Cowden’s Disease

- A Report on the First Case in Korea and Literature Review -

Cowden’s disease, or multiple hamartoma syndrome, is an uncommon
condition with characteristic mucocutaneous lesions associated with
abnormalities of the breast, thyroid, and gastrointestinal tract. We
describe a 32-year-old man with oral mucosal papillomatosis and plantar
hyperkeratosis as a definite case of Cowden’s disease according to the
criteria proposed by Salem and Steck. The patient also had a thyroid
mass and numerous gastrointestinal polyps endoscopically. Histol-
ogically the polyps were hamartomatous or hyperplastic polyps. The oral
papillary lesions were fibroepithelial polyps and the thyroid mass was
a follicular adenoma. We review the literature on this entity and
summarize the pertinent findings. To the best of our knowledge, this
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is the first documented case of Cowden’s disease in a Korean.

(JKMS 1997 ; 12: 570~5)
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INTRODUCTION

Cowden’s disease is usually inherited as an autosomal
dominant condition and is characterized by multiple
hamartomatous malformations of the endodermal, meso-
detmal, and ectodermal layers. Several sporadic cases
have also been reported. The most consistent findings are
the mucocutaneous lesions that include facial trichilem-
momas, oral papillomas, and acral and palmoplantar
ketatoses. The internal abnormalities associated with this
condition involve the breast, thyroid gland, and gastro-
intestinal system. We recently expetienced a case of a
32-year-old man with Cowden’s disease with multiple
cutaneous facial papules, oral mucosal papillomatosis,
plantar hypetkeratosis, a thyroid adenoma and gastro-
intestinal polyposis. To the best of our knowledge
Cowden’s disease has not been reported previously in
Kotea. We report this rare condition along with a brief
review of the literature.

CASE REPORT

A 32-year-old male patient was admitted to the
Department of Family Medicine at our hospital for the
evaluation and treatment of an enlarged neck mass and
hoarseness of G-years duration. The patient had also
expetienced indigestion with abdominal discomfort on a
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few occasions for about a year, but had not received any
treatment. His abdominal discomfort had become more
severe since 1 week ptior to admission. His medical his-
tory was otherwise untemarkable. None of his family
members had cutaneous facial papules, oral mucosal
papillomatosis, acral or palmoplantar keratoses, dermato-
sis, gastrointestinal polyposis ot thyroid disease.

On physical examination, multiple mucocutaneous
lesions were observed. The facial skin showed muldple,
small, skin-coloted, smooth, hypetkeratotic papules (Fig.
1). Oral examination showed several 1 to 2 mm, shallow
oral ulcerative lesions and bilateral tonsillar enlargement
(Fig. 2) and a papillomatous lesion on the tip of the
tongue (Fig. 3). On the tongue base, a 1 cm polyp was
observed with muldiple papillomatous lesions. On the
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Fig. 1. There are multiple papular lesions on the face.
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Fig. 2. There is bilateral tonsillar enlargement with multiple
papillomatous lesions.

extremities, plantar hypetkeratosis was noted (Fig. 4)
with nail dystrophy. A 6 X8 cm sized firm, movable, and
nontender mass lesion with a smooth sutface was found
on the left side of his neck.

On cardiac auscultation a grade I/IV pansystolic mur-
mur was heard at the apex. On palpation of the abdo-
men, there was direct tenderness on the epigasttium but
no otganomegaly was found. The rectal examination was
untematkable.

Laboratory findings showed mild elevation of liver
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Fig. 3. There is a papillomatous lesion on the tongue tip.

enzymes, SGOT 41 IU/L, SGPT 59 IU/L with HBsAg
(+), anti-HBc(+), anti-HBs (+), HBeAg (+), and
anti-HBe (—). Thyroid function tests showed T3 159
ng/dl, fT4 1.0 ng/dl, TSH 0.2 plU/ml. Serologic tests
for thyroid auto-antibodies revealed anti-thyroglobulin
antibody 1:10° (+), anti-microsomal antibody (—). The
CEA level was within normal limits (1.3 yg/L). The
chromosomal study of the patient was normal (46, XY).

A computed tomogram of the neck showed a 1 cm
sized polypoid nodular mass on the tight palatine tonsil,

Fig. 4. There is plantar hyperkeratosis.

Fig. 5. Double-contrast upper gastrointestinal series shows
numerous small polyps in the entire stomach.
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Fig. 6. A: Endoscopy of the stomach shows numerous 5-15 mm sized polyps. B: Histopathology of a gastric polyp shows
proliferation of pyloric glands and stomach muscles, consistent with hamartomatous polyp.

multiple small sized nodular densities around both
palatine tonsils and there was also a 35X 6X5 cm sized
bulky mass in the left thyroid gland. Ultrasonography of
the patient’s neck showed a 7X4X6 cam sized homo-
genous isoechoic mass in the left thyroid gland. On a
thyroid iodine uptake scan there was a huge cold nodule
in the left thyroid gland and radioactive iodine uptake
was decteased.

The chest X-ray showed no active parenchymal lung
lesion ot mass. The echocardiogram showed ruptured
chordae of the anterior mitral leaflec and mitral and
aortic insufficiency.

A double-contrast uppet gastrointestinal seties showed
numerous small polyps up to 4 mm in size distributed
throughout the stomach (Fig. 5). Esophagogastroduode-
noscopy showed multiple polyposis in the entire lumen
of the stomach and duodenum (Fig. 6A). Biopsy of the
gastric lesion and polypectomy revealed hamartomatous
polyp with Helicobacter gastritis (Fig. 6B). The small
bowel seties showed multiple polyposis throughout the
entite small bowel. A double-contrast batium enema
showed multiple polyposis in the ileocecal and rectosig-
moid colons sparing the ascending, transverse and
descending colons. Colonoscopy tevealed multiple polyps
affecting the area within 45 cm from the anal verge (Fig.
7) and a colonoscopic polypectomy was also performed.
The colon polyp was tubular adenoma.

Since the patient had a huge neck mass and hoar-
seness, an operation was performed on the 16th hospital
day. Left hemithyroidectomy with isthmectomy and

tonsilleccomy (Fig. 8A), and tongue base polyp excision
wete petformed. The thyroid mass was a follicular ade-
noma with oxyphilic change (Fig. 8B). The pathology of
the tesected tonsil was chronic follicular tonsillitis with
epithelial hyperplasia and dense fibrous tissue deposition
in the subepithelial layer, and the tongue base polyp was
a fibroepithelial polyp (Fig. 9).

Fig. 7. Colonoscopy shows several small polyps.
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Fig. 8. A: Left hemithyroidectomy with isthmectomy and tonsillectomy is shown. B : Histopathology of a thyroid mass shows

follicular adenoma with oxyphilic change.

Fig. 9. Histopathology of the tongue base fibroepithelial polyp
shows hamartomatous growth of connective tissue and nerve
bundles.

DISCUSSION

Cowden’s disease is characterized by multiple hamat-
tomas of triploblastic origin, a high incidence of malig-
nant tumors of the breast and/or thyroid gland, and an
autosomal dominant pattern of inheritance. Cowden’s

disease was first described by Lloyd and Dennis in 1963,
Cowden being the surname of the first family diagnosed
as having this condition (1). In 1972, Weatty et al.
reported five additional cases and suggested the name,
“multiple hamartoma syndrome” as their patients pres-
ented with hamartoma of all three germ layers (2). In
1976, Gotlin et al. named it as “multiple hamattoma and
neoplasia syndrome” (3). Since then, approximately 110
additional cases have been reported in the associated
literature. The frequency of reports is increasing as
knowledge of the disease spreads.

Cowden’s disease mainly affects whites (96%) and is
more common in women (60%) although the reason is
unclear. The age of onset ranges from 4 to 75 years
(average age, 39 years) (4, 5). The mucocutaneous lesions
are present in almost 100% of cases (6, 7); breast lesions
in 76% of cases, with carcinoma of the breast occurring
in 36% of female cases (8); and thyroid disease in 67%
of patients (9).

The diagnostic criteria for Cowden’s disease were pro-
posed by Salem and Steck (10), dividing the diagnostic
features into majot criteria, minot ctitetia, and family
history (Table 1). Major criteria were defined as cuta-
neous facial papules and oral mucosal papillomatosis, and
minot ctitetia were defined as acral and palmoplantar
ketatoses. Diagnosis was to be considered definite in the
presence of two major ctitetia, one major and one minor
ctitetia, one majot and a positive family histoty, ot two
minot criteria and a positive family histoty (5, 10, 11).
Our patient fulfilled these definite ctiteria of Cowden’s
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Table 1. Diagnostic Criteria for Cowden's Disease*

1. Major clinical criteria
a. Cutaneous facial papules
b. Oral mucosal papillomatosis
2. Minor clinical criteria
a. Acral keratoses
b. Palmoplantar keratoses
3. Family history of Cowden's disease

Definite diagnosis: 1a + 1b
(1a or 1b) + (2a or 2b)
(1a or 1by + 3
2a+20+3
Probable diagnosis: 1a or 1b
(2a or 2b) + 3
Possible diagnosis: 2a and/or 2b

* Proposed by Salem and Steck

disease with two major criteria, multiple facial papules
and oral mucosal papillomatosis, and one minor ctitetia,
palmoplantar keratoses, with additional involvement in
his gastrointestinal polyposis and thyroid adenoma.

The exact nature of the mucocutaneous lesions of
Cowden’s disease has not been determined (7). The
mucocutaneous lesion described is a papule that usually
measures 1 to 4 mm in diametet, either smooth ot
ketatotic, and has a predilection for the face and distal
extremidies, including the palms and soles. The pres-
enting symptoms are mainly facial trichilemmomas, acral
ketatoses, otal papilloma and palmoplantar keratoses (7,
12-14). Steffen et al. (1993) interpreted the clinical and
histopathological features of the mucocutaneous lesions to
be verruca (7).

In 67% of cases, the thyroid is affected. Although the
lesions ate usually benign in nature, such as goiter and
adenoma, three cases of follicular adenocarcinoma have
been reported (4, 8, 15). Other lesions include fetal ade-
noma, oncocytoma, thyroid hypofunction or hypetfunc-
tion, thyroiditis, and thyroglossal duct cyst (4). Out pa-
dent had follicular adenoma.

Gastrointestinal polyp accompanied in 71% of cases,
lesions being anywhere in the gastrointestinal tract (16).
The pathologic spectrum of the gastrointestinal polyps
reported in Cowden’s disease includes hamartomatous,
juvenile, lipomatous, lymphomatous, inflammatory, hypet-
plastic, and occasionally adenomatous (17, 18). A few
isolated cases repotted colonic carcinoma, but the asso-
ciation with Cowden’s disease is doubtful (16-21). Diffet-
ential diagnosis of gastrointestinal polyposis of Cowden’s
disease should include familial polyposis, Gardner’s
syndrome, Peutz-Jeghers syndrome, Turcot’s syndrome,
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Cronkite-Canada syndrome, and multiple adenomatous
polyps. Other gastrointestinal lesions may also be
encountered, such as pararectal abscess, gastric ulcer,
cholecystitis, and hepatic hamartoma (19). Our patient
showed multiple hamartomatous polyps in the entite
stomach, duodenum, small bowels and ileocecal and
rectosigmoid colons.

Abnormalities of the genitourinary tract have been
reported in 55% of women with Cowden’s disease (4).
Skeletal abnormalities are found in one third of cases,
usually with adenoid face and a high arched palate (4,
10}, but no genitoutinary or skeletal abnormalities were
found in our patient.

A miscellaneous group of conditions include the
involvement of the eye (22, 23), the nervous system, the
respiratoty system (24), and the cardiovascular system (4,
6, 15). The netvous system lesions include neutoma of
cutaneous nerve, neurofibroma, meningiomas, and hear-
ing loss (25, 26). Recently, many teports have implicated
the possible association between Cowden’s disease and
Lhermitte-Duclos disease, which is pathologically charac-
terized by global hypettrophy of the cerebellum, coarse
gyti and the typical “inverted cortex” pattern (27). Our
patient underwent the brain CT' scan, showing no global
hypertrophy of the cetebellum and meningioma. The
catdiovascular abnormalities include hypettension, atrial
septal defect, mitral valve prolapse, and aortic and mitral
valve insufficiency. Our patient showed ruptured chordae
of the antetior mitral leaflet, and mitral and aottic
insufficiency on echocardiography. Our patient showed
neither eye nor respiratoty involverent.

The cause of Cowden’s disease is not known. It is a
familial hereditaty, autosomal dominant condition with
incomplete penetrance, positive family histories being
present in only half of the cases that have been reported
so far (19). Many genetic studies have been done to
elucidate the cause of this syndrome, including chro-
mosomal analysis, DNA tepait studies, histocompatibility
antigen typing, immunoglobulin allotyping, and genes
and oncogenes without success (4, 5). Chromosome stud-
ies have all reported normal findings in patients with
Cowden’s disease, the sole exception being one patient
who had a pericentric inversion of chromosome 9 [46,
XX, inv (9) (p11 q13)] (5). The chromosomal study of
our patient showed normal findings.

Cowden’s disease is a multisystemic disorder having a
significant association with the development of benign
and malignant tumors of vatrious otgan systems. Because
of its potentially setious associations with internal ma-
lignancy, eatly and accurate diagnosis is essential. Our
patient has shown no internal malignancy so far, but
patients with this disease should be carefully evaluated
and closely followed.
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