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ACT: Pseudoxanthoma elasticum (PXE) is an inherited disorder of
tive tissue, characterized by calcification and degeneration of elastin.
ical manifestations of PXE are protean, with skin, eyes and arteries being
most commonly involved. Although often a benign condition, gastrointestinal
morrhage is a potentially fatal complication. An unusual case of gastrointes-
emorrhage in a patient with PXE is described and the pathophysiology,
cal presentation and complications of this rare condition are reviewed. Can
troenterol 1989;3(4):141-144
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doxhantome élastique: Un cas inhabituel d’hémorragie
strointestinale

UME: Le pseudoxhantome élastique (PXE) est une hérédopathie des tissus
njonctifs caractérisée par la calcification et la dégénérescence de I'élastine. Les
féstations clinique du PXE sont changeantes mais touchent le plus souvent
peau, les yeux et les artéres. Bien que la condition soit bénigne, 'hémorragie
strointestinale est une complication fatale possible. Nous décrivons le cas
hituel d'une hémorragie gastrointestinale survenue chez un patient atteint
PXE et passons en revue la physiopathologie, le tableau clinique et les
complications de cette condition rare.
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Pseudoxanthoma elasticum: An
unusual case of gastrointestinal bleeding

DEBORAH ]. COOK, MD, FRCPC, SAMIH S. SALAMA, MB, CHB, FRCPC, ROBERT ]J. TUTTLE, MD, FRCPC

A 36-YEAR-OLD MAN PRESENTED WITH
a two day history of hematemesis
and melena. He had no previous peptic
ulcer disease or alcoholism.

On examination, blood pressure was
90/50 mmHg with a heart rate of 120
beats/min. Mild epigastric tenderness
was noted but there was no stigmata of
chronic liver disease. Peripheral pulses
below the popliteal were not palpable.
Fundoscopy revealed bilateral grey
streaks radiating from the opric discs
(Figure 1).

The initial hemoglobin was 85 g/L
with a mean corpuscular volume of
88 fL.. The platelet count, prothrom-
bin time, partial thromboplastin time
and thrombin clotting time were nor-
mal.

Endoscopy revealed diffuse gastritis.
Red blood cells, crystalloid and hist-
amine antagonists were administered.
During insertion of a central venous
catheter, multiple yellow papules and
redundant folds of skin were noted in
the neck (Figure 2). Hematemesis and
hypotension persisted. Repeat endo-
scopy failed to disclose a distinct bleed-
ing site. Celiac arteriography demonstrated
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Figure 1) Fluorescein angiography of left fundus showing radiating streaks of

hyperfluorescence around the disc, characteristic of angioid streaks

Figure 3) Hypertrophied left gastric artery (dark arrow) , vascular malformation (curved arrow)
and contrast extravasation (white arrow)

an actively bleeding arteriovenous mal-
formation arising from the left gastric
artery (Figure 3). The patient under-
went proximal gastrectomy and an un-
eventful recovery ensued.
Postoperatively, the serum alkaline
phosphatase was elevated at 280 iu/L,
although the serum calcium, phos-
phate, aspartate aminotransferase,
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alanine aminotransferase, gamma
glutamyl transferase, bilirubin, serum
calcium and phosphorus were normal.
A skeletal survey showed calcification
in many large vessels but the 24 h
urinary hydroxyproline was normal.
Histologically, the stomach showed
diffuse hemorrhage along the mucosal
surface. Microscopic examination (Fig-

Figure 2)Typical yellow papular lesions on the neck

ure 4) revealed large arterial vessels
within the submucosa, with marked
subintimal elastosis, subintimal fibrosis
and calcified fragmented elastic lamina,
These vascular abnormalities, found in
the serosa and omental fat, were consis-
tent with pseudoxanthoma elasticum,
A skin biopsy was performed which
confirmed this diagnosis.

DISCUSSION

The cause of acute gastrointestinal
bleeding may evade diagnosis in 10 to
20% of cases (1). Several mucao:
cutaneous disorders, including Peutz
Jeghers syndrome, Rendu-Osler-Weber
syndrome, Kaposi's sarcoma, Ehlers
Danlos syndrome, as well as pseudoxan-
thoma elasticum, should he considered
in cases of gastrointestinal hemorrhage
of obscure origin. The estimared
prevalence of PXE ranges from one in
160,000 to one in 1,000,000 (2). How-
ever, the reported incidence of
gastrointestinal hemorrhage in this
condition is 13% (3).

Gastroscopic findings in asymptom-
atic patients with PXE include gastritis
and vellow submucosal lesions which
may ulcerate (4). During acute bleed-
ing, angiography has demonstrated tor-
ruous vessels and microaneurysms in
several different sites simultaneously
(5). Degenerative vascular elastin may
predispose to vessel rupture (6) or may
inhibit vessel constriction, and thereby
prevent shunting of blood away from
the mucosa during hemorrhage (4).
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In this patient, PXE was suggested hy
identification of characteristic
eutaneous lesions. Retrospectively, an-
gioid streaks and subsequently, dermal
d gastrointestinal vascular pathology
confirmed the diagnosis.

Skin lesions in PXE consist of yellow

anthoma-like papules in the neck,
illa, antecubital and popliteal fossac
d inguinal creases, giving the skin a
aud'orange’ or ‘plucked chicken' ap-
arance (7).
The association of these cutaneous
kings and angioid streaks is called
¢ Groenblad-Strandberg syndrome.
Brown or grey angioid streaks radiating
t from the optic dise may be present
n more than 80% of cases of PXE (1).
Frequently misinterpreted as retinal
els, they represent breaks in the
stic tissue of Bruch's membrane, per-
ing visualization of choroidal pig-
ment. However, angioid streaks are not
cific for PXE: other associated con-
tions include sickle cell anemia, Eh-
Danlos, hyperphosphatemia, lead
isoning and Paget’s disease (7). In the
resent patient, the angioid streaks, in-
cased alkaline phosphatase and
erial calcification were compatible
ith Paget's disease, however, urinary
hydroxyproline and x-rays were not
agNoStic,

Vascular involvement in PXE in-
cludes severe atherosclerosis, hyperten-
sion and asymptomatic occlusion of the
ulnar and radial arteries (6). Premature
peripheral vascular disease can cause
debilitating claudication and cerebro-
vascular infarcts; aneurysms may
predispose to subarachnoid hemor-
rhage (7). Coronary artery disease is
found with increased frequency (8) and
sudden death has been reported in three
children with PXE due to myocardial
infarction (9). The specific cardiovas-
cular manifestation of PXE is charac-
terized by intimal fibroelasic thickening,
with fragmenration and calcitication of
the deep endocardium. Diffuse en-
docardial fibroelastosis may mimic
restrictive cardiomyopathy (10) or
cause congestive cardiomyopathy (8).

There are four genetically distinct
patients with PXE (11). The dominant
type | group show the typical flexural
‘peau d'orange’ rash, the most severe
retinopathy and vascular disease. In
contrast, the more common dominant
type 2 group have either grossly normal
skin or a mild yellow macular rash in
70% of cases. Vascular and retinal dis-
ease is minimal. In the recessive type |
variant, 77% show the classical
flexurally distribured lesions and
gastrointestinal bleeding is common.
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Pseudoxanthoma elasticum and Gl bleeding

ure 4) A Submucosal gastric arterial vessel showing markedly thickened wavy intemnal elastic lamina. B Low power microscopic view of abnovmally
mge submucosal gastric arterial vessels with calcified, thickened internal elastic lamina. Inset in upper left shows calcified deposits (Von Kossa stain) . Inset
pupper right shows markedly thickened internal elastic lamina (Miller elastic stain)

The recessive type 2 variant is the
rarest, characterized by marked skin
changes only.

Screening of unaffecred relatives is
not warranted; early detection of PXE
may factitiously improve survival due to
lead time bias but is unlikely to change
outcome. However, in view of the vas-
cular abnormalities and potential for
massive gastrointestinal hemorrhage,
elective endoscopy and aggressive
treatment of gastritis, if present, have
been suggested (7).

Anecdotal reports exist of ocular
and dermatologic improvement with
vitamin E therapy or calcium restric-
tion (9). However, specific treatment
for PXE is unavailable. Therefore,
management is directed at genetic
counselling, controlling risk factors for
atherosclerosis and gastrointestinal
bleeding, and treating complications.

The importance of dermatologic and
fundoscopic examination in patients
with gastrointestinal bleeding of un-
known etiology is highlighted by this
unusual case of pseudoxanthoma elas-
ticum involving the gastrointestinal
tract. Although the most common
manifestations of PXE are dermarologi-
cal, the initial presentation may in-
volve other organ systems, suggesting
the need for many specialists to be
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aware of the potentially devastating
hemodynamic consequences of this
condition.
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