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Background: Celiac disease is an immune-mediated enteropathy precipitated by
exposure to dietary gluten in genetically predisposed individuals.

Case description: A 45-year-old Caucasian woman presented with severe iron-de-
ficient anemia and mild elevation of liver enzymes. Upper endoscopy was done
in the context of evaluation of anemia, which revealed reduced duodenal folds
and mosaic pattern of the mucosa, but also grade Il esophageal varices and portal
hypertensive gastropathy. Duodenal biopsy showed total villous atrophy, diffuse
mainly lymphocytic infiltrate, presence of intra-epithelial lymphocytes. Serology
test confirmed celiac disease by the typical pattern of high titer positive IgA and
IgG antibodies to tissue transglutaminase. Liver biopsy was performed for staging
and etiological evaluation, because laboratory screening ruled out common viral,
metabolic and autoimmune liver disease. Liver morphology was consistent with
chronic hepatitis without findings for extensive fibrosis. Our patient had poor di-
etary compliance, so we failed to established improvement of liver enzymes and
resolution of anemia during follow-up.

Conclusions: We would like to stress on the diverse clinical manifestations of ce-
liac disease and the importance of serologic screening with antibodies to tissue
transglutaminase in differential diagnosis of chronic liver disease.
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BACKGROUND

Gluten enteropathy (GE) or celiac disease is a
chronic disorder that is caused by an inflammatory
T cell response to proteins in wheat, rye and barley
(collectively called gluten). It is characterized by the
presence of typical autoantibodies to human tissue
transglutaminase (TTG) and histologic alterations of
the small bowel mucosa. Currently, GE is known as
a multi-organ inflammatory disorder that can present
at any age.! The prevalence in the European popula-
tion is 0.5% to 1.0%. GE is frequently unrecognized
because of the diversity of symptoms and disease
presentations. A wide spectrum of liver injuries in
children and adults were known as related to GE.?
* Mild elevation of aminotransferase activity and
non-specific histological changes (“reactive” hep-
atitis) reverting to normal after 6-12 months on a
strict gluten-free diet;

* Non-alcoholic fatty liver disease, related to mal-
nutrition, mainly reversible steatosis;

* Chronic active hepatitis of autoimmune mechanism

with progressive outcome, as autoimmune hepatitis
or biliary hepatitis, generally unaffected by gluten
withdrawal.
* A severe acute liver failure potentially treatable
by a gluten-free diet.

Although mild liver dysfunction frequently oc-
curs in patients with GE, progressing liver disease
to cirrhosis are rare.>*

CASE DESCRIPTION

A 45-year-old woman was referred to the Gastroen-
terology Clinic for evaluation of anemia and chronic
hepatitis. She was frequently admitted to our hospital
over the last 10 years for fatigue, arthralgia, head-
ache, genital bleeding and chronic anemia. Anemia
persisted despite iron supplementation and surgical
treatment of uterine fibroids (in 2009) as a possible
source of bleeding. Although abdominal symptoms
were not predominant, she reported variable mild
diarrhea, bloating and loss of appetite since 2005.
Family history was negative for neoplastic and
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autoimmune disorders. Alcohol and hepatotoxic
substances intake were excluded. She had stable
body weight (BMI, 26) and was in good general
condition. Physical signs of the disease were pale
skin, mild diffuse enlargement of thyroid gland, firm
hepatomegaly and mild foot edema. Laboratory
tests were consistent with severe chronic microcytic
anemia (hemoglobin ~70 g/l, MCV 69 fl, serum iron
2.3 umol/l). Except for iron deficiency, there was
no other laboratory abnormality suggestive for mal-
absorption. Electrophoresis of hemoglobin excluded
thalassemia. It should be noticed the presence of
transaminase elevation (predominantly AST, up to
3 times the upper limit of normal) and increased
AP up to 3 times upper limit of normal. Laboratory
investigations were collected from medical reports
and summarized in Table 1.

Based on laboratory data for chronic hepatitis,
further tests were performed to established etiology,
however viral, autoimmune and metabolite liver
diseases were excluded. (Table 2).

Abdominal ultrasound exam registered moderate
liver steatosis, increased liver dimensions, normal
spleen size, Doppler signs for initial portal hyper-
tension (portal vein diameter 11 mm and flow 0.71
I/min; superior mesenteric vein diameter 19 mm,
flow 0.49 l/min and spleen vein diameter 8 mm,
flow 0.34 l/min). Liver biopsy was done in Feb/2009
showing evidence of portal lymph and plasma cell
infiltration, mild lobular inflammation, grade 1
steatosis, absence of fibrosis. Upper endoscopy in
2009 revealed esophageal varices (grade 1) and
antral chronic gastritis with atrophy due to Helico-
bacter pylori infection. Repeated upper endoscopy
established esophageal varices (grade Il), portal
hypertensive gastropathy, nodularity and mosaic
pattern of the distal duodenal mucosa. Biopsies
obtained from distal part of duodenum showed to-
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tal villous atrophy, diffuse infiltrate with numerous
intraepithelial lymphocytes. Further investigation
of serology tests for GE revealed highly (+) TTG
1IgA and IgG antibodies. Based on typical findings
finally in 2012, GE was diagnosed, in association
with chronic hepatitis, transition to compensated
cirrhosis. The following differential diagnoses were
considered: latent hepatitis B infection,; congenital
liver fibrosis, autoimmune hepatitis in the absence
of non-organ-specific autoantibodies; primary bil-
iary cirrhosis or sclerosing cholangitis, inflamma-
tory bowel disease; tuberculosis, sarcoidosis. Our
patient had poor dietary compliance, so we failed
to established improvement of liver enzymes and
resolution of anemia during follow-up.

DISCUSSION

GE is a common chronic disease, often cited as an
“iceberg” phenomenon, even discussed in differential
diagnosis of almost every GIT disorder. Recently,
atypical or asymptomatic manifestations are becom-
ing more commonly described.! Liver involvement
varies from nonspecific hepatitis, chronic active
hepatitis, steatohepatitis to frank cirrhosis.?® Liver
function tests abnormalities have been reported in
17.5% to 40% of newly diagnosed GE patients.”"®
A strict gluten-free diet leads to normalization of
transaminases in the majority (approximately 80%) of
studied adults with GE. In the persons with persistent
hypertransaminasemia despite gluten exclusion,
coexisting liver disease may be established.*® A
Swedish epidemiological study registered an eight-
fold increased risk of mortality of liver cirrhosis in
patients with GE.’

In our case, we found no obvious cause for
advanced liver disease and the negative auto-an-
tibodies made it impossible to firmly establish
the diagnosis of autoimmune hepatitis. Magnetic

Table 1. Summary of routine laboratory tests, according to available medical records

Date ESR Hemoglobin WBC PIt AST ALT yGT AP Bilirubin Cholinesterase
mm/h g/l 10°1 101 1UA  TUA - TUA TUA pmol/l 1u/1
/10/2005 80 70 4.9 515 51 40 7.7
/02/2006 60 69 3.7 313 43 44 66 466 6000
/02/2009 85 66 4.5 297 54 47 52 688 4.0 5763
/08/2012 70 103 4.9 349 101 78 124 393 5.0
/08/2013 100 102 4.5 415 67 59 71 330
/10/2013 75 100 4.2 440 47 64
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Table 2. Results of laboratory tests for etiological evaluation of chronic liver disease

Possible etiology

Screen lab test

Patient’s results

Chronic viral hepatitis B HBsAg )
Anti HBc IgG antibodies (+)
Chronic viral hepatitis C Anti HCV antibodies (-)
Autoimmune hepatitis IgG level Normal
Autoantibodies: ANA, SMA, LKMA (-)
Primary biliary cirrhosis Autoantibodies: AMA )
Wilson’s disease Ceruloplasmin, serum and urine Normal
Copper concentration
Hereditary hemochromatosis Serum iron, ferritin Low level
Alcoholic steatohepatitis T MCV, 1 vGT, AST/ALT>2 -)

Nonalcoholic steatohepatitis

Blood glucose, lipids

Normal tests

resonance cholangiopancreatography is advisable
for excluding primary biliary cholangitis but in our
patient biliary tract disease was excluded based on
abdominal ultrasound follow-up and lack of liver
biopsy findings for chronic cholestasis. The causal
relationship with GE, if any, remains unproven. GE
was established after a 7-year follow-up. Unfortu-
nately, the patient had shown poor compliance to
gluten-free diet.

Literature reviews discuss GE as underlying
cause of unexplained elevations of liver enzymes.10
Most patients lack overt gastrointestinal symptoms.
Therefore, serologic screening of GE should be
included in differential diagnosis of chronic liver
disease of unknown origin.
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BBepeHue: Liennakna ABnaeTca MMMyHO3aB/CMMOW SHTeponaTunen, Bbi3BaHHasA
NPUEMOM ITIIOTEHA FreHEeTNYECKU BOCMPUMMYMBBIMU NILIAMIA.

OnucaHue cnyyas: [peactaBnsem ciyyan 45-neTHen KeHLWMHbl 6enon pacsl ¢
TAXENON dopmoit xenezoaedrLMTHON aHEMUM U HE3HAUUTESIbHBIM YBENINYEHN-
em pepmeHTOB neveHn. OcyLlecTBNEHA BEPXHAS SHLOCKOMNA B KOHTEKCTE OLIEHKM
aHemuu, KOTopas YCTaHaBMBaET HaNlMume peayLMpoBaHHbIX CKNafoK ABeHaaLla-
TUNEPCTHONM KMILKM U MO3aMYHOrO TWMa CAU3KUCTON OO0JSIOUKK, a TaKXKe nuLle-
BOAHOro Bapuko3a |l cteneHn v nopTanbHOW MMNepTOHUYECKOW racTponaTuu.
Brioncus aBeHagLaTUNEPCTHON KULIKWU MOKa3ana MoJiHylo aTpoduio BOPCUHOK,
Andody3HbIN, rMaBHbIM 06pa3om nMbOoLUTapHbIN MHOUNBTPAT, HaNIMYne NHTPad-
nuTanuanbHbix NMMooLnToB. Ceposiormyeckuin Tect NoATBEPAUI Liennakuio no
HaNMUYMIO0 TUMMYHOWN MOLENM BbICOKOTrO TUTPa NosoxuTenbHbix IgA n IgG aHTuTen
B TpaHCrtoTaMrHase TkaHu. OcyulecTBrieHa 6biia 6roncms neyeHun ana onpege-
NEeHVA CTaAUN 1 STUONOTMYECKOW OLIEeHKU, B CUITY TOTO, YTO N1abopaTopHBbIN CKpU-
HUHT MCKITIOUUI Ha/lMuMe YacTo BCTPEYatoLerocsi BUPYCHOro, MeTabonnyeckoro
1 ayTOMMMYHHOrO 3aboneBaHua neyeHn. Mopdonorus neyeHn cooTBETCTBOBAsA
XPOHMYECKOMY renatnty 6e3 Hanmuma HaxofoK obwmpHoro ¢ubposa. MayuneHTt
He cobniofgan npeanucaHHyo AUETY, YTO He MO3BONWUIO AOOUTbCA ynyulleHus
bepmMeHTOB NneyeHr 1 NPeoaoneTb aHEMMIO B TeUEHNE KOHTPOJIbHOIO Neproaa.

3aknioueHmne: Mbl 6bl XOTe OTMETUTb MHOroobpasvie KANHWUYECKUX MNpo-
ABNEHUN LeNMakuy 1 3HaYeHMe CeposiorMueckoro CKpUHMHIa C aHTMTenamMu
TPaHCIOTaMVHa3bl TKAHU Mpu AuddepeHuranbHOM AuarHo3e XpoHuueckoi 60-
Ne3HU NeYeHu.
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