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ABSTRACT

Eruptive xanthomas are benign lesions which are found in ex-
tensor surfaces of the extremities and are often associated with
hypertriglyceridemia and/or uncontrolled diabetes. In this case
report, we present a patient with hypertriglyceridemia, type 2
diabetes mellitus and eruptive xanthomas who recovers fully af-
ter treatment. A 37-year-old male patient presented to our clinic
with reddish yellow lesions on his elbows. His body mass index
was 30 kg/m? and his laboratory results showed high serum tri-
glyceride and glucose levels (triglyceride 6548 mg/dL, glucose
245 mg/dL), his hemoglobin Alc was 11.2%. Although eruptive
xanthomas have a benign nature, they are associated with dis-
ease which often need lifelong treatment.

Keywords: Eruptive xanthoma, hypertriglyceridemia, type 2 di-
abetes

OZET

Erlptif ksantomlar, ekstremitelerin ekstansor yizlerinde bulunan
ve siklikla hipertrigliseridemi ve/veya kontrolsiiz diyabet ile iliski-
li iyi huylu lezyonlardir. Bu olgu sunumunda hipertrigliseridemi,
tip 2 diyabet ve eriptif ksantomlar olan ve tedaviden sonra ta-
mamen iyilesen bir hastayi sunuyoruz. 37 yasinda erkek hasta,
dirseklerinde kirmizimsi sari renkli lezyonlar ile klinigimize bas-
vurdu. Vicut kitle indeksi 30 kg/m? ve laboratuvar sonuglarinda
yiksek trigliserid ve glukoz seviyeleri (trigliserid 6548 mg/dL,
glukoz 245 mg/dL) ile birlikte hemoglobin ATc % 11,2 idi. Erlptif
ksantomlar iyi huylu olmalarina ragmen, genellikle dmur boyu
tedavi gerektiren hastaliklarla iligkilidirler.

Anahtar Kelimeler: Eriptif ksantom, hipertrigliseridemi, tip 2
diyabet

INTRODUCTION

Eruptive xanthomas are benign lesions which are often
associated with hypertriglyceridemia and/or uncontrolled
diabetes (1). They can be the first symptom of a metabolic
disorder or they can accompany an already deteriorating
condition (2). It is seen with an estimated prevalence of 18
cases in 100 000 inhabitants and it is pathognomonic for
patients with triglyceride levels >992 mg/dL (11.2 mmol/L)
(3). Lesions are usually found in extensor surfaces of the
extremities or buttocks in some patients (4). In most cases
lesions disappear after treatment of underlying metabolic
condition. In this case report we present a patient with
hypertriglyceridemia, type 2 diabetes and eruptive xan-
thomas who recovers fully after treatment.

CASE PRESENTATION

A 37-year-old male patient presented to our clinic with
reddish yellow lesions on his elbows (Figure 1). He de-
scribed them to be pruritic and present for more than a
month. He described no fever or joint pain. He denied
abdominal pain, visual changes, recent changes in med-
ications, or contact with anyone with similar symptoms.
He had no history of smoking, alcohol or drug use. Family
history revealed type 2 diabetes mellitus in second degree
relatives and there was no history of hypertriglyceridemia
in the patient’s family. Patient complained of polyuria,
polydipsia and weight loss of 18 kilograms in the last 3
months. His body mass index was 30 kg/m? and waist cir-
cumference was 103.5 cm. His vital signs were in normal
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range. There were multiple 2-5 mm sized eruptive xan-
thomas on both elbows and there was a palmar xantho-
ma on fourth finger of right hand along with the skinfold
line (Figure 2). Punch biopsy revealed keratinized muilti-
layered squamous epithelium and underneath it there
were foamy macrophages below dermis compatible with
eruptive xanthoma (Figure 3). Laboratory results showed
high triglyceride and glucose levels (triglyceride 6548 mg/
dL, total cholesterol 842 mg/dL, LDL-cholesterol 261 mg/
dL, HDL-cholesterol 38 mg/dL, glucose 245 mg/dL), his
hemoglobin Alc was 11.2%. Other than these parameters
his laboratory work up was normal (Table 1). Patient was
started on hypocaloric diet, metformin 2x1000 mg, insulin
glargine 1x14 units, fenofibrate 267 mg 1x1 and omega-3
2.5 grams/day. After one month his triglyceride levels re-
sumed to normal values and his xanthomas faded. The
patient provided informed consent for publication.

Figure 1: Eruptive xanthoma

Figure 2: Palmar xanthoma

Figure 3: Pathology image

Table 1: Laboratory findings

Laboratory parameters Results Reference

values
Fasting Blood Glucose (mg/dL) 245 70-100
Hbalc (%) 11.8 4.5-5.7
Fasting Insulin (ulU/mL) 16.6 0-25
Total cholesterol (mg/dL) 842 0-200
Triglyceride (mg/dL) 6548 0-150
HDL-cholesterol (mg/dL) 38 40-60
LDL-cholesterol (mg/dL) 261 0-100
Creatinine (mg/dL) 0.9 0.7-1.2
Uric acid (mg/dL) 5 2.4-57
Sodium (mEg/L) 138 135-145
Potassium (mEg/L) 4.16 3.5-53
Amilase (U/L) 42 28-110
Lipase (U/L) 37 13-60
Aspartate aminotransferase (U/L) 22 10-35
Alanine aminotransferase (U/L) 35 0-35
Gamma glutamyl transferase (U/L) 51 15-85
Alkaline Phosphatase (U/L) 84 30-105
Thyroid-stimulating hormone (ulU/mL) 1.6 0.27-4.2
Free thyroxine (ng/dL) 1.12 0.93-1.7
DISCUSSION

There are five types of xanthomas; eruptive xanthomas,
tuberous/tendinous  xanthoma, flat  xanthomas,
verrucous xanthomas, and xanthelasma (5). Eruptive
xanthomas are skin lesions which are a manifestation of
hypertriglyceridemia and with keratinized multilayered
squamous epithelium and foamy macrophages under
the dermis in their pathology. Differential diagnosis
of eruptive xanthomas includes Langerhans cell
histiocytosis, disseminated granuloma annulare, non-
Langerhans cell histiocytosis (xanthoma disseminatum,
the micronodular form of juvenile xanthogranuloma), and

generalized eruptive histiocytoma.

On the other hand, tendon xanthomas are closely as-
sociated with familial hypercholesterolemia and coro-
nary heart disease (). Xanthelasma are small, soft and
yellowish lesions on the eyelids and are often bilateral.
They can present in case of hyperlipidemia however in
some cases there are no lipid disorders (7). Nevertheless
Christoffersen et al. has reported an association between
xanthelasma and coronary heart disease independent of
conventional cardiac risk factors (8).
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Detection of eruptive xanthomas should lead to an early
investigation of triglyceride, glucose, thyroid stimulating
hormone and creatinine levels because they can be the
telltale lesion of diabetes, hypothyroidism or chronic kid-
ney disease. Because hypertriglyceridemia is associated
with acute pancreatitis in some cases these lesions can
help physicians diagnose the precise cause of abdomi-
nal pain in emergency units (9). Our patient did not have
a secondary disease that could be the underlying cause
of hyperlipidemia other than type 2 diabetes mellitus.
He didn't have a family history of hyperlipidemia. Pa-
tient had high triglyceride and low HDL cholesterol lev-
els. Although it seemed his lipid profile was compatible
with type 1 hyperlipidemia of Frederickson classification
because he also had high LDL levels, it was hard to dis-
tinguish from type 4 and type 5 hyperlipoproteinemia
(10). His VLDL level couldnt be calculated due to high
triglyceride levels and unlike his LDL, his VLDL was not
measured directly. However, because he also had type 2
diabetes in an early age, it is plausible to think an early
atherosclerotic disease associated with type 4 or type 5
hyperlipoproteinemia can also be present in this patient.
Type 2 diabetes and high LDL are known atherosclerotic
risk factors whereas the impact of hypertriglyceridemia
on coronary heart disease has not been laid as clear as
other classic risk factors. Lee et al. has suggested Apo B/
A1 ratio to identify cardiovascular risk more definitely in a
patient with type 1 diabetes and hypertriglyceridemia (7).
To the best of our knowledge, unlike tendon xanthomas,
there are no reports of an association between eruptive
xanthomas and cardiovascular disease to this date.

Studies have shown deleterious effects of non-esteri-
fied (free) fatty acids (NEFAs) on beta cell function (11).
They induce nitric oxide mediated apoptosis and cause
loss of beta cell function (12). Therefore, hyperlipidemia
should be avoided in these patients and they should be
ordered a strict diet to preserve beta cell function and
to decrease fat deposit in visceral organs. Treatment of
hyperlipidemia starts with diet and physical activity. Phar-
macological treatment is added often in moderate and
severe cases of hypertriglyceridemia. These treatments
include fenofibrates, omega-3 fatty acids, niacin, insulin
in patients with diabetes and triglyceride apheresis or
plasmapheresis in patients with severe hypertriglyceri-
demia (13, 14). Volanesorsen is a new drug developed by
antisense technology with promising results in patients
with familial chylomicronemia syndrome (15).

CONCLUSION

In conclusion, although eruptive xanthomas have a be-
nign nature, they are associated with disease s which of-
ten need lifelong treatment. Therefore, every physician
should be aware of the appearance and disease burden
of eruptive xanthomas.

Informed Consent: Written consent was obtained from the par-
ticipants.

Peer Review: Externally peer-reviewed.

Author Contributions: Conception/Design of Study- R.C.,
O.TC.; Data Acquisition- R.C.; Data Analysis/Interpretation-
0SS Drafting Manuscript- R.C., O.T.C.; Critical Revision of
Manuscript- O.S.S.; Approval and Accountability- R.C., O.T.C.,
O.SS.

Conflict of Interest: Authors declared no conflict of interest.

Financial Disclosure: Authors declared no financial support.

Bilgilendirilmis Onam: Katilimcilardan bilgilendirilmis onam
alinmistir.

Hakem Degerlendirmesi: Dis bagimsiz.

Yazar Katkilari: Calisma Konsepti/Tasarim- R.C., O.T.C.; Veri
Toplama- R.C.; Veri Analizi/Yorumlama- O.S.S: Yazi Taslagi- R.C.,
O.T.C.; icerigin Elestirel incelemesi- O.S.S.; Son Onay ve Sorum-
luluk-R.C., O.TC.,OSS.

Cikar Catismasi: Yazarlar ¢ikar catismasi beyan etmemislerdir.
Finansal Destek: Yazarlar finansal destek beyan etmemislerdir.
REFERENCES

1. Hsueh YC, Chou CL, Lee Tl. Diabetic dyslipidemia with eruptive
xanthoma. Cleve Clin J Med 2019;86(9):575. [CrossRef]

2. Kashif M, Kumar H, Misbahuddin K. An unusual presentation
of eruptive xanthoma A case report and literature review.
Medicine (Baltimore) 2016;95(37):e4866. [CrossRef]

3. Zak A, Zeman M, Slaby A, Vecka M. Xanthomas: clinical
and pathophysiological relations. Biomed Pap Med Fac
Univ Palacky Olomouc Czech Repub 2014;158(2):181-8.
[CrossRef]

4. Kala J, Mostow EN. Eruptive xanthoma. N Engl J Med
2012;366(9):835. [CrossRef]

5. Streit E, Helmbold P. 65-year-old man with yellow-orange
papules on both forearms. Eruptive xanthomas. Hautarzt
2009;60(10):834-7. [CrossRef]

6. Mangili LC, Miname MH, Silva PRS, Bittencourt MS, Rocha
VZ, Mangili OC, et al. Achilles tendon xanthomas are
associated withthe presence and burden of subclinical
coronary  atherosclerosis  inheterozygous  familial
hypercholesterolemia: A pilot study. Atherosclerosis
2017;263:393-7. [CrossRef]

7. Lee SY, Sheth CA. Eruptive xanthoma associated with
severe hypertriglyceridemia and poorly controlled type 1
diabetes mellitus. J Community Hosp Intern Med Perspect
2019;9(4):344-6. [CrossRef]

8.  Christoffersen M, Frikke-Schmidt R, Schnohr P, Jensen GB,
Nordestgaard BG, Tybjeerg-Hansen A. Xanthelasmata,
arcus corneae, and ischaemic vascular disease and
death in general population: prospective cohort
study. BMJ 2011;343:d5497. [CrossRef]


https://doi.org/10.3949/ccjm.86a.18104
https://doi.org/10.1097/MD.0000000000004866
https://doi.org/10.5507/bp.2014.016
https://doi.org/10.1056/NEJMicm1105301
https://doi.org/10.1007/s00105-009-1847-5
https://doi.org/10.1016/j.atherosclerosis.2017.04.025
https://doi.org/10.1080/20009666.2019.1650591
https://doi.org/10.1136/bmj.d5497

) Eruptive xanthoma: a marker of hypertriglyceridemia
Istanbul Tip Fakiiltesi Dergisi ® J Ist Faculty Med 2021;84(4):603-6

Duzayak S, Sayiner ZA, Erkilic S, Inaloz HS. Acute
pancreatitis with eruptive xanthoma. BMJ Case Reports
2017;2017:bcr2017221543. [CrossRef]
Fredrickson DS. An international
hyperlipidemias and hyperlipoproteinemias. Ann Intern
Med 1971:75(3):471-2. [CrossRef]

Cnop M. Fatty acids and glucolipotoxicity in the
pathogenesis of Type 2 diabetes. Biochem Soc Trans
2008;36(Pt 3):348-52. [CrossRef]

Shimabukuro M, Ohneda M, Lee Y. Unger, RH. Role of
nitric oxide in obesity induced B-cell disease. J Clin Invest
1997:100(2):290-5. [CrossRef]

classification  of

13.

14.

15.

Alagézli H, Cindoruk M, Karakan T, Unal S. Heparin and
insulin in the treatment of hypertriglyceridemia-induced
severe acute pancreatitis. Dig Dis Sci 2006;51(5):931-3.
[CrossRef]

Ewald N, Kloer HU. Treatment options for severe
hypertriglyceridemia (SHTG): the role of apheresis. Clin Res
Cardiol Suppl 2012;7(Suppl 1):31-5. [CrossRef]

Witztum JL, Gaudet D, Freedman SD, Alexander VJ,
Digenio A, Williams KR, et al. Volanesorsen and triglyceride
levels in familial chylomicronemia syndrome. N Engl J Med
2019:381(6):531-42. [CrossRef]


https://doi.org/10.1136/bcr-2017-221543
https://doi.org/10.7326/0003-4819-75-3-471
https://doi.org/10.1042/BST0360348
https://doi.org/10.1172/JCI119534
https://doi.org/10.1007/s10620-005-9006-z
https://doi.org/10.1007/s11789-012-0042-x
https://doi.org/10.1056/NEJMoa1715944

