, vascularization, and scarring of the cornea may lead to blindness. Esophageal in-
volvement can produce dysphagia and stricture formation that may require dilatation. Laryngeal
lesions may cause pain and hoarseness and can be life-threatening, though this is rare. Nasal,
pharyngeal, genital, and anorectal lesions also can occur.

Diagnosis is established by biopsy and immunofluorescent studies. Treatment depends on the
severity of the disease but often involves topical or systemic corticosteroids. For desquamative
gingival lesions, custom soft acrylic trays can be fabricated to hold the topical corticosteroid in
place for longer periods of time. When systemic corticosteroids are needed, azathioprine also
may be used to lower the needed corticostercid dosage. Dapsone may be effective in some pa-
tients, as may tetracycline and nicotinamide. In patients who present with only oral disease, an
ophthalmologic examination is still recommended to evaluate for the possibility of early ocular
disease.
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> Figure 13.37
MUCOUS MEMBRANE PEMPHIGOID
Erythematous and erosive gingival lesions
["desquomative gingivitis”]. [Courtesy of
Dr. lynn Wallace.)

[ Figure 13.38
MUCOUS MEMBRANE PEMPHIGOID

lesions of the palate.

> Figure 13.39
MUCOUS MEMBRANE PEMPHIGOID
Symblepharon formation of the eye.
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LICHEN PLANUS

Figs. 13.40 to 13.54

452

Lichen planus is an inflammatory disorder of unknown cause that can affect both the skin and
the oral cavity. The disease is relatively common and has been estimated to affect approximately
1% of the general population. Although stress has been suggested as a possible etiologic factor, a
definite cause-and-effect relationship has not been established. A variety of drugs can cause
lichenoid lesions (lichenoid drug reactions) that may be clinically and microscopically indistin-
guishable from idiopathic lichen planus. The disease most often has its onset in middle-aged
adults. Females seem to be affected more often than males, especially with oral lichen planus.
Studies show a wide variation in the relative prevalence of oral and skin lesions, which depends
on whether the patient was seen primarily in a dermatology clinic or a dental clinic. In patients
seen primarily for skin lesions, about 70% also show oral involvement. In patients seen initially
for oral lesions, 20 to 40% show skin lesions.

The characteristic skin lesion of lichen planus is a flat-topped, polygonal papule with a red to
violet color. The surface of the papule may exhibit a fine scale or lacy white streaks known as
“Wickham’s striae.” Papules may coalesce to form hypertrophic plaques, especially on the lower
legs and ankles. In rare instances, bullous lesions can arise. Pruritis, which can be severe, occurs
in most cases. The most common sites of involvement are the flexor surfaces of the wrists, the
legs, the abdomen, and the back. Lesions may develop in a linear distribution in areas of trauma
(Koebner phenomenon). Nail involvement is seen in 6 to 10% of cases, usually producing longi-
tudinal ridging and roughening of the surface. The clinical course of lichen planus of the skin is
variable; some patients develop localized lesions, others develop a more generalized eruption.

Oral lesions begin as small white papules that usually coalesce to form an interlacing network
of white lines (reticular lichen planus). These interlacing lines also are known as Wickham’s
striae. Hypertrophic white plaques sometimes occur, especially on the dorsum of the tongue.
Erythematous atrophic areas and erosive lesions (erosive lichen planus) are common. In rare in-
stances, intact bullae (bullous lichen planus) are seen. Although lesions may occur anywhere in
the oral cavity, the buccal mucosa is involved in 78 to 87% of cases. The gingiva and tongue are
also common sites of involvement. Oral lesions tend to be bilateral and symmetric in their distri-
bution. Reticular lichen planus is often asymptomatic, except for a feeling of roughness of the
mucosa. Atrophic or erosive lichen planus, however, is usually tender or painful and may inter-
fere with eating. When erosive lesions involve the gingiva, they may present clinically as a “des-
quamative gingivitis.”

Because of its characteristic features, classic reticular lichen planus may not require biopsy,
although biopsy is often advisable for atrophic or erosive lichen planus to rule out a dysplastic
process or other vesiculoerosive disorder. Oral lichen planus and lupus erythematosus (see
Figs. 13.29 and 13.30) can have similar clinical features; therefore, biopsy and immunoftuores-
cent studies may be indicated for oral lichenoid lesions if skin lesions suggestive of lupus erythe-
matosus are present. Biopsy and immunoftuorescent studies also may be indicated for lichenoid
lesions that are not responsive to therapy.

Oral lichen planus is typically a chronic condition that may exhibit exacerbations and remis-
sions over marny years. If the lesions are asymptomatic, no treatment is necessary. For symptom-
atic atrophic or erosive lesions, treatment usually consists of topical corticosteroids, such as fluo-
cinonide gel. Topical corticosteroid therapy affords only temporary control of the disease, and
patients should be advised that the lesions will probably recur and require reapplication of the
medication. In rare instances, systemic corticosteroids may be needed to bring the disease under
control. A potential complication of corticosteroid therapy is the development of iatrogenic can-
didiasis, but this usually responds to appropriate antifungal therapy.

Considerable controversy exists concerning the malignant potential of oral lichen planus.

A number of series and individual cases have been reported that show carcinoma developing in a
small percentage (0.4-2.5%) of patients with oral lichen planus, especially the erosive form.
Other authors have questioned this association, however, suggesting that in many cases the origi-
nal diagnosis actually may have been a hyperkeratotic or dysplastic process with clinical or histo-
pathologic features that mimicked lichen planus. In any case, periodic follow-up of patients with
oral lichen planus seems to be prudent.
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> Figure 13.40
LICHEN PLANUS

Violaceous papules on the wrist.

[»  Figure 13.41
LICHEN PLANUS

Hypertrophic, excoriated lesions on
the shin.

P> Figure 13.42
LICHEN PLANUS

Nail involvement.
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[ Figure 13.43
LICHEN PLANUS
White papules and strice on the buccal
MUCOSA.

> Figure 13.44
LICHEN PLANUS

White striae on the posterior buccal
mucosa.

[ Figure 13.45
LICHEN PLANUS

Confluent reticular lesions on the buccal
MUCOSa.

454

COLOR ATLAS OF CLINICAL ORAL PATHOLOGY



> Figure 13.46
LICHEN PLANUS
White papules and plaguelike lesion of
the dorsum of the fengue.

> Figure 13.47
LICHEN PLANUS
White papules and siriae on the lower lip
mucosa.

[> Figure 13.48
LICHEN PLANUS
White plague with peripheral striae on the
hard palate.
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P> Figure 13.49
LICHEN PLANUS
Red, erosive gingival lesions
["desquamative gingivitis”).

[» Figure 13.50
LICHEN PLANUS

Erosive lesions of the mandibular facial
gingiva.

> Figure 13.51
LICHEN PLANUS

Erosive lesion of the palatal gingiva. Note
the peripheral white strice.
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[ Figure 13.52
LICHEN PLANUS

Erosive lesion of the buccal mucosa.

[ Figure 13.53
LICHEN PLANUS
Severe erosive lesions of the buccal
mucosa before treatment.

[> Figure 13.54
LICHEN PLANUS
Same patient as depicted in Figure 13.53
after 10 days of fopical fluocinonide
therapy.

DERMATOLOGIC DISEASES

457



ERYTHEMA MULTIFORME
Figs. 13.55, 13.56, and 13.57
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Erythema multiforme is an acute vesiculoerosive disorder of the skin and mucous membranes.
It is seen most commonly in young adults but may occur at almost any age. Males are affected
more often than females. Although the clinical features of erythema multiforme suggest an im-
mune or allergic reaction, in many instances a specific precipitating agent is never identified.
The best-documented precipitating factors include various infections, especially herpes simplex
and Mycoplasma pneumoniae. Several drugs also have been implicated as causing erythema mul-
tiforme, including sulfonamides, penicillins, and cephalosporins. Erythema multiforme has a
wide range of severity; the terms “Stevens-Johnson syndrome” and “toxic epidermal necrolysis”
(Lyell disease) have been used traditionally for more severe forms of the disease. However, some
recent studies have suggested that Stevens-Johnson syndrome and toxic epidermal necrolysis
may represent a separate disease process. Such cases are more likely to be triggered by a drug
than by an infection.

Skin lesions of erythema multiforme usually begin as round, erythematous papules that en-
large to produce the characteristic iris or target lesions. The target lesion is created by a central
area of epithelial necrosis or blister formation surrounded by an erythematous inflammatory
zone and a lighter ring of edema at the periphery. These skin lesions may develop anywhere but
are most common on the extremities, with a predilection for the extensor surfaces. A nonspecific
rash also may be seen. In rare instances, blistering or necrotic lesions may coalesce to produce
extensive areas of sloughing (toxic epidermal necrolysis).

Mucosal involvement is commonly seen and may affect the oral cavity, eyes, and genitalia.
More severe cases affecting multiple mucosal sites and the skin are referred to as Stevens-
Johnson syndrome. Oral lesions are typically sudden in onset and are characterized by multiple
painful ulcers and erosions that often cause difficulty in eating and may lead to dehydration.
Lesions may occur anywhere in the mouth but are most typical on the lips, where they often re-
sult in hemorrhagic crusting. Ocular involvement can be manifested by conjunctivitis, periorbital
edema, and photophobia, rarely leading to scarring and permanent visual impairment.

Erythema multiforme is usually a self-limiting process that runs its course in 2 to 4 weeks, al-
though severe cases of Stevens-Johnson syndrome and especially toxic epidermal necrolysis can
be life-threatening. Recurrent episodes are not uncommon. Treatment consists of supportive
care, including oral topical anesthetic agents and possibly intravenous rehydration if the patient
cannot eat. Topical corticosteroids also may be helpful in the management of oral lesions. Sys-
temic corticosteroid therapy has been used traditionally for erythema multiforme, but some au-
thors have questioned the advisability of such treatment, especially for severe forms of Stevens-
Johnson syndrome and toxic epidermal necrolysis. Such cases may be managed best in a hospital
burn unit. In recurring cases of erythema multiforme that are precipitated by herpes simplex in-
fections, prophylactic acyclovir therapy often is helpful in preventing further outbreaks. Some
authors also have reported success using azathioprine or levamisole.
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J» Figure 13.55
ERYTHEMA MULTIFORME
Target lesions of the palm.

J» Figure 13.56
ERYTHEMA MULTIFORME

Hemorrhagic, crusting lesions of the lips
and nostrils.

j»- Figore 13.57
ERYTHEMA MULTIFORME

Ulcers of the buccal mucosa.
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EPIDERMOLYSIS BULLOSA
Figs. 13.58 and 13.59
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The term “epidermolysis bullosa” (EB) is used for a group of mechanobullous diseases charac-
terized by the development of blisters in areas of minor trauma. At least 23 distinct forms of the
disease have been recognized. Most of these have a hereditary basis, with onset of blistering le-
sions at birth or within the first few years of life. Epidermolysis bullosa acquisita is not heredi-
tary, however, and appears to be an autoimmune disorder, with lesions typically arising during
adolescence or adulthood. The various types are characterized by spontaneous or trauma-
induced blister formation caused by degeneration of basal or parabasal epithelial cells (EB sim-
plex), lack of hemidesmosomes (junctional EB), or defects in anchoring fibrils in the connective
tissue (dystrophic EB).

A wide range of severity is seen, from EB of Weber-Cockayne, with minor blisters of the
hands and feet, to EB letalis, with extensive bullous lesions and shedding of sheets of skin. Scar-
ring occurs in some forms of EB and is especially prominent in recessive dystrophic EB, in
which scarring may result in encasement and fusion of fingers and toes, plus flexion contractures.
Oral lesions are common in several types of EB and may result in painful erosions and severe
scarring. Enamel hypoplasia is a common finding in junctional forms of EB. Rampant dental
caries frequently is seen in patients with junctional EB and severe recessive dystrophic EB. De-
velopment of squamous cell carcinoma of the tongue has been reported in several cases of reces-
sive dystrophic EB.

The prognosis for EB depends on the specific subtype: EB letalis is usually fatal during the first
few months of life because of fluid loss and sepsis; dystrophic recessive EB is often fatal before
patients reach adulthood; milder forms of EB are usually compatible with a normal life span.
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[»  Figure 13.58
EPIDERMOLYSIS BULLOSA

Scarring vesiculobullous oral lesions.

[»  Figure 13.59
EPIDERMOLYSIS BULLOSA
Scarring and fusion of toes.
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