
Letters

ber of studies showing that nonmydriatic
photography and dilated eye examinations
are equivalent in screening diabetic
retinopathy (i.e., clinical outcomes are
very likely to be similar) (3-10). The prob-
lem of ungradable photographs in
10-20% of (mostly older) patients can be
reduced considerably if the pupils are
dilated on a subsequent attempt (8,10). As
long as patients with any lesions noted on
the photographs are referred to an oph-
thalmologist, serious problems requiring
laser treatment will rarely be missed (9).
Thus, less costly nonmydriatic photogra-
phy is a very reasonable alternative for
screening (a camera costs approximately
$15,000; assuming a $100 cost for a com-
plete dilated eye examination, the cost of
the camera will be met after using it on
150 patients), especially for groups and
organizations responsible for the diabetes
care of large populations.
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Response to
Davidson

Dr. Davidson (1) raises two interesting
issues. The first relates to difficulties
encountered in implementing guide-

lines for lipid management when LDL cho-
lesterol cannot be estimated from a simple
lipid screen. One option available is a
direct measurement of LDL cholesterol.
With new methods, this can be obtained
for less than $150. As suggested by Dr.
Davidson, treatment with a fibrate to lower
triglycerides below 400 then reassessing
LDL concentration provides a potential
alternative in some practice settings. The
LDL-based treatment goals suggested by
the American Diabetes Association remain
tenable, only the approaches to assay LDL
cholesterol level differ. Several features of
the former approach may make it prefer-
able. First, therapy can be implemented in
a more timely manner without requiring
exposure of patients to a drug that may not
be used for long-term lipid treatment. Sec-
ond, and perhaps more importantly, it
allows ongoing assessment of response to
therapy in these patients in whom LDL
lowering is found to be necessary With
ever-increasing evidence that long-term
LDL lowering affects clinical outcomes in
diabetic patients with increased LDL,
ongoing measurement of LDL response
assumes greater importance.

The second issue raised by Dr. David-
son is again important and practical. These

recommendations were not written with a
goal of dismissing the utility of the 45°
nonmydriatic camera. Rather, they are
written to recommend a standard of care.
Responsibility (and liability) for both
obtaining and interpreting the pho-
tographs obtained with the nonmydriatic
camera would then reside with the physi-
cian (not an eye specialist) supervising the
individual obtaining photographs. Some
element of standardization in the reading
of photographs would be desirable, and
issues of conflict of interest regarding use
of the diagnostic test for which the physi-
cian bills must be addressed. Unless these
issues are resolved, it is difficult to endorse
the nonmydriatic camera as a "standard of
care." Used in the manner suggested by
Dr. Davidson, i.e., referring all patients in
whom any lesions indicative of retinopa-
thy are noted, would appear to be safe and
perhaps decrease patient inconvenience
and overall medical cost.
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Hypoglycemia and
Reduction of the
Insulin Requirement
as a Sign of Celiac
Disease in Children
With IDDM

I t is well known that celiac disease is
more frequent in patients with type 1
diabetes than in the general population,

but the nonspecific nature of the present-
ing signs may cause a delay in diagnosis.
Thus, Cronin and Shanahan (1) recom-
mend that all IDDM patients should be
screened for celiac disease not only at the
diagnosis of diabetes, but every few years,
since later tests may be positive.
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Gillett and Ferguson (2) remark that
vague gastrointestinal symptoms and/or
anemia may suggest a diagnosis of celiac
disease. Increased aminotransferase activ-
ity as an early manifestation of celiac dis-
ease in IDDM patients, even in the absence
of overt gastrointestinal symptoms, has
been pointed out by others (3,4). Hypogly-
cemia as a symptom of celiac disease in
diabetic patients has been described in
adults (5).

In our center, 24 IDDM patients out of
436 (5.5%) presented celiac disease con-
firmed by small-bowel biopsy. Of these, 11
patients (45.8%) with an age range from 2
to 16 years and 10 months in a period
varying between 2 and 9 months before
the diagnosis of celiac disease presented
increased frequency of symptomatic hypo-
glycemia together with a progressive
reduction of the insulin requirement (rang-
ing from 30 to 60%) not apparently justi-
fied by a reduction of nutrient intake or an
increase of physical activity.

Gluten-free dietary treatment induced
in all cases an increase in insulin require-
ment up to the doses usually administered
in diabetic patients without celiac disease
matched for age, sex, and duration of
IDDM.

The spontaneous reintroduction of
gluten in two patients with poor compli-
ance to the diet was immediately followed
by a sharp reduction in the insulin
requirement in both cases and by a severe
hypoglycemic crisis in one of the two. This
happened after 28 and 32 months of diet
therapy, respectively.

In conclusion, hypoglycemia with a
consequent reduction of the insulin
requirement seems to be a valid sign of
active celiac disease in patients with dia-
betes and of poor compliance to the gluten-
free diet in patients already diagnosed.
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Response to
Iafusco et aL

Coexistence of celiac disease in
patients with IDDM

Arelationship between celiac disease
(CD) and IDDM has been recog-
nized for 30 years (1-5). Thain et al.

(6) reviewed data on six children (10
months to 15 years) with coexisting CD
and IDDM in 1974, and Walsh et al. (7)
published a thorough clinical study of 14
adults with IDDM and CD in 1978. The
authors of both reviews stressed that mal-
absorption was suggested in patients with
IDDM by problems with glucose control,
particularly diminishing insulin require-
ments and frequent hypoglycemic reac-
tions. In virtually all patients, the IDDM
was diagnosed before the CD. All 6 of the
children reported by Thain et al. and 13 of
14 patients reviewed by Walsh et al. had
gastrointestinal symptoms/signs consistent
with a malabsorption syndrome, and the
diagnosis of CD was established by peroral
small intestinal biopsies.

The coexistence of these diseases
appears to be due to a common genetic
predisposition. Susceptibility to both has
been localized to the HLA region on chro-
mosome 6 (8). Studies performed by Hit-
man et al. (8) revealed that 63% of 79
patients with IDDM and 89% of 46
patients with CD were HLA DR3 positive.
Only 32% of 161 control subjects were
positive for this HLA II antigen.

The true incidence of CD in patients
with IDDM was impossible to estimate

until a sensitive and specific serologic test
for CD was developed. This became possi-
ble with the development of the immuno-
globulin (Ig) A-endomysial antibody test
(EMA-IgA). This test has been refined to a
point at which it is virtually 100% sensitive
and specific for diagnosis of untreated CD
when it is performed in an established ref-
erence laboratory (9). Endomysial antibod-
ies of the IgA subclass present in serum
bind to the reticulin component of the
endomysium of the smooth muscle of
monkey esophagus, and the substrate-
bound IgA antibody can be detected by
immunofluorescence (10). Rossi et al. (11)
studied 211 children with IDDM followed
in the endocrinology clinic at Children's
Hospital in Buffalo, New York, during
1986-1987 and found EMA-IgA in 10, for
an incidence of 4.7%. None had gastroin-
testinal symptoms. Talal et al. (12) screened
185 adult patients with IDDM who were
managed by the diabetologists at the Uni-
versity of Iowa Hospitals and Clinics (Iowa
City, LA) for EMA-IgA and detected a posi-
tive titer in 9 (4.8%). Gastrointestinal
symptoms reported by the entire popula-
tion of patients with IDDM included diar-
rhea (28.1%), constipation (27.5%), early
satiety (22.7%), dyspepsia (23.2%), steat-
orrhea (17.2%), and symptoms consistent
with lactose intolerance (10.8%). The only
symptom that was significantly associated
with EMA-IgA positivity was lactose intol-
erance (P < 0.005). Both groups of investi-
gators recommended screening of all
patients with IDDM for CD with EMA-IgA.
There would be a significant negative cost if
the entire population were to be screened,
in light of the fact that < 5 % of patients will
have a positive titer. Further, a negative
antibody titer at one point in time does not
exclude development of symptomatic CD
in the future. EMA-IgA is more expensive
than other screening tests for CD (e.g., anti-
gliadin IgG and IgA), but this is offset by
extremely high positive- and negative-pre-
dictive values. Costs relate to the fact that
monkey esophagus is used. Cronin et al.
(13) screened 101 adults with IDDM (aged
18-59 years) with EMA-IgA measured by
indirect immunofluorescence using sec-
tions of umbilical cord rather than monkey
esophagus. Eight of these Irish patients
tested positive for the antibody (7.9%).
Substitution of human umbilical cord for
monkey esophagus will reduce the cost of
the test.

Iafusco and coworkers from Naples,
Italy, report their observations on the devel-
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