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GOAL

To describe a case of eruptive xanthoma and chest pain in a patient without coronary artery disease

OBJECTIVES

Upon completion of this activity, dermatologists

and general practitioners should be able to:

1. Identify the manifestations and causes of hypertriglyceridemia.

2. Describe the characteristic lesions of eruptive xanthoma.

3. Discuss chylomicronemia syndrome, its presentation, and diagnosis.

CME Test on page 308.
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Because hyperlipidemia may present as xan-
thomas, a dermatologist may be the first to diag-
nose these skin lesions and associated lipid
abnormalities.” Xanthomas are of concern be-
cause of their association with coronary artery
disease and pancreatitis. We describe the case
of a 40-year-old white male with chest pain and
eruptive xanthomas. Laboratory tests revealed se-
vere hypercholesterolemia, hypertriglyceridemia,
and diabetes mellitus, and the histopathology of
the skin lesions was consistent with eruptive xan-
thomas. Surprisingly, even with overwhelming risk
factors for both atherosclerosis and pancreatitis,
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this patient did not show evidence of either
disease process. After initiating therapy for the di-
abetes and hyperlipidemia, the patient has had
no recurrence of chest pain, and the skin lesions
have gradually resolved. The most likely explana-
tion for this patient’s pattern of symptoms and lab-
oratory results is the chylomicronemia syndrome,
which can be seen in patients with type | or type V
hyperlipoproteinemia.

ecause hyperlipidemia may manifest as various
dramatic cutaneous abnormalities, a dermatol-
ogist is often the first to diagnose these skin
lesions and associated lipid abnormalities.! Once
xanthomas are discovered, it is important to search
for and treat the underlying hyperlipidemia to
prevent complications, such as coronary artery
disease and pancreatitis.’” There are 4 types of
xanthomas associated with disorders of lipid
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Types of Xanthomas and the Associated Hyperlipoproteinemia'*®

Type of Xanthoma
Tendinous

Planar

Tuberous

Eruptive

metabolism (Table).'** Tendinous, planar, and tuber-
ous xanthomas are usually seen in patients with
hypercholesterolemia, while eruptive xanthomas are
usually indicative of hypertriglyceridemia.'**

Most plasma triglycerides are carried in the form
of very low density lipoproteins and chylomicrons.
When triglyceride levels are greater than
1000 mg/dL, it is usually because of the accumula-
tion of chylomicrons, very low density lipoproteins,
and lipoprotein remnant particles.” Eruptive xan-
thomas are most commonly seen when serum
triglyceride levels are in excess of 2000 mg/dL, and
result from the phagocytosis of triglyceride-rich
lipoproteins by macrophages in the skin.'**"® The
characteristic lesions erupt suddenly in groups over
the extensor surfaces of the arms, legs, and buttocks
and have the appearance of small yellow papules
surrounded by erythematous halos.**** The xan-
thomas usually measure 1 to 4 mm in diameter.'*

Other manifestations of hypertriglyceridemia may
include acute pancreatitis and lipemia retinalis.'*"*®
While it is well established that increased low density
lipoprotein cholesterol is a risk factor for coronary ar-
tery disease, the relationship between increased
triglycerides and atherosclerosis is more controver-
sial.®** We report a case of eruptive xanthomas in a
patient also manifesting symptoms suggestive of coro-
nary artery disease.

Case Report

A 40-year-old white male presented with episodic
chest pain, dyspnea, and an occasionally pruritic
rash that developed over a 2-month period. Other
symptoms included polydipsia, polyuria, and
polyphagia. He denied having any abdominal pain
and was not taking any medications. The patient’s
social history included cigarette use since his teens
and occasional consumption of small amounts of
alcohol. There was a family history of adult-onset
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Associated Hyperlipoproteinemia
Hypercholesterolemia

Hypercholesterolemia and/or hypertriglyceridemia
Hypercholesterolemia and/or hypertriglyceridemia

Hypertriglyceridemia

diabetes mellitus, and the patient’s parents died in
middle adulthood from unspecified causes.

Physical examination revealed mild obesity and
moderate hypertension. A large number of yellow
papules with erythematous halos were present on
his back and extensor aspects of his arms and legs
(Figure 1). There was no overt jaundice of the skin,
and funduscopic examination revealed lipemia
retinalis. Chest discomfort and dyspnea were ex-
perienced during exercise stress testing, and the
electrocardiogram revealed ST depression in the
inferior and anterolateral leads. The patient was
admitted to the hospital and left heart catheteri-
zation with angiography showed normal coronary
arteries and a normal ejection fraction. Fasting lab-
oratory results included the following: serum
glucose, 398 mg/dL (normal, 75-110 mg/dL); cho-
lesterol, 1067 mg/dL (normal, <200 mg/dL); and
triglycerides, 11,700 mg/dL (normal, <250 mg/dL).
The plasma was lipemic, and lipoprotein elec-
trophoresis could not be performed because of
greatly elevated triglycerides.

A skin biopsy was obtained, and the
histopathology was consistent with eruptive xan-
thomas (Figure 2). Additional laboratory results in-
cluded aspartate aminotransferase, 47 U/L (normal,
10-34 UJ/L); alanine aminotransferase, 69 U/L
(normal, 8-63 U/L); total bilirubin, 9.5 mg/dL
(normal, 0.2-1.3 mg/dL); and lipase, 272 U/L (nor-
mal, 0-190 U/L). Complete blood count, amylase
levels, and thyroid-stimulating hormone levels
were within normal limits. Insulin was given to
control the hyperglycemia, and the hyperlipidemia
was treated with fenofibrate. The patient was
started on metoprolol for hypertension.

An examination 2 months later showed near
resolution of the patient’s cutaneous lesions. New
laboratory results revealed cholesterol, 132 mg/dL;
triglycerides, 229 mg/dL; low density lipoprotein,



Figure 1. Eruptive xanthomas on the extensor surface of
the knee.

48 mg/dL (normal, <130 mg/dL); and high density
lipoprotein, 38 mg/dL (normal, 35-55 mg/dL).
Fasting blood sugar levels ranged between 102 and
135 mg/dL. The patient denied having any recent
chest pain or dyspnea.

Comment
Our patient was diagnosed with severe fasting hyper-
cholesterolemia and hypertriglyceridemia associated
with uncontrolled, recent-onset type 2 diabetes
mellitus. Eruptive xanthomas presenting in adults are
usually indicative of type V hyperlipoproteinemia. >
In type V hyperlipoproteinemia, the hypertri-
glyceridemia and chylomicronemia characteristically
seen appear to be the result of an underlying genetic
defect in the lipolysis of triglyceride-rich lipoproteins,
combined with secondary causes of elevated triglyc-
erides."**"* Genetically acquired lipoprotein abnor-
malities seen in type V hyperlipoproteinemia include
familial combined hyperlipidemia, familial hyper-
triglyceridemia, lipoprotein lipase deficiency, or
familial apoprotein CII deficiency."**” Secondary
causes of hypertriglyceridemia include diabetes, obe-
sity, hypothyroidism, nephrotic syndrome, alcohol
consumption, excessive use of simple sugars and sat-
urated fats, and drugs, including isotretinoin and
intravenous miconazole. #5710

Although the relationship between hyper-
triglyceridemia and atherosclerosis is uncertain and
controversial, our patient did present with many of
the well-known risk factors for coronary artery
disease, including hypercholesterolemia, moderate
hypertension, diabetes mellitus, and tobacco use.®*"
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Figure 2. Skin biopsy showing foamy histiocytes infiltrat-
ing the dermis (H&E, original magnification X400).

Surprisingly, considering the patient’s risk factors,
presenting symptoms, positive stress test, and skin
lesions, we found no evidence of atherosclerosis
with coronary catheterization. Other possible eti-
ologies for this patient’s chest pain and dyspnea
include coronary vasospasm or the chylomicrone-
mia syndrome. Resolution of the dyspnea and chest
pain with treatment of the hyperlipidemia supports
the diagnosis of the chylomicronemia syndrome.

The chylomicronemia syndrome, which can be
seen in patients with type I or type V hyper-
lipoproteinemia, is the most likely explanation for
this patient’s interesting combination of symptoms
and test results."*’ Patients who have the chylomi-
cronemia syndrome are noted to have both sub-
jective and objective shortness of breath.”” These
patients also commonly present with eruptive
xanthomas, lipemia retinalis, and mild elevations
in liver transaminases, as seen in our patient.”’
They also have been known to have artificially el-
evated levels of bilirubin, which may explain our
patient’s marked increase of total bilirubin in the
absence of jaundice.’

The most common and troubling manifestation
of chylomicronemia syndrome is abdominal pain,
indicative of pancreatitis.?” Our patient denied
having abdominal pain, and laboratory results were
not suggestive of acute pancreatitis. Although this
patient had overwhelming risk factors for both
atherosclerosis and pancreatitis and presented with
dramatic signs and symptoms, laboratory and diag-
nostic studies did not show evidence of either
disease process.
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