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Abstract

Isolated pancreatic metastases from melanoma are rare with high mortality rate and account for less than 1% of metastatic
melanomas. Treatment options are limited with highest overall survival reported in those with complete surgical resection. Of
cases reported in the literature with nonsurgical management, highest length of survival was reported to be 10 months. We
report a case of malignant melanoma with isolated pancreatic metastasis treated with interferon therapy and immunotherapy,
with evidence of progressive tumor shrinkage and survival at 38 months.
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Introduction

Pancreatic adenocarcinoma is the most common tumor of the
pancreas. Pancreatic metastases are rare and account for 2%
to 5% of pancreatic malignancies.'? The most common pri-
mary malignancies that metastasize to the pancreas are renal,
lung, breast, and colon cancer. Isolated pancreatic metastases
from melanoma are rare with high mortality rate and account
for less than 1% of metastatic melanomas, making it a diag-
nostic challenge.® Given difficulty of differentiating primary
tumors from metastases based on imaging findings, it is cru-
cial to obtain endoscopic ultrasound (EUS) with fine needle
aspiration (FNA) for accurate diagnosis.' Treatment options
are limited with generally poor response rates to conven-
tional chemotherapy. Prior studies have shown improved
S-year survival rates in those with complete surgical resec-
tion of isolated pancreatic melanoma metastases compared
to those with incomplete resection and nonsurgical treat-
ment.* There are several reports of pancreatic metastasis
from malignant melanoma reported in the English medical
literature; of those treated nonsurgically, longest length of
survival was reported to be 10 months.’ Here, we present a
unique case of malignant melanoma with isolated pancreatic
metastasis diagnosed by EUS-FNA, treated nonsurgically
with immunotherapy, with evidence of tumor shrinkage and
survival at 38 months.

Case Presentation

A 75-year-old male with a past medical history of prostate
cancer status post (s/p) radiation therapy and cutaneous mel-
anoma s/p resection 24 years prior presented to the emer-
gency department with progressively worsening jaundice,
unintentional weight loss, dark urine, pale stools, and nau-
sea. On initial presentation, vital signs were as follows: body
temperature 37.1°C, blood pressure 128/82 mm Hg, heart
rate 87 beats/min, respiratory rate 16 breaths/min, and oxy-
gen saturation 98% on room air. Physical examination was
notable for scleral icterus, generalized jaundice, and no skin
lesions concerning for recurrent melanoma. Initial laboratory
work up including complete blood count (CBC) and compre-
hensive metabolic panel (CMP) were notable for total biliru-
bin 14.0 mg/dL, direct bilirubin 11.5 mg/dL, aspartate
aminotransferase (AST) 1549 u/L, alanine aminotransferase
(ALT) 1682 u/L, alkaline phosphatase (ALP) 3898 u/L, and
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Figure 1. Serial computed tomography of the abdomen and pelvis. (A) 4.4 X 4.0 cm pancreatic head mass at time of diagnosis. (B) 3.6
X 2.0 cm pancreatic head mass at 12 months. (C) 1.6 X 1.6 cm pancreatic head mass at 24 months. (D) 1.6 X 1.0 cm pancreatic head

mass at 38 months.

lipase 1300 u/L. Computed tomography (CT) of the abdo-
men and pelvis demonstrated a 4.4 X 4.0 X 3.7 cm pancre-
atic head mass with biliary obstruction and dilated biliary
ducts (Figure 1A). Patient subsequently underwent EUS with
biopsy of pancreatic head mass. Endoscopic ultrasound
showed a 38 X 36 mm hypoechoic lesion in the pancreatic
head with invasion of the portal vein and portal vein throm-
bosis. Immunohistochemical stains for S-100 protein, Human
Melanoma Black (HMB45), melanoma antigen recognized
by T-cells 1 (MelanA), and SRY-related HMG-box 10
(SOX10) were performed. The tumor cells were positive for
S-100, HMB45, and SOX10. Histopathology and immuno-
histochemical studies were diagnostic for melanoma and
indicative of metastatic disease to the pancreas. Genetic test-
ing was further positive fora BRCA1 gene mutation. General
surgery was consulted, and patient was deemed a poor surgi-
cal candidate due to tumor invasion of the portal vein.
Subsequently, an internal/external biliary drainage catheter
was placed, and patient was discharged with outpatient fol-
low-up with oncology. Positron emission tomography

(PET)-CT did not show other sites of disease activity. Patient
received 1 month of interferon (IFN) therapy followed by
immunotherapy consisting of nivolumab and ipilimumab.
He was unable to tolerate dual immunotherapy and was
thereafter switched to monotherapy with nivolumab. After
12 months of treatment, repeat CT of the abdomen and pelvis
demonstrated a decrease in the pancreatic head mass to 3.6 X
2.0 cm (Figure 1B). Repeat CT of the abdomen and pelvis at
24 months showed progressive decline in size of pancreatic
head mass to 1.6 X 1.6 cm (Figure 1C). Latest CT at 38
months postdiagnosis and initiation of treatment demon-
strated pancreatic head mass measuring 1.6 X 1.0 cm with
no ductal dilatation (Figure 1D). Biliary drain was removed,
liver function tests improved, and patient continues to receive
immunotherapy every 2 weeks.

Discussion

Metastatic melanoma has a poor prognosis with a 5-year sur-
vival rate of less than 5%. Although melanomas frequently
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Table I. Metastatic Malignant Melanoma of Pancreas Reported in the English Literature.

Location in  Tumor  Diagnostic Follow up
Authors Year Age Sex Primarysite pancreas size (cm) modality Surgery Treatment (month) Outcome
Current 2022 75 M Cutaneous Head 44  EUS-FNA No operation Interferon therapy, 38 Alive
CT immunotherapy

Dewitt 2003 83 F Unknown Tail 3 EUS-FNA No operation NR 10 Alive
etal®

Zeman 2021 72 M Cutaneous Head 33 ERCP, CT No operation None, deceased 0.3 Dead
etal®

Dasgupta 1964 44 F Cutaneous Body and NR  Exploratory No operation None, deceased 2 Dead
etal’ tail laparotomy

Sobesky 1997 32 F Thoracic Diffuse NR  ERCP, No operation NR 1.5 Dead
etal'® melanoma infiltration biopsy

Mizushima 2003 51 F Cutaneous Head 5 Excisional No operation NR NR NR
etal' biopsy

Solmaz 2014 59 M Cutaneous Head 3.8 Excisional No operation Chemotherapy NR NR
etal'? biopsy

Jana 2015 75 M Cutaneous Head, body 24, 1.4 EUS-FNA No operation Brain stereotactic radiosurgery, NR NR
etal' immunotherapy

Vargas-Jimenez 2021 60 M NR Head 44  EUS-FNA No operation Biliary stent NR
etal'? ERCP

Abbreviations: NR, not reported; EUS-FNA, endoscopic ultrasound fine need aspiration; CT, computed tomography; ERCP, endoscopic retrograde cholangiopancreatography.

metastasize to the gastrointestinal system, metastasis to the
pancreas renders an even worse prognosis. Life expectancy
in malignant melanoma with gastrointestinal metastases is
typically 6 to 12 months.® The debate for surgical approach
versus chemotherapy management of patients with malig-
nant melanoma with isolated pancreatic metastasis is contro-
versial due to lack of data and very rare occurrence. In our
patient’s case, given invasion of the portal vein, a complete
surgical resection was not feasible. In one study, 60 patients
with malignant melanoma with metastatic disease to intra-
abdominal solid organs underwent surgical resection; it was
demonstrated that the 5-year survival rates for patients with
surgical resection was 37.5% (median survival time of 23.8
months) as opposed to nonsurgical approach with 5-year sur-
vival rate of 23% (median survival time of 15.2 months).?
Upon review of the literature, we found 83 cases of pancre-
atic metastases from malignant melanoma reported in the
English medical literature. Of these 83 cases, 72 patients
underwent surgical resection with longest length of survival
reported to be 228 months.2 Management was not reported in
3 cases. The remaining 8 cases were treated with a nonsurgi-
cal approach with highest length of survival reported to be 10
months (Table 1).

Our patient is alive at 38 months following treatment with
combination IFN therapy and immunotherapy with evidence
of progressive tumor shrinkage. Interferon is typically uti-
lized as an adjuvant therapy in patients with malignant mela-
noma who underwent surgical resection.'* The use of IFN in
metastatic melanoma is controversial; however, IFN com-
bined with novel biological and immunotherapies has been
shown to have a synergistic effect with improved patient out-
comes.'* Furthermore, the discovery of immune checkpoint

inhibitors such as ipilimumab and nivolumab have further
contributed to better patient outcomes with studies showing
significantly improved progression-free survival in those
with previously untreated metastatic melanoma. In a study
by Larkin et al,!® patients with unresectable stage III and IV
malignant melanoma were demonstrated to have median
progression-free survival of 11.5 months on combination
nivolumab and ipilimumab therapy. In a study by Postow et
al,'® patients with metastatic melanoma treated with
nivolumab and ipilimumab were demonstrated to have a
61% overall response rate compared to patients treated with
placebo. Although the utility of checkpoint inhibitors such as
nivolumab and ipilimumab in the treatment of metastatic
melanoma is a relatively late discovery, recent studies have
shown significantly higher success rates and ultimately
changed the velocity of the disease.

To our knowledge, our case is the first to report survival
at 38 months in a patient with isolated pancreatic metastasis
from malignant melanoma treated nonsurgically with com-
bination IFN and immunotherapy. This case demonstrates
the importance of including metastatic melanoma in the dif-
ferential diagnosis of all patients presenting with pancreatic
masses as prompt treatment with immunotherapy can ren-
der better outcomes even in those who are not surgical
candidates.

Acknowledgments

None.

Declaration of Conflicting Interests

The author(s) declared no potential conflicts of interest with respect
to the research, authorship, and/or publication of this article.



Journal of Investigative Medicine High Impact Case Reports

Funding

The author(s) disclosed receipt of the following financial support
for the research, authorship, and/or publication of this article: This
research was supported (in whole or in part) by HCA Healthcare
and/or an HCA Healthcare affiliated entity. The views expressed in
this publication represent those of the author(s) and do not necessar-
ily represent the official views of HCA Healthcare or any of its
affiliated entities.

Ethics Approval

Our institution does not require ethical approval for reporting indi-
vidual case or case series.

Informed Consent

Written informed consent was obtained from the patient for their
anonymized information to be published in this article.

ORCID iD

George Trad https://orcid.org/0000-0001-9702-4970

References

1. Jana T, Caraway NP, Irisawa A, Bhutani MS. Multiple pancre-
atic metastases from malignant melanoma: conclusive diagno-
sis with endoscopic ultrasound-guided fine needle aspiration.
Endosc Ultrasound. 2015;4(2):145-148.

2. Larsen AK, Krag C, Geertsen P, Jakobsen LP. Isolated malig-
nant melanoma metastasis to the pancreas. Plast Reconstr Surg
Glob Open. 2013;1(8):e74.

3. Pang JC, Roh MH. Metastases to the pancreas encountered
on endoscopic ultrasound-guided fine-needle aspiration. Arch
Pathol Lab Med. 2015;139(10):1248-1252.

4. Wood TF, DiFronzo LA, Rose DM, et al. Does complete
resection of melanoma metastatic to solid intra-abdominal
organs improve survival? Ann Surg Oncol. 2001;8(8):658-662.
doi:10.1007/s10434-001-0658-4.

5. DeWitt JM, Chappo J, Sherman S. Endoscopic ultrasound-
guided fine-needle aspiration of melanoma metastatic to
the pancreas: report of two cases and review. Endoscopy.
2003;35(3):219-222.

10.

12.

13.

15.

16.

. Balch CM, Soong SJ, Gershenwald JE, et al. Prognostic fac-

tors analysis of 17,600 melanoma patients: validation of the
American Joint Committee on Cancer melanoma staging
system. J Clin Oncol. 2001;19(16):3622-3634. doi:10.1200/
JCO.2001.19.16.3622.

. Wood TF, DiFronzo LA, Rose DM, et al. Does complete

resection of melanoma metastatic to solid intra-abdominal
organs improve survival? Ann Surg Oncol. 2001;8(8):658-662.
doi:10.1007/s10434-001-0658-4.

. Zeman J, Olivova L, Hrudka J, Hajer J, Rychlik 1. Obstructive

jaundice secondary to pancreatic head metastasis of malignant
amelanotic melanoma as the first clinical manifestation. Prague
Med Rep. 2021;122(1):45-51. doi:10.14712/23362936.2021.6.

. Dasgupta TK, Brasfield RD. Metastatic melanoma of the gas-

trointestinal tract. Arch Surg. 1964;88:969-973. doi:10.1001/
archsurg.1964.01310240065013.

Sobesky R, Duclos-Vallée JC, Prat F, et al. Acute pancreati-
tis revealing diffuse infiltration of the pancreas by melanoma.
Pancreas.  1997;15(2):213-215.  doi:10.1097/00006676-
199708000-00016.

. Mizushima T, Tanioka H, Emori Y, et al. Metastatic pancre-

atic malignant melanoma: tumor thrombus formed in por-
tal venous system 15 years after initial surgery. Pancreas.
2003;27(2):201-203.

Solmaz A, Yigitbas H, Tokogin M, et al. Isolated pancreatic
metastasis from melanoma: a case report. J Carcinog Mutagen.
2014;5:202.

Vargas-Jiménez J, Vargas-Madrigal J, Arias-Mora R, Ulate-
Ovares D, Solis-Ugalde B. Pancreatic metastasis from
malignant melanoma: not all that glitters is gold. Case Rep
Gastroenterol. 2021;15(1):131-136. doi:10.1159/000511864.

. Di Trolio R, Simeone E, Di Lorenzo G, Buonerba C, Ascierto

PA. The use of interferon in melanoma patients: a systematic
review. Cytokine Growth Factor Rev. 2015;26(2):203-212.
doi:10.1016/j.cytogfr.2014.11.008.

Larkin J, Gonzalez R, Grob J, et al. Combined nivolumab and
ipilimumab or monotherapy in untreated melanoma. N Engl J
Med. 2015;373(1):23-34. doi:10.1056/NEJMoa1504030.
Postow MA, Callahan MK, Wolchok JD. Immune checkpoint
blockade in cancer therapy. J Clin Oncol. 2015;33(17):1974-
1982. doi:10.1200/JC0O.2014.59.4358.


https://orcid.org/0000-0001-9702-4970

