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Breast-feeding protects against celiac disease’

Anneli Ivarsson, Olle Hernell, Hans Stenlund, and Lars Ake Persson

ABSTRACT

Background: Celiac disease, or permanent gluten-sensitive
enteropathy, is an immunologic disease strictly dependent on
exposure to wheat gluten or related proteins in rye and barley.
Objective: The aim of this study was to explore whether breast-
feeding and the mode of introducing dietary gluten influence the
risk of celiac disease in childhood.

Design: A population-based incident case-referent study of
Swedish children, 627 cases with celiac disease and 1254 refer-
ents, was conducted; 78% of the matched sets were included in
the final analyses. A questionnaire was used to assess patterns of
food introduction to infants. Models were built, based on current
epidemiologic and immunologic knowledge of celiac disease, to
study the potential influence of dietary patterns on disease risk
and were evaluated by conditional logistic regression in multi-
variate analyses.

Results: The risk of celiac disease was reduced in children aged
<2y if they were still being breast-fed when dietary gluten was
introduced [adjusted odds ratio (OR): 0.59; 95% CI: 0.42, 0.83].
This effect was even more pronounced in infants who continued
to be breast-fed after dietary gluten was introduced (OR: 0.36;
95% CI: 0.26, 0.51). The risk was greater when gluten was intro-
duced in the diet in large amounts (OR: 1.5; 95% CI: 1.1, 2.1)
than when introduced in small or medium amounts. In older chil-
dren, these risk factors were of no or only minor importance.
Conclusions: The gradual introduction of gluten-containing
foods into the diet of infants while they are still being breast-fed
reduces the risk of celiac disease in early childhood and proba-
bly also during the subsequent childhood period. Am J Clin
Nutr 2002;75:914-21.

KEY WORDS Breast-feeding, case-referent study, celiac
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INTRODUCTION

Celiac disease is recognized as a common but largely undiag-
nosed health problem in many European countries (1-4) and
the United States (5, 6). This situation is challenging because
untreated celiac disease is associated with high morbidity (7).

The etiology of celiac disease is not fully understood. Genetic
susceptibility is a prerequisite, although the genes involved have not
yet been identified (8). The condition is considered to be an
immunologic disease, possibly of autoimmune type with tissue pro-
tein-glutamine y-glutamyltransferase (transglutaminase) suggested as a
major autoantigen (9). The result of the disease process on the small-

intestinal mucosa (ie, villous atrophy), however, is strictly depen-
dent on the individual’s exposure to wheat gluten or related proteins
in rye and barley, and efforts have been made to identify the precise
structure of crucial epitopes in these cereals (10, 11).

In general, environmental exposures—including the dietary
patterns of infants—might influence the immunologic process,
resulting in tolerance or intolerance to a food constituent (12).
There might be an age interval during which humans have a
decreased ability to develop oral tolerance to a newly introduced
antigen. The amount of antigen given might also influence the
process. The type of food used could be important if the process
of food preparation alters antigenicity (13). Furthermore, it is
likely that the response of the immune system to an antigen may
be modified by other exposures, eg, breast-feeding, because of
its immune-modulating effect (14, 15).

The causal role of these different aspects of infant dietary pat-
terns in the etiology of celiac disease has not been shown con-
sistently (16-18). Sweden recently experienced an epidemic of
symptomatic celiac disease in children aged <2y, and we showed
that both the abrupt increase and decline in the incidence of
the disease coincided with changes in the dietary patterns of
infants (19). During the peak years of the epidemic, we per-
formed a population-based incident case-referent study to
explore the risk factors for celiac disease. We analyzed whether
the risk of developing celiac disease was affected by /) the age
at which gluten was introduced in the diet, 2) the amount of
gluten introduced, 3) the type of gluten-containing foods intro-
duced, and 4) breast-feeding status (ie, whether the infant was
still breast-feeding when dietary gluten was introduced).
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TABLE 1
Overview of participation for the celiac disease cases and referents in the 2 age groups
Age group’
0-19y 2.0-149y
Criteria Cases Referents Cases Referents
n (%)

Cases with a verified diagnosis of celiac disease and their referents’ 475 (100) 950 (100) 152 (100) 304 (100)
Questionnaires

Answered 455 (96) 856 (90) 146 (96) 268 (88)

Complete’ 411 (86) 718 (76) 113 (74) 201 (66)
Part of a matched set of a case and 1 or 2 referents 392 (82) 626 (66) 99 (65) 155 (51)

!The age of the cases when the initial small-intestinal biopsy specimen was obtained.
2Criteria of the European Society of Paediatric Gastroenterology, Hepatology, and Nutrition (20, 21).

*Information on both breast-feeding status and flour consumption.

SUBJECTS AND METHODS

Subjects

A prospective register of all incident cases of celiac disease in
children aged <15 y was established in 1991. The surveillance
covered 40% of the Swedish population in this age group, ie,
623439 children (19). From 1 November 1992 to 30 April 1995,
a total of 714 children with suspected celiac disease were
reported to the register, of whom 665 (93%) had a characteristic
small-intestinal mucosal abnormality on histologic examination
of a biopsy specimen taken while they were consuming a
gluten-containing diet, followed by clinical remission during a
gluten-free diet (20). After further diagnostic measures (described
below), celiac disease was confirmed in 627 children (94%).
In the diagnostic evaluation, all information available through
31 December 1998 was considered. The age at diagnosis was defined
as the age when the initial small-intestinal biopsy was obtained.

All of the initially invited children (n = 665) fulfilled the
established diagnostic criteria for celiac disease (20); however,
the diagnosis was ascertained further (21) by obtaining a biopsy
specimen from 524 of the children after they had consumed a
gluten-free diet; 509 of the children showed an improvement in
the small-intestinal mucosa. Subsequently, 391 children were
challenged with gluten, and a third biopsy specimen was taken;
368 of the children showed a deterioration of the mucosa. Thus,
a total of 38 children were excluded from the study on the basis
of these additional diagnostic measures because a longer follow-
up would have been necessary to confirm a diagnosis of celiac
disease. Accordingly, had all 665 children initially invited to par-
ticipate had a second and third biopsy specimen taken, the diag-
nosis may have, theoretically, been questioned in another 3%
(n = 19) of the children.

Two referents matched with each celiac disease case for
date of birth, sex, and area of residence (n = 1254) were
selected through the national population register. A question-
naire (see below) was answered by 601 cases (96%) and 1124
referents (90%). Complete information on key variables con-
cerning infant feeding was available for 524 cases (84%) and
919 referents (73%); 491 cases and 781 referents were also part
of matched sets, corresponding to 78% of the eligible case-ref-
erent triplets (Table 1).

The Swedish Data Inspection Board and the Research Ethics
Committees of all Swedish Medical Faculties approved the study,
and informed consent was obtained from the families.

Questionnaire

A questionnaire about the general health and diet of the par-
ticipating children was mailed to the families; our special inter-
est in celiac disease was not indicated. The questionnaire asked
whether the child had ever been breast-fed, and if so, the age
(in mo) at the last breast-feeding. The food-frequency compo-
nent of the questionnaire, which contained semiquantitative
information on portion sizes (3 levels) was used on the basis of
experience from an earlier study (22). The pattern of introduc-
tion for each food item was assessed on the basis of the age (in
mo) of the infant at the time when the first portion was given, on
the size of the first portion, and on the average portion size and
frequency 2 wk later. Dietary intake at 7 mo of age was assessed
on the basis of the frequency of consumption and portion sizes of
each food item.

Definitions

Breast-feeding duration was defined as the period of time
when infants were exclusively or partially breast-fed. The age at
which dietary gluten was first introduced was defined as the first
month postpartum, during which time flour from wheat, rye, or
barley was given to the infant. Breast-feeding status during intro-
duction of gluten-containing flour was constructed from these
variables and categorized into 3 groups: breast-feeding that dis-
continued during the month preceding introduction of gluten into
the diet, breast-feeding that continued until the month when
dietary gluten was introduced or even into the following month,
and breast-feeding that continued even longer than that. Further-
more, the age at introduction of gluten-containing flour was
regrouped into what was the nationally recommended age at
introduction (ie, age 5—6 mo) and separate categories for earlier
and later introduction. The types of foods used during introduc-
tion of flour into the diet were categorized into 2 groups: /) solid
foods, including bread, biscuits, porridge, and pasta; and 2) gluten-
containing follow-up formula, used exclusively or in combination
with solid foods. In Sweden, gluten-containing follow-up for-
mula is widely used but only after the age of 6 mo. The amount
of gluten-containing flour in home-prepared foods was calculated
on the basis of standard Swedish recipes, and the amount in
industrially produced foods was obtained from the manufactur-
ers. The amount of gluten-containing flour consumed during
introduction was assessed on the basis of the food item contribut-
ing the largest amount of flour during the first 2 wk of consump-
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TABLE 2
Characteristics of celiac disease cases and referents
Age group’
0-19y 2.0-149y

Characteristics Cases (n = 392) Referents (n = 626) Cases (n=99) Referents (n = 155)
Sex (%)

Boys 33 34 42 41

Girls 67 66 58 59
Age at first symptoms (mo)? 11 (9.0, 13)° — 26 (18, 65) —
Age at diagnosis (mo) 14 (12, 18) — 59 (32, 97) —
Delay between diagnosis and return of questionnaire (mo) 2.2(1.2,3.7) 2.4(1.3,4.4) 2.9 (1.6,4.5) 3.2 (1.7, 6.0)

The age of the cases when the initial small-intestinal biopsy specimen was obtained.
?Information missing for 21 cases (5%) in the group aged 0-1.9 y and for 36 cases (36%) in the group aged 2.0-14.9 y.

3Median (25th and 75th percentiles).

tion, whereas the amount consumed at 7 mo of age was based on
all food items consumed at that age. The amount of flour con-
sumed in each feeding situation was initially divided into thirds
on the basis of the distribution of flour intake by the referents. In
the final analyses, the 2 lower thirds (ie small and medium
amounts) were analyzed together because their risk estimates
were comparable, whereas the upper third (ie, large amounts) was
analyzed separately. This resulted in a cutoff of 7.0 g flour for the
first portion of gluten-containing food introduced and in a cutoff
of 16 g flour/d for the consumption of gluten-containing food
consumed 2 wk after the first portion. At 7 mo of age, the analy-
sis resulted in a cutoff of 58 g flour/d for the total amount of
gluten-containing food consumed, in a cutoff of 39 g flour/d for
solid foods, and in a cutoff of 17 g flour/d for follow-up formula.

Statistical analyses

Matched sets of cases and 1-2 referents were included in the
final analyses if there was complete information on breast-feeding
duration, age at introduction of flour into the diet, and the aver-
age daily amount of flour consumed 2 wk after the first portion
was introduced.

The children were analyzed in 2 separate groups on the basis
of their age at diagnosis of celiac disease (0—1.9 or 2.0-14.9 y),
mainly because the epidemic of celiac disease only affected the
younger age group. The basic characteristics and dietary pat-
terns of these children as infants were described. Associations
between covariates were evaluated, and stratified analyses were
performed to identify possible effect-modification or confound-
ing. Models were developed for the tentative influence of dietary
patterns on the risk of celiac disease and were evaluated with the
use of conditional logistic regression in bivariate and multivari-
ate analyses. The population attributable fraction (AF,) was esti-
mated as follows:

AF, = p, (OR— 1)/OR ()

where p_is the prevalence of the studied exposure among the
cases and OR is the adjusted odds ratio.

The possible effect of missing values was evaluated. Informa-
tion on breast-feeding duration was missing for 1% of both cases
and referents and was replaced by random draws among the
observed values for cases and referents, respectively. Informa-
tion on the age of the infants at the time dietary gluten was intro-
duced in the diet was missing for 6% of the cases and for 10% of
the referents, and the average daily amount of gluten-containing
flour given 2 wk after the first portion was introduced was miss-

ing for 9% of the cases and for 15% of the referents. Based on a
model by Rubin (23), 5 data sets were created by multiple impu-
tations for these missing values. The final model for the influ-
ence of dietary patterns on the risk of celiac disease was assessed
by analyzing each of the 5 data sets separately. The average of
the 5 adjusted ORs and the 95% Cls are reported.

Version 9.0 of SPSS (24) was used for data summarization
and the stratified analyses, EGRET (25) was used for the condi-
tional logistic regression analyses, and SOLAS (26) was used to
analyze the effect of missing values. Statistical significance was
defined as a P value <0.05, or 95% Cls of ORs excluding 1.0.

RESULTS

Characteristics of the children

Celiac disease was diagnosed before 2 y of age in most of the
cases (80%), and most of the cases were girls. The median delay
between the onset of the first symptoms compatible with celiac
disease and diagnosis was 3.0 mo in the group aged 0-1.9 y;
however, a reliable estimate could not be made in the group aged
2.0-14.9 y (Table 2).

Validity of feeding information

The procedure by which cases were matched with referents
on the basis of date of birth, sex, and area of residence had the
potential of introducing selection bias; however, the dietary
exposures did not differ significantly by sex or area of residence
(data not shown). Compared with referents in the older age
group, the younger age group had a longer breast-feeding dura-
tion and were introduced to dietary gluten at a later time (Table 3).
This finding agrees with national trends in infant-feeding prac-
tices in Sweden (19). The analyses were stratified by age partly
for this reason.

In the group aged 0-1.9 y, 96% of the cases and 90% of the
referents answered the questionnaire (Table 1). Information on
breast-feeding duration was reported for 9% of both groups.
Information on the age at which dietary gluten was first intro-
duced was available for 94% of the cases and for 90% of the
referents. Information about the average daily amount of gluten-
containing flour given 2 wk after the first portion was introduced
was available for 91% of the cases and for 85% of the referents.
The median breast-feeding duration was not significantly differ-
ent between children with complete data and those with missing
data for the variables described above.
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TABLE 3
Dietary patterns during infancy for the celiac disease cases and referents
Age group’
0-19y 2.0-149y
Cases Referents Cases Referents
Exposures (n=392) (n = 626) P? (n=99) (n=155) P?
Breast-feeding duration (mo) 53,77 74,9) <0.001 6(4,8) 6(@3,9) 0.9
Breast-feeding status when flour was introduced (%)
Discontinued 54 33 37 38
Continued” 24 25 28 25
Continued beyond’ 22 42 <0.001 34 37 0.8
Age when flour was introduced (%)
1-4 mo 8 11 11 15
5-6 mo 82 73 73 73
7-12 mo 10 16 0.002 16 12 0.5
Amount of flour introduced®
First portion (%)
Small to medium 60 64 70 69
Large 40 36 0.2 30 31 0.9
Daily average amount of flour consumed 2 wk after
flour was introduced (%)
Small to medium 52 66 61 68
Large 48 34 <0.001 39 32 0.2
Type of food given when flour was introduced (%)
Solid foods 44 52 51 61
Follow-up formula 56 48 0.02 49 39 0.09
Amount of flour given at 7 mo of age®
Solid foods (%)
Small to medium 70 68 75 64
Large 30 32 0.4 25 36 0.06
Follow-up formula (%)
Small to medium 43 68 58 61
Large 57 32 <0.001 42 39 0.7
Total (%)
Small to medium 53 67 64 62
Large 47 33 <0.001 36 38 0.7

The age of the cases when the initial small-intestinal biopsy specimen was obtained.
>The median test was used for breast-feeding duration; the chi-square test was used for all other exposures.

3Median (25th and 75th percentiles).

#Continued until the month flour was introduced or until the following month.

’Continued beyond the month after flour was introduced.

%Information on the amount of flour introduced was missing for 3 cases and 5 referents in the group aged 0-1.9 y and for 2 cases and 2 referents in the
group aged 2.0-14.9 y. Information on the amount of flour consumed at 7 mo of age was missing for 16 cases and 39 referents in the group aged 0-1.9 y

and for 6 cases and 9 referents in the group aged 2.0-14.9 y.

Infant feeding and risk of celiac disease

Dietary patterns in infancy differed significantly between
cases diagnosed before 2 y of age and their referents (Table 3).
Breast-feeding duration was significantly longer in the ref-
erents than in the cases, and more referents than cases were
being breast-fed when dietary gluten was introduced and
thereafter. Most children were introduced to flour at 5-6 mo
of age, more so in the cases than in the referents. Cases
received larger initial amounts of flour, assessed as the aver-
aged daily amount consumed 2 wk after the first portion.
Furthermore, more cases than referents had been given their
first portion of flour as follow-up formula than as solid
foods. At 7 mo of age, cases consumed larger amounts of
flour than did referents, with follow-up formula being the
major source.

Associations between the dietary exposures of the referents
are shown in Table 4. Continued breast-feeding at the time
gluten-containing flour was introduced was associated with the

provision of small to medium amounts of gluten, whereas if
breast-feeding had already been discontinued the amounts given
at introduction ranged from small to large amounts. A small to
medium amount of flour was usually given as solid foods, and a
large amount was usually given as follow-up formula. A similar
pattern of associations was found for the cases (data not shown).
Stratified analyses showed no effect-modification (data not
shown) but verified the above-described confounding. This was
addressed by multivariate analyses.

The first multivariate model (model 1) was restricted to expo-
sures characterizing introduction of gluten-containing flour into
the diet (ie, the antigen) with respect to the age of the infant, the
average daily amount consumed 2 wk after the first portion was
introduced, and the type of food given (Table §). The introduc-
tion of large amounts of flour was significantly associated with an
increased risk of celiac disease. There was a significant bivariate
association with higher risk of celiac disease if dietary gluten was
introduced between 5 and 6 mo of age, but in this adjusted model
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TABLE 4

Associations between the dietary exposures for the referents to the celiac disease cases aged <2y

Breast-feeding status
when flour was introduced

Daily average amount
of flour consumed 2 wk
after flour was introduced

Age when flour
was introduced

Exposures Discontinued ~ Continued’ Continued beyond’>  1-4 mo 5-6 mo 7-12mo  Small to medium Large
% % %
Age when flour was
introduced
1-4 mo 10 10 11
5-6 mo 71 73 70
7-12 mo 13 17 19
P’ 0.4
Daily average amount
of flour consumed
2 wk after flour was
introduced
Small to medium 48 64 82 88 62 72
Large 52 36 18 12 38 28
P’ <0.001 <0.001
Type of food given when
flour was introduced
Solid foods 40 41 67 89 48 45 66 24
Follow-up formula 60 59 33 11 52 55 34 76
P’ <0.001 <0.001 <0.001

! Continued until the month flour was introduced or until the following month.

2Continued beyond the month after flour was introduced.
Chi-square test.

this association was no longer significant. The type of gluten-
containing food given was not an independent risk factor.

In the next model (model 2), breast-feeding status at the time
flour was introduced in the diet was added because of its immune-
modulating potential (Table 5). Continued breast-feeding at the
time gluten-containing flour was introduced had a protective effect

TABLE 5

Dietary patterns during infancy and the risk of celiac disease before 2 y of age’

against celiac disease. The risk pattern was similar to that with
model 1, and the risk estimates changed only slightly.

The final model (model 3) included all variables of potential
importance (Table 5). A protective effect was found if the infant
was still being breast-fed when gluten-containing foods were
introduced (OR: 0.59; 95% CI: 0.42, 0.83), and this effect was

Multivariate analyses

Exposures Bivariate analyses Model 12 Model 2 Model 3 (final) Model 4°
Breast-feeding status when flour was introduced

Discontinued 1.0 1.0 1.0 1.0

Continued* 0.55 (0.40, 0.77) 0.59 (0.42, 0.85) 0.59 (0.42, 0.83) 0.63 (0.46, 0.86)

Continued beyond’ 0.30 (0.22, 0.42) 0.35 (0.25, 0.50) 0.36 (0.26, 0.51) 0.35 (0.25, 0.48)
Age when flour was introduced

1-4 mo 1.0 1.0 1.0 1.0 1.0

5-6 mo 1.8 (1.1, 2.9) 1.5(0.93,2.5) 1.5 (0.89, 2.5) 1.4 (0.87,2.4) 1.2 (0.76, 1.9)

7-12 mo 0.86 (0.48, 1.6) 0.74 (0.40, 1.4)  0.79 (0.43, 1.5) 0.76 (0.41, 1.4) 0.71 (0.41, 1.3)

Daily average amount of flour consumed 2 wk
after flour was introduced

Small to medium 1.0

Large 2.0(1.5,2.7)
Type of food given when flour was introduced

Solid foods 1.0

Follow-up formula 1.4 (1.1, 1.9)

1.0 1.0 1.0 1.0

1.9 (1.4,2.6) 1.6 (1.1,2.3) 1.5 (1.1, 2.1) 1.4 (1.1, 1.9)
1.0 1.0

1.0 (0.75, 1.4) 0.89 (0.64, 1.2)

! Conditional logistic regression using 392 matched sets of cases and referents. Values are odds ratios (OR) (and 95% ClIs).
2Model 1: likelihood ratio statistics (LRS) on 4 df = 37, P < 0.001; model 2: LRS on 6 df = 76, P < 0.001; model 3: LRS on 5 df = 76, P < 0.001.
*Model 4 was based on 447 matched sets of cases and referents with missing values handled by a multiple imputation procedure; for details see Sub-

jects and Methods.

#Continued until the month flour was introduced or until the following month.

> Continued beyond the month after flour was introduced.
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FIGURE 1. The number of celiac disease cases aged <2 y with respect
to breast-feeding (BF) status (continued or discontinued) at the time
gluten-containing flour was introduced into their diets, the amount of flour
given (small to medium or large amounts), and the number of cases attrib-
utable to the independent or combined effect of these exposures. Risk esti-
mates were based on conditional logistic regression with 392 matched sets
of cases and referents and were adjusted for the age of the infant at the
time flour was introduced in the diet. The ORs (and 95% Cls) were as fol-
lows: A, 1.0; B, 2.0 (1.4, 3.0); C, 2.8 (1.9, 4.0); and D, 3.3 (2.3, 4.8).

even more pronounced if breast-feeding continued beyond the
time of gluten introduction (OR: 0.36; 95% CI: 0.26, 0.51). Fur-
thermore, there was a greater risk of celiac disease associated
with a large average daily consumption of flour 2 wk after the
first portion was introduced (OR: 1.5; 95% CI: 1.1, 2.1) than
with consumption of a small to medium amount. The risk esti-
mates were largely unchanged after adjustment for the amount of
flour consumed at 7 mo of age (data not shown).

Model 4 was developed by reanalyzing the data from model 3
with a multiple imputation procedure to account for missing val-
ues (Table 5). The risk estimates were only slightly different
from those with model 3, and the conclusions did not change.

In the older age group, no significant differences between the
cases and referents were found with respect to the discussed
dietary variables. Furthermore, the final model, as described
above for the younger children (model 3), was not significant
(model likelihood ratio statistics on 5 df = 4.4, P = 0.5).

Public health effect

AF, was estimated as 31% for the independent effect of dis-
continued breast-feeding at the time flour was first introduced
into the diet compared with continued breast-feeding at the time
flour was introduced. The AF, for introduction of flour in large
compared with small to medium amounts was estimated at 16%.
The combined effect resulted in an AF; of 45%, suggesting that
almost one-half of the cases would have been spared had the
infant-feeding practices been as favorable as possible according
to the results obtained in the present study (Figure 1).

DISCUSSION

A major finding of this study was the lower risk of celiac dis-
ease in infants who were still being breast-fed than in infants who

had discontinued breast-feeding at the time when gluten-
containing foods were introduced into the diet. The risk was
even lower in those infants who continued breast-feeding also
beyond the time at which gluten was introduced. Larger amounts
of gluten at the time of gluten introduction increased the risk, but
for any given amount the type of food given was not important.
The effect of age at the time of gluten introduction on the risk of
celiac disease was not conclusive.

This is the first study of the association between celiac disease
and environmental risk factors in which an attempt was made to
develop an analytic model for causality based on immunologic
and epidemiologic knowledge. Multivariate analyses were used
to adjust risk estimates for confounding and to suggest causal
relations. A multiple imputation approach was used to assess the
possible effect of missing data on the risk estimates, and the con-
clusion was that missing data had no significant effect. Because
the study was population based and had a high participation rate,
we are confident that the results represent the country of Swe-
den at large. Although the use of gluten-containing follow-up
formula is typical in Sweden, the findings should be relevant to
any country because the type of food used could be excluded as
an independent risk factor.

Moreover, the accuracy of the diagnosis of celiac disease was
ascertained by well-established criteria (20, 21); however, a small
number of cases still may have been misclassified, resulting in a
marginal underestimation of risks. Referents were chosen from
the same population that generated the cases and were matched
to the cases for date of birth and sex to decrease confounding and
for area of residence to make another substudy feasible. Because
dietary exposures did not differ significantly on the basis of sex
or area of residence, no selection bias was introduced. To reduce
differential misclassification of exposure, the study protocol was
introduced to the participants without explicitly mentioning the
focus on celiac disease. Only incident cases were included to
reduce the recall period; however, inevitably, this was longer for
older children. Moreover, the relatively few participants in the
older age group reduced the statistical power.

It was suggested as early as the 1950s that breast-fed infants
have a later onset of celiac disease (27), and this view was later
shared by others (28, 29). Furthermore, it was shown in case-
referent studies based on prevalent cases that children with celiac
disease had been breast-fed for a significantly shorter duration than
had referents (30-32). However, the question was raised of whether
the association of celiac disease with breast-feeding is direct and
causal or indirect through postponed introduction of infant formula
(30) or a reduced amount of dietary gluten consumed (32).

In the present study, we showed that breast-feeding had an
independent protective effect against celiac disease if the infants
were breast-fed at the time when gluten-containing foods were
introduced. This effect was even more pronounced in infants who
continued to be breast-fed also beyond the time of gluten intro-
duction. Confounding by other known dietary factors was
unlikely because the risk estimates were influenced only slightly
by adjustments for covariates, eg, the amount of gluten con-
sumed. Furthermore, note that our study was performed in a pop-
ulation in which most infants were breast-fed for 26 mo. Thus,
most of the infants were introduced to cow milk while they were
still being breast-fed, and consequently through sources other
than infant formula. Furthermore, the cessation of breast-feeding
did not usually coincide with the introduction of infant formula.
It is also biologically likely that the presence of breast milk at the
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time gluten is introduced increases the chance of developing oral
tolerance for the antigens of importance (14, 15).

A larger consumption of wheat gluten was reported in healthy
infants in Sweden and Italy than in infants in Finland, Denmark,
and Estonia, and the former countries reported a higher occurrence
of celiac disease than did the latter country (17, 33, 34). In addi-
tion, a dose-related response on the small-intestinal mucosa was
noted when individuals were given increasing amounts of dietary
gluten (35-37). Our study showed that introduction of gluten-
containing foods in large amounts rather than in small to medium
amounts, was an independent risk factor. The cases consumed
larger amounts of flour than did the referents also at 7 mo of age.

In most countries, the recommended age for introducing
gluten-containing foods has gradually increased over time to
delay the manifestations of celiac disease and possibly also to
reduce the risk of disease (38). Previous case-referent studies
reported that the age of the infant at the time dietary gluten is
introduced has no bearing on the risk of celiac disease (30-32).
In our study the bivariate association between age at introduction
of dietary gluten and the risk of celiac disease was not significant
in the adjusted models. Thus, it is still unclear whether the abil-
ity to develop oral tolerance to gluten is decreased if the antigen
is introduced into the diet during a certain period in infancy.

During the Swedish epidemic of celiac disease in children
aged <2 vy, the incidence increased 3-fold to levels that were
higher than previously reported from any country, followed by
an abrupt decline to the preceding level (19). Using an ecologic
study approach, we found that the increase in incidence was pre-
ceded by an increase in the amount of gluten consumed, by a
postponement of dietary gluten introduction, and by no change
in breast-feeding habits. The decrease in incidence was preceded
by several years of an increasing average breast-feeding duration
and coincided with a decrease in the amount of gluten consumed.
Thus, both the increase and decrease in incidence were most
likely accompanied by a change in the proportion of infants
introduced to gluten in small amounts while the infants were still
being breast-fed. In other words, and on the basis of the findings
in the present study, Swedish infant-feeding practices have
shifted over time from a favorable to an unfavorable pattern and
back to a favorable pattern. On the basis of the AF, about one-
half of the cases during the epidemic might have been spared
celiac disease if the favorable dietary pattern had been followed.

It has been suggested that environmental exposures, including
the dietary patterns of infants, merely affect the clinical expression
of celiac disease and not the process resulting in the small-intesti-
nal celiac lesion (18). However, there is increasing evidence to sug-
gest that the etiology of celiac disease is multifactorial, both with
regard to genetic (8) and environmental (39—41) factors. Further-
more, the immune-modulating potential of breast milk is supported
by studies of the composition of breast milk (14, 15) and by the
increasing number of epidemiologic studies suggesting an inverse
association between breast-feeding and the risk of autoimmune dis-
eases, such as type 1 diabetes and inflammatory bowel disease (15,
42), and of other diseases, such as leukemia (43). Thus, it seems
likely that the dietary patterns of infants, in addition to the mere
presence of gluten in the diet, interact with an individual’s genet-
ics, resulting in an immunologic process that may or may not result
in the small-intestinal celiac lesion.

An important question is whether favorable infant dietary pat-
terns postpone the onset of celiac disease until later in life, or in
fact reduce the overall lifetime risk of the disease. In the present

study, the dietary patterns of the infants had an effect on the risk
of celiac disease in the children aged <2 y but had no or only a
minor effect on risk in the older children. Thus, introduction of
small to medium amounts of gluten-containing foods in the diet
of infants while they are still being breast-fed clearly reduces the
risk of celiac disease in early childhood and probably also
reduces the risk during the remaining childhood period. It is
tempting to speculate that this dietary pattern also reduces the
lifetime risk of celiac disease; however, further studies are
needed to confirm this notion.
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