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H]J FREEMAN. Clinical spectrum of biopsy-defined celiac disease in the elderly.
Can ] Gastroenterol 1995;9(1):42-46. Thirty patients (17 females and 13
males) with adult celiac disease initially diagnosed after age 60 were seen during a
12-year period. Diagnosis in each patient was based on small intestinal biopsy and
a clinical as well as histological response to a strict gluten-free diet. Diarrhea,
weight loss and/or anemia, usually due to iron deficiency, were present in the ma-
jority of patients and often lead to other diagnostic considerations, including co-
lon cancer, prior to definition of celiac disease. No patient in this series had a
known family history of celiac disease. Dermatitis herpetiformis and thyroid hy-
pofunction were frequently detected in this elderly population, possibly reflect-
ing the autoimmune and systemic nature of celiac disease. Neoplastic disease was
common in this age group, suggesting that particular vigilance in follow-up is re-
quired, especially for lymphoma, in elderly patients with celiac disease.
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Spectre clinique de la maladie caeliaque identifiée par biopsie
chez la personne agée

RESUME : Trente patients adultes (17 femmes et 13 hommes) souffrant de sprue
diagnostiquée apres I’age de 60 ans ont été suivis sur une période de 12 ans. Le di-
agnostic de chaque patient se fondait sur une biopsie de I'intestin gréle et sur la
réponse tant clinique qu’histologique a un régime alimentaire strict sans gluten.
La diarrhée, la perte de poids et/ou 'anémie, habituellement attribuables a une
carence en fer, s’observaient chez la majorité des patients et entrainaient souvent
d’autres considérations diagnostiques, y compris le cancer du c6lon, avant que ne
soit confirmé le diagnostic de maladie caeliaque. La dermatite herpétiforme et
I’hypothyroidie ont fréquemment été décelées chez cette population Agée, re-
flétant ainsi possiblement la nature auto-immune et systémique de la maladie
caeliaque. La néoplasie a été observée fréquemment dans ce groupe d’age, ce qui
exige une attention particuliere au moment du suivi, particuliérement pour ce
qui est du lymphome, chez les patients 4gés atteints de maladie caeliaque.
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ELIAC DISEASE HAS TRADItionally

been considered a disease of
childhood and young adults (1). How-
ever, in recent years celiac disease in-
creasingly has been recognized in
elderly adults. This changing pattern in
the age of initial detection of celiac dis-
ease is reflected historically in various
series of patients with this disorder. In
earlier studies from Birmingham (1,2),
for example, only 7% were diagnosed
after age 60, similar to a Mayo Clinic
series of 4% (3). In more recent reports,
however, increasing numbers of elderly
patients have been described, espe-
cially from some hospitals in the
United Kingdom; for example, about
25% of patients from Northwick Park
and St Bartholomew’s Hospitals are
now being diagnosed in their seventh
decade (2,4). Similar observations
have been published from the United
States (5), Sweden (6), Scotland (7)
and Ireland (8). In these reports, classi-
cal or typical symptoms of malabsorp-
tion have been less prominent even
though adult celiac disease is reported
to be the most common cause of stea-
torrhea after age 50 (9).

The purposes of this study are to re-
view a clinical experience of celiac dis-
ease in 30 patients diagnosed after age
60 in a single institution and to catego-
rize the spectrum of associated clinical
conditions, including malignant com-
plications, seen in this elderly popula-
tion.
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PATIENTS AND METHODS

During a 12-year period from Janu-
ary 1982 to December 1993 inclusive,
88 patients were seen with celiac dis-
ease; of these, 30 were initially diag-
nosed during or after their seventh
decade at the University of British Co-
lumbia Hospital, Vancouver, British
Columbia. All except three patients
were regularly followed and reviewed
on an annual basis in an adult celiac
disease clinic, first established in 1982.
One of these three patients died from
pneumonia six months after the initial
diagnosis while the two others died
from metastatic ovarian and breast car-
cinoma, respectively, four and nine
months after the initial diagnosis of ce-
liac disease. Four other patients, each
followed for over one year, died from
lymphoma during the past 12 years, in-
cluding two patients previously re-
ported elsewhere (10,11). Finally, one
patient died from a duodenal adenocar-
cinoma. Office and hospital records of
all patients were reviewed. Details of
clinical presentation and past medical
history were recorded as well as hema-
tological (hemoglobin, white blood
cell count, platelet count, peripheral
blood smear) and biochemical results
(carotene, iron and iron binding capac-
ity, folic acid, vitamin Bi2, calcium,
phosphate, total protein, albumin, pro-
thrombin time, immunoglobulin quan-
titation, amylase, and thyroid and liver
chemistry tests). After biopsies of the
small intestine were done, patients
were reviewed by a clinical dietitian
with a special interest in the dietary
treatment of celiac disease who pro-
vided specific instructions on the
gluten-free diet. Patients were re-
viewed periodically, as required, to ad-
dress any concerns regarding diet
treatment. Compliance and response
to a prescribed strict gluten-free diet
were assessed during each clinic visit.
Interestingly, none of the patients re-
ported a known family history of celiac
disease.
Diagnosis: Each of the 30 patients in
this study had a severely abnormal ‘flat’
small intestinal biopsy (so-called ‘crypt
hyperplastic villous atrophy’) obtained
prior to institution of a gluten-free diet
(12). In 29 patients, initial biopsies

Celiac disease in the elderly

w
o
|

N
o
|

Number of patients
o
] l

| (L |

4
Decade of life

DD yurOic 27 WANG

Figure 1) Number of celiac disease patients (n=88) by age. 1 Patients less than 20 years of age; 2
Age 20t0 29 years; 3 30 to 39 years; 440 to 49 years; 5 50 to 59 years; 6 60 to 69 years; 7 70 to

79 years; 8 80 years and older

were severely abnormal and treatment
was initiated within two weeks. In the
one other patient with small bowel lym-
phoma, previously reported elsewhere
(10), multiple small intestinal biopsies
on a high gluten diet were required to
demonstrate the typical histological
features of celiac disease, ie, severely ab-
normal ‘flat’ biopsies. Biopsies from at
least two separate sites in the small in-
testine in each patient were obtained
with at least one biopsy from a site distal
to the descending duodenum. Biopsies
were also obtained from the gastric mu-
cosa, usually the anatomical prepyloric
gastric antrum, lesser curvature. Fi-
nally, in all patients, at least one colo-
rectal mucosal biopsy was obtained,
usually from a valve in the distal 25 cm,
using either a fibreoptic flexible sigmoi-
doscope or colonoscope. In 29 patients,
biopsies of the small intestine were re-
peated after at least eight weeks to de-
termine if a histological response to a
gluten-free diet had occurred. In the
one other patient with a small bowel
adenocarcinoma (13), biopsies were re-
peated after hospitalization for six
weeks on a gluten-free diet in a clinical
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investigation unit setting to ensure
compliance. Clinical response to the
gluten-free diet was evaluated along
with repeated measurements of hema-
tological and biochemical tests in all
patients (see above). In most patients,
multiple small intestinal biopsies were
obtained; in one previously reported
patient (11), 88 small intestinal muco-
sal biopsies were evaluated.

RESULTS

Age and sex distribution: The age of all
patients seen over a 12-year period by
the author at the University Hospital is
shown in Figure 1. There were 88 adult
celiac disease patients (over age 16),
with the disease defined in each patient
by small intestinal biopsy and response
to a gluten-free diet. Altogether there
were 64 females and 24 males with a re-
sultant female:male ratio of 2.7:1.
These findings are similar to the age
and sex distribution for celiac disease
patients reported elsewhere (1,14).

Figure 1 also shows the 30 patients
evaluated in this study who were 60
years of age or older (17 females and 13
males, female:male ratio of 1.3:1).
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TABLE 1
Symptoms in 30 elderly celiac disease
patients

TABLE 3
Associated clinical disorders in 30 eld-
erly celiac disease patients

Weight loss 23 (77%)
Diarrhea 22 (73%)
Nausea/vomiting 20 (37%)
Ascites/fedema 4 (13%)

n=30 (some patients had more than one symp-
tom)

TABLE 2
Laboratory features in 30 elderly ce-
liac disease patients

Anemia 20 (61%)
Hypoalbuminemia 14 (47%)
Hypocarotenemia 14 (47%)
Iron deficiency 12 (40%)
Low serum vitamin B12 11 (37%)
Low red blood cell folate 9 (30%)
Hypocalcemia 8 (27%)
Abnormal liver tests* 6 (20%)
Hypomagnesemia 5(17%)
Proteinuria 1 (3%)

n=30 (some patients had more than one symp-
tom); *Tests include alanine aminotransferase, as-
partate aminotransferase and alkaline
phosphatase

TABLE 4
Malignancy in elderly celioc disease
patients

Lymphoma of small bowel 5(17%)

Extra-intestinal nodal 3 (10%)
lymnphoma*

Small bowel 2 (7%)
adenocarcinoma

Gynecological malignancy 2 (7%)

Skin cancer 2 (7%)

n=30 (some patients had more than one type of
malignancy); *Sites include tonsillar, inguinal and
cervical nodes

These findings are similar to the re-
ported age and sex distribution of celiac
disease in elderly patients detailed else-
where (4,14). In the present series,
there were also four females and four
males initially diagnosed over age 70
with a resulting female:male ratio in
this age group of 1:1. This apparent
shift in sex distribution with increasing
age from a predominantly female dis-
ease to a more equivalent sex distribu-
tion has been previously reported
(4,14).

Patient symptoms: Most, but not all,
patients in this study had gastrointesti-
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Gastrointestinal disorders

Lymphocytic gastritis 1
5 (50%)
Gastric ulcer(s) 1 (3%)
Lymphocytic colitis 1
3 (43%)
Collagenous colitis 1 (3%)
Lymph node cavitation 2 (7%)
syndrome
Duodenal ulcer(s) 4(13%)
Jejunal and/or ileal 5(17%)
ulceration*
Barrett’'s esophagus 2 (7%)
Ectopic gastric mucosa 1 (3%)

(in small bowel)
Hepatobiliary and pancreatic disorders

Gallstones 6 (20%)

Calcification of pancreas 1 (3%)

Sclerosing cholangitis 1 (3%)

Fatty infiltration of liver 2 (7%)

Chronic hepatitis and/or 2 (7%)
cirhosis

Other disorders

Dermatitis herpetiformis 9 (30%)

Hypothyroidism 8 (27%)
(Hashimoto's thyroiditis)

Diabetes mellitus (insulin- 1 (3%)
dependent)

Hyposplenism (splenic 4 (13%)
atrophy)

Avrthritis 2 (7%)

Kidney stones 1 (3%)

n=30 (some patients had more than one associ-
ated condition); *Three of five were small intestinal
lymphomas

nal symptoms, usually weight loss and/
or diarrhea, or abnormal blood tests
that resulted in gastrointestinal studies
(eg, iron deficiency anemia); this differs
from a previous series of elderly celiac
disease patients (14) that included re-
cruited patients with dermatitis herpe-
tiformis ~ without  gastrointestinal
symptoms. Table 1 lists the main symp-
toms seen in this elderly population. In
some, multiple symptoms were present,
with the most common combination
being weight loss and diarrhea, each
present in more than 70% of the 30 pa-
tients.

Laboratory investigations: Laboratory
test abnormalities in these 30 elderly
celiac disease patients and the fre-
quency of each abnormality on the ini-
tial evaluation before institution of a
gluten-free diet are listed in Table 2.
Most often anemia was present, and

this was usually associated with iron de-
ficiency. In most patients, these abnor-
mal laboratory tests became completely
normal within the subsequent 24
months.

Associated clinical disorders: Associ-
ated clinical and pathological features
seen in this elderly group of 30 celiac
disease patients are outlined in Table 3.
Lymphocytic gastritis (15) and lym-
phocytic colitis (16) were the most
commonly recognized gastrointestinal
findings. Collagenous colitis, however,
was detected in only one patient
(17,18). Small bowel ulceration, either
in the duodenum or more distally in the
jejunum and/or ileum, were also com-
mon. Jejunal and ileal ulceration were
usually associated with small intestinal
lymphomas. Hepatobiliary tract and
pancreatic disorders were also seen;
some of these were quite unusual, in-
cluding pancreatic calcification and
sclerosing cholangitis, and have been
reported in more detail elsewhere
(19,20). Other nongastrointestinal dis-
orders were also present. For example,
dermatitis herpetiformis and hemato-
logical features of hyposplenism and
splenic atrophy were frequently recog-
nized. Hypothyroidism, presumably due
to autoimmune thyroiditis (ie, Hashi-
moto’s thyroiditis), was also quite com-
mon. It was detected in eight of 30
patients, in some of whom diarrhea was
not a clinical feature. In contrast,
insulin-dependent diabetes, reported
elsewhere to be increased in frequency
in patients with celiac disease (21), was
distinctly uncommon, being present in
only a single patient.

Malignant complications: Table 4 lists
the malignant complications observed
in this group of 30 patients. Some had
more than one site or type of involve-
ment. Most common were lymphomas,
either in the small intestine or ex-
tra-intestinal nodal lymphomas, in-
cluding involvement of tonsillar, ingui-
nal or cervical nodes. As described in
other reports (22), small bowel ade-
nocarcinoma was also seen in two of
the patients in this series. Although in-
creased esophageal carcinoma has been
described (23), no patient was seen
in the present study and, indeed, only
two patients had Barrett’s type mucosa
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detected in the distal esophagus, a
recognized preneoplastic esophageal
lesion.

DISCUSSION

In a single institution over a 12-year
period, over one-third of all patients
(34.1%) diagnosed with celiac disease
were older than age 60. Although this
experience could be due to the pres-
ence of a more elderly patient referral
population in British Columbia, it
most likely reflects a local difference in
diagnostic enthusiasm and diagnostic
acuity — specifically for celiac disease —
since most of these patients were usu-
ally referred for assessment of long-
standing diarrhea and/or weight loss af-
ter several investigations had already
been completed. Variations in detec-
tion of celiac disease at a hospital level
have been previously reported (4) and
it is seems likely that this might be ex-
aggerated in an elderly patient popula-
tion with other more common
diagnostic considerations such as an
altered bowel habit, weight loss and/
or iron deficiency anemia (eg, colon
cancer).

The apparent shift in the sex distri-
bution from female to male patients
was an intriguing observation in this
study but has been previously noted in
a study by Swinson et al (4) who dem-
onstrated a bimodal distribution with a
peak in the fourth decade mainly in fe-
males, and a later peak in the sixth and
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