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Abstract: Few studies have examined the role of maternal diet in relation to development of coeliac
disease (CD). In Denmark, cancellation of mandatory vitamin D fortification of margarine in June 1985
provided this opportunity. This study examined if season of birth or prenatal exposure to extra
vitamin D from food fortification were associated with developing CD later in life. A strength of
this study is the distinctly longer follow-up of patients (30 years). This register-based study has a
semi-ecological design. Logistic regression analysis was used to estimate odds ratios and to calculate
95% confidence intervals. The odds ratio for developing CD was 0.81 (95% CI 0.66; 1.00 p = 0.054),
comparing those with fetal exposure to mandatory vitamin D fortification policy of margarine to
those without after adjusting for gender and season of birth. There was a statistically significant
season effect particularly for children born in autumn (OR 1.6 95% CI 1.16; 2.21) and born in summer
(OR 1.5 95% CI 1.1; 2.1) when compared to children born in winter. Although this study did not
find evidence to support the premise that prenatal exposure to small extra amounts of vitamin D
from a mandatory food fortification policy lowered risk of developing CD, the small number of CD
cases and observed association between season of birth and CD suggest that environmental exposure
ought to be further explored.

Keywords: vitamin D; coeliac disease; fetal programming; season of birth; prenatal exposure;
fortification; D-tect; social experiment; public health epidemiology; ecological study

1. Introduction

There has been an alarming increase over the past 30 years in the prevalence and incidence
of autoimmune diseases, e.g., multiple sclerosis, type 1 diabetes, Crohn’s disease, Graves’ disease,
and coeliac disease (CD) [1]. In Denmark, incidence rates for CD have risen from 1.6 per 100,000
person-years in 1980-1984 to 15.2 per 100,000 person-years in 2015-2016 [2]. Previous prevalence of
CD from the Danish registers has been reported as 50 per 100,000 [3]. However, more recent studies
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have estimated a higher prevalence of between 180 per 100,000 [2] or approximately 500 per 100,000 if
screening and clinical evaluation were part of case identification [3]. Advice for primary prevention of
CD includes breastfeeding and introduction of small amounts of gluten whilst breastfeeding although
studies have not shown that this advice has long-term preventative effects [4,5] The only treatment
available for these patients is an inconvenient and often expensive gluten-free diet [4,6] consisting of
avoiding products containing wheat, barley, oats, and rye.

CD is a particularly unique autoimmune disease because it is well known that gluten (a protein
found in wheat, barley, and rye) drives the dysfunction of the immune system in genetically susceptible
individuals [7]. The reason why some people react to gluten and others do not may be a combination
of genetic predisposition or environmental triggers [4].

The genetics of CD are well established with CD occurring almost exclusively with genotype
HLA (human leucocyte antigens)-DQ2 or HLA-DQ8 haplotypes. The HLA-DQ2 haplotype has been
reported in 90% of patients diagnosed with CD, and the HLA-DQS8 haplotype has been reported in
5% of patients. The remaining 5% of patients have at least one of the two genes encoding DQ2 [6].
Despite, 25-40% of the Caucasian population having these genes, only 2-3% develop CD after intake
of gluten [5,8]. Therefore, the precise triggers for developing CD remain elusive. To date, a variety of
possible triggers have been explored including (i) breastfeeding and infant feeding practices such as
age at gluten exposure and ongoing breastfeeding at gluten exposure, (ii) pregnancy and birth-related
factors including maternal antibiotic use and mode of delivery, (iii) maternal smoking (throughout
pregnancy or never), and (iv) socioeconomic status [4,5,9]. All these factors have been explored using
different types of studies, however, often with conflicting results.

More recently, maternal vitamin D levels have been suggested to have a role in the development
of autoimmune diseases [10,11]. Other studies have shown an association between season of birth or
latitude of place of living and CD [12-17]. These observations have led to a proposition known as the
vitamin D deficiency—CD hypothesis [18]. This hypothesis suggests that maternal vitamin D deficiency
dysregulates a neonate’s immune response in genetically predisposed individuals, resulting in the
development of CD.

Vitamin D has been found to play an important role in promoting immunity by enhancing the innate
immune system and by regulating the adaptive immune system [10,19]. A 2018 randomized control
trial found a stronger innate cytokine response in neonates born from mothers supplemented from
the second trimester with 4400IU/d vitamin D compared to mothers supplemented with 400IU/d [20].
However, two studies in 2017 did not find an association between prenatal vitamin D levels and the risk
of CD [21,22]. The TEDDY study was an international multicenter observational study prospectively
following 8676 children from birth until 15 years of age for environmental factors involved in both type
1 diabetes and CD. Its strengths included a large study population and the prospective multi-center
study design, and weaknesses include the retrospective collection of information on diet intake during
pregnancy and, therefore, the high likelihood of recall bias. The other study was a Norwegian nested
case-control study using the Norwegian Mother and Child Cohort (MoBa), which consisted of 113,053
children. This study assessed 416 children with CD and 570 mother and child pairs as controls selected
randomly from the MoBa cohort. The strengths of this study included repeated assessment of vitamin
D levels, the prospective collection of information on vitamin D intake, and the inclusion of genetic risk
factors. The limitations included possible selection bias, lack of information on sunlight levels, and age
of the population in the cohort being relatively young (CD cases identified up to 7-8 years of age).

On 01 June 1985, the Danish Government abandoned the mandatory fortification program of
adding vitamin D to margarine that had been in place since the mid-1930s. This change in policy
gives a unique opportunity for studying the effect of vitamin D fortification. One such opportunity is
the D-tect research program. This program was initiated to explore if the individual risk of disease
differs between exposed (born during fortification of margarine) or unexposed offspring (born after
fortification of margarine ceased) [23]. If the vitamin D fortification policy had a protective effect for
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the neonate in relation to later development of disease such as CD, it has immediate, cheap, and easy
public health implications and mandatory food fortification in Denmark ought to be reconsidered.
The objectives of this study were as follows:

(i) Toinvestigate if season of birth and the concomitant production of vitamin D from sunlight was
associated with the risk of developing CD

(ii) To investigate if individuals with fetal exposure to extra vitamin D from the mandatory vitamin
D food fortification policy had a decreased risk of developing CD later in life compared to
individuals with no fetal exposure

(iii) To examine if the risk of developing CD related to prenatal exposure to extra vitamin D from the
fortification policy was dependent on season of birth and if risk reduction is potentially stronger
for summer born compared to winter born children

2. Materials and Methods

2.1. Study Design

This was a semi-ecological study [24]. The study examined two cohorts exposed or not exposed to
extra vitamin D from the Danish mandatory fortification policy. This policy stipulated that margarine
was fortified with 1.25 ug vitamin D per 100g margarine. The exposure (maternal exposure to
the fortification policy) is aggregated, exploratory, and global with no distinct measurement on an
individual level. In contrast, the outcome, CD, was identified individually. The date of cancellation of
this policy, 01 June 1985, serves as a time reference point for the creation of the two cohorts [25].

2.2. Study Population

The exposed study population consisted of all children born in Denmark in the two-year period
between 01 June 1983 and 31 May 1985 (these children were exposed to the vitamin D fortification
policy prenatally) and all children in Denmark born in the two year period between 01 September
1986 and 31 August 1988 (these children were not exposed to vitamin D fortification policy prenatally).
Individuals who died or emigrated were excluded. See the flowchart of the study population (Figure 1).
The cohorts were created with a washout period of 15 months, and records of all individuals in the
study population were reviewed over a 30-year period for development of CD.

2.3. Washout Period

The 15-month washout period between the two cohorts consisted of 4 months to account for
normal margarine shelf-life, an additional 2 months to account for margarine stored beyond shelf life,
and a further 9 months to exclude individuals conceived during this 6-month period.

2.4. Sources of Data

The Danish National Patient register (DNPR) was established in 1977 [26,27] and was used to
retrieve information on patients diagnosed with CD using the International Classification of Diseases
(ICD-8 codes 269 until the end of 1993 and thereafter ICD-10 DK900). The Danish Civil Registration
System (CPR) was established in 1968 and assigns a unique 10 digit number to everyone living in
Denmark [28]. This number can be linked to other registries such as DNPR, enabling the study of
large populations [29]. The CPR was used to retrieve information such as death, emigration, gender,
and date of birth of individuals in the entire study population.

2.5. Exposure(s)

Season of birth is a categorical variable classified as follows: winter (November, December,
and January), spring (February, March, and April), summer (May, June, and July), and autumn (August,
September, and October). This categorization is based upon the seasonal fluctuation of vitamin D
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levels in individuals living in high northern latitude countries [30] and is consistent with classification
of seasons from previous D-tect studies based on the same study population.

The abandonment of the mandatory vitamin D fortification policy marks the time point that
separates the cohorts and is a binary categorical variable.

Total population born

01 June 1983 — 31 May 1985 (A) and
01 September 1986 — 31 August 1988 (B)

= 217249 Individuals
I

{ Exposed® [(A) J { Mot Exposed®* (B)

103606 113643

Excluded

Excluded

1811 Dead
25939 Emigrated

1888 Dead
3711 Emigrated

-
Exposed® (A} Not Exposed** (B)
Study population Study population

98856 108044 y

At least one record of coeliac diszase
520

At least two records of coeliac disease A
143

At least one record of coeliac disease
448

Mo coeliac disease [A)
93708

Neo coeliac disease (B)

107845 155

‘m least two records of coeliac disease (B)

Figure 1. Flow chart of study population. * Exposed: The Danish population was exposed to the
Danish vitamin D fortification policy. ** Not Exposed: The Danish population was not exposed to the
Danish vitamin D fortification policy.

2.6. Outcome—Coeliac Disease

The outcome, CD diagnosis, is a binary categorical variable. To reduce the risk of false positives,
we defined CD a priori as the occurrence of at least two or more records in the DNPR of ICD-8 code 269
and/or ICD-10 code K900. A previous study reported that the positive predictive value of identifying
CD cases from DNPR if at least two records were used was 73.6-85.6% [31]. For the purposes of this
study, diagnosis of dermatitis herpetiformis, a cutaneous manifestation of CD assisted by a gluten free
diet [32], was not included as a CD outcome.

2.7. Statistical Analysis

A power calculation determined that, with an expected 350 cases of CD among the approximately
222,000 individuals in our study, with significance level of 5%, we have 80% power to detect an odds
ratio of 0.75 from the exposed to the unexposed.

Logistic regression analyses were used to estimate odds ratios and to compute 95% confidence
intervals. Analyses were adjusted for season of birth and sex. A multiplicative interaction between
season of birth and exposure to vitamin D policy was tested by a likelihood ratio test using a 5%
significance level. Sensitivity analyses were completed by changing the case definition to at least one
record of CD in the DNPR and recategorization of seasons to winter (December, January, and February),
spring (March, April, and May), summer (June, July, and August), and autumn (September, October,
and November). All statistical analyses were performed using R version 3.3.3 (R Foundation for
Statistical Computing, Vienna, Austria, www.R-project.org).
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2.8. Ethics

According to Danish law, ethical approval is not required for register-based studies. Permission
to access data was granted by the Danish Health Data Authority. The Centre of excellence in research
in the Capital Region of Denmark provided permission to process the data (VD-2019-237).

3. Results

The total number of children available was 217,249 of which 206,900 were included in the study;
98,856 children were exposed prenatally to the fortification policy, and 108,044 children were not
exposed. Of the exposed children, 148 (0.15%) developed CD during the subsequent 30 years, compared
to 199 (0.18%) of unexposed children (Figure 1). There was a higher number of women than men who
developed CD, with the majority being diagnosed after the age of 15 years (Table 1).

Season of birth was significantly associated with a change in the odds of developing CD,
particularly for subjects born in autumn (OR = 1.60, 95% CI 1.16; 2.21 p = 0.004) and summer (OR =1.51,
95% CI 1.10; 2.09 p = 0.01) compared to subjects born in winter (Table 2).

The odds ratio for developing CD was 0.81 (95% CI 0.66; 1.00 p = 0.054), comparing those with
fetal exposure to mandatory vitamin D fortification policy of margarine to those without after adjusting
for gender and season of birth (Table 2).

There was no significant interaction between season of birth and the prenatal exposure to the
mandatory vitamin D fortification policy on the odds of developing CD later in life (p = 0.56).

Table 1. Characteristics of population with coeliac disease (CD) compared to those without (N = 206,900).

CD (n = 347) No CD (n = 206,553)

n % n % p-Value !
Gender <0.001
Women 221 63.7 100,801 488
Men 126 36.3 105,752 51.2
Season of birth 0.02
Nov-Jan (winter) 58 16.7 46,696 22.6
Feb-Apr (spring) 83 23.9 52,745 25.5
May-Jul (summer) 103 29.7 55,064 26.7
Aug—Oct (autumn) 103 29.7 52,048 252
Age at diagnosis 2 <0.001
<2 years 100 28.8
2-14 years 54 15.6
15+ years 193 55.6

! Tested using Chi squared test. 2 Based on first record in the Danish National Patient register (DNPR).

Table 2. Risk of coeliac disease among those prenatally exposed to extra vitamin D and dependent on
season of birth.

Odds Ratio 95% CI 1 p-Value
Vitamin D fortification policy 2 0.054
Not exposed (ref) 1
exposed 0.81 0.66; 1.00
Gender <0.001
Women (ref) 1
Men 0.54 0.44; 0.68
Season of birth 3 0.02
Nov-Jan 1
(winter)(ref)
Feb-Apr (spring) 1.28 0.91;1.78 0.16
May-Jul (summer) 1.51 1.10; 2.09 0.01
Aug-Oct (autumn) 1.60 1.16;2.21 0.004

1 CI = Confidence interval. 2 Adjusted for sex and season of birth. 3 Adjusted for sex and the vitamin D
fortification policy.
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4. Discussion

This is the first study to report a significant association between season of birth and risk of
developing CD in a Danish population. This is also the first study to report on the association between
prenatal exposure to extra vitamin D from a food fortification policy and the development of CD before
30 years of age.

There was a significant seasonal effect for individuals born in summer and autumn. However,
while the overall results suggested a decreased risk of developing CD of almost 20% for those exposed
prenatally to the extra vitamin D from mandatory fortification, the association was only borderline
significant possibly due to the small number of cases with CD. There was no further benefit of the
extra vitamin D for those born in summer or autumn seasons, where extra vitamin D during the early
“dark” trimesters was hypothesized to have had a benefit.

4.1. Season of Birth and Risk of Developing CD

In this study, subjects born in winter had the lowest odds of developing CD. Inadequate exposure
to sunlight is a major risk factor for vitamin D deficiency [33], and from October through April, where
the ultraviolet B (UVB) radiation is insufficient for vitamin D conversion in the skin [34,35], Danes
have lower vitamin D status and are predisposed to vitamin D deficiency [34]. Indeed, other immune
diseases such as multiple sclerosis have been reported to have a higher prevalence in countries of high
latitude [33]. CD was also reported as more common among people living at higher latitudes in the
US despite adjustment for BMI and demographic factors [17]. It could be reasonably assumed that
children born in summer or autumn in countries of high latitude have been exposed to lower maternal
vitamin D levels in early to mid-gestation due to darker seasonal months in the first half of pregnancy.
This may adversely influence the development of the fetus” immune system with consequences later in
life [36]. In agreement, earlier studies have reported a lower risk of developing CD for winter-born
compared to summer-born children [12-16,37,38].

Although vitamin D variations provide a possible explanation for the association between CD risk
and season of birth, the timing of weaning and first exposure to gluten in relation to viral load could
also be responsible for the association with season. Indeed, children born in summer/autumn often
begin weaning and have their first exposure to gluten during the winter period, which is characterized
by higher exposure to seasonal viruses. Viral infections influence flora and permeability of the intestine,
and other studies have suggested that this may play a role in the etiology of CD [16,39]. Indeed, a recent
study reported that reovirus infection may trigger CD in some patients [40]. Thus, the development of
viral infections at the time of introduction to gluten may also provide a further or additional explanation
for the association between season of birth and CD.

4.2. Exposure to Extra Vitamin D from Fortification and The Development of CD

Although in the present study the association between prenatal exposure to the extra vitamin D
from mandatory margarine fortification and the development of CD was not significant, the almost
20% reduced odds of CD indicate that there may be a protective effect of vitamin D fortification.
Arguably, both the small extra amount of vitamin D from fortification, which contributed on average
13% of total dietary vitamin D [41], as well as the small number of CD cases in this cohort may have
further contributed to the uncertainty of the fortification effect based on the broad confidence interval.
On the other hand, the inconclusive association found in the present study is supported by findings
from two previous studies that examined the association between prenatal exposure to vitamin D and
development of CD [21,22]. In the case-control study from the Norwegian Mother and Child Cohort
Study (MoBa), the authors reported that there was no association between maternal and neonatal
vitamin D levels and CD [21]. In the longitudinal prospective TEDDY study, maternal use of vitamin
D supplements during pregnancy did not influence the risk of the offspring developing CD [22].
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However, our study had a distinctly longer follow-up (30 years vs 6-8 years) compared to TEDDY
and MoBa [21,22], and although the onset of CD can occur throughout all ages of life, there are two
reported peaks: one in the first 2 years of life and the other after the age of 20 or 30 [42]. Indeed, in our
study, most individuals were diagnosed with CD after 15 years of age (See Table 1) making a direct
comparison with the TEDDY and MoBa study results difficult.

It is difficult to pinpoint an exact timeframe during gestation where vitamin D deficiency may
have the most critical effect on the developing fetus and its immune system. Recent discoveries
have found that the fetal immune system is not simply immature or less responsive than the adult
immune system but has its own specific and unique function [43]. Dendritic cells, crucial for a
well-functioning immune system, have been reported to be fully functional at 13 weeks gestation but
unique as they activate T-cells, suppressing the immune responses to foreign proteins rather than
targeting these foreign proteins for destruction [43]. Vitamin D does have both immunoregulatory
and anti-inflammatory effects on dendritic cells so the critical timeframe could be as early as 13 weeks.
Another study suggested that the period was even earlier and may well be the irreversible critical
period in particular in relation to gene transcription in the placenta and during placentation [44].
A recent randomized control trial exploring the programming of the immune system during fetal
development reported that vitamin D supplementation beginning in the second trimester did modify
the neonates immune system [20]. Much of the previous literature reports that vitamin D can affect the
immune system, but our understanding of how this occurs is only just beginning to evolve [44]. Until
development of the fetal immune system and the modification of genes and cells by nutrients is better
understood, it will be difficult to ascertain accurately whether and when is the most desirable timing
of vitamin D supplementation during pregnancy and the specific disease outcomes that timely vitamin
D supplementation could alleviate.

4.3. Strengths and Limitations

A major strength of this study is the use of valid and complete register data and complete birth
cohorts, ensuring that the results are generalizable to the entire Danish population. The unique long
follow-up and clear definition of cases (minimizing false positives) are other strengths of the study
design. No major societal events have been reported between June 1983 and August 1988 other than
the termination of the vitamin D fortification policy [45,46]. Therefore, adjustment for confounding is
unnecessary as the potential confounding factors are likely to be equally distributed between these
two cohorts. However, residual confounding could occur if a secular trend is overlooked. Some of
these potential trends are as follows:

Sources of vitamin D: The possibility that the two cohorts had different sources of vitamin D
was explored as a potential confounder. However, vitamin D supplementation recommendations for
pregnant women did not change during 1983-1988 [46]. The differences in monthly sunshine hours per
year between 1983-1988 were not significant [47,48]. The consumption of margarine during this period
was remarkably stable [49]. As a result of the above, the assumption has been made that sources of
vitamin D were not different between the two cohorts.

Trends in CD incidence: CD has increased from 1.6 per 100,000 person years to 15.2 per 100,000
person years from 1986 to 2016 in Denmark [2]. This increased incidence in CD may well be the reason
for the higher number of CD cases in unexposed cohort. There is no great difference in the number of
CD cases between the two cohorts despite this increasing incidence, and therefore, the conclusion in
relation to the lack of association between fortification and risk of CD is strengthened.

Major societal incident: The nuclear accident (Chernobyl) that occurred 26 April 1986 (during
washout period) in the north of Ukraine may have increased the disease burden of the unexposed
cohort. Denmark was one of the first countries to receive fallout from Chernobyl, but contamination
was relatively modest due to the absence of precipitation when the first cloud passed the country [50].
This incident also strengthens our conclusion that exposure prenatally to fortification had no effect on
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risk of developing CD as the disease burden from such an accident would be expected to increase the
strength of the association.

Apart from these secular trends, another significant limitation was that individual vitamin D
levels were not assessed. This is a limitation of a register study with an aggregated exposure that
cannot be measured on an individual level. Other limitations include the fact that the number of true
cases in this study were most likely underestimated and that there were potential unaccounted false
negative cases. In fact, despite this study’s long follow-up period of 30 years, the individuals who
developed CD in their late 20s would not necessarily have had the two records required to be defined
as a CD case before the age of 30 and, therefore, may not have been identified in the study. Therefore,
despite following individuals for 30 years, the follow-up period may still have been a limiting factor.
Prevalence of CD is higher by a factor of 10 if diagnosed via screening and clinical detection compared
to prevalence based on register-based data [3], indicating that CD is mainly treated in the primary care
system and/or is underdiagnosed in Denmark. We therefore performed a sensitivity analysis where
the case definition was redefined to individuals who had a minimum of one record of CD in the DNPR.
However, despite this change, there was still no significant association between prenatal exposure
to the fortification policy and risk of developing CD (see Table S1). This supported the finding of
no association between prenatal exposure to mandatory vitamin D fortification policy and risk of
developing CD. Studies from D-tect define seasons according to sunlight variation, while some other
seasonal studies use a slightly different definition. Therefore, a sensitivity analysis was completed
with re-categorized seasons (see Table 52).

5. Conclusions

Although this study did not find evidence to support the premise that prenatal exposure to small
extra amounts of vitamin D from a mandatory food fortification policy lowered risk of developing
CD, the small number of CD and observed association between season of birth and CD suggest that
environmental exposure ought to be further explored.

Supplementary Materials: The following are available online at http://www.mdpi.com/2072-6643/12/5/1243/s1,
Table S1: CD (altered definition) among those prenatally exposed to extra vitamin D from the margarine fortification
policy compared to those unexposed. Table S2: CD among those prenatally exposed to extra vitamin D from the
margarine fortification policy compared to those unexposed using altered definition of season.

Author Contributions: Conceptualization, B.L.H. and V.A.; data curation, PF,; formal analysis, PF,; funding
acquisition, C.M.; investigation, C.M. and K.S.D.; methodology, B.L.H. and V.A; project administration, B.L.H.
and V.A.; supervision, B.L.H. and V.A.; writing—original draft, C.M.; writing—review and editing, C.M., K.S.D.,
B.L.H., and V.A. All authors have read and agreed to the published version of the manuscript.

Funding: This research was funded by Knud and Edith Eriksens Mindefond.

Acknowledgments: This study was a part of the D-tect study funded by the Danish Agency for Science, Technology,
and Innovation, the Ministry of Science, Higher Education, under the instrument “Strategic Research Projects”
(grant 0603-00453B).

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design of the
study; in the collection, analyses, or interpretation of data; in the writing of the manuscript; or in the decision to
publish the results.

References

1. Lerner, A ; Jeremias, P.; Matthias, T. The world incidence and prevalence of autoimmune diseases is increasing.
Int. ]. Celiac Dis. 2016, 3, 151-155. [CrossRef]

2. Grode, L.; Bech, B.H.; Jensen, T.M.; Humaidan, P.; Agerholm, I.E.; Plana-Ripoll, O.; Ramlau-Hansen, C.H.
Prevalence, incidence, and autoimmune comorbidities of celiac disease: a nation-wide, population-based
study in Denmark from 1977 to 2016. Eur. . Gastroenterol. Hepatol. 2018, 30, 83-91. [CrossRef] [PubMed]

3.  Horwitz, A,; Skaaby, T.; Karhus, L.L.; Schwarz, P.; Jorgensen, T.; Rumessen, ].J.; Linneberg, A. Screening for
celiac disease in Danish adults. Scand. ]. Gastroenterol. 2015, 50, 824-831. [CrossRef]

4. Lebwohl, B.; Sanders, D.S.; Green, PH.R. Coeliac disease. Lancet 2018, 391, 70-81. [CrossRef]


http://www.mdpi.com/2072-6643/12/5/1243/s1
http://dx.doi.org/10.12691/ijcd-3-4-8
http://dx.doi.org/10.1097/MEG.0000000000000992
http://www.ncbi.nlm.nih.gov/pubmed/29076940
http://dx.doi.org/10.3109/00365521.2015.1010571
http://dx.doi.org/10.1016/S0140-6736(17)31796-8

Nutrients 2020, 12, 1243 9of 11

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

Ludvigsson, J.F.; Murray, J.A. Epidemiology of celiac disease. Gastroenterol. Clin. N. Am. 2019, 48, 1-18.
[CrossRef] [PubMed]

McAllister, B.P.; Williams, E.; Clarke, K. A comprehensive review of celiac disease/gluten-sensitive
enteropathies. Clin. Rev. Allergy Immunol. 2018, 1-18. [CrossRef]

Green, P.H.; Cellier, C. Celiac disease. N. Engl. |. Med. 2007, 357, 1731-1743. [CrossRef]

Husby, S.; Koletzko, S.; Korponay-Szabo, I.R.; Mearin, M.L.; Phillips, A.; Shamir, R.; Troncone, R;
Giersiepen, K.; Branski, D.; Catassi, C.; et al. European Society for Pediatric Gastroenterology, Hepatology,
and Nutrition guidelines for the diagnosis of coeliac disease. |. Pediatr. Gastroenterol. Nutr. 2012, 54, 136-160.
[CrossRef]

Marild, K,; Tapia, G.; Midttun, O.; Ueland, PM.; Magnus, M.C.; Rewers, M.; Stene, L.C.; Stordal, K. Smoking
in pregnancy, cord blood cotinine and risk of celiac disease diagnosis in offspring. Eur. J. Epidemiol. 2019, 34,
637-649. [CrossRef]

Altieri, B.; Muscogiuri, G.; Barrea, L.; Mathieu, C.; Vallone, C.V.; Mascitelli, L.; Bizzaro, G.; Altieri, V.M.;
Tirabassi, G.; Balercia, G.; et al. Does vitamin D play a role in autoimmune endocrine disorders? A proof of
concept. Rev. Endocr. Metab. Disord. 2017, 18, 335-346. [CrossRef]

Palacios, C.; Kostiuk, L.K.; Pena-Rosas, J.P. Vitamin D supplementation for women during pregnancy.
Cochrane Database Syst. Rev. 2019, 7, Cd008873. [CrossRef] [PubMed]

Ivarsson, A.; Hernell, O.; Nystrom, L.; Persson, L.A. Children born in the summer have increased risk for
coeliac disease. J. Epidemiol. Community Health 2003, 57, 36-39. [CrossRef]

Lewy, H.; Meirson, H.; Laron, Z. Seasonality of birth month of children with celiac disease differs from that
in the general population and between sexes and is linked to family history and environmental factors.
J. Pediatr. Gastroenterol. Nutr. 2009, 48, 181-185. [CrossRef] [PubMed]

Lebwohl, B.; Green, P.H.; Murray, J.A.; Ludvigsson, ].E. Season of birth in a nationwide cohort of coeliac
disease patients. Arch. Dis. Child. 2013, 98, 48-51. [CrossRef] [PubMed]

Capriati, T.; Francavilla, R.; Castellaneta, S.; Ferretti, F.; Diamanti, A. Impact of the birth’s season on the
development of celiac disease in Italy. Eur. |. Pediatr. 2015, 174, 1657-1663. [CrossRef]

Namatovu, F; Lindkvist, M.; Olsson, C.; Ivarsson, A.; Sandstrom, O. Season and region of birth as risk factors
for coeliac disease a key to the aetiology? Arch. Dis. Child. 2016, 101, 1114-1118. [CrossRef]

Unalp-Arida, A.; Ruhl, C.E.; Choung, R.S.; Brantner, T.L.; Murray, ].A. Lower prevalence of celiac disease
and gluten-related disorders in persons living in southern vs northern latitudes of the United States.
Gastroenterology 2017, 152, 1922-1932.€1922. [CrossRef] [PubMed]

Tanpowpong, P; Camargo, C.A. Early-life vitamin D deficiency and childhood-onset coeliac disease.
Public Health Nutr. 2014, 17, 823-826. [CrossRef]

Wei, R.; Christakos, S. Mechanisms underlying the regulation of innate and adaptive immunity by vitamin
D. Nutrients 2015, 7, 8251-8260. [CrossRef] [PubMed]

Hornsby, E.; Pfeffer, P.E.; Laranjo, N.; Cruikshank, W.; Tuzova, M.; Litonjua, A.A.; Weiss, S.T.; Carey, V.J.;
O’Connor, G.; Hawrylowicz, C. Vitamin D supplementation during pregnancy: Effect on the neonatal
immune system in a randomized controlled trial. J. Allergy Clin. Immunol. 2018, 141, 269-278.e261. [CrossRef]
[PubMed]

Marild, K.; Tapia, G.; Haugen, M.; Dahl, S.R.; Cohen, A.S.; Lundqvist, M.; Lie, B.A.; Stene, L.C.; Stordal, K.
Maternal and neonatal vitamin D status, genotype and childhood celiac disease. PLoS ONE 2017, 12, €0179080.
[CrossRef]

Yang, J.; Tamura, R.N.; Aronsson, C.A.; Uusitalo, U.M.; Lernmark, A.; Rewers, M.; Hagopian, W.A.; She, ] X.;
Toppari, |.; Ziegler, A.G.; et al. Maternal use of dietary supplements during pregnancy is not associated with
coeliac disease in the offspring: The Environmental Determinants of Diabetes in the Young (TEDDY) study.
Br. J. Nutr. 2017, 117, 466-472. [CrossRef]

Jacobsen, R.; Abrahamsen, B.; Bauerek, M.; Holst, C.; Jensen, C.B.; Knop, J.; Raymond, K.; Rasmussen, L.B.;
Stougaard, M.; Sorensen, T.L; et al. The influence of early exposure to vitamin D for development of diseases
later in life. BMC Public Health 2013, 13, 515. [CrossRef]

Morgenstern, H. Ecologic studies in epidemiology: Concepts, Principles, and Methods Annu. Rev. Public Health
1995, 16, 61-81. [CrossRef] [PubMed]


http://dx.doi.org/10.1016/j.gtc.2018.09.004
http://www.ncbi.nlm.nih.gov/pubmed/30711202
http://dx.doi.org/10.1007/s12016-018-8691-2
http://dx.doi.org/10.1056/NEJMra071600
http://dx.doi.org/10.1097/MPG.0b013e31821a23d0
http://dx.doi.org/10.1007/s10654-019-00522-5
http://dx.doi.org/10.1007/s11154-016-9405-9
http://dx.doi.org/10.1002/14651858.CD008873.pub4
http://www.ncbi.nlm.nih.gov/pubmed/31348529
http://dx.doi.org/10.1136/jech.57.1.36
http://dx.doi.org/10.1097/MPG.0b013e3181709530
http://www.ncbi.nlm.nih.gov/pubmed/19179880
http://dx.doi.org/10.1136/archdischild-2012-302360
http://www.ncbi.nlm.nih.gov/pubmed/23172784
http://dx.doi.org/10.1007/s00431-015-2589-2
http://dx.doi.org/10.1136/archdischild-2015-310122
http://dx.doi.org/10.1053/j.gastro.2017.02.012
http://www.ncbi.nlm.nih.gov/pubmed/28238771
http://dx.doi.org/10.1017/S1368980013003510
http://dx.doi.org/10.3390/nu7105392
http://www.ncbi.nlm.nih.gov/pubmed/26404359
http://dx.doi.org/10.1016/j.jaci.2017.02.039
http://www.ncbi.nlm.nih.gov/pubmed/28552588
http://dx.doi.org/10.1371/journal.pone.0179080
http://dx.doi.org/10.1017/S0007114517000332
http://dx.doi.org/10.1186/1471-2458-13-515
http://dx.doi.org/10.1146/annurev.pu.16.050195.000425
http://www.ncbi.nlm.nih.gov/pubmed/7639884

Nutrients 2020, 12, 1243 10 of 11

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

Jacobsen, R.; Hypponen, E.; Sorensen, T.I; Vaag, A.A.; Heitmann, B.L. Gestational and early infancy exposure
to margarine fortified with vitamin D through a national Danish programme and the risk of type 1 diabetes:
The D-Tect Study. PLoS ONE 2015, 10, e0128631. [CrossRef] [PubMed]

Schmidt, M.; Schmidt, S.A.; Sandegaard, ].L.; Ehrenstein, V.; Pedersen, L.; Sorensen, H.T. The Danish National
Patient Registry: a review of content, data quality, and research potential. Clin. Epidemiol. 2015, 7, 449-490.
[CrossRef] [PubMed]

Lynge, E.; Sandegaard, J.L.; Rebolj, M. The Danish National Patient Register. Scand. J. Public Health 2011, 39,
30-33. [CrossRef] [PubMed]

Mainz, J.; Hess, M.H.; Johnsen, S.P. The Danish unique personal identifier and the Danish Civil Registration
System as a tool for research and quality improvement. Int. |. Qual. Health Care 2019. [CrossRef]

Schmidt, M.; Pedersen, L.; Sorensen, H.T. Imnmunological role of vitamin D at the maternal-fetal interface.
Eur. ]. Epidemiol. 2014, 29, 541-549. [CrossRef]

Hypponen, E.; Power, C. Hypovitaminosis D in British adults at age 45 y: nationwide cohort study of dietary
and lifestyle predictors. Am. J. Clin. Nutr. 2007, 85, 860-868. [CrossRef]

Dydensborg, S.; Sterdal, K.; Plato Hansen, T.; Nybo Andersen, A.M.; Murray, ].A.; Lillevang, S.T.; Husby, S.
Validation of celiac disease diagnoses recorded in the Danish National Patient Register using duodenal
biopsies, celiac disease-specific antibodies, and human leukocyte-antigen genotypes. Clin. Epidemiol. 2016, 8,
789-799. [CrossRef] [PubMed]

Collin, P,; Salmi, T.T.; Hervonen, K.; Kaukinen, K.; Reunala, T. Dermatitis herpetiformis: a cutaneous
manifestation of coeliac disease. Ann. Med. 2017, 49, 23-31. [CrossRef] [PubMed]

Ghareghani, M.; Reiter, R.J.; Zibara, K.; Farhadi, N. Latitude, vitamin D, melatonin, and gut microbiota act in
concert to initiate multiple sclerosis: A new mechanistic pathway. Front. Immunol. 2018, 9, 2484. [CrossRef]
[PubMed]

Hansen, L.; Tjonneland, A.; Koster, B.; Brot, C.; Andersen, R.; Cohen, A.S.; Frederiksen, K.; Olsen, A. Vitamin
D status and seasonal variation among Danish children and adults: A descriptive study. Nutrients 2018,
10, 1801. [CrossRef] [PubMed]

Ovesen, L.; Andersen, R.; Jakobsen, J. Geographical differences in vitamin D status, with particular reference
to European countries. Proc. Nutr. Soc. 2003, 62, 813-821. [CrossRef] [PubMed]

Holick, M.F. Vitamin D: A millenium perspective. . Cell. Biochem. 2003, 88, 296-307. [CrossRef]
Tanpowpong, P.; Obuch, ]J.C; Jiang, H.; McCarty, C.E.; Katz, A.].; Leffler, D.A.; Kelly, C.P.; Weir, D.C.;
Leichtner, A.M.; Camargo, C.A., Jr. Multicenter study on season of birth and celiac disease: evidence for a
new theoretical model of pathogenesis. |. Pediatr. 2013, 162, 501-504. [CrossRef]

Assa, A.; Waisbourd-Zinman, O.; Daher, S.; Shamir, R. Birth month as a risk factor for the diagnosis of celiac
disease later in life: A population-based study. J. Pediatr. Gastroenterol. Nutr. 2018, 67, 367-370. [CrossRef]
Kahrs, C.R,; Chuda, K; Tapia, G.; Stene, L.C.; Marild, K.; Rasmussen, T.; Ronningen, K.S.; Lundin, K.E.A.;
Kramna, L.; Cinek, O.; et al. Enterovirus as trigger of coeliac disease: nested case-control study within
prospective birth cohort. BMJ 2019, 364, 1231. [CrossRef]

Bouziat, R.; Hinterleitner, R.; Brown, ].J.; Stencel-Baerenwald, J.E.; Ikizler, M.; Mayassi, T.; Meisel, M.;
Kim, S.M.; Discepolo, V.; Pruijssers, A.J.; et al. Reovirus infection triggers inflammatory responses to dietary
antigens and development of celiac disease. Science 2017, 356, 44-50. [CrossRef]

Haraldsdottir, J.; Thaarup, S. Tilseetning af vitaminer og milderaler til levnedsmidler; Nordisk Ministerrad:
Copenhagen, Denmark, 1989.

Caio, G.; Volta, U.; Sapone, A.; Leffler, D.A.; De Giorgio, R.; Catassi, C.; Fasano, A. Celiac disease:
a comprehensive current review. BMIC Med. 2019, 17, 142. [CrossRef] [PubMed]

McGovern, N.; Shin, A.; Low, G.; Low, D.; Dan, K.; Yao, L.J.; Msallam, R.; Low, I.; Shadan, N.B.;
Sumatoh, H.R; et al. Human fetal dendritic cells promote prenatal T-cell immune suppression through
arginase-2. Nature 2017, 546, 662—-666. [CrossRef] [PubMed]

Wagner, C.L.; Hollis, B.W. The implications of vitamin D status during pregnancy on mother and her
developing child. Front. Endocrinol. (Lausanne) 2018, 9, 500. [CrossRef] [PubMed]

Keller, A.; Angquist, L.; Jacobsen, R.; Vaag, A.; Heitmann, B.L. A retrospective analysis of a societal experiment
among the Danish population suggests that exposure to extra doses of vitamin A during fetal development
may lower type 2 diabetes mellitus (T2DM) risk later in life. Br. J. Nutr. 2017, 117, 731-736. [CrossRef]


http://dx.doi.org/10.1371/journal.pone.0128631
http://www.ncbi.nlm.nih.gov/pubmed/26030061
http://dx.doi.org/10.2147/CLEP.S91125
http://www.ncbi.nlm.nih.gov/pubmed/26604824
http://dx.doi.org/10.1177/1403494811401482
http://www.ncbi.nlm.nih.gov/pubmed/21775347
http://dx.doi.org/10.1093/intqhc/mzz008
http://dx.doi.org/10.1007/s10654-014-9930-3
http://dx.doi.org/10.1093/ajcn/85.3.860
http://dx.doi.org/10.2147/CLEP.S122300
http://www.ncbi.nlm.nih.gov/pubmed/28008283
http://dx.doi.org/10.1080/07853890.2016.1222450
http://www.ncbi.nlm.nih.gov/pubmed/27499257
http://dx.doi.org/10.3389/fimmu.2018.02484
http://www.ncbi.nlm.nih.gov/pubmed/30459766
http://dx.doi.org/10.3390/nu10111801
http://www.ncbi.nlm.nih.gov/pubmed/30463277
http://dx.doi.org/10.1079/PNS2003297
http://www.ncbi.nlm.nih.gov/pubmed/15018480
http://dx.doi.org/10.1002/jcb.10338
http://dx.doi.org/10.1016/j.jpeds.2012.08.056
http://dx.doi.org/10.1097/MPG.0000000000002001
http://dx.doi.org/10.1136/bmj.l231
http://dx.doi.org/10.1126/science.aah5298
http://dx.doi.org/10.1186/s12916-019-1380-z
http://www.ncbi.nlm.nih.gov/pubmed/31331324
http://dx.doi.org/10.1038/nature22795
http://www.ncbi.nlm.nih.gov/pubmed/28614294
http://dx.doi.org/10.3389/fendo.2018.00500
http://www.ncbi.nlm.nih.gov/pubmed/30233496
http://dx.doi.org/10.1017/S000711451700037X

Nutrients 2020, 12, 1243 11 of 11

46.

47.

48.

49.

50.

Stougaard, M.; Damm, P.; Frederiksen, P; Jacobsen, R.; Heitmann, B.L. Exposure to vitamin D from fortified
margarine during fetal life and later risk of pre-eclampsia: the D-tect Study. Public Health Nutr. 2018, 21,
721-731. [CrossRef]

Jacobsen, R.; Moldovan, M.; Vaag, A.A.; Hypponen, E.; Heitmann, B.L. Vitamin D fortification and seasonality
of birth in type 1 diabetic cases: D-tect study. J. Dev. Orig. Health Dis. 2016, 7, 114-119. [CrossRef]
Jacobsen, R.; Moldovan, M.; Vaag, A.A.; Hypponen, E.; Heitmann, B.L. Vitamin D fortification and seasonality
of birth in type 1 diabetic cases: D-tect study - ERRATUM. J. Dev. Orig. Health Dis. 2016, 7, 429. [CrossRef]
Thorsteinsdottir, F.; Maslova, E.; Jacobsen, R.; Frederiksen, P.; Keller, A.; Backer, V.; Heitmann, B.L. Exposure
to Vitamin D Fortification Policy in Prenatal Life and the Risk of Childhood Asthma: Results From the D-Tect
Study. Nutrients 2019, 11, 924. [CrossRef]

Aarkrog, A. Studies of chernobyl debris in Denmark. Environ. Int. 1988, 14, 149-155. [CrossRef]

@ © 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.1017/S1368980017003135
http://dx.doi.org/10.1017/S2040174415007849
http://dx.doi.org/10.1017/S2040174416000155
http://dx.doi.org/10.3390/nu11040924
http://dx.doi.org/10.1016/0160-4120(88)90089-X
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Study Design 
	Study Population 
	Washout Period 
	Sources of Data 
	Exposure(s) 
	Outcome—Coeliac Disease 
	Statistical Analysis 
	Ethics 

	Results 
	Discussion 
	Season of Birth and Risk of Developing CD 
	Exposure to Extra Vitamin D from Fortification and The Development of CD 
	Strengths and Limitations 

	Conclusions 
	References

