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Introduction
Melanoma is a malignant tumor that arises from melanocytes cells 

in skin, rarely arises from oral cavity, intestines and eye (uveal tract) 
[1]. It metastasizes to other organs commonly lymph nodes, lungs, liver 
and sometimes to bones and brain [2]. Primary melanoma of liver is 
very rare, 12 case reports have been published worldwide to date [3]. In 
Pakistan its first case report to date.

Many cases of liver melanoma are metastatic in nature. Metastasis 
from skin and uveal tract of eye are commonly seen even after complete 
resection of primary tumor [4]. Choroid is commonest location for 
uveal melanoma [5]. Delayed metastasis of primary ocular melanoma 
has been reported in previous case reports [4].

Case Summary
A case of 53 years old male, taxi driver, resident of middle east 

country presented with complains of vague upper abdominal pain, 
vomiting on and off for 1 year with mild undocumented weight loss. 
Past history of right eye enucleation 5 years previously due to choroid 
melanoma (Figure 1). No significant finding on examination apart 
from enucleated right eye and mild right hypochondriac tenderness. 
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On ultrasound abdomen two hypo echoic mass lesions seen at the junction of right and left lobe of liver. The largest 
one measures 6.9 x 5.6 cm and the other one measures 2.7 x 1.8 cm lesion suggestive of metastatic deposits. CT scan 
abdomen triphasic showing heterogeneously enhancing lesion given the impression of hepatoma with no background 
of chronic liver disease. MRI was also done which has shown T2 Iso to hyperintense lesion giving differentials of focal 
nodular hyperplasia, hepatic adenoma and fibro lamellar carcinoma.

Due to discrepancy in imaging reports, diagnosis remained grey, so liver biopsy done showing melanin containing 
tumor cells with S-100 and MART-1 positive suggestive of melanoma. He was then referred to oncologist for further 
management.

He has visited multiple centres there and got some workup. Following 
investigations were brought by him. CBC was normal with HB 13.8 
gm/dL, W.B.C 8.4 x10e9/L, and PLTs 354x10^9/L. LFT was normal 
with T.B 0.57mg/dl, ALT 18 U/l, ALP 108 U/l, GGT 17 U/l, and AST 
14 U/l. ESR, Serum Albumin was also normal. HBsAg, Anti HCV 
antibody and HIV serology was negative. Serum Alpha fetoprotein was 
normal (2.96 ng/ml).

Initial Ultrasound abdomen commented a well-defined isoechoic 
lesion with a hypoechoic rim of size 3.3 x 3.5 x 2.9 cm in left lobe of 
liver. CT scan with oral and rectal contrast rather than hepatic protocol 
done outside. CT scan showed a well circumscribed hypodense lesion 
(44HU) in segment IV A of liver measures approximately 3.5 x 3.0 x 3.4 
cm (AP*TR*CC) in dimensions. It showed minimal central amorphous 
hyperintensity on plain scan, no appreciable enhancement on arterial 
phase (46HU) and progressive centripetal enhancement on venous 
phase (74 HU). The peripheral puddling of contrast (84HU) is evident 
on delayed images with hypodense centre. The findings are suggestive 
of hepatic haemangioma. The liver was normal in size and attenuation. 

Since symptoms were not responding to medical treatment, he also 
underwent MRI abdomen which was showing well defined T2 Iso to 
hyperintense and T1 hyperintense lesion (approximately 3.7 x 3.5 x 3.8) 
in the left lobe of liver with possible differentials include focal nodular 
hyperplasia, hepatic adenoma and fibrolamellar carcinoma. Another 
small T2 hyperintense and T1 hypointense lesion (approximately 7 x 
6 mm) seen in segment V/VI of right lobe of liver with query of small 
haemangioma.

Figure 1: Fundal fluorescein angiography showing large choroidal brown 
mass at superiotemporal region in right eye masking view of retina in that 
region (block arrow). Cystoid macular edema with retina haemorrhage 
along with leakage (narrow arrow).
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Due to persistent symptoms and inconclusive diagnosis despite 
of extensive workup he returned to his native country for further 
management.

Repeat ultrasound scan revealed two hypoechoic mass lesions at 
the junction of right and left lobe of liver. The largest one measures 
6.9 x 5.6 cm and shows flow on color Doppler study, representing 
metastatic lesions (Figure 2). As compared to previous ultrasound scan 
there was increase in size of lesions which was alarming.

Repeat CT scan abdomen triphasic revealed well defined rounded 
heterogeneously enhancing lesion seen at junction of right and left lobe 
of liver, showing significant enhancement on arterial phase and partial 
washout on portovenous delayed phase (approximately 7.0 x 6.8 cm in 
size in AP & TS) in liver suggestive of hepatoma. Another ill-defined 
small lesion approximately 0.8 x 0.9 cm noted in liver suggestive of 
haemangioma (Figure 2 and 3).

To rule out GI malignancy as primary source of metastasis, he 
underwent gastroscopy and colonoscopy which were normal. With all 
above workup he presented to our department. So we decided to get 
biopsy of liver lesion for definitive diagnosis. 

First US guided liver biopsy was nonspecific and inconclusive 
(Figure 4).

As biopsy was nonspecific we have decided to repeat biopsy after 
discussing with patient and family. Patient refused for repeat US guided 
biopsy so we opted for EUS guided biopsy. EUS was showing multiple 
liver lesions in left lobe.

Biopsy revealed neoplastic lesion comprised of cells containing 
melanin pigment. The cells were positive for S-100 and Mart 1 IHC 
stains (Figure 5) suggestive of melanoma.

Considering prior history of choroidal melanoma, this lesion is 
most likely metastatic rather than primarily of liver origin. He was 

then referred to hepatobiliary surgeon and oncologist for further 
management.

Discussion
Melanoma is malignant in nature so metastasize to number of 

organs both through lymphatic and blood vessels [6].The incidence of 
melanoma is rising and factors contributing to it remained unchanged 
including sun exposure and UV light [7]. Metastatic melanoma of liver 
is rare and rapidly progressive [8].

Uveal melanoma is second most common malignant melanoma 
and spreads through blood vessels as it lacks lymphatic drainage [9]. 
Liver is commonest site of metastasis in gastrointestinal tract [10]. The 
diagnosis of melanoma is challenging in gastrointestinal tract. 

For diagnosis of liver lesions variable modalities are available which 
are sensitive to detect lesions including non-invasive techniques like 
CT abdomen triphasic, MRI and invasive procedures like Liver biopsy. 
Despite of multiple imaging techniques used in this case it failed to give 
diagnosis. Ultimately liver biopsy is needed which is gold standard and 
give tissue diagnosis.

As it is subjective and operator depended sometimes lesion could 
even be missed as in this case normal tissue core obtained in first biopsy 
specimen. 

Figure 2: US upper abdomen: showing two hypoechoic mass lesions at the 
junction of right and left lobe of liver. The largest one measures 6.9 x 5.6 
cm (white arrow).

Figure 3: CT scan abdomen triphasic showing hypodense mass lesion in 
liver on portovenous phase (arrows).

Figure 4: Core of liver parenchyma showing portal tract with minimal 
infiltration by mononuclear chronic inflammatory cells (arrow).
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Figure 5: a,b,c and d: (a) Core of liver parenchyma with neoplastic cells at 
low magnification (arrow). (b) Higher magnification showing individual tumor 
cells containing melanin pigments (arrow). (c) Tumor cells showing mart-1 
positive (Melanoma-associated antigen recognized by T cells) (arrow). (d) 
Tumor cells showing S-100 positive (arrow).
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After the first biopsy, there was option to repeat scans but to get 
tissue diagnosis repeating liver biopsy was meaningful. The patient 
was given multiple choices of US guided, EUS or laparoscopic guided 
biopsy of liver lesion and he decided to go for EUS guided biopsy as it 
is least invasive among all these routes.

Once tissue of neoplastic lesion obtained diagnosis become evident, 
with classical hyperchromatic tumor cells containing melanin pigment 
and shows positive markers of melanoma on Immunohistochemical 
(IHC) stains like S-100, and MART-1 (Melanoma-associated antigen 
recognized by T cells).

S-100 is common marker of neural tissue /lesions and melanoma.S-
100B positive in melanoma. The S-100 protein is expressed in all 
melanocytic cells and in 96% to 100% of malignant melanomas [11]. 
Mart-1 is a protein found on normal melanocytes in the skin and in 
the retina, it is more specific than S-100 and it helps to distinguish 
indifferent cases of melanoma [12].

Treatment
Treatment options include surgical resection, chemotherapy 

and immunotherapy [13]. If the lesion was diagnosed early in this 
case, the patient could have been offered definitive excision of lesion. 
Unfortunately due to heterogeneuosity in findings on radiological 
imaging’s diagnosis become delayed for some duration. Since these 
lesions are rapidly growing in nature [14], the size of lesion in our 
case was almost doubled with development of multiple lesions from 
the time of initial presentation. So this patient was referred to medical 
oncologist for chemotherapy/immunotherapy.

Prognosis & Survival
Metastatic uveal melanoma to liver has poor prognosis [15]. 

Metastasis can occur even years after complete treatment of primary 
lesion. There are case reports showing time duration from diagnosis of 
primary lesion to metastasis from 3 years to 23 years [4]. In our case it 
is around 5 years from primary melanoma.

Patients with metastasis to liver have expected survival of 6-9 
months extended upto 46-48 months with treatment [8]. To the best 
of our knowledge at the time of this case presentation patient was alive 
8 months since diagnosis and receiving immunotherapy in oncology 
department.

Conclusion
In a nutshell, metastatic melanoma is rare liver tumor, but it mimics 

common lesions on radiology such as Hepatocellular carcinoma and 
haemangioma and leads to delayed diagnosis. And liver biopsy should 
be obtained for such lesions. Timely diagnosis and early intervention 
can provide better prognosis and survival.

References
1.	 Du F, Yang M, Fang J, Jing C (2015) Primary hepatic malignant melanoma: a 

case report. Int J Clin Exp Pathol 8(2): 2199-201.

2.	 Ornellas LC, Lanzoni VP, Toledo CF (2000) Malignant melanoma with liver and 
spleen metastases: case report. Sao Paulo Med 118: 53-6.

3.	 Ao W, Wang J, Mao G, Yang G, Han X, et al. (2019) Primary hepatic melanoma: 
A case report of computed tomography and magnetic resonance imaging 
findings. Medicine 98(25): e16165.

4.	 Karde SR, Bhand PR, Ramesh N, Arockiam S (2016) Metastatic melanoma after 
23 years of primary ocular melanoma. BMJ Case Rep 2016: bcr2016217503.

5.	 Kaliki S, Shields CL (2017) Uveal melanoma: relatively rare but deadly cancer. 
Eye (Lond) 31(2): 241-57.

6.	 Zbytek B, Carlson JA, Granese J, Ross J, Mihm MC, et al. (2008) Current 
concepts of metastasis in melanoma. Expert Rev Dermatol 3(5): 569-85.

7.	 Carr S, Smith C, Wernberg J (2020) Epidemiology and Risk Factors of 
Melanoma. Surg Clin North Am 100(1): 1-12.

8.	 Bostanci O, Kartal K, Battal M (2014) Liver metastases of unknown primary: 
malignant melanoma. Case Reports Hepatol 2014: 131708.

9.	 Chattopadhyay C, Kim DW, Gombos DS, Oba J, Qin Y, et al. (2016) Uveal 
melanoma: From diagnosis to treatment and the science in between. Cancer. 
122(15): 2299-312.

10.	Mouchli MA, Kerr SE, Roberts L (2018) An Enlarging Metastatic Calcified Liver 
Lesion of an Occult Melanoma. Case Rep Oncol 11(2): 388-91.

11.	Aisner DL, Maker A, Rosenberg SA, Berman DM (2005) Loss of S100 
antigenicity in metastatic melanoma. Hum Pathol 36(9): 1016-9.

12.	Cherpelis BS, Moore R, Ladd S, Chen R, Glass LF (2009) Comparison of MART-
1 frozen sections to permanent sections using a rapid 19-minute protocol. 
Dermatol Surg : official publication for American Society for Dermatologic 
Surgery [et al]. 35(2): 207-13.

13.	Karlen AI, Clark JJ, Wong LL (2012) Two cases of partial hepatectomy for 
malignant melanoma. Hawaii J Med Public Health 71(4): 92-6.

14.	Vallianou N, Kouvidou C, Geladari E, Trigkidis K, Antypa E, et al. (2016) Rare 
Delayed Metastasis of Uveal Melanoma Presenting as Fulminant Liver Failure. 
J Clin Gastroenterol Treat 2: 037.

15.	Carvajal RD, Schwartz GK, Tezel T, Marr B, Francis JH, et al. (2017) Metastatic 
disease from uveal melanoma: treatment options and future prospects. Br J 
Ophthalmol 101(1): 38-44.

https://api.ncbi.nlm.nih.gov/lit/ctxp/v1/pmc/?format=ris&id=4396328&download=true
https://api.ncbi.nlm.nih.gov/lit/ctxp/v1/pmc/?format=ris&id=4396328&download=true
https://doi.org/10.1590/s1516-31802000000200006
https://doi.org/10.1590/s1516-31802000000200006
https://doi.org/10.1097/md.0000000000016165
https://doi.org/10.1097/md.0000000000016165
https://doi.org/10.1097/md.0000000000016165
https://dx.doi.org/10.1136%2Fbcr-2016-217503
https://dx.doi.org/10.1136%2Fbcr-2016-217503
https://doi.org/10.1038/eye.2016.275
https://doi.org/10.1038/eye.2016.275
https://www.researchgate.net/deref/http%3A%2F%2Fdx.doi.org%2F10.1586%2F17469872.3.5.569
https://www.researchgate.net/deref/http%3A%2F%2Fdx.doi.org%2F10.1586%2F17469872.3.5.569
https://doi.org/10.1016/j.suc.2019.09.005
https://doi.org/10.1016/j.suc.2019.09.005
https://dx.doi.org/10.1155%2F2014%2F131708
https://dx.doi.org/10.1155%2F2014%2F131708
https://doi.org/10.1002/cncr.29727
https://doi.org/10.1002/cncr.29727
https://doi.org/10.1002/cncr.29727
https://dx.doi.org/10.1159%2F000489555
https://dx.doi.org/10.1159%2F000489555
https://doi.org/10.1111/j.1524-4725.2008.34411.x
https://doi.org/10.1111/j.1524-4725.2008.34411.x
https://doi.org/10.1111/j.1524-4725.2008.34411.x
https://doi.org/10.1111/j.1524-4725.2008.34411.x
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc3332119/
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc3332119/
http://dx.doi.org/10.23937/2469-584X/1510037
http://dx.doi.org/10.23937/2469-584X/1510037
http://dx.doi.org/10.23937/2469-584X/1510037
https://dx.doi.org/10.1136%2Fbjophthalmol-2016-309034
https://dx.doi.org/10.1136%2Fbjophthalmol-2016-309034
https://dx.doi.org/10.1136%2Fbjophthalmol-2016-309034

	Title
	Corresponding author
	Abstract
	Keywords
	Introduction
	References

