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Case report

A case of an unusual association of autoimmune
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review

Lázaro Antonio Arango M.,1 Claudia Patricia Díaz T.,2 Mario Andrés Jaramillo,3 Dínimo José Bolívar S.,4 Mauricio Osorio C.,5
Alba Ruth Cobo,6 Carlos Andrés Caicedo Q.7

1 Physician, General Surgeon, Surgical and Clinical
Gastroenterologist and Coordinator of the Clinical
and Surgical Gastroenterology Program at the
Universidad de Caldas in Manizales, Colombia
2 Physician, General Surgeon, Surgical and Clinical
Gastroenterologist and Professor in the Surgical
and Clinical Gastroenterology Program as the
Universidad de Caldas in Manizales, Colombia
3 Physician, Internist and Clinical Gastroenterologist
of the National University, Professor of Clinical and
Surgical Gastroenterology at the Universidad de
Caldas in Manizales, Colombia
4 Physician, General Surgeon, Surgical and Clinical
Gastroenterologist at the Universidad de Caldas in
Manizales, Colombia
5 Physician, General Surgeon and Coloproctologist at
the University of Caldas in Manizales, Colombia
6 Physician, General Surgeon, and Surgical and
Clinical Gastroenterologist at the Universidad de
Caldas in Manizales, Colombia.
7 Physician, Surgeon General, resident of Surgical
and Clinical Gastroenterology at the Universidad de
Caldas in Manizales, Colombia
Gastroenterology service at Unión de Cirujanos,
Clínica de la Presentación, Universidad de Caldas in
Manizales, Colombia.
Correspondence: Lázaro Antonio Arango M.
lazaro.arango.m@gmail.com.

Abstract

Introduction: Idiopathic autoimmune hepatitis (IAH) is a chronic disease that occurs predominately in women, has episodic activity and remission, and favors hepatic fibrosis. Forty percent of patients have family
histories of autoimmune diseases. It is apparently mediated by antigen-antibody interaction, but its causes are
unknown. IAH is frequently associated with hepatobiliary cancer, less frequently with lymphomas, skin cancer
and colon cancer and very rarely with hereditary colon cancer syndrome. This case debuted IAH and rectal
bleeding caused by familial adenomatous polyposis (FAP) and adenocarcinoma of the sigmoid colon.
Clinical case: The patient was a 51-year-old woman who had had IAH for one year which had been managed with prednisolone and azathioprine. A total colonoscopy, performed because of anemia, found multiple
polyps that measured 5 and 10 mm and one ulcerated 30 mm sessile polyp in the sigmoid colon. A multiple
endoscopic polypectomy revealed a tubulovillous adenoma with high and low grade dysplasia in several
polyps and a low grade adenocarcinoma in the sigmoid polyp. Tests and examinations for metastasis were negative. Following presurgical nutritional repletion, a subtotal colectomy was performed and an ileal pouch-anal
anastomosis with protective ileostomy was created. The pathology of the surgical specimen showed low grade
adenocarcinoma of the colon and tubular and tubulovillous adenomas with high and low grade dysplasia.
Discussion and conclusions: Association of IAH with familial adenomatous polyposis (FAP) and colorectal cancer (CC) occurs infrequently although associations of IAH with hepatobiliary cancer associated with
cirrhosis, lymphomas, skin cancer and other autoimmune disorders are well-known. The prognosis is bad and
no clear correlation with immune modulators can be established.
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INTRODUCTION
Idiopathic autoimmune hepatitis (AIH) is associated with
several pathologies. It predisposes those who have it to
development of liver cirrhosis which in turn is an established factor for hepatocellular cancer (HCC) whose annual
incidence among those with cirrhosis is between 3% and
173

9%. It is especially induced by chronic viral hepatitis B and
C. (1) At the time of diagnosis, up to one third of AIH
patients have already developed cirrhosis. (2)
It is well established that AIH can be associated with
several autoimmune diseases, so the risk of malignancy
associated with immunosuppressive treatment is a fundamental concern. (3) Because association of AIH with
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either familial adenomatous polyposis (FAP) or colorectal
cancer (CC) is rare, we have described this clinical case and
reviewed the scant literature available.
CLINICAL CASE
The patient is a 51-year-old woman who had suffered jaundice, pruritus, choluria and rectorrhagia intermittently for
18 months. She had no other relevant medical history and
did not mention taking any hepatotoxic drugs. A clinical
examination showed jaundice, a normal abdomen, and no
musculoskeletal pain or weight loss. Blood tests showed carcinoembryonic antigen level of 1.57 ng/mL (0-10), no signs
of hepatitis B or C negative, Gamma-glutamyltransferase
(GGT) level at r60 IU/L, total bilirubin of 3.7 mg/dL,
glutamic oxalacetic transaminase (GOT) at 116, glutamic
pyruvic transaminase (TGP) at 119, albumin at 3.8 mg/
dL, hemoglobin (Hb) at 9.6 mg/dL, hematocrit at 32%.
She also tested positive for antinuclear antibodies (ANA)
and smooth muscle antibodies (SMA) but negative for
anti-mitochondrial antibodies (AMA). Abdominal ultrasonography showed no signs of liver lesions or cholelithiasis and a normal bile duct. A liver biopsy showed interface
hepatitis of moderate activity, without lobular hepatitis or
necrosis and without granulomas.
A diagnosis of AIH was made and immunomodulatory
therapy with prednisolone and azathioprine was initiated.
Due to the patient’s anemia endoscopy was ordered. It
reported Los Angeles scale grade B esophagitis and antral
erosive gastritis. A colonoscopy showed 25 to 30 polyps
with diameters between 0.5 and 1.0 cm throughout the
entire colon. Random biopsies of numerous polyps were
performed. They showed two right colon polyps with
tubulovillous adenoma and high grade dysplasia, two
polyps of the transverse and descending colon with tubulovillous adenoma and low grade dysplasia, and an ulcerated
3 cm polypoid lesion in the sigmoid colon at 30 cm from
the anal margin which tested positive for low-grade colon
adenocarcinoma. A chest x-ray and a CAT scan of the abdomen were normal. Presurgical nutritional intervention
was performed. Subsequently a laparotomy showed that
the liver had no nodules, ascites or peritoneal seeding. A
subtotal colectomy was performed together with ileal-anal
anastomosis (IPAA) surgery and creation of a protective
ileostomy (Figure 1).
The pathology report showed multiple sessile polypoid
formations throughout the colon. They tested positive for
tubulovillous adenomas with low and high grade dysplasia and measured from 0.8 x 0.5 cm to 2.0 x 1.5 cm. In the
sigmoid colon, there was an ulcerated polypoid lesion with
infiltration of the muscularis propria and lymphovascular
invasion, but tumor-free serosa. It tested positive for low174
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grade, well-differentiated adenocarcinoma of the colon. We
also observed a 1.3 x 0.3 cm polyp in the superior rectus and
a tubular adenoma with high grade dysplasia which were not
malignant. Three out of thirteen positive nodes had resection
edges free from tumors and were staged T3N1bM0.

Figure 1. Surgical specimen’s colonic piece shows multiple polyps.

DISCUSSION
The frequency of extrahepatic malignancy in cases of AIH is
5% with an estimated incidence of 1 case per 194 patients/
year. The probability of extrahepatic tumors after 10 years
is 3% with a risk that is 1.4 times higher than that in the
general population. The pathogenic mechanisms that promote the development of extrahepatic neoplasms in AIH
are unknown but are not associated with cirrhosis. (4)
Extrahepatic malignancies that develop before or after diagnosis of AIH can originate in the bladder, blood, breast, cervix,
lymphoid tissue, skin, thymus, soft tissues and stomach. (5)
Werner et al. evaluated 473 patients in the national cancer registry of Sweden who had AIH between 1990 and
2003. They found 108 tumors, 39 of which were benign
and 69 of which were malignant. Twenty-five were prevalent (existing before diagnosis of AIH) and 44 were incidental (developing after diagnosis). They analyzed the risk
for hepatobiliary cancer, skin, non-Hodgkin’s lymphoma,
colon cancer, and rectal cancer in this cohort. Four patients
were found to have with CC with slightly elevated risk indicated by a standardized incidence ratio (SIR) of 4.23 with a
95% confidence interval (CI) of 1.1 to 10.8. None had histories of inflammatory bowel disease. This contrasts with
the high risks for hepatobiliary cancer, lymphoma and skin
cancer (SIR: 8.4, 95% CI: 2.66-19.2, SIR: 5.91, 95% CI:
1.9-13.7 and SIR: 6.1, 95% CI: 2.47-12.7 , respectively).
Case report

AIH is a rare and progressive disease that can induce
cirrhosis and HCC. However, their relationships are less
obvious and are underestimated compared to the wellknown relation of liver cirrhosis and HCC with hepatitis B
and C. The risk of cancer after diagnosis of AIH is high, but
only 4 of 473 patients with AIH from the Swedish national
cancer registry had CC. (6)
Tumors associated with chronic immunosuppression
after organ transplantation (e.g. skin cancer) are correlated with drug-induced effects on immune mechanisms
involved in tumor and infection control. A Swedish study
of 634 patients with AIH showed the known association
of HCC and recognized non-melanoma skin cancer as the
most frequent extrahepatic tumor presentations (23 cases),
followed by non-Hodgkin’s lymphoma. (7) In AIH, the
duration and degree of immunosuppressant therapy cannot be ruled out as risk factors for tumors. (8)
Suppression of lymphocyte functioning and mechanisms
of tumor control mediated by cytokines, alteration of apoptosis and tumor growth through cellular signaling pathways,
(9) direct damage of DNA and its repair mechanisms, low
levels of expression of tumor suppressor genes, poor regulation of the cell cycle, (10) severity of autoimmune disease
and the type and dosage of drugs administered are all objects
of speculation about effects of drugs that might lead to development of cancer in patients with AIH. (6)
It is interesting to compare the risks of PAF and CC
with other autoimmune biliary and hepatic diseases. In a
Swedish cohort of 604 patients who had primary sclerosing
cholangitis between 1970 and 1998, HCC was observed in
12 patients with inflammatory bowel disease with an SIR of
10.3 (95% CI: 5.3-18.1). (11)
A Scottish study of 85 patients with primary biliary cirrhosis found 10 patients who presented extrahepatic malignancies. Only one presented CC. (12). A metaanalysis by Liang
et al. that covered 16,300 patients with primary sclerosing
cholangitis found that the general risk of cancer and the risk
of HCC were higher than those of the general population
but they did not find this to be true for other types of cancer.
Fifty cases of colon cancer with a SIR of 1.13 (95% CI: -0.26
to -2.52). Twenty-three cases of rectal cancer were recorded
with a SIR of 1.0 (95% CI: 0.56 to 1.43). (13)
After comparing other autoimmune liver diseases, it can
be concluded that there are similar increases in the risks of
liver and extrahepatic cancer. This suggests a need to create
strict surveillance programs. Despite the fact that the association of AIH and CC is not statistically significant, studies are needed to evaluate this relationship.
The evidence available from patients with AIH and extrahepatic tumors is based mostly on tumors outside of the gastrointestinal tract. Among the gastrointestinal tumors, CC
is the most frequent. Treatment must be appropriate to the

particular pathology and may include resection, radiation
therapy and/or chemotherapy. (8) Immunosuppression
should be adjusted and, although these responses have not
been documented with AIH, the dose of medication should
be reduced as much as possible or the immunosuppressant
should be replaced by an alternative drug. The appropriate
action is to suspend azathioprine and other non-standard
immunosuppressants (calcineurin inhibitors and mycophenolate mofetil) and to control hepatic inflammatory activity
with an increase in the dose of corticosteroids. (6) Even in
post-transplant patients there is an increase in the appearance of CC for those who have immunomodulatory therapy
with thiopurine plus steroids. These patients also experience
increased incidence of lymphoma and sarcoma. Patients
treated with cyclosporine do not have increased risks. (14)
Despite surgical resection of colon adenocarcinoma,
as in the case presented here, patients have a high risk of
additional neoplasms. For this reason, endoscopic followup plus imaging and monitoring of tumor markers are very
important. Improvement in diagnostic methods, increasing
number of reports of AIH and extrahepatic malignancies,
new molecular pharmacological treatments, cellular intervention that can damage immune response against cancer,
and increased survival in cases of AIH, cirrhosis and extrahepatic cancer all justify a change of mentality and awareness of this type of pathologies.
CONCLUSION
Patients with AIH are known to be at increased risk of HCC
and extrahepatic neoplasms. The pathogenic mechanism is
not completely known. There is little literature available
that links AIH to CC, and none that relates AIH to FAP.
There is a need to create more stringent evaluation and
surveillance programs to enable prediction of biological
behavior, to manage these tumors, and to improve patient
survival in these cases.
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