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INTRODUCTION

Xanthomas are benign plaques, papules, or nodules 
characterized by accumulation of lipid laden macrophages 
that develop in the cutis and subcutaneous tissue.[1] 
Tuberous xanthomas are firm painless yellow red nodules 
most commonly seen over extensor aspects of limbs 
and buttocks.[2] They are seen in several lipidoses and 
are usually indicative of a derangement in lipoprotein 
metabolism, in particular familial hypercholesterolemia 
and are usually not larger than 2  cm.[3] Recently a 
patient presented with multiple large swellings varying 
from 2 to 20 cm all over the body. On histopathological 
examination, these were revealed to be an atypical 
presentation of giant tuberous xanthomas, which is the 
first such reported case, to the best of our knowledge.

CASE REPORT

A 26-year-old nonconsanguineous male presented with 
multiple painless swellings over the body since 12 years 
with no significant family history. He first developed a 
swelling over the sacral region that progressed gradually 
to the present size of 20 cm × 15 cm × 10 cm [Figure 1]. 

At varying intervals, other swellings developed over his 
body at varying locations. The swellings were present 
over the buttocks, extensor aspects of elbows and knees 
and over the hands and feet and varied in size from 2 
cm × 2 cm over dorsum of hands to 15 cm × 10 cm over 
buttocks. On examination, they were firm, nontender, 
mobile, and without any skin changes. Family history 
was unremarkable.

Routine investigations including hemogram, X-rays 
were unremarkable. Fine needle aspiration cytology 
suggested spindle cell tumor. The sacral swelling was 
excised with overlying skin and primary closure was 
done. The gross specimen revealed a firm, homogenous 
grey white mass.

On histopathological examination, collections of 
foam cells and lipid laden macrophages with areas of 
fibrosis and cholesterol clefts were found indicative of 
tuberous xanthomas [Figures 2 and 3]. Lipid profile was 
performed that revealed raised levels of low-density 
lipoproteins (LDL) and total Cholesterol. Triglycerides 
and other lipoprotein fractions were normal, suggestive 
of type IIa familial hypercholesterolemia [Table 1].

The patient was started on lipid lowering medications 
including high dose atorvastatin with niacin. He was 
also worked up for other systemic manifestations of 
hypercholesterolemia including atherosclerosis and 
coronary artery disease. At present he is normolipaemic, 
and reports a generalized global reduction of the size of 
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the xanthomas, with no development of any new lesions.

DISCUSSION

Xanthomas are lesions characterized by the accumulation 
of lipid laden macrophages. They occur when 
derangements in lipid metabolism lead to the leakage 
of lipids from the vasculature into the tissues, where 
they are phagocytosed by macrophages.[1] They have 
also been known to occur in normolipemic individuals.

Tuberous xanthomas are typically reddish-yellow 
papulonodular lesions of the skin. They are typically 
found over pressure areas such as extensor aspects of 
knees, elbows, and buttocks.[2,4] Histologically, apart 
from foamy macrophages, they have also been found 
to contain primitive mesenchymal cells, elongated 
perivascular, and fibroblast-like cells, and lysosome-
filled macrophages, indicating possible stages in the 
evolution of dermal mesenchymal cells into mature, 
cholesterol-rich foam cells.[5]

Xanthomata are cutaneous markers of underlying lipid 
metabolism disorders, classified by Frederickson into 
five classes. Tuberous xanthomas are usually found 
in type IIa familial hypercholesterolemia.[3,6] Familial 
hypercholesterolemia is an autosomal codominant 
disorder with raised LDL levels due to increased 
production and reduced resorption of LDL secondary 
to dysfunctional LDL receptors. Heterozygotes express 
half the number of LDL receptors and homozygotes have 
between 0% and 25%.[7]

The consequences of such defects in LDL receptor genes 
are changes in vascular endothelial function, high serum 
total cholesterol and LDL cholesterol, with normal 
triglycerides. These are manifested as atherosclerosis 
and coronary artery disease.[7,8] The treatment options 
include changes in lifestyle and diet regulation, 
pharmacologic therapy and invasive procedures 
including lifelong lipid apheresis, and finally, liver 
transplantation.[9] Pharmacotherapy includes statins, 
bile acid sequestrants, ezetimibe, niacin that affect 
various steps in the pathways of cholesterol absorption 

and metabolism. The most common medication is a 
statin in combination with a cholesterol absorption 
inhibitor, and if needed a third drug such as a bile acid 
sequestrant.[10]

Table 1: Lipid profile of patient confirming type IIA 
hypercholesterolemia

Lipid profile
Lipid fraction Value (MG/DL) Normal range (MG/DL)

Total Cholesterol 515 <240
LDL 451 <150
VLDL 16 <40
Triglycerides 80 <160
HDL 47 >40

LDL: Low-density lipoproteins, VLDL: Very low density lipoproteins, 
HDL: High density lipoproteins

Figure 1: Multiple swellings over extensor aspects of limbs 
and buttocks

Figure 2: Histopathology showing foamy macrophages with 
fibrosis, cholesterol clefts

Figure 3: Macrophages with intracellular lipid accumulation
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CONCLUSION

In conclusion, tuberous xanthomas are rarely larger than 
a few centimetres in size; however, in our patient they 
ranged up to 20 cm × 15 cm in size. This case was reported 
for the atypical presentation of multiple giant tuberous 
xanthomas which, to the best of our knowledge have not 
been reported thus far. They may be the only indicators 
of an underlying pernicious condition. Our experience 
demonstrates that they may present first to a surgeon, 
and a thorough workup is essential to identify the 
underlying condition in order to initiate early treatment 
to prevent later complications.
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