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Abstract

Introduction. Eruptive Xanthomas are rare manifestations of severe hypertriglyceridemia presenting as multiple erythema-
tous to yellowish dome-shaped papules, commonly involving the extensor surfaces and buttocks. Prompt multidisciplinary
recognition is vital given the associated risks of atherosclerosis and pancreatitis.

Case Report. A 46-year-old Filipino male presented with a 7-month history of asymptomatic whitish to yellowish dome-
shaped papules on the nape, trunk, lower back and extremities. Previously treated by a private dermatologist as a case of
Molluscum Contagiosum using topical 5% potassium hydroxide with no relief, he was then consulted through telederma-
tology, where xanthomatous disease was suspected, prompting physical consultation. Examination revealed multiple 2 to
4 mm, well-defined yellowish to whitish papules and nodules, some clustered, on the trunk, abdomen, arms and legs. He
had Stage Il Hypertension (140/90 mmHg) and a BMI of 29.8 kg/m? (Obese ). Laboratory evaluation showed a marked
16.8-fold elevation of his triglycerides at 2,450.57 mg/dl (27.67 mmol/L), with elevations in his fasting blood sugar, liver
enzymes, low density lipoprotein and very low density lipoprotein. He was referred to an internist, and was managed with
lifestyle changes, Fenofibrate 160mg/cap daily, Teneligliptin 40mg/tab daily, Atorvastatin 40mg/tab daily, Carnitine Oro-
tate + Hepatic Extract Antitoxic Fraction + Adenine HCI + Multivitamins tablet thrice daily, and Amlodipine 10mg/tab daily.
Lesions decreased in number, with increase in hyperpigmentation and reduced yellowish discoloration on dermoscopy.

Conclusion. Although uncommon, asymptomatic lesions like eruptive xanthomas may signal metabolic diseases, under-
scoring the importance of prompt recognition, referral and treatment.
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Introduction aids in the degradation of chylomicrons by activating

. - )
Xanthomas are caused by lipid deposition in the lipoprotein lipase.

subcutaneous tissue and, sometimes, even in the Patients with eruptive xanthomas who were seen with

tendons. Instead of being disease entities, they are
considered instead as a signs of possible metabolic
disorders. There are many types of xanthomas
depending on the morphology and the affected part
of the body, with eruptive xanthomas being multiple,
small red-yellow papules that may form crops and often
affect the extensors of the extremities and the buttocks.’
Hypertriglyceridemia was noted to increase the risk of
developing eruptive xanthomas the most especially for
findings above 1772mg/dL (20.01 mmol/L). On the other
hand, insulin insufficiency may also increase its incidence
by increasing serum remnant lipoproteins as insulin
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triglyceride levels above 1000 mg/dL are at risk for
potentially fatal conditions such coronary artery disease or
atherosclerosisand acute pancreatitis. Hence, with prompt
identification, the goal is to prevent these complications.
Furthermore, apart from hypertriglyceridemia, patients
who have eruptive xanthomas are at risk and must also be
screened for conditions such as type 2 diabetes mellitus,
hypercholesterolemia, lipemia retinalis, hepatosteatosis
and hepatosplenomegaly.?

Case Report

A 46-year-old Filipino male sought consult through
our teledermatology service with a chief complaint of
multiple asymptomatic well-defined whitish to yellowish
dome-shaped papules on the nape, trunk, lower back and
bilateral papules. The patient noted a 7-month history
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of these lesions, initially affecting his nape and thighs.
Consult was initially sought with a private dermatologist
and was treated as a case of Molluscum Contagiosum
using a topical 5% potassium hydroxide solution for 2
weeks with no relief of symptoms.

The patientis a known case of Hypertension, Stage Il since
2019 and is maintained on Amlodipine 10mg/tab once
nightly, and is also taking Tamsulosin and Finasteride
since 2019 for Benign Prostatic Hyperplasia. A history
of Hypertension was noted from his mother with no
other notable familial diseases and no similar lesions. In
addition, he is a 48-pack-year smoker, a previously heavy
alcoholic beverage drinker and has a diet consisting of
fatty, fried foods. His increasing concern for alternative
options given the cosmetic implications prompted him
to seek consult.

In his teledermatology consultation, the working
diagnosis was benign lesions of xanthomatous etiology.
Initial laboratories showed a 2.8 fold elevation in the
patient's FBS, 2 fold elevation in his SGOT, 3 fold elevation
in his SGPT, 3.2 fold elevation in his cholesterol level, 2
fold elevation in his low density lipoprotein level, 5 fold
elevation in his very low density lipoprotein and, most
prominently, 16.8 fold elevation in his serum triglyceride
level (Table 1). At the advice of his physician, a 4mm
skin punch biopsy was done during his first physical
consultation at the Rizal Medical Center Department of
Dermatology Out-patient Department.

On physical examination, the patient exhibited an android
body habitus with a BMI of 29.8 (Obese | category) with

Table 1. Elevations seen in the patient’s serum chemistry levels.

a waist of 41 inches. He had a blood pressure reading of
140/80 with otherwise stable vital signs. His dermatologic
physical examination revealed multiple 2-to-4 well-
defined yellowish-red to whitish papules and nodules,
some forming into clusters of 3-4 on the trunk, abdomen,
arms and legs. Smaller yellowish papules that formed
into clusters were especially evident on the patient’s left
arm. No koebnerization was observed and there was
no affectation of the eyelids, face, palms, and tendons.
Dermoscopic findings on the lesions of the patient’s right
thigh revealed yellowish to whitish globules, with a light
brown halo on an erythematous background (Figure 1). In
addition, histopathologic findings on H&E stain showed
a focal collection of foam cells in the superficial dermis
revealing a “Xanthoma” with lipids extending throughout
the dermis (Figure 2).

Given the patient's history, physical examination,
laboratory findings and histopathologic findings, the
patient was then diagnosed as a case of Eruptive
Xanthoma. He was referred to consultation with Nutrition
and Internal Medicine. With his private internist, he
was prescribed the following medications: Fenofibrate
160mg/cap once a day, Teneligliptin 40mg/tab once a
day, Atorvastatin 40mg/tab once a day, Carnitine Orotate
+ Hepatic Extract Antitoxic Fraction + Adenine HCI +
Multivitamins tablet thrice a day, and Amlodipine 10mg/
tab once a day. During this time, with his FBS at 298.68mg/
dL (16.58 mmol/L), the patient was diagnosed as a case
of Type 2 Diabetes Mellitus. Acute Pancreatitis was ruled
out due to the lack of vomiting and severe abdominal
pain, and with a whole abdominal ultrasound showing

LABORATORY RESULT NORMAL VALUES
- 298.68 mg/dL 73.86-106.29 mg/dL
(16.58 mmol/L) (4.103-5.905 mmol/L)
Creatinine 0.53 mg/dL 0.62-1.10mg/dL
(46.852 umol/L) (54.8-97.24 pmol/L)
SGOT 69.06 U/L <35 U/L
SGPT 139.91 U/L <45 U/L
LIPID PROFILE
656.35 mg/dL <200 mg/dL
Cholesterol (16.97 mmol/L) (<5.2 mmol/L)
Tralveoride 2,450.57 mg/dL <146.61 mg/dL
gy (27.67 mmol/L) (<1.66 mmol/L)
HDL 26.32 mg/dL 29.80-70.82 mg/dL
(0.68 mmol/L) (0.77-1.83 mmol/L)
DL 260.06 mg/dL <130 mg/dL
(6.73 mmol/L) (<3.36 mmol/L)
VLDL 369.97 mg/dL <73.30 mg/dL

(9.57 mmol/L) (<1.90 mmol/L)

Vol 64 No. 3 63



Eruptive Xanthomas: A Cutaneous Manifestation Sta. Maria et. al

Figure 1. Physical examination findings of the patient.

(a) Multiple yellowish-red papules scattered on his trunk
and arms. (b) A close up of the yellowish-red to whitish
papules, some clustered, on his left arm. (€¢) Dermoscopic
findings of yellowish to whitish globules, with a light brown
halo on an erythematous background.

Figure 2. Histopathologic findings reveal a histiocytic proliferation with a focal collection
of foam cells. There is also a surrounding needle-shaped, lace-like eosinophilic material in
between the collagen fibers of the superficial dermis, with scant inflammatory infiltrates of
neutrophils (H&E, 200x).
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Figure 3. (a to e, g to h) A comparison of the initial physical examination findings (left photo)

and the follow-up physical examination findings (right photo). There is a notable decrease in the
number of papules, with resolution of the lesions on the left arm (b). There is also an increase in
hyperpigmentation of the lesions (f) Bottom photo: An increase in hyperpigmentation was notable on
the xanthomas of the patient’s ankle. (i) Dermoscopic findings show a decrease in the yellowish color

of the globules with increase in hyperpigmentation.

that the patient has fatty liver disease. His Nutritionist, on
the other hand, advised him to undergo lifestyle changes
such as to decrease intake of fatty, fried foods, to increase
intake of vegetables and fish, to do daily exercise, and to
increase water intake.

The patient returned for his follow-up dermatologic
consultation after 6 weeks. He reported a weight loss of
6 kg and there was a decrease in the number of whitish
to yellowish-red papules on his trunk with complete
resolution of the lesions on his left arm. There was also
increase in hyperpigmentation of his lesions, especially
the papules on his lower extremities. The decrease in
the yellowish color of the globules with subsequent
increase in hyperpigmentation can be appreciated on
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dermoscopy (Figure 3). Additionally, laboratory results
brought by the patient had revealed a decrease in his
triglyceride levels and in his other serum chemistry
results (Table 2). Maintenance of his present medications
in addition to lifestyle changes were advised.

Discussion

Eruptive Xanthomas are multiple erythematous to whitish
to yellowish dome-shaped papules that often affect the
extensors and the buttocks.! These are considered rare
which affectsthe availability of prevalence studies. Though,
in the study by Munoz et al,® 18 in 100,000 were noted
within their population. Several cutaneous conditions
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Table 2. Follow-up laboratories seen in the patient’s serum chemistry levels show decreased levels in his lipid profile.

LABORATORY RESULT NORMAL VALUES
FBS 183.75 mg/dL 73.86-106.29 mg/dL
(10.2 mmol/L) (4.103-5.905 mmol/L)
o 0.62-1.10mg/dL
Creatinine (54.8-97.24 pmol/L)
SGOT 32.30 U/L <35 U/L
SGPT 65.29 U/L <45 U/L
LIPID PROFILE
309.21 mg/dL <200 mg/dL
Cholesterol (7.996 mmol/L) (<5.2 mmol/L)
Tialveoride 1,310.59 mg/dL <146.61 mg/dL
gy (14.80 mmol/L) (<1.66 mmol/L)
DL 31.73 mg/dL 29.80-70.82 mg/dL
(3.41 mmol/L) (0.77-1.83 mmol/L)
DL 19.74 mg/dL <130 mg/dL
(0.51 mmol/L) (<3.36 mmol/L)
ViDL 257.74 mg/dL <73.30 mg/dL

(6.67 mmol/L)

may clinically mimic eruptive xanthomas. In our case,
the patient was initially diagnosed by another physician
with molluscum contagiosum due to the presence of
multiple yellowish to skin-colored papules with a glossy
appearance. Differentiation from molluscum contagiosum
can be challenging, especially in the absence of central
umbilication. A thorough history is essential- any similar
lesions among household contacts and relevant sexual
history should be obtained. Furthermore, Histiocytic
disorders should also be considered in the differential
diagnosis. For example, Histoid leprosy may present with
papulonodular, skin-colored lesions resembling eruptive
xanthomas, and careful physical examination including
neurologic assessment and detailed history are critical.
Another histiocytic condition is generalized eruptive
histiocytosis, a rare but benign disorder characterized
by multiple, symmetric brownish papules and nodules.
Lastly, other xanthomatous diseases such as xanthoma
disseminatum may present with numerous generalized
reddish-brown papules, in which lipid deposition may
be a secondary feature.* Histological evaluation, which
was done in our case, aided in the diagnosis of Eruptive
Xanthoma.

Despite being uncommon, eruptive xanthomas are
significant signs of potential underlying metabolic
disorders® and of markedly increased serum lipid levels
with hypertriglyceridemia as the highest risk factor. In
fact, 8.5% of patients with hypertriglyceridemia above
1772 mg/dL developed Eruptive Xanthomas.? Apart from
hypertriglyceridemia, obesity and diabetes- such as in
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(<1.90 mmol/L)

the case of the patient, also pose a high risk in acquiring
Eruptive Xanthoma. With these conditions, hypertrophy
of adipocytes can occur which can lead to increased
lipotoxicity and increased inflammatory cytokines (TNF
alpha, IL-1b, IL-6) which will then lead to decreased
utilization of glucose cycling and insulin insensitivity
cycling into further accumulation of adipose. These
will then result in increased angiopoietin-like protein 3
(ANGPTL3) which will hinder lipoprotein lipase and cause
an increase in serum remnant lipoproteins (chylomicrons,
low density lipoprotein, very low density lipoprotein, and
triglycerides) that may accumulate within vessels and into
the skin. The lipid-filled foam cells seen on histopathology
are the result of the macrophages’ attempt to consume
the excess lipids and these increase the risk of developing
eruptive xanthomas in the subcutaneous tissues or even
atherosclerosis in the blood vessels.?

Familial or primary dyslipidemias may cause xanthomas.
In the Fredrickson-Levy-Lees phenotypes, there are
identified 5 types of primary dyslipidemias. The most
common of these types is Type llb (familial combined
dyslipidemia) which may affect 1-2% of the population
and is due to the overproduction of the very low density
lipoprotein. A feature of this type is the atherogenic lipid
triad which will show increase in low density lipoprotein,
increased triglycerides and apolipoprotein B, and
reduced high density lipoprotein levels. Patients with type
are atrisk of coronary artery disease and insulin resistance.
Another type is Type 4, familial hypertriglyceridemia, is a
type of prognostic and therapeutic importance because it
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Timeline

7-month history of multiple
nonpruritic papules, initially
affecting his nape and thighs.
Treated as Molluscum
Contagiosum with no relief.

Interval increase in the number
of lesions, some forming
clusters, now affecting his
upper back, arms and ankles

2 weeks prior to consult, was
seen on the Rizal Medical
Center Teledermatology
service and was advised
laboratories as well as physical
consultation to undergo biopsy.

Underwent 4mm skin punch
biopsy and was consulted by
an Internal Medicine specialist
for elevation of FBS, liver
function tests and lipid profile,
especially triglycerides.

Foam cells confirmed the
diagnosis of “Xanthoma” on
biopsy. Referred to Nutrition
and sought consult with his
private internist. Decrease in the number of
lesions and yellowish color of
the lesions, and increase in

hyperpigmentation after
lifestyle changes and medical
treatment caused an

exponential decrease in
triglycerides.

Ongoing treatment of
Eruptive Xanthoma
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would may signal morbidity, both for cardiovascular and
non-cardiovascular such as pancreatitis and xanthoma
formation.®

The identification of eruptive xanthomas is important
as it entails risks that may be lethal due to the internal
implications of these lesions. These risks include coronary
artery diseases (such as systemic atherosclerosis, coronary
artery stenosis) and even acute pancreatitis, especially
for those with triglyceride levels above 1,000 mg/dLs.
Increased triglyceride levels also elevates the chances
of acquiring disorders such as hyperuricemia, glucose
intolerance, hepatosplenomegaly, hepatic steatosis and
lipemia retinalis.’

For the treatment of eruptive xanthomas, non-
pharmacologic management include lifestyle changes
such as a low-fat, carbohydrate controlled diet, daily
physical exercise, alcohol avoidance, smoking cessation,
and weight loss of 10% which can reduce triglyceride
levels by approximately 20%. On the other hand,
pharmacologic management can also be utilized. This
includes statins, fibrates, niacin, and omega 3 fatty
acids. Statins are less potent however they are known
to decrease low density lipoprotein cholesterol and
ASCVD risk. Fibrates lower triglyceride levels the most
effectively, while Niacin is recommended for those which
high triglyceride levels and low high density lipoprotein
cholesterol. Lastly, Omega 3 fatty acids are known to
increase triglyceride metabolism. Patients are also
advised to avoid drugs that may increase their triglyceride
levels such as thiazides, estrogen, second generation
antipsychotic agents, corticosteroids and propofol.?

This case highlights important learning points in
the  management of hypertriglyceridemia and
hyperglycemia. Given that the patient’s triglyceride
levels exceeded 1,000 mg/dL (11.3 mmol/L), intravenous
insulin or even plasmapheresis would be recommended
instead of teneligliptin due to the increased risk of
hypertriglyceridemia-induced acute pancreatitis. These
interventions promote rapid triglyceride reduction by
inhibiting lipolysis and also require close laboratory
monitoring.® Furthermore, based on the Philippine
Practice Guidelines for Diabetes Mellitus, insulin therapy
or combination therapy is also recommended for fasting
blood sugar levels 2250 mg/dL (13.9 mmol/L).? Another
consideration is the use of Carnitine Orotate complex
for elevated liver enzymes. Although one study reported
reductions in hepatic enzymes and HbAlc among
patients with impaired fasting glucose, the findings were
not statistically significant.’® As there are no available
guidelines on its usage, and further studies are still
needed. Finally, this case underscores the importance of
thorough clinical assessment and history taking even via
teleconsultation- as early recognition will enable timely
interdisciplinary management.

In conclusion, this case stresses, the importance of
being familiar with and identifying skin lesions including
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those that are asymptomatic and rare, such as eruptive
xanthomas, and to correlate themto the patient holistically
as they may be the mirror to our internal health.

Patient Perspective

The patient noted that due to the far distance of his
residence and the difficulty of travel to the hospital, he
opts for the teledermatology services for his follow-up.
He had chosen to continue his treatment with his private
Internal Medicine specialist closer to his location as well.

Informed Consent

A written and signed consent for publication of this case
report and its accompanying images was obtained from
the patient.

Disclosure

None of the authors were funded for this case report.
There are no competing interests.
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