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using a 22 gauge core needle. Pathologic analysis 
revealed metastatic melanoma. (Figure 3). The patient 
was referred back to oncology and initiated treatment 
with pembrolizumab. 

Discussion
Malignant melanoma develops from melanocytes mainly 
present in the skin, eyes, meninges and gastrointestinal 
(GI) mucosa, which can arise anywhere from the mouth 
to the anus. Melanoma is rare, comprising only 1-3% of 
all tumors.1 While the primary site of melanoma is the 
skin, it is known that melanoma can metastasize to the 
GI tract.2,3 The propensity of a primary malignant tumor 
to metastasize depends on the Clark staging, with >70% 
of Clark level III and Clark level IV lesions involving 
the GI tract.6 Metastatic melanoma has been seen in the 
esophagus, stomach, small intestines, and colon. 1-4% 
percent of patients with malignant melanoma show 
clinically apparent gastrointestinal tract involvement 
during the course of their disease and are diagnosed ante 
mortem, while up to 60% of all patients with melanoma 
are found to have metastases at autopsy.4 Due to these 
findings, some have recommended that all patients with 
known melanoma should be screened to rule out any 
gastrointestinal spread.4

CASE HISTORY

A69 year old female had a history of a metastatic 
melanoma to the left groin without identification 
of a primary site 4 years prior to presentation. The 

groin lesion was resected and one out of 14 nodes was 
positive for melanoma, and the patient was ultimately 
staged as having pTx N1b M0 stage IIIC melanoma. 
At that time, she was treated with ipilumimab.Three 
years prior to presentation she developed a left inguinal 
lymph node recurrence, which was resected. This year, 
the patient underwent a surveillance CT scan which 
revealed a generous ampulla and elevated serum 
liver chemistries and was referred to endoscopy. At 
endoscopy, the ampulla was generous without obvious 
mucosal neoplasia. (Figure 1) Endoscopic ultrasound 
revealed a hypoechoic, 15x19mm mass lesion in the 
ampulla below the mucosa. (Figure 2) The lesion 
compressed the CBD, but the duct was still patent. 
The lesion was sampled via EUS-guided core biopsy 
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The clinical presentation for patients with metastatic 
melanoma can be asymptomatic or can include the 
following: abdominal pain, upper or lower GI tract 
bleeding, anemia, weight loss, intestinal obstruction, 
perforation, or intussusception.1,5 The anorectal region 
is the most common site for primary gastrointestinal 
melanomas, due to the presence of melanocytes.7 
On the other hand, metastases of the GI tract are 
seen more frequently in the small intestines (35% 
to 97%).6,7 Reports on the prevalence of metastatic 
melanoma in the gastrointestinal tract show 0.1-0.5% 
cases in the esophagus, 5%-50% cases in the stomach 
and duodenum, and 5%-32% cases in the colon.7 
When examining these rates separately, reports found 
12%-19% occurrence of malignant melanoma in the 
duodenum and 24%-26% in the stomach.8 The average 
time from initial diagnoses to the finding of intestinal 
metastases ranges from 21.6 months to 54 months.7

While primary GI and biliary melanomas are rare, 
it can be difficult to distinguish between a primary 
mucosal, metastatic GI, and biliary melanoma from 
an unknown or regressed primary site.9 If a primary 
lesion has already been diagnosed, the clinician can 
usually determine that the melanoma in the GI tract 
is in fact metastatic.9 This particular patient did have 
a prior history of melanoma that had metastasized to 
other areas. Metastases of the GI tract often occur late 
in the history of the disease and have an overall poor 
prognosis.10 Once melanoma has metastasized to the 
GI tract and other visceral sites, the median survival is 
four to nine months for these patients.11

While it is uncommon to find metastatic melanoma 
in the biliary tree it has been previously documented.10 
Unfortunately, the incidence of isolated metastases to 
the ampulla is far less known with only a few reports 
to analyze.10,11,12 The literature separates the cases 
of primary biliary tract melanomas and ampullary 
melanomas. One publication suggests that many of 
the ampullary melanomas may have metastasized from 
cutaneous or vaginal primary melanoma.9 Metastatic 
melanoma to the common bile duct can present itself 
as a lesion located above the ampulla. One study 
reported the metastatic melanoma of the common bile 
duct extending to the ampulla and involving the gall 
bladder.9 This particular case found the patient’s lesion 
in the ampulla compressing her CBD. At postmortem 
examinations, 6% of patients with a known malignant 
melanoma have unexpected bile duct involvement 
while 15% with metastatic melanoma have gallbladder 

Figure 1.  Endoscopic image of an abnormally large and 
prominent ampulla of Vater

Figure 2a.  7.5MHz EUS image of a solid hypoechoic 
lesion in the ampulla. The common bile duct 
and pancreatic duct are visible just above 
the lesion.

Figure 2b.  Image of the same lesion undergoing EUS-
guided fine needle biopsy (FNB) to obtain 
core tissue sample.  
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involvement.11 Melanoma metastatic to the ampulla 
is rare and can cause biliary obstruction.10,11 Patients 
diagnosed with metastatic melanoma of the ampulla 
presented symptoms of nausea, vomiting, cholestasis, 
and melena.10

The appearance of metastases during an endoscopy 
may take the form of ulcers, nodules, or polyps, which 
may be pigmented or amelanotic.6 Diagnostic yield of 
biopsy from the margins of these ulcerations or lesions 
is >90%.6 The 15x19mm mass lesion found in the 
patient’s ampulla below the mucosa was analyzed and a 
EUS-guided fine needle biopsy was taken. The 22 gauge 
needle used to collect the biopsy is specifically used in 
diagnosing pancreatic and non-pancreatic lesions where 
the tip of a fine needle aspiration (FNA) is not optimal.

Recent months have seen the development of 
biopsy needles designed for core tissue acquisition 
that provide sufficient tissue for histologic evaluation.13 
One multicenter study on EUS-FNB reported on the 
histological specimens being adequate in 89.47% of 
the patients and having a diagnostic yield of 92.9% of 
patients.16 Core EUS-FNB needles can provide higher 
histologic yield despite requiring fewer needle passes 
compared to the standard EUS-FNA needles.14 The 
endoscopist, for this particular case, saw it beneficial 
to use a EUS-FNB, with a 22-gauge needle, to sample 
the lesion on the patient’s ampulla.

 EUS-FNB needles can come in a variety of gauge 
sizes, including 19, 22, and 25 gauge. While the larger 
diameter needles may provide more tissue, there can be 
instances where 19 gauge needles are associated with 
an increase in blood and cellular debris contamination, 

adverse events, or technical failures.15,16 A prospective 
study comparing of a 25-guage and 22-gauge FNB 
needles found the diagnostic accuracy of the two 
were 98% and 95%, respectively. While the 25-gauge 
needle produced adequate core biopsies for histological 
examination in 87.5% lesions in comparison to 82.1% 
of lesions that were sampled with a 22-gauge needle.15 
A study on EUS guided fine needle biopsy (FNB) 
sampling compared a forked-tipped biopsy needle to 
a FNA needle found that the FNB needle provided a 
higher yield of core tissue with fewer passes.13 This 
particular study found histology cores in 95% of the fine 
needle biopsy samples in comparison to only 59% of 

(continued on page 20)

Figure 3c.  Core biopsy, H&E stain, 400X magnification
The core biopsy shows sheets of highly atypical cells 
with irregularly shaped, vesicular nuclei and prominent 
nucleoli. Interspersed melanophages containing brown 
melanin pigment are also identified.

Figure 3a. and 3b. Touch preparations with Diff-Qwik stain, 200X magnification
These touch preparations are highly cellular and reveal dispersed, large, single epithelioid to slightly spindled cells 
with prominent nuclear atypia including occasional mirror-image nuclei, multinucleation, prominent nucleoli, and 
nuclear pseudoinclusions. These morphological features are diagnostic of melanoma.

a. b.
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the fine needle aspirate samples. The median number of 
passes for FNB needles during this study was two while 
four passes remained the median for FNA needles.13 
Another result of this particular study was that the 
authors found a diagnosis of a specific lesion type was 
obtained with no more than two passes in 80% of the 
FNB group but only in 14% of the FNA group.

Another study analyzed two specific core needles; 
one with a reverse-bevel design and another with a 
6-cutting edge and opposing bevel design. In this study, 
99% of the specimens obtained with the opposing bevel 
needle were adequate for histopathologic interpretation 
in comparison to only 87% of the samples obtained 
from the needle with the reverse bevel.14 This study also 
found the opposing bevel tipped needle providing higher 
sensitivity (90.1% vs 71.1%) and overall accuracy (92% 
vs 74%) than the reverse bevel needles. The FNB needle 
used during our patient’s EUS provided adequate core 
biopsies for pathologists to complete a histopathologic 
interpretation. The sufficient amount of core collected 
aided the pathologists in diagnosing the lesion as 
metastatic melanoma in the ampulla.

While endoscopy can help identify any ulceration 
or lesion, metastatic melanoma may be completely 
amelanotic with a variable cytological appearance. In 
order to confirm the diagnosis of malignant melanoma 
immunhistochemical stains are needed; the S100 
sensitivity varies between 33-100%, HMB-45 antibodies 
has sensitivity between 80-97%, but the specificity is 
high (100%).1,10 Proper tissue acquisition is important 
in diagnosing these lesions because an adequate sample 
must be obtained for the immunohistochemical stains. 
The EUS-guided core biopsies collected in this case 
were more than for diagnosing the patient’s lesion 
as metastatic melanoma and provided tissue for both 
cytologic and histologic analysis.

Overall, metastatic melanoma in the GI tract is 
often times asymptomatic or not discovered until 
autopsy. This patient had a rare presentation of 
metastatic melanoma to the ampulla. An endoscopy 
and endoscopic ultrasound were all vital in evaluating 
the patient and obtaining core biopsies of the lesion 
in her ampulla. Proper tissue acquisition was made 
possible with EUS-FNB for pathology interpretation, 
showing the value of this technique. 

References
1. Ettahri H, Elomrani F, Elkabous M, Rimani M, Boutayeb S, Mrabti H, 

Errihani H. Duodenal and gallbladder metastasis of regressive mela-
noma: a case report and review of the literature. J Gastrointest Oncol. 
2015 Oct;6(5):E77-81. doi: 10.3978/j.issn.2078-6891.2015.048. 
PubMed PMID: 26487955; PubMed Central PMCID: PMC4570907.

2. Simons M, Ferreira J, Meunier R, Moss S. Primary versus Metastatic 
Gastrointestinal Melanoma: A Rare Case and Review of Current 
Literature. Case Rep Gastrointest Med. 2016;2016:2306180. doi: 
10.1155/2016/2306180. PubMed PMID: 27651960; PubMed Central 
PMCID: PMC5019918.

3. Bendic A, Glavina Durdov M, Stipic R, Karaman I. Melanoma in the 
ampulla of Vater. Hepatobiliary Pancreat Dis Int. 2013 Feb;12(1):106-
8. PubMed PMID: 23392808.

4. Reddy P, Walker C, Afonso B. A rare case of metastatic malig-
nant melanoma to the colon from an unknown primary. Case Rep 
Gastrointest Med. 2014;2014:312902. doi: 10.1155/2014/312902. 
PubMed PMID: 25093125; PubMed Central PMCID: PMC4100276.

5.  Caballero-Mendoza E, Gallo-Reynoso S, Arista-Nasr J, Angeles-
Angeles A. Obstructive jaundice as the first clinical manifestation 
of a metastatic malignant melanoma in the ampulla of vater. J Clin 
Gastroenterol. 1999 Sep;29(2):188-9. PubMed PMID: 10478883.

6. Asad-Ur-Rahman F, Abbass A, Majeed U, Navaneethan U. Melanoma 
Metastasizing to the Small Intestine: A Case Report Illustrating 
Symptomatic and Asymptomatic Involvement. Cureus. 2016 May 
13;8(5):e608. doi: 10.7759/cureus.608. PubMed PMID: 27330876; 
PubMed Central PMCID: PMC4905701.

7. Li WX, Wei Y, Jiang Y, Liu YL, Ren L, Zhong YS, Ye LC, Zhu DX, 
Niu WX, Qin XY, Xu JM. Primary colonic melanoma presenting as 
ileocecal intussusception: case report and literature review. World 
J Gastroenterol. 2014 Jul 28;20(28):9626-30. doi: 10.3748/wjg.
v20.i28.9626. Review. PubMed PMID: 25071362; PubMed Central 
PMCID: PMC4110599.

8. Nakayama H, Miyazaki S, Kikuchi H, Saito N, Shimada H, Sakai S, 
Suzuki M, Kimura K. Malignant vaginal melanoma with metastases 
to the papilla of Vater in a dialysis patient: a case report. Intern Med. 
2011;50(4):345-9. PubMed PMID: 21325769.

9. Bendic A, Glavina Durdov M, Stipic R, Karaman I. Melanoma in the 
ampulla of Vater. Hepatobiliary Pancreat Dis Int. 2013 Feb;12(1):106-
8. PubMed PMID: 23392808.

10. Marks JA, Rao AS, Loren D, Witkiewicz A, Mastrangelo MJ, Berger 
AC. Malignant melanoma presenting as obstructive jaundice second-
ary to metastasis to the Ampulla of Vater. JOP. 2010 Mar 5;11(2):173-
5. PubMed PMID: 20208330.

11. van Bokhoven MM, Aarntzen EH, Tan AC. Metastatic melanoma 
of the common bile duct and ampulla of Vater. Gastrointest Endosc. 
2006 May;63(6):873-4. PubMed PMID: 16650564.

12. Nakayama H, Miyazaki S, Kikuchi H, Saito N, Shimada H, Sakai S, 
Suzuki M, Kimura K. Malignant vaginal melanoma with metastases 
to the papilla of Vater in a dialysis patient: a case report. Intern Med. 
2011;50(4):345-9. PubMed PMID: 21325769.

13. Kandel P, Tranesh G, Nassar A, Bingham R, Raimondo M, Woodward 
TA, Gomez V, Wallace MB. EUS-guided fine needle biopsy sampling 
using a novel fork-tip needle: a case-control study. Gastrointest 
Endosc. 2016 Dec;84(6):1034-1039. doi: 10.1016/j.gie.2016.03.1405. 
PubMed PMID: 27018087

14. Nayar MK, Paranandi B, Dawwas MF, Leeds JS, Darne A, Haugk 
B, Majumdar D, Ahmed MM, Oppong KW. Comparison of the diag-
nostic performance of 2 core biopsy needles for EUS-guided tissue 
acquisition from solid pancreatic lesions. Gastrointest Endosc. 2016 
Sep 12. pii: S0016-5107(16)30554-5. doi: 10.1016/j.gie.2016.08.048. 
[Epub ahead of print] PubMed PMID: 27633157

15. Park SW, Chung MJ, Lee SH, Lee HS, Lee HJ, Park JY, Park 
SW, Song SY, Kim H, Chung JB, Bang S. Prospective Study for 
Comparison of Endoscopic Ultrasound-Guided Tissue Acquisition 
Using 25- and 22-Gauge Core Biopsy Needles in Solid Pancreatic 
Masses. PLoS One. 2016 May 5;11(5):e0154401. doi: 10.1371/
journal.pone.0154401. PubMed PMID: 27149404; PubMed Central 
PMCID: PMC4858215

16. Wang J, Wu X, Yin P, Guo Q, Hou W, Li Y, Wang Y, Cheng B. 
Comparing endoscopic ultrasound (EUS)-guided fine needle aspira-
tion (FNA) versus fine needle biopsy (FNB) in the diagnosis of solid 
lesions: study protocol for a randomized controlled trial. Trials. 2016 
Apr 12;17:198. doi: 10.1186/s13063-016-1316-2. PubMed PMID: 
27071386; PubMed Central PMCID: PMC4830051

(continued from page 18)

practicalgastro.com


