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Abstract
Background: Gallbladder cancer is a very aggressive type of biliary tract cancer. The only curative
treatment is complete surgical excision of the tumour. However, even after surgery, there is still a risk of
recurrence of the cancer.

Case summary: A 63-year-old gentleman presented with the complaint of a non-healing ulcer at
epigastrium for the last 1 month, after having undergone a laparoscopic cholecystectomy at a private
centre 4 months ago. Investigations con�rmed the diagnosis of epigastric port site metastasis from a
primary from gall bladder adenocarcinoma. After undergoing completion radical cholecystectomy with
wide local excision of the epigastric ulcer, he received 6 cycles of concurrent chemoradiotherapy. Eighteen
months later, he presented to us with bilateral axillary swellings. Investigations con�rmed bilateral axillary
metastasis. He then underwent bilateral axillary lymphadenectomy (Level 3). However, PET scan after 6
months showed widespread metastasis and the patient succumbed to the illness 1 month later.

Conclusion: Axillary metastasis probably occurs due to the presence of microscopic systemic metastasis
at the time of development of port site metastasis. An R0 resection of the malignancy is the only viable
option for effective therapy. The present case highlights the rare involvement of bilateral axillary lymph
nodes as the �rst distant metastatic site with no evidence of disease in the locoregional site. However, the
prognosis after metastasis remains dismal despite multiple treatment modalities.

Background
India is a high incidence area for gallbladder carcinoma (GBC). It is one of the three leading cancers
among women of North and North-east India [1]. The age standardized rate (ASR) for GBC in women of
North India is 11.8/100,000 population and for north-east India is 17.1/100,000 population [2]. These
rates are similar to those seen in Bolivia (14/100,000) and Chile (9.3/100,000) and higher than that found
in other parts of Asia: Thailand (7.4), South Korea, Nepal (6.7) and Bangladesh (5.1) per 100,000
population [3]. The average age-adjusted rate among women has risen from 6.2/100,000 in 2001–2004
to 10.4/100,000 in 2012–2014 [4]. This data is from 30 population-based cancer registries from all over
India, which were set up by the Indian Council of Medical Research (ICMR) [2].

Gallbladder cancer is the most common and most aggressive type of biliary tract cancer with overall 5-
year survival rate of only 19% [5]. Owing to their aggressive nature; the only hope of cure remains when
the patient presents in an early stage of the disease and complete resection of the cancer is possible.
Unfortunately, only 10% of the patients of gall bladder cancer bene�t from surgical resection with a
curative intent. The rest 90% of the patients present when the disease is advanced, where other
modalities of treatment may only palliate the disease [6]. The usual sites of recurrence are the liver and
peritoneum [7]. Several cases of port site metastasis from an incidentally discovered gallbladder
malignancy after laparoscopic cholecystectomy have been described [8, 9]. However, axillary lymph node
metastasis as a presentation of gallbladder cancer metastasis is a very rare occurrence. We present a
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rare case of bilateral axillary metastasis of gallbladder port site adenocarcinoma with no other initial
systemic metastasis.

Case Presentation
A 63-year-old gentleman presented to the surgery department with complaint of a non-healing 3 x 3 cm
ulcer at the epigastrium for last 6 weeks. The patient had undergone laparoscopic cholecystectomy four
months back at a private hospital. The histopathology report available with the patient was suggestive of
gallbladder adenocarcinoma. However, the discharge summary from the private centre did not mention
which port site was used for removal of the gallbladder or whether any type of retrieval bag was utilized
during the surgery. Biopsy from the ulcer showed moderately differentiated adenocarcinoma with
lymphatic invasion. Contrast Enhanced Computed Tomography (CECT) of the abdomen showed an
irregular heterogeneous soft tissue lesion in the anterior abdominal wall of size 3.5 x 3 cm in the
epigastric region. There was no lesion in the gall bladder fossa. A Positron Emission Tomography (PET)
highlighted a Fluorodeoxyglucose (FDG) avid lesion in the epigastrium only, with no uptake in the gall
bladder fossa. A working diagnosis of epigastric port site metastasis from a primary from gall bladder
adenocarcinoma was kept. He underwent a completion radical cholecystectomy, which included
hepatoduodenal ligament clearance and wedge resection of the liver. Wide local excision of the epigastric
port site ulcer and mass was also done. The closure of the defect was carried out with sub-lay placement
of mesh and abdominal wall rotation �ap. The umbilical port site was also excised. Histopathologic
examination of the specimen reported moderately differentiated adenocarcinoma. The skin margins and
deep resected margins were free from the tumour. Patient had an uneventful recovery. An oncology
consultation was sought, and after a thorough discussion with the medical oncologist, the patient was
planned for concurrent chemoradiotherapy. He received 6 cycles of concurrent chemoradiotherapy
(Gemcitabine and Cisplatin; Radiotherapy total of 50.4 Gy in 1.8 Gy per fraction) at our centre. The patient
remained asymptomatic on follow up visits during the next 12 months with no evidence of locoregional
recurrence.

The patient was lost to follow-up and presented to us almost 18 months after the operation, with the
complaint of bilateral axillary painless swellings for 3 months. Fine needle aspiration cytology from the
bilateral axillary swellings was suggestive of metastatic adenocarcinoma. CT of the abdomen and chest
was suggestive of well-de�ned soft tissue lesions in bilateral axilla measuring 4 x 4 cm on the left side
and 6 x 4 cm [Figure 1, 2, 3]. PET scan of the patient was suggestive of bilateral axillary FDG positive
deposits. After an extensive discussion with the oncologist, patient was counselled about the treatment
option of chemoradiotherapy, however the patient refused for any chemotherapy and asked surgical
treatment only. He was again counselled along with his family, thereafter he underwent bilateral axillary
lymphadenectomy (Level I, II and III) and right sided wide local excision of skin and subcutaneous tissue
because of �xity of lymph nodes to the skin.

During the post-operative period, the patient developed a seroma in the right axilla, which was managed
by serial aspiration and compression. Histopathological examination (HPE) of the specimen from the left
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side identi�ed 15 lymph nodes, out of which 10 showed metastatic adenocarcinoma with perinodal
extension and presence of perineural and vascular invasion. 3 out of 11 lymph nodes on the right side
showed adenocarcinoma deposits with peri nodal extension along with �brosis and involvement of skin
[Figures 4, 5]. After 3 months, the patient developed bilateral upper limb lymphoedema, which was
managed by compression therapy and garments. The patient was advised to undergo a PET scan at the
6 month follow up visit. The scan revealed that the disease had spread to distant sites in the body. These
included left lobe of liver, anterior abdominal wall, peripancreatic region, left external iliac and bilateral
inguinal lymph nodes and multiple muscles throughout the body [Figure 6]. He was again advised
radiotherapy/ chemotherapy after consultation from the oncologist at our institute, but he refused any
further treatment. One month later, the patient succumbed to the disease.

Discussion And Conclusions
Gallbladder cancer is an aggressive malignancy, with most patients presenting in stage III/IV disease. 5-
year survival rate for stage 0 is 80%, stage I is 50%, stage III is 7% and stage IV is 4% or less [10]. The
usual sites of metastasis are the liver followed by the peritoneum [7]. Z’graggen et al did a retrospective
analysis of 10925 patients who underwent laparoscopic cholecystectomy; 37 of them had unsuspected
gallbladder cancer. Out of these, 5 patients (14%) had port site metastasis of the cancer irrespective of
the stage of the primary cancer [9]. Metastasis to extra abdominal distant organs is rare and lung is the
most common organ [11]. Nevertheless, metastasis to the heart [12], isolated metastasis to the breast [11]
and simultaneous breast and ovarian metastases [13] have been reported in literature. Laparoscopic port
site recurrence of gallbladder cancer was �rst reported by Drouard et al [14] and Gornish et al, [15]
independently, in the year 1991. A case of concurrent port site and axillary lymph node metastasis 12
weeks after laparoscopic cholecystectomy [16] and development of isolated unilateral axillary nodal
metastasis 3–4 months after resection of abdominal port site metastatic recurrence have also been
reported [6]. The evaluation of a patient with port site metastatic recurrence must be done meticulously.
An attempt to retrieve records of the prior surgical procedure should be made. It is important to know the
HPE report of the cholecystectomy specimen. Whether a protective bag or endo-bag was used during the
procedure or not should be inquired for whenever possible. In the event of gallbladder rupture, the risk of
seeding of the peritoneal cavity by tumour cells is increased [17]. During a laparoscopic cholecystectomy,
if spillage occurs due to rupture of gallbladder when no protective bag is used, many surgeons will
proceed with the resection of extraction port site/ all port sites when gallbladder carcinoma is suspected.
On the contrary, this practice is not supported by literature [18, 19]. Zhu et al proposed that this procedure
only provides staging information that may eventually help in prognosticating patients of the risk of
recurrence and is therefore bene�cial but not necessary [17].

Gallbladder carcinoma usually spreads by direct extension into the liver and porta, via locoregional lymph
nodes, by peritoneal seeding and by haematogenous routes [20–25]. It has also been known that
carcinoma of gallbladder can spread along nerves and via the biliary tract [24]. On very rare occasion,
size of GB mass may not correlate with advanced disease, it can present as gigantic gallbladder mass
with preserved planes. [26]
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Possible mechanisms of spread of primary liver malignancy have been described in literature. The
tumour which occupies the upper part of the right hepatic lobe may course through the lymphatic vessels
to reach the lymph nodes on the upper surface of the diaphragm, mediastinal or parasternal lymph nodes
[27, 28]. Malignant tumour cells may also spread from intercostal lymphatics to reach to the axillary
lymph nodes. Other mechanisms of dissemination of tumour cells to the umbilicus include spread via a
patent umbilical vein from portal venous channels; invasion of anterior peritoneum or by in�ltration of the
para-aortic glands [29]. The malignant cells may then drain from the subcutaneous lymphatic channels
to the axillary lymph nodes [30].

Similar mechanisms of dissemination can be attributed for the spread of carcinoma gallbladder to the
axillary nodes. The likelihood of spread of tumour from primary gallbladder cancer to the axilla by direct
spread is extremely less. The more likely pathway for the spread of the tumour to the axilla is from the
abdominal port site. However, it is more probable that the cause of abdominal port site metastasis is due
to the systemic dissemination of the disease [9]. The axilla is a common draining site for many truncal
malignancies, but gallbladder carcinoma usually spreads locally, and nodal metastasis occurs by
involving the cystic, portal and peripancreatic nodes. Malignancies which may present with axillary lymph
node metastasis include melanoma, carcinoma breast, malignant tumours of lung, ovary and stomach
and therefore, must be excluded while evaluating the patient. Hu et al also reported 2 cases of port site
and distant metastasis detected by PET scan. Both patients had undergone laparoscopic
cholecystectomy for an unsuspected gallbladder carcinoma. The report highlighted the important role of
FDG-PET in follow-up of patients of gallbladder cancer after surgery [31].

Available literature shows a handful of cases of axillary lymph node metastasis from a primary or
recurrent gallbladder cancer. Johnson et al had reported the �rst case of simultaneous occurrence of
axillary lymph node metastasis along with abdominal wall port site metastasis occurring 12 weeks after
the laparoscopic cholecystectomy. A T1 gallbladder carcinoma had been discovered during the surgical
procedure [16]. Another report cited two cases of delayed development of isolated unilateral axillary nodal
metastasis 3–4 months after complete resection of an abdominal wall port site metastatic recurrence
from gallbladder cancer. Both the patients were diagnosed with adenocarcinoma gallbladder
postoperatively by the histopathological examination report [6].

An R0 resection of the malignancy is the only viable option for effective therapy. However, the fact is that
majority of the patients are unsuspected for gallbladder cancer and are diagnosed after laparoscopic
cholecystectomy [9]. Laparoscopic cholecystectomy is an acceptable treatment for T1a gallbladder
carcinoma. For more advanced lesions discovered after an initial laparoscopic cholecystectomy, a more
extensive surgery like partial hepatectomy in the form of wedge or anatomical segment 4b and 5
resections with supraduodenal lymphadenectomy is recommended. Many patients require biliary
reconstruction as well. This procedure has improved survival of patients. The 5-year survival of patients
who underwent radical resection for cancer above stage I was 51% [32, 33].
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Various authors have proposed that the satisfactory treatment of port site recurrence includes resection
of the port site, even if it is for palliative intentions to avoid skin ulceration. It has also been postulated
that the long-term outcomes of patients who undergo re-exploration after an unsuspected laparoscopic
cholecystectomy and those who are adequately surgically treated at the time of intra-operative diagnosis
of gallbladder carcinoma are same [34]. Even though the outcomes are the same, a re-operation is a more
extensive procedure [6].

The present case shows the rare occurrence of bilateral isolated axillary lymph node metastasis as �rst
distant echelon site after resection of the epigastric port site metastasis and adjuvant
chemoradiotherapy, 15 months after re-exploration. Such a clinical presentation has not been described
earlier in literature. Based on the few available reports which have been discussed; isolated bilateral
axillary lymph node metastasis without any systemic metastasis can be treated with complete surgical
resection i.e., Level I, II and III axillary lymphadenectomy. However, despite aggressive surgical
management in a metastatic disease, the outcome still remains poor. Finally, the practice of delivering all
gallbladders using an endo-bag or a retrieval bag after laparoscopic cholecystectomy cannot be
overemphasized, especially in regions with high rate of GBC.

List Of Abbreviations
GB- Gall Bladder

GBC – Gallbladder Carcinoma

ASR – Age Standardized Rate

ICMR - Indian Council of Medical Research

CECT - Contrast Enhanced Computed Tomography

PET - Positron Emission Tomography

FDG – Fluorodeoxyglucose

HPE - Histopathological examination

Declarations
Ethics approval and consent to participate

Written consent for the publication of this case report was obtained from the patient. Approval for case
report by the institutional ethics committee is not required.

Consent for publication



Page 7/15

Written informed consent for the publication of this case report and for the accompanying images was
obtained from the patient and family. A copy of the written consent is available for review by the Editor-in-
Chief of this journal.

Availability of data and materials

Not available.

Competing interest 

The authors declare that they have no competing interests.

Funding

None.

Authors’ contributions

LB and MV conceptualized the manuscript. MV and LB reviewed the literature, analyzed data, and made
major contribution to the writing of the manuscript. LB, MV and PL performed the clinical examination,
surgical treatment, and clinical follow-up. SM provided the histopathological diagnosis. LB, MV and PL
performed �nal review and editing of the manuscript. All authors have read and approved the �nal
version of the manuscript.

Acknowledgements

Nil

 

References
1. Dutta U, Bush N, Kalsi D, Popli P, Kapoor VK. Epidemiology of gallbladder cancer in India. Chinese

clinical oncology. 2019 Aug;8(4):33-.

2. National Cancer registry programme. Consolidated report of population based cancer registries:
2012-14 [Internet]. Available online: http://ncdirindia.org/NCRP/ALL_
NCRP_REPORTS/PBCR_REPORT_2012_2014/index.htm.

3. Bray F, Ferlay J, Soerjomataram I, et al. Global cancer statistics 2018: GLOBOCAN estimates of
incidence and mortality worldwide for 36 cancers in 185 countries. CA Cancer J Clin. 2018;68:394–
424.

4. Phadke P, Mhatre S, Budukh A, et al. Trends in gallbladder cancer incidence in the high- and low-risk
regions of India. Indian J Med Paediatr Oncol. 2019;40:90.



Page 8/15

5. American Cancer Society. Cancer [Internet]. Atlanta USA. American Cancer Society; c2018. Cancer
Facts and Figs. 2017 Special Section: Rare Cancers in Adults p. 30–39; 2017 [cited 2018 Mar 18].
Available from: https://www.cancer.org/content/dam/cancer-org/research/cancer-facts-and-
statistics/annual-cancer-facts-and-�gures/2017/cancer-facts-and-�gures-2017.pdf.

�. Povoski SP, Ouellette JR, Chang WWL, Jarnagin WR. Axillary lymph node metastasis following
resection of abdominal wall laparoscopic port site recurrence of gallbladder cancer. J Hepatobiliary
Pancreat Surg. 2004;11(3):197–202.

7. Margonis GA, Gani F, Buettner S, Amini N, Sasaki K, Andreatos N, et al. Rates and patterns of
recurrence after curative intent resection for gallbladder cancer: a multi-institution analysis from the
US extra‐hepatic biliary malignancy consortium. HPB (Oxford). 2016 Nov;18(11):872–878. doi:
10.1016/j.hpb.2016.05.016. Epub 2016 Aug 13..

�. Paolucci V. Port site recurrence after laparoscopic cholecystectomy. J Hepatobiliary Pancreat Surg.
2001;8(6):535–43.

9. Z'graggen K, Birrer S, Maurer CA, Wehrli H, Klaiber C, Baer HU. Incidence of port site recurrence after
laparoscopic cholecystectomy for preoperatively unsuspected gallbladder carcinoma. Surgery. 1998
Nov;124(5):831–8.

10. American Society of Clinical Oncology. Cancer.Net [Internet]. Alexandria USA: ASCO; c2005-2018.
Gallbladder Cancer: Statistics; 2017 Apr [cited 2018 Mar 18]. Available from:
https://www.cancer.net/cancer-types/gallbladder-cancer/statistics.

11. Shukla P, Roy S, Tiwari V, Mohanti BK. Unusual presentation of metastatic gall bladder cancer. J
Cancer Res Ther. 2014 Apr-Jun;10(2):397–8. doi:10.4103/0973-1482.136669.

12. Suganuma M, Marugami Y, Sakurai Y, Ochiai M, Hasegawa S, Imazu H, et al. Cardiac metastasis
from squamous cell carcinoma of gallbladder. J Gastroenterol. 1997 Dec;32(6):852–6.

13. Singh S, Gupta P, Khanna R, Khanna AK. Simultaneous breast and ovarian metastasis from
gallbladder carcinoma. Hepatobiliary Pancreat Dis Int. 2010 Oct;9(5):553–4.

14. Drouard F, Delamarre J, Capron JP. Cutaneous seeding of gallbladder cancer after laparoscopic
cholecystectomy. N Engl J Med. 1991 Oct;31(18):1316. 325(.

15. Gornish AL, Averbach D, Schwartz MR. Carcinoma of the gallbladder found during laparoscopic
cholecystectomy: a case report and review of the literature. J Laparoendosc Surg. 1991;1:361–7.

1�. Johnson RC, Fligelstone LJ, Wheeler MH, Horgan K, Maughan TS. Laparoscopic cholecystectomy:
incidental carcinoma of the gallbladder with abdominal wall and axillary node metastasis. HPB Surg.
1997;10(3):169–71.

17. Zhu AX, Hong TS, Hezel AF, Kooby DA. Current management of Gallbladder Carcinoma. Oncologist.
2010;15(2):168–81. doi:10.1634/theoncologist.2009-0302. Epub 2010 Feb 10.

1�. Giuliante F, Ardito F, Vellone M, Clemente G, Nuzzo G. Port-sites excision for gallbladder cancer
incidentally found after laparoscopic cholecystectomy. Am J Surg. 2006 Jan;191(1):114–6.

19. Steinert R, Nestler G, Sagynaliev E, Müller J, Lippert H, Reymond MA. Laparoscopic cholecystectomy
and gallbladder cancer. J Surg Oncol. 2006 Jun 15;93(8):682–9.



Page 9/15

20. Howlader N, Noone AM, Krapcho M, et al. SEER Cancer Statistics Review, 1975–2010. Available
online: http://seer.cancer.gov/csr/1975_2010/.

21. Misra S, Chaturvedi A, Misra NC, Sharma ID. Carcinoma of the gallbladder. Lancet Oncol. 2003
Mar;4(3):167–76.

22. Wistuba II, Gazdar AF. Gallbladder cancer: lessons from a rare tumour. Nat Rev Cancer. 2004
Sep;4(9):695–706.

23. Chikamoto A, Tsuji T, Nakahara O, Sakamoto Y, Ikuta Y, Tanaka H, et al. Cancer cells spread through
lymph vessels in the submucosal layer of the common bile duct in gallbladder carcinoma. J
Hepatobiliary Pancreat Surg. 2009;16(4):557–61. doi:10.1007/s00534-009-0101-y. Epub 2009 Apr
18.

24. Fahim RB, Mcdonald JR, Richards JC, Ferris DO. Carcinoma of the gallbladder: a study of its modes
of spread. Ann Surg. 1962 Jul;156:114–24.

25. Baer HU, Metzger A, Glättli A, Klaiber C, Ruchti C, Czerniak A. Subcutaneous periumbilical metastasis
of a gallbladder carcinoma after laparoscopic cholecystectomy. Surg Laparosc Endosc. 1995
Feb;5(1):59–63.

2�. Bains L, Maranna H, Lal P, Kori R, Kaur D, Mallya V, Singh V. The giant resectable carcinoma of gall
bladder—a case report. BMC Surg. 2021;21(1):1–7.

27. Moore KL. Clinically oriented anatomy. 2nd ed. Baltimore: Williams & Wilkins; 1980. pp. 231–2.

2�. Snell R. Clinical anatomy for medical students. 2nd ed. Boston: Little Brown Co; 1981. p. 206.

29. Powell FC, Cooper AJ, Massa MC, Goellner JR, Su WP. Sister Mary Joseph’s nodule: a clinical and
histologic study. J Am Acad Dermatol. 1984 Apr;10(4):610–5.

30. Rains AJH, Ritchie HD. Bailey & Love’s Short Practice of Surgery. 16th ed. London: Lewis; 1975.
p. 1055.

31. Hu JB, Sun XN, Xu J, He C. Port site and distant metastases of gallbladder cancer after laparoscopic
cholecystectomy diagnosed by positron emission tomography. World J Gastroenterol. 2008 Nov 7;
14(41): 6428–6431.

32. Bartlett DL, Fong Y, Fornter JG, Brennan MF, Blumgart LH. Long-term results after resection for
gallbladder cancer. Ann Surg. 1996;224:639–46.

33. Fong Y, Heffernan N, Blumgart LH. Gallbladder carcinoma discovered during laparoscopic
cholecystectomy. Aggressive reresection is bene�cial. Cancer. 1998 Aug 1;83(3):423-7.

34. Fong Y, Jarnagin W, Blumgart LH. Gallbladder cancer: comparison of patients presenting initially for
de�nitive operation with those presenting after prior noncurative intervention. Ann Surg. 2000
Oct;232(4):557–69.

Figures



Page 10/15

Figure 1

CECT Sagittal section showing left axillary lymph node metastasis (White solid arrow)
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Figure 2

CECT Sagittal section showing right axillary lymph node metastasis (white solid arrow). The liver shows
no metastatic lesions.
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Figure 3

CECT Axial section showing bilateral axillary lymph nodes with invasion of right lymph node metastatic
mass into the skin of right axilla (white solid arrows).
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Figure 4

Histopathology Photomicrograph (H & E, 200x) shows deposits of adenocarcinoma in the lymph node
(solid black arrow).



Page 14/15

Figure 5

Histopathology Photomicrograph (H & E, 200x) shows metastatic deposits of adenocarcinoma in the skin
(solid black arrows).
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Figure 6

PET scan done after 6 months of bilateral axillary lymphadenectomy shows widespread metastasis. FDG
avid lesions are visualized in the right sublingual, left pre-auricular, bilateral paraspinal lymph nodes, left
internal mammary, bilateral hilar, subcarinal lymph nodes and left pleura and lower lobe. Metastasis to
left lobe of liver, anterior abdominal wall at the previous operative site, omentum, peripancreatic, left
external iliac, bilateral inguinal lymph nodes, bilateral paraspinal muscles, right intercostal muscles,
bilateral gluteal muscles and multiple lower limb muscles was also picked up.
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