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Abstract

Cutaneous metastatic signet ring cell carcinoma originating from the appendix is rare and represents widespread disease with
poor patient outcomes. We report a case of a 59-year-old male who presented primarily with facial cutaneous lesions and resultant
positive biopsy for signet cell adenocarcinoma. Colonoscopy identified synchronous metastatic lesions in the cecum, transverse co-
lon, and rectum. Negative work-up prompted re-examination of previous pathology reports identifying a small focus of signet ring
cell carcinoma from an earlier appendectomy. Our case represents the only documented presentation of metachronous colorectal

signet ring cell carcinoma with facial cutaneous lesions.
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Introduction

Cutaneous metastasis are rare, occurring within an approximate range between 0.7 - 10.4% of all malignancies [1-3]. The highest rate
of cutaneous metastasis occurs in breast cancer with a 24% incidence rate [4]. Specifically, cutaneous metastasis of rectal carcinoma oc-
curs in less than 4% of all patients with rectal cancer [3,5-7].

The development of cutaneous metastasis may indicate widespread disease; with poor prognosis [7]. Most skin metastasis from
colorectal cancer present within two years of the diagnosis and treatment of the primary cancer [8]. Further, they often present with
metastasis to other organs, including the liver and lungs [9]. Although cutaneous metastases are rarely present at the initial diagnosis of

the primary cancer (1%), primary diagnoses are not made in 19% of cutaneous metastatic cases [1,12,13].

Facial cutaneous metastasis are also quite rare, occurring in less than 0.5% of patients with metastatic disease [1].

We present a case of mucinous adenocarcinoma of the appendix with metachronous metastasis to the colon, rectum and facial skin.
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Case Report

A 59 year- old Caucasian male with a past medical history of chronic lymphocytic leukemia (CLL), diagnosed over 8 years ago, no treat-
ment has been required. He had experienced episodes of diverticulitis in the past and had a previous appendectomy secondary to a clinical
picture of acute appendicitis. The patient has a smoking history of 25 pack years’ duration and occupational history of chemical exposure.

Currently he is on disability after a work related physical injury.

He presented initially, with redness and swelling under his left lower eyelid. His primary care provider treated him as periorbital
cellulitis (Figure 1). Due to complete lack of improvement with antibiotics the patient was referred to a plastic surgeon. A punch biopsy
of the lesion was performed; this revealed poorly differentiated mucinous adenocarcinoma with signet cell features in the dermis and
subcutaneous tissue. The tumour was positive for cytokeratin 20 and CDX2, suggesting possible metastatic disease from a lower gastro-

intestinal origin.

Figure 1

Consideration was immediately given for an endoscopic assessment as well as extensive investigations. Upper and lowers scopes were

performed, a gastroscopy was unremarkable however the colonoscopy identified synchronous lesions in the cecum, transverse colon,
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and rectum. Macroscopically those lesions had an atypical appearance, looking more like an inflammatory process rather than fungating
masses, they were friable and hard in consistency (Figure 2). Biopsies were taken; the pathologist concluded that all the three areas were
positive for signet ring cell carcinoma, predominantly in the submucosa with areas of lamina propria infiltration, thus favoring metastatic
deposits rather than a primary carcinoma. No mutations for BRAF, KRAS or NRAS were identified.

Figure 2

The rest of the work up, included: a bone scan, which was negative for metastasis. CT scan of the head displayed left peri-orbital soft
tissue swelling. CT of the chest, abdomen and pelvis demonstrated adenopathy, previously attributed to the patients CLL. Further, lumbar
MRI did not demonstrate metastatic marrow changes or retroperitoneal adenopathy. Specific CEA and PSA blood tests were measured 14
ug/L and 1.7 ug/L, respectively.
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No evidence of a primary tumor was present at this time, the case was discussed at the multidisciplinary cancer conference, any con-

siderations for surgery were dismissed once the biopsy results suggested metastatic disease, with no yet identified primary.

The patient was initiated on chemotherapy with the FOLFOX-6 modified regimen. Consideration for PET scan was suggested but pre-
cluded due to its poor sensitivity toward identifying mucinous metastasis [25]. A consultation with the head and neck surgery service,
also considered there was no value for surgical excision. Radiation was then contemplated as an option, and commenced aiming to achieve

local control of the swelling and slow progression of the disease.

Unfortunately, 4 weeks into chemotherapy treatment, the patient was diagnosed with perforated diverticulitis and hospitalized. He
was managed medically with antibiotics and his chemotherapy treatment was held. This admission triggered a re-examination of previous
pathology reports which identified a small focus of signet ring cell carcinoma in the sub-mucosal tissue from an appendectomy in 2015.

This was a very subtle finding and different pathologists had to review the slides in order to conclude it was a positive finding.

Once the diverticulitis episode was under control, as the patient seemed to be responding locally to the radiation and remained asymp-

tomatic, a decision was made to complete his radiation, hold systemic therapy and abandon any consideration for surgery

Discussion

Signet cell carcinoma is a rare malignant adenocarcinoma occurring in 0.1 - 2.6% of colorectal cancers [25]. Most cases are diagnosed
at late stage with poor prognosis [9,10]. In our patient signet ring cell carcinoma was then confirmed in biopsies from the transverse co-
lon, cecum, and rectum. The mucinous component was only identified on the punch biopsies, however all the sites demonstrated signet
cells.

Most case reports focused on signet cell adenocarcinoma with facial metastasis present with a single lesion [7,9,13,14]. Hashimi and
Dholakia discuss a case of facial cutaneous metastasis with a primary presentation of bowel habit changes [18]. Following a literature

search, we present the only case of synchronous colorectal signet ring cell carcinoma with facial cutaneous metastasis.

Kilickap., et al. reported a case on a patient who was found to have signet cell carcinoma of the rectum. Subsequent resection, radio-
therapy and adjuvant chemotherapy were performed. Posteriorly the patient developed cutaneous nodules on the chest wall, positive for

signet ring cell features [8].

Most cases present with the cutaneous metastasis months following resection and treatment of the primary tumour, Cherif,, et al
present a case where the metastatic lesion in the orbit triggered the investigations for aetiology. Their case presented with visual impair-
ment and periorbital facial pain, with soft tissue mass discovered on CT of the orbit. CT of the chest, abdomen and pelvis demonstrated
thickened walls, leading to endoscopy and confirming adenocarcinoma of the rectum [14]. In most situations a primary colon cancer is
followed by cutaneous metastasis months after resection and chemoradiation treatment [3,7,9,12,13,15]. Our case presented primarily

with a skin lesion, most likely a metastasis from an appendiceal adenocarcinoma from two years prior, and no gastrointestinal symptoms.

Primary adenocarcinoma of the appendix is rare, with incidence of less than 0.5% [16-21]. Only 4% of all appendiceal tumours are sig-
net ring cell carcinoma [22]. In the absence of any other primary focus, our patient was then diagnosed and treated as having metastatic
disease from the appendiceal tumor. Although cutaneous metastases are rarely present at the initial diagnosis of the primary cancer (1%),

primary diagnoses are not made in 19% of cutaneous metastatic cases [1,11,12].

Prognosis for appendiceal adenocarcinoma has been reported as an overall 5 year survival rate of 18 - 27% [22-24]. Further, the me-

dian survival of cutaneous metastasis of colorectal cancer is approximately 3 - 34 months following the appearance of the lesions [1,7,25].
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Conclusion

In conclusion, cutaneous metastases are rare and represent widespread disease with poor patient outcomes. Following literature re-
view, our case represents the only report of adenocarcinoma with signet ring cell features of the appendix with metachronous metastasis
to the colon, rectum and facial skin. Literature on appendiceal adenocarcinoma with facial cutaneous lesions as primary presentation is

not well documented.

Bibliography

1. Lookingbill DP, et al. “Cutaneous metastases in patients with metastatic carcinoma: a retrospective study of 4020 patients”. Journal
of the American Academy of Dermatology 29 (1993): 228-236.

2. Spencer PS and Helm TN. “Skin metastases in cancer patients”. Cutis 39.2 (1987): 119-121.

3. Gottlier JA and Schermer DR. “Cutaneous metastases from carcinoma of the colon”. Journal of the American Medical Association 213.12
(1970): 2083.

4. Krathen RA, et al. “Cutaneous metastasis: A meta-analysis of data”. Southern Medical Journal 96.2 (2003): 164-167.

5. Healey PM,, et al. “Cancers metastatic to the skin”. In: Friedman R], Rigel DS, Harris MN, Baker D, eds. Cancer of the Skin Philadelphia,
Pa, WB Saunders Co (1991): 347-363.

6. De Friend DJ., et al. “Cutaneous perianal recurrence cancer after anterior resection using the EEA stapling device”. Annals of the Royal
College of Surgeons of England 74.2 (1992): 142-143.

7. Nesseris L, et al. “Cutaneous metastasis of colon adenocarcinoma: case report and review of the literature”. Anais Brasileiros de Der-
matologia 88.6 (2013): 56-58.

8. Holch JW, et al. “Pattern and Dynamics of Distant Metastases in Metastatic Colorectal Cancer”. Visceral Medicine 33.1 (2017): 70-75.

9. Kilickap S, et al. “Cutaneous metastases of signet cell carcinoma of the rectum without accompanying visceral involvement”. Southern
Medical Journal 99.10 (2006): 1137-1140.

10. Verardino GC, et al. “Rare cutaneous metastasis from a probable basaloid carcinoma of the colon mimicking pyogenic granuloma”.
Anais Brasileiros de Dermatologia 86.3 (2011): 537-540.

11. Shields JA, et al. “Cancer metastatic to the orbit: the 2000 Robert M. Curts Lecture”. Ophthalmic Plastic and Reconstructive Surgery
17.5(2001): 346-354.

12. Camuci C,, et al. “Colon carcinoma with synchronous subcutaneous and osseous metastasis: a case report”. The Journal of Dermatology
29.6 (2002): 362-365.

13. Charles NC and Zoumalan CI. “Signet cell adenocarcinoma of the rectum metastatic to the orbit”. Ophthalmic Plastic and Reconstruc-
tive Surgery 28.1 (2012): el-e2.

14. Cherif E,, et al. “Orbital metastasis as the inaugural presentation of occult rectal cancer”. BMJ Case Reports (2014): bcr2013201428.

Citation: Talia Ryan and Antonio Caycedo-Marulanda. “Signet Cell Adenocarcinoma with Colorectal and Facial Metastasis - A Case
Report”. EC Gastroenterology and Digestive System 6.1 (2019): 05-11.


https://www.ncbi.nlm.nih.gov/pubmed/8335743
https://www.ncbi.nlm.nih.gov/pubmed/8335743
https://www.ncbi.nlm.nih.gov/pubmed/3829718
https://www.ncbi.nlm.nih.gov/pubmed/5468765
https://www.ncbi.nlm.nih.gov/pubmed/5468765
https://www.ncbi.nlm.nih.gov/pubmed/12630642
https://www.ncbi.nlm.nih.gov/pubmed/1567135
https://www.ncbi.nlm.nih.gov/pubmed/1567135
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3876003/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3876003/
https://www.ncbi.nlm.nih.gov/pubmed/28612020
https://www.ncbi.nlm.nih.gov/pubmed/17100038
https://www.ncbi.nlm.nih.gov/pubmed/17100038
https://www.ncbi.nlm.nih.gov/pubmed/21738971
https://www.ncbi.nlm.nih.gov/pubmed/21738971
https://www.ncbi.nlm.nih.gov/pubmed/11642491
https://www.ncbi.nlm.nih.gov/pubmed/11642491
https://www.ncbi.nlm.nih.gov/pubmed/12126074
https://www.ncbi.nlm.nih.gov/pubmed/12126074
https://www.ncbi.nlm.nih.gov/pubmed/21326125
https://www.ncbi.nlm.nih.gov/pubmed/21326125
https://www.ncbi.nlm.nih.gov/pubmed/24481014

Signet Cell Adenocarcinoma with Colorectal and Facial Metastasis - A Case Report

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

11

Hisham RB,, et al. “Mucinous adenocarcinoma of the rectum with breast and ocular metastases”. Asian Journal of Surgery 29.2 (2006):
95-97.

Anthony T, et al. “Primary signet-ring cell carcinoma of the colon and rectum”. Annals of Surgical Oncology 3.4 (1996): 344-348.

McCusker ME,, et al. “Primary malignant neoplasms of the appendix: a population-based study from the surveillance, epidemiology
and end-results program, 1973-1998". Cancer 94.12 (2002): 3307-3312.

Smeenk RM,, et al. “Appendiceal neoplasms and pseudomyxoma peritonei: a population based study”. European Journal of Surgical
Oncology 34.2 (2008): 196-201.

Ko YH,, et al. “Primary signet ring cell carcinoma of the appendix: a rare case report and our 18-year experience”. World Journal of
Gastroenterology: WJG 14.37 (2008): 5763-5768.

Kulkarni RV, et al. “Primary signet ring cell carcinoma of the appendix: A rare case report”. World Journal of Clinical Cases: WJCC 3.6
(2015): 538-541.

McGory ML, et al. “Malignancies of the appendix: beyond case series reports”. Diseases of the Colon and Rectum 48.12 (2005): 2264-
2271.

Park ], et al. “[Clinical features and prognostic factors in primary adenocarcinoma of the appendix]”. Korean Journal of Gastroenterol-
ogy 43.1 (2004): 29-34.

Turaga KK, et al. “Importance of histologic subtype in the staging of appendiceal tumors”. Annals of Surgical Oncology 19.5 (2012):
1379-1385.

Rendi MH and Dhar AD. “Cutaneous metastasis of rectal adenocarcinoma”. Dermatology Nurses 15.2 (2003): 131-132.

Schoenlaub P, et al. “Survival after cutaneous metastasis: a study of 200 cases”. Annales de Dermatologie et de Vénéréologie 128.12
(2001): 1310-1315.

Volume 6 Issue 1 January 2019
© All rights reserved by Talia Ryan and Antonio Caycedo-Marulanda.

Citation: Talia Ryan and Antonio Caycedo-Marulanda. “Signet Cell Adenocarcinoma with Colorectal and Facial Metastasis - A Case

Report”. EC Gastroenterology and Digestive System 6.1 (2019): 05-11.


https://www.ncbi.nlm.nih.gov/pubmed/16644510
https://www.ncbi.nlm.nih.gov/pubmed/16644510
https://www.ncbi.nlm.nih.gov/pubmed/8790846
https://www.ncbi.nlm.nih.gov/pubmed/12115365
https://www.ncbi.nlm.nih.gov/pubmed/12115365
https://www.ncbi.nlm.nih.gov/pubmed/17524597
https://www.ncbi.nlm.nih.gov/pubmed/17524597
https://www.ncbi.nlm.nih.gov/pubmed/18837098
https://www.ncbi.nlm.nih.gov/pubmed/18837098
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4468902/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4468902/
https://www.ncbi.nlm.nih.gov/pubmed/16258711
https://www.ncbi.nlm.nih.gov/pubmed/16258711
https://www.ncbi.nlm.nih.gov/pubmed/14745249
https://www.ncbi.nlm.nih.gov/pubmed/14745249
https://www.ncbi.nlm.nih.gov/pubmed/22302267
https://www.ncbi.nlm.nih.gov/pubmed/22302267
https://www.ncbi.nlm.nih.gov/pubmed/12751347
https://www.ncbi.nlm.nih.gov/pubmed/11908133
https://www.ncbi.nlm.nih.gov/pubmed/11908133

	_GoBack

