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Abstract

We present a case of a 38-year -old man was admitted to the hospital with biliary obstruction and Clostridium
Difficile infection. He presented with moderate increases in the aminotransferase and bilirubin levels suggesting the
diagnosis of an autoimmune hepatobiliary disease; intestinal protein loss needs to evaluate an associated inflammatory
bowel disease. The clinical diagnosis of autoimmune hepatobiliary disease associated with inflammatory bowel disease
is based on the patients symptoms and the presence of a protein-losing enteropathy which are more suggestive of Crohn
disease, while moderate increases in the aminotransferase levels in proportion to the increase in the bilirubin level
suggesting the diagnosis of primary sclerosing cholangitis. The pathological and positive diagnosis needs an endoscopic
retrograde cholangiopancreatography and a biopsy of gastric and duodenum mucosae who showed severe inflammation

findings that are diagnostic of Crohn disease.

Key words: crohn disease; endoscopic retrograde cholangiopancreatography; primary sclerosing cholangitis;
clostridium difficile infection; metronidazole; ultrasonographic examination

Case Report:

A 38-year -old man was admitted to the hospital because of evidence of
biliary obstruction and 3 kg lost in weight during the last two weeks. One
year before admission, the patient was admitted to another hospital
because of bloody diarrhea, when the serum aspartate aminotransferase
level was 100 U per liter and a test for Clostridium Difficile was positive.
He had not taken antibiotics before the onset of symptoms and it was
prescribed one- month of metronidazole. The patient condition was well
until several weeks before admission, when he began to have no radiating
colicky pain in the epigastrium, right upper quadrant, and periumbilical
area; the pain was exacerbated by eating and was accompanied by nausea.
He also began to have intermittent loose stools without frequent or
voluminous diarrhea. During the two weeks before admission, his
temperature rose intermittently to 38.3° C. Five days before admission,
the patient had left-sided pleuritic chest pain and a dry cough. He went to
another hospital, where leukocytosis with a left-ward shift was found.

Findings on a radiograph of the chest suggested the presence of
pneumonia of the right lower lobe; there was bilateral prominence of the
interstitial markings. An abdominal ultrasonographic examination
revealed no abnormalities and because the pain was constantly and the no
medication effective the patient was transferred to our hospital.

The patient was an advocate with no history of the use of
alcohol and no family history of inflammatory bowel disease or rheumatic
disorders. The temperature was 37.8° C, the pulse was 85, the respiration
rate was 20, and the blood pressure was 120/55mm/Hg. Physical
examination revealed mild scleral icterus and market tenderness over the
sternum on palpation, with abdomen soft with slight tenderness in the
right upper quadrant; there was no hepatomegaly. No protozoa or
helminthic ova were found on microscopical examination of the stool;
assay of a stool culture yielded no enteric pathogens. The urine was
positive for bile and for urobilinogen. Laboratory test were performed
(Tables 1, 2, 3).

VARIABLE FIVE DAYS BEFORE ADMISSION ON ADMISSION
Albumin (g/dl) 3.1 2.3
Bilirubin (mg/dl)

Total 2 3.1
Conjugated 1 2.6
Cholesterol(mg/dl) 104
Alanine aminotransferase (U/liter) 144 108
Aspartate aminotransferase 74 119
(Ulliter)

Alkaline phosphatase (U/liter) 601 629
Amylase Normal
Lipase Normal

Table 1. Blood Chemical and Enzyme Values
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SECOND HOSPITAL DAY

Hematocrit %

White-cell count (per mm?)
Differential count %

Neutrophils

Lymphocytes

Monocytes

Eosinophils

Platelet count (per mm?)
Prothrombin time(sec)

Partial- thromboplastin time (sec)

36.8
16,000

o

6

N o~

504,000
12.9
35.3

13.5
36.8

Table 2. Hematologic Laboratory Values

VARIABLE RESULTS
Test for antinuclear antibodies Positive 1:180
Test for anti-smooth-muscle antibodies Positive 1:80
Test for antimitochondrial antibodies Negative

Test for hepatitis A Negative

Test for hepatitis B Negative

Test for hepatitis C Negative

Table 3. Results of Laboratory Tests

Radiographs of the chest revealed bilateral prominence of the interstitial
markings. An ultrasonographic examination of the abdomen showed that
the liver had a normal texture and the intrahepatic ducts and the common
bile duct were of normal diameter. The gallbladder was partially
collapsed; the pancreas appeared normal. Ranitidine, Cephotaxime and
Acetaminophen were given, but the patient s temperature rose into the
evening to 39.7° C. On the second hospital day, the patient s temperature
did not exceed 39° C and the abdominal pain had ceased. A computed
tomographic (CT) examination of the abdomen and pelvis performed after
the oral and intravenous administration of contrast material, revealed no
abnormalities.

Discussions

A stool test for Clostridium Difficile toxin was positive at that time and
although the illness responded to metronidazole, community-acquired
Clostridium Difficile -related disease would be unusual in a young man,
particularly in the absence of known predisposing factors. Only 1 to 3
percent of adults are healthy carriers of Clostridium Difficile [1, 2]. The
most common risk factors for the acquisition of clinical Clostridium
Difficile -related disease are hospitalization and the use of antibiotics;
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other risk factors include advanced age, previous nonsurgical
gastrointestinal procedures, an immunocompromised state, and the
presence of underlying factors [3, 4]. However, it was reported that
Clostridium Difficile infection may be associated with a relapse of
symptoms in patients with inflammatory bowel disease, in whom this
infection can occur even in the absence of antibiotic use [5]. In our case
metronidazole was given for one month, which is longer than the
recommended length of treatment for an uncomplicated Clostridium
Difficile infection [6, 7].

During the initial illness, the patient also had a slightly elevated
aspartate aminotransferase level, a finding that is not usually associated
with Clostridium Difficile infection and that could be explained by a
variety of acute or chronic diseases; most of them can rules out by his
subsequent clinical course and the results of his laboratory tests.

The differential diagnosis in this case should focus on clinical
disorders that can cause intestinal disease as well as hepatobiliary disease.
(Figure 1) The two major diseases or categories of disease than can
explain this patient s intestinal disorder are celiac sprue and
inflammatory bowel disease.
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History or subtle physical signs
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Asymptomatic mild hypertransaminasemia

History of medication or drug/alcohol

suggestive of specific etiology: abuse: discontinuate and re-valuate
go to specific test |
Retesting panel Increased AST . Think to extrahepatic origin + PEG,
Increased CPK values «— | AST: ALT; GGT; CPK only electrophoresis for MacroAST
! } y
Repeat at least one week off Persisting increased AST, ALT, with | | Normalization on Observe and recommend at least
from exercise or without GGT elevation retesing | | one further testing as outpatient
v

' f First line panel: CB, UB, serum protein, PE, PT, aPTT, blood cellg Increased y glob, decreased a1
Normalization Persisting count, ceruloplasmin (> 3 yr). Major or minor hepatotropic globulin, decreased PLTs, + hard
viruses, celiac disease serology if historically or clinically | liver, £ splenomegaly, £ decreased

' { suggested PT, % decreased ceruloplasmin

Exclude Hepatobiliary ultrasonography i
Observe . 1 I - :
myopathies Think AIH, «1 ATD, Wilson
Normal GGT Increased GGT with or without
\ | US biliary tree abnormalities
Overweight/obesity <« | US bright liver US bright liver {
1 present absent Exclude biliary disease:
Exclude obesity related ' | bile acids, MRI-ERCP-pANCA
felty et Notere g Second line etiology tests, exclude: AIH, celiac disease, major or

! |

Revaluation after

minor hepatotropic viruses, Wilson, ¢1 antitrypsin, cystic fibrosis,
other metabolic diseases according to age and physical examination

prescription of 10%
weight loss l
Persitting No diagnosis: If all negative: think occult
aborisarninsonts cryptogenic hepatitis? |<—|  viral hepatitis. Test HBV
or bright liver PiNc, FEV R
v

Think pharmacological
treatment if still obese

Consider liver biopsy

Figure 1. Algorithm for diagnosis of hypertransaminaemia

Celiac sprue is a well-recognized cause of enteric loss of protein and
enteric malabsorption. There is a documented association between celiac
sprue and autoimmune liver diseases, including autoimmune hepatitis,
primary biliary cirrhosis, and primary sclerosing cholangitis [8-20].
Nonspecific elevations in aminotransferase levels are common and
usually resolve with a gluten-free diet. Celiac sprue is an unlikely
diagnosis in the current case, because this illness generally develops in
adults or in children who are younger than this patient. In addition, an
acute onset of marked upper gastrointestinal symptoms is atypical of
celiac disease, although in this case such symptoms could be related to
the liver disease.

Our patient s illness is most consistent with the diagnosis of
inflammatory bowel disease. Both ulcerative colitis and Crohn s disease
are associated with intestinal protein loss and hepatobiliary disorders,
including autoimmune diseases [21-24]. The initial signs, symptoms, and
laboratory findings that suggest inflammatory bowel disease include
diarrhea, fever, wight loss, leukocytosis, thrombocytosis, and occult
blood in the stool. The patient s substernal pain may have been due to
esophageal involvement. Upper gastrointestinal involvement is more
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common in children with inflammatory bowel disease than in adults. In
one series, 80 percent of patients with Crohn s disease and 75 percent of
those with ulcerative colitis had endoscopic abnormalities such as
esophagitis, gastritis, duodenitis, and upper gastrointestinal ulcers [25,
26].

The findings on radiographic and laboratory evaluation of the
patient s hepatobiliary disease eliminate a number of disorders from
differential diagnosis. Abdominal CT and ultrasonographic studies did
not reveal evidence of stones, gallbladder disease, or biliary tract
dilatation, and the liver appeared to have a normal texture. Autoimmune
liver diseases are common in both ulcerative colitis and Crohn s disease.
On the other hand, both primary sclerosing cholangitis and autoimmune
hepatitis also occur in association with inflammatory bowel disease.
Sclerosing cholangitis can involve the extrahepatic ducts, the intrahepatic
ducts, or both. The frequency of this disorder in patients with
inflammatory bowel disease is about 10 percent [24]. Autoimmune
hepatitis characteristically involves the hepatic parenchyma, although
there are variant overlap syndromes with features of both autoimmune
hepatitis and primary sclerosing cholangitis. These disorders can be
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differentiated by endoscopic retrograde  cholangiopancreatography,
evaluation of autoimmune markers, and liver biopsy. In our case, the
results of marker studies are inconclusive, but a test for perinuclear
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antineutrophil cytoplasmatic antibodies might have been diagnostically
helpful (Table 4).

MARKER POSITIVE NEGATIVE RESULT IN
TEST RESULT TEST RESULT CURRENT CASE
Antinuclear antibodies Autoimmune hepatitis Weakly positive
Primary sclerosing cholangitis
Anti- smooth-muscle Autoimmune hepatitis Positive
antibodies Primary sclerosing cholangitis
Antimitochondrial antibodies | Primary biliary cirrhosis Autoimmune hepatitis Negative
Primary sclerosing cholangitis
Perinuclear antineutrophil Primary sclerosing cholangitis Not reported
cytoplasmatic antibodies

Table 4. Markers of Autoimmune Liver Disease

The clinical diagnosis of autoimmune hepatobiliary disease
associated with inflammatory bowel disease is based on the patients
symptoms and the presence of a protein-losing enteropathy which are
more suggestive of Crohn disease, while moderate increases in the
aminotransferase levels in proportion to the increase in the bilirubin level
suggesting the diagnosis of primary sclerosing cholangitis.

For the pathological diagnosis the first diagnostic procedure
proposed was a liver biopsy, but the insufficiency of technical resources

and no positive patient s accord for this procedure we performed an
endoscopic retrograde cholangiopancreatographic study. It was ruled
out obstruction of the extrahepatic bile ducts, a condition that can be
associated with hepatic changes similar to those of primary sclerosing
cholangitis. Examination of the both gastric fundus (Figure 2) and the
duodenum (Figure 3) showed severe inflammation and an epithelioid
granuloma in the gastric wall; there was patchy, superficial inflammation
as well as deep acute and chronic inflammation. All of these findings are
diagnostic of Crohn disease.

Figure 2. Specimen of the Gastric Fundus (Hematoxylin and Eosin, x 125) There is a granulomatous reaction around a damaged gastric gland.
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Figure 3. Specimen of the Duodenum (Hematoxylin and Eosin x 125) The central duct is acutely inflamed and ruptured and is surrounded by
acute and chronic inflammation.

We decided to begin treatment with ursodiol (300 mg twice
daily) and prednisone (20 mg daily), treatment administrated for 4weeks
since the biochemical values return to normal, except for 5- nucleotidase
value, which remained slightly elevated. The dose of prednisone was
tapered during 6 months until discontinued and replaced with
mesalamine. Thirty-six months after the diagnoses were made, the patient
s aminotransferase levels were still slightly elevated, and his gamma-
glutamyltransferase level was still moderate elevated. A repeat
endoscopic retrograde cholangiopancreatogram showed no change in the
degree of narrowing of the intrahepatic bile ducts. Once the synthetic
function of the liver is sufficiently compromised, the only therapeutic
option is transplantation. Ursodiol lowers the aminotransferase levels and
improves the biochemical profile but does not affect the long-term
outcome [27].
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