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F SCHWEIGER, J RADHl. An asymptomatic male with coexisting celiac disease 
and primary biliary cirrhosis. Can J Gastroenterol 1991 ;5(5): 179-183. Both 
primary bil iary cirrhosis and celiac disease may be asymptomatic in many patients 
(or exLen<lecl periods of time. Rarely the disorders have been reported to occur 
together, in which case symptomatic malabsorpLion and diarrhea arc virtually 
always present. An unusual case is presented of an asymptomatic male pa tient 
who had both primary biliary cirrhosis and ccliac disease. The lireraLUre <lescrib
mg this coexistence, and theories regarding a common etiological link between 
the two disorders, are reviewed. 
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Patient asymptomatique porteur d'une maladie coeliaque et 
d'une cirrhose biliaire primaire 

RESUME: La cirrhose biliaire primairc et la maladic coeliaque peuvent ctre 
coutes deux asymptomatiques chez <le nombreux patients er sur <le longues 
periodes. Mais, d'apres les rapports, ccs deux affections se man ifestent rarement 
ensemble - auquel cas une malabsorption et une diarrhee symptomatiques sonr 
virtuellement toujours presentes. On rapporte le cas inhabituel d'un patient 
asymptomatique, porteurs des deux maladies; on examine la litterature fa isant 
etat <le cette coexistence ct des theories relatives au lien eciologique qui ex isterait 
cntre les deux affections. 
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A NUMBER OF AUTOIMMUNE DIS

cases have been reported in as
sociation wiLh primary biliary cirrhosis, 
and in the presence of diarrhea and 
malabsorption, concornitanL ccliac dis
ease should he wnsi<lcrcd in Lhe dif
ferent ial diagnosis ( I ). 

An unusual case is described of a 
5 I -year-old male who was found to 
have bmh primary bi liary cirrhosis and 
ee l iac di sease , in the ,i bsc ncc of 
symptoms. 

CASE PRESENTATION 
A 51-yenr-old male was referred in 

January 1989 because of an elcvaLcJ 
serum alkaline phosphatase. He had 
heen originally investigated in Decem
ber 1987 for Lransient chest pain after 
lifting heavy objects. Cardiac evalua
tion was negative hut the serum alka
line phosphatase was 1039 U/L (normal 
41 to 133). Bone scan was norma l. 
Repeal serum alkaline phosphatase 
six months later was 1080 U/L, with 
th e hepati c isoen zy me frn cc ion 
elevated. 
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Figure l) Retrograde cholangiogram demonstrating a normal intralic/>atic biliary cree. A balloon catl1eter 1s />laced above the cystic duct in.sere ion to obuun 
optimal filling 

The patient had been previously 
well except for a ronsillectomy and 
rheumatic fever at the age of nine years. 
He gave no history of alcohol or drug 
use. He never travelled outside Canada 
anJ J enice! weight loss, abdominal 
pain, diarrhea, gastrointestinal bleed
ing or a prior history of jaundice or 
a ne mi a. There was no history of 
pruritus anJ the patient had no specific 
complaint. He denied any fami ly his
tory of gastrointestinal or hcpatobiliary 
diseases. 

Physical examin ation was com
pletely normal and the patiem lacked 
stigmata of chronic li ver disease. 
Hemoglobin was 104 g/L (11L)rmal 117 
to 166) with a hypochromic microcytic 
blood film showing numerous ta rget 
cell~. The white blood cell and placcler 
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counts were normal. Serum iron studies 
a nd fc rritin level confi rmed the 
presence of iron defic iency. Scru m 
alkali ne phosphatase was l L95 U/L, 
gamma-glutamyltransferasc 733 U/L 
(normal 9 to 76) and aspartate amino
transferase L l 2 U/L (normal 8 ro 40). 

Ultrasound of the abdomen and a 
liver-spleen scan were normal. An air 
contrast barium enema suggested a 
cecal filling defect, but colonoscopy 
ruled out any colonic lesion. Endo
scopic retrograde cholangiopancrcato
graphy was completely normal anJ, in 
particular, the intrahepatic biliary tree 
was well visualized and free from any 
abnormality (Figure I). However, the 
duodenal mucosa looked atrophic with 
loss of Kerckring's fo lds. Two small 
bowel biopsies taken from the third part 

of the duodenum confirmed the pre
sence of toml villous atrophy (Figure 2). 
Further malabsorption workup revealed 
an abnormal D-xylosc test and reduced 
scrum and red cell fola te levels. Scrum 
81 2, calcium, albumin, pania l throm
boplastin and prothrombin time were 
normal. 

An upper gastrointestinal series anJ 
small bowe l foll ow-through showcJ 
prolonged transi t and mild flocculation 
of barium; there was also mild dilation 
of small bowel loops. Hepatitis B serol
ogy, antismooth muscle and antinu
clear antibody titres were negative. The 
antimirochondrial ant ihody was pre
sent at a titre of greater than I :640. A 
percutaneou~ li ver biopsy showed ex
pansion of portal tracts with replacc
me n t of t he b ile Jucru les by a 
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Figure 2) Duodenal h1011sy showing suhcowl villous atrophy and cry/ir hyJ1er/1las1a aswciaied u•ich a 
marked increase in cellularny of che lamina /mi/ma, consisring mainly of pla.mw cells and lymphocytes 
(hemawxylin and eosin X65) 

lymphocytic aggregate (Figure 3) and 
focal piecemeal necrosis in some rorta l 

tria<ls. The patient was placed on a st ri ct 
gluten-free diet an<l was g iven a three 

month course o f ora l iron and fo lic ac i<l 

therapy. 
Wi thin a few weeks th e patient 

reported significant improveme n t of 
energy, genera l well-be ing and we ight 

gain, despite nm having had any earlie r 

complaints. 
Re-evaluatio n six months lacer in -

eluded a no r ma I uppe r e ndoscopy. 
S mall bowel b iopsies taken fro m the 

d ist a l third part of the d uo denu m 
showed rescora tion of the v illous ar

ch itecture with lack of infla mmation 
a nd c rypt h ype rplas ia ( Fig ure 4). 
H emoglo hin was 159 g/L a nd folic acid 
and iron studies were norma l. Liver en 
zyme profile showed e levated alka line 

phosphatase (805 U/L) and asparta te 
aminotransferase ( l H U/L), bur no r
ma l bilirub in levels. A repeat a nti-
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mnochomlrial ;mt ihody titre was aga in 
greater than I :640. 11 b h um,111 lym 
phoc ytl' a ntigen (1 ILA) h ap lo type 

wa ~ dete rmined tn he I ILA-A I , RS, 
DR,. 

A re peat li ve r enzyme prnfile 111 

Oc wbe r 1990 sho wed a persistently 
e levated a lkaline phosph atase o f 762 
U/L, a n as pa rrn t e aminotra nsferase 
of 155 U/L a nd n n rmal , erum h i li 

rubin leve ls . 
At present, the pnt 1cnt cnminue, rn 

fee l we ll o n a glute n -frel' d Let. 

DISCUSSION 
C cliac sprue is c haract erized by a 

structura lly abno rmal sma ll intest inal 
mucosa leading to ma labsorpt ion which 
improves while the pa t ient is on a glu

te n -free diet. Re-introduct1lm n fd1etary 

glmcn usua lly leads to cl mical a nd h1s
u1logica l re h1pse. The reported patien t 

had cv1d1.:rKe of mala bsorp tio n caused 
by innamed at rophic small bowel mu
cosa. The clinical improvement a nd 
weigh t gain, the correct io n of iron a nd 
fola te dcfic 1e nc1es, and the marked 
improvement in small in test inal bio psy 

afte r the institution of a gluten-free 
die t , a ll support the diagnosis of celiac 
disease tn this patien t. 

V ario us li ver d iseases h::ive been 
described in conjunct io n with ccli,1c 

disease (2): the spec trum ranges fro m 
hepat ic steatosis (3 ) and ' no nspec ific' 
h epat itb to ch ron ic ac tive hepa ti tis a nd 
c irrhosis ( 4 ). ln a retrospec t ive analysis 
of 74 eel iac patients, H;igender et al (2) 
documented histologic;i l e vidence of 
liver inju ry in 16% and abno rmal live r 
funct io n tests m 39%, indicating that 
hepat ic injury is not ra re in adult celiac 
d ise;ise. Mo re recently there has been 

a report of three ce liac patients af
fec ted by prima ry sc leros ing c ho la n 

g itis ( 5 ). 
Prima ry bil ia ry c irrhos is, a n1ithcr 

autoimmune disorder charac terized by 
a d ist inc t hiscologica l p ic ture - h io

chemical evidence of cho lestasis in th e 

presence of a normal hiliary tree and the 
findingof antimi toc hondrial antibodies 
- h as prev io usly hee n desc ribed in 
pat ie n ts with celiac disease (6). U p to 
the present time fewer th an 20 fu lly 

documenrcd cases of coex ist ing r rimary 
biliary c irrho~is and ccliac disease have 
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Figure 3) Liver bio/>sy showing ex/>ansion of a /)ortal triad and reJ1lacement of bile duccules by a 
lym/1/wcytic aggregwe ( hemacoxyli11 and eosin X 160) 

Figure 4) Duodenal bio{lsy showing restoration of the villous architecture with lacl< of inflammation 
and cry/JI hy/1er1>/asia ( hemacoxylin and eosin x65) 

appeared in the literature (7-18). Al
though the majority of these patients 
were fomale, the prescm paLient is the 
sixLh reported male suhjecL affectcJ hv 
both disorders. This might suggest that 
the large female preponderance of 10:1 
seen in primary biliary cirrhosis ( l) may 
be offset in the presence of gluten-scn
sirive emcropachy. 

Ir is well recognized chm both pri
mary biliary cirrhosis and celiac disease 
may be relatively asymptomatic for ex
tended periods of time. Indeed, a recent 
Scandinavhrn study ~uggests that about 
50% of patients with adult celiac Jis
ease have no gastrointestinal symptoms 
(19). In primary bi liary cirrhosis the 
prevalence of asymptommic patients 
ranges from 13 to 489·6 (20). [ lowcver, 
most of the reported cases in which 
both diseases coexisted were sympto
matic, with weight loss, diarrhea and 
dermatitis herpctiformis most frequl'nt
ly reported (7-18). 

The present patient was somewhat 
unusual in that he w:=is virtually asymp
tomatic. Subclinical steacorrhea might 
have been presenL, as quamirativc stool 
fat determinations were not performed. 
Although the pnricnt ha<l no specific 
compla ints prior to treatment, he 
noticed an improved sense o( well
being after starting a gluten-free diet, a 
phenomenon frequently seen in treated 
celiacs (2 l ). 

The present patient's scrum alkaline 
phosphatase decreased from l l 95 U/L 
prior to trcatmem to 762, after he was 
on a gluten-free dice for slightly more 
than two years, while his aspartatc 
aminotransferase level did not improve 
significantly. It is difficult to know 
whether this reflects an improvement 
in his liver disease, and a rcpe..it liver 
biopsy would not necessarily he able to 

settle this issue because of the possi
bility of sampling error. A lternativcly, 
improvement of an associated subclini
cal metabolic bone disease could have 
been reflected in a drop in scrum 
alkaline phosphatase. 

In none of the previously reported 
cases was there significam improve
ment of primary biliary cirrhosis after 
treatment with a gl uten-free <lier. Simi· 
larly, primary sclerosing cholangitb 
docs nor appear to be affected by dietary 
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treatment in the three recently rermtcd 
patients with ccliac disease (5). How
ever, other t yrc, of Ii ver injury in eel iac 
patients may he reversihlc, ;111d rrogres
sivc liver disease 1m1y he rreventahle hy 
a gluten-free dier in ,uch patients (2). 

There appears to he no ohv ious 
reason for the a,sociat ion hetween 
primary biliary c irrho:,is and cel iac dis
ease. Jliffe and Owen (9) estimated the 
likelihood of brn h disc,1,es occurring in 
the same p<1 ticnt t,1 he on the mdcr of 
one in 90 million; a chance associ,H1on 
thus seems imprnhahle. 

Several theories have hecn put for
ward to explain a comm(lJl ct iology he
tween the two d iseases ( 14). A genetic 
predisposition appems unlikely, as the 
close association het ween eel iac disease 
and the HLA loc i B8 and DR 3, seen 111 
the present patiem , is not shared with 
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